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1.  IN T R O D U C TI O N  

T hi s d o c u m e nt d e s cri b e s t h e r ul e s a n d c o n v e nti o n s t o b e u s e d i n t h e pr e s e nt ati o n a n d a n al y si s of 
effi c a c y,  s af et y  a n d p h ar m a c o ki n eti c  ( P K) d at a f or Pr ot o c ol  S E P 3 6 1 -3 0 2 . It d e s cri b e s t h e d at a t o b e 
s u m m ari z e d a n d a n al y z e d, i n cl u di n g s p e cifi c s of t h e st ati sti c al a n al y s e s t o b e p erf or m e d.  

T hi s st ati sti c al a n al y si s pl a n ( S A P) i s b a s e d o n pr ot o c ol  v er si o n 4. 0 0 , d at e d 1 3 O C T 2 0 2 2 . 

T h e D at a  a n d S af et y M o nit ori n g B o ar d ( D S M B) a n al y si s pl a n will b e d e s cri b e d i n a s e p ar at e d o c u m e nt.  
A n I m p ort a nt Pr ot o c ol D e vi ati o n (I P D) R e vi e w Pl a n a n d a  Bli n d e d  D at a R e vi e w ( B D R) Pl a n will b e writt e n 
t o d e s cri b e t h e pr o c e s s a n d t h e o ut p ut s t o b e d eli v er e d d uri n g t h e I P D/B D R m e eti n g s . 

2.  S T U D Y O BJ E C TI V E S  A N D E N D P OI N T S  

2. 1.  S T U D Y O BJ E C TI V E S  

2. 1. 1.  P RI M A R Y O BJ E C TI V E  

T h e pri m ar y o bj e cti v e i s t o e v al u at e t h e effi c a c y of fi x e d d o s e s of S E P -3 6 3 8 5 6 ( 7 5 a n d 1 0 0 m g/ d a y) 
c o m p ar e d wit h pl a c e b o i n a c ut el y p s y c h oti c a d ult s u bj e ct s wit h s c hi z o p hr e ni a a s m e a s ur e d b y t h e P o siti v e 
a n d N e g ati v e S y n dr o m e S c al e ( P A N S S) t ot al s c or e.  

2. 1. 2.  S E C O N D A R Y E F FI C A C Y O BJ E C TI V E  

T h e s e c o n d ar y effi c a c y o bj e cti v e i s t o e v al u at e t h e effi c a c y of fi x e d d o s e s of S E P -3 6 3 8 5 6 ( 7 5 a n d 1 0 0 
m g/ d a y) c o m p ar e d wit h pl a c e b o i n a c ut el y p s y c h oti c a d ult s u bj e ct s wit h s c hi z o p hr e ni a a s m e a s ur e d b y 
t h e Cli ni c al Gl o b al I m pr e s si o n-S e v erit y ( C GI -S) s c or e.  

2. 1. 3.  O T H E R  E F FI C A C Y O BJ E C TI V E S  

•  T o e v al u at e t h e effi c a c y of fi x e d d os es of S E P -3 6 3 8 5 6 ( 7 5 a n d 1 0 0 m g/ d a y) c o m p ar e d wit h pl a c e b o 
i n a c ut el y ps y c h oti c a d ult s u bj e cts wit h s c hiz o p hr e ni a as m e as ur e d b y:  

o  P A N S S s u bs c al e s c or es ( p ositi v e, n e g ati v e a n d g e n er al ps y c h o p at h ol o g y).  
o  Bri ef N e g ati v e S y m pt o m S c al e ( B N S S).  
o  M o nt g o m er y -As b er g D e pr essi o n R ati n g S c al e ( M A D R S).  

•  T o ass ess t h e eff e cts of S E P -3 6 3 8 5 6 o n c o g niti o n as m e as ur e d b y t h e Bri ef Ass ess m e nt of C o g niti o n 
i n S c hi z o p hr e ni a ( B A C S). 
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•  T o e v al u at e t h e eff e cts of S E P -3 6 3 8 5 6 o n h e alt h -r el at e d q u alit y of lif e as m e as ur e d b y t h e E ur o Q ol –  
5 Di m e nsi o ns –  5 L e v el s ( E Q -5 D -5 L).  

•  T o e v al u at e t h e eff e cts of S E P -3 6 3 8 5 6 o n f u n cti o n al o ut c o m e as m e as ur e d b y t h e U ni v er sit y of 
C alif or ni a S a n Di e g o ( U C S D) P erf or m a n c e -b as e d S kill s Ass ess m e nts, Bri ef V er si o n ( U P S A -B).  

•  T o e v al u at e m e di c ati o n s ati sf a cti o n as m e as ur e d b y t h e M e di c ati o n S ati sf a cti o n Q u esti o n n air e 
( M S Q)  

2. 1. 4.  S A F E T Y O BJ E C TI V E S  

•  T o e v al u at e t h e s af et y a n d t ol er a bilit y of S E P -3 6 3 8 5 6 ( 7 5 a n d 1 0 0 m g/ d a y) usi n g:  

o  P h ysi c al e x a mi n ati o ns ( P E).  
o  1 2 -l e a d el e ctr o c ar di o gr a m s ( E C G).  
o  V it al si g n m e as ur e m e nts. 
o  A d v er s e e v e nt ( A E) r e p orts.  
o  C li ni c al l a b or at or y t ests. 
o  C ol u m bi a –  S ui ci d e S e v erit y R ati n g S c al e ( C -S S R S).  
o  Si m ps o n -A n g us S c al e ( S A S).  
o  B ar n es A k at hi si a R ati n g S c al e ( B A R S).  
o  A b n or m al I n v ol u nt ar y M o v e m e nt S c al e ( AI M S).  

•  T o c h ar a ct eriz e t h e s u bj e cti v e eff e cts of S E P -3 6 3 8 5 6 o n sl e e p as m e as ur e d b y t h e Pitts b ur g h Sl e e p 
Q u alit y I n d e x ( P S QI) . 

2. 2.  S T U D Y E N D P OI N T S  

2. 2. 1.  P RI M A R Y E N D P OI N T  

•  C h a n g e fr o m B as eli n e i n P A N S S t ot al s c or e at E n d p oi nt ( W e e k 6) . 
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2. 2. 2.  S E C O N D A R Y E F FI C A C Y E N D P OI N T  

•  C h a n g e fr o m B as eli n e i n C GI -S sc or e at E n d p oi nt ( W e e k 6) . 

2. 2. 3.  O T H E R E F FI C A C Y E N D P OI N T S  

•  At e a c h s c h e d ul e d vi sit e x c e pt E n d p oi nt ( W e e k 6), c h a n g e fr o m B as eli n e i n  

o  P A N S S t ot al s c or e.  
o  C GI -S s c or e.  

•  At e a c h s c h e d ul e d vi sit, c h a n g e fr o m B as eli n e i n  

o  P A N S S s u bs c al e s c or es.  
o  B N S S t ot al s c or e.  
o  M A D R S t ot al s c or e.  
o  B A C S c o m p osit e s c or e.  
o  P S P t ot al s c or e.  
o  E Q -5 D -5L: vi s u al a n al o g s c al e ( V A S) , i n d e x s c or e a n d di m e nsi o n s c or e. 
o  U P S A -B t ot al s c or e.  
o  M S Q s c or e.  

•  P A N S S r es p o ns e, d efi n e d as a 2 0 % or gr e at er i m pr o v e m e nt fr o m B as eli n e i n P A N S S t ot al s c or e, at 
e a c h s c h e d ul e d vi sit.  

•  T o b a c c o us e at B as eli n e a n d E n d p oi nt.  

2. 2. 4.  S A F E T Y E N D P OI N T S  

•  T h e i n ci d e n c e of o v er all A E s, s eri o us A E s ( S A E s), a n d A E s ( or S A E s) l e a di n g t o di s c o nti n u ati o n.  

•  O bs er v e d v al u es a n d c h a n g es fr o m B as eli n e at e a c h s c h e d ul e d vi sit i n cli ni c al l a b or at or y t ests 
( h e m at ol o g y, c h e mi str y, a n d uri n al ysi s), vit al si g ns (i n cl u di n g t e m p er at ur e, b o d y w ei g ht, b o d y m ass 
i n d e x ( B MI), w ai st cir c u mf er e n c e, bl o o d pr ess ur e [s u pi n e a n d st a n di n g], p ul s e r ate [s u pi n e a n d 
st a n di n g] a n d r es pir ati o n r at e) a n d 1 2 -l e a d E C G p ar a m et er s.  

•  Fr e q u e n c y a n d s e v erit y of s ui ci d al i d e ati o n a n d s ui ci d al b e h a vi or b as e d o n t h e C -S S R S.  

•  C h a n g e fr o m B as eli n e i n S A S, B A R S a n d AI M S s c or es at e a c h s c h e d ul e d vi sit . 

•  C h a n g e fr o m B as eli n e i n P S QI gl o b al s c or e at  e a c h s c h e d ul e d vi sit.  
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3.  S T U D Y D E SI G N  

3. 1.  G E N E R A L D E S C RI P TI O N  

T hi s i s a m ulti c e nt er, r a n d o mi z e d, d o u bl e -bli n d, p ar all el -gr o u p, fi x e d -d o s e d st u d y  e v al u ati n g t h e effi c a c y 
a n d s af et y of t w o d o s e s of S E P -3 6 3 8 5 6 ( 7 5 a n d 1 0 0 m g/ d a y) v er s u s pl a c e b o o v er a 6 -w e e k Tr e at m e nt 
P eri o d i n a c ut el y p s y c h oti c s u bj e ct s wit h s c hi z o p hr e ni a. T hi s st u d y i s pr oj e ct e d t o r a n d o mi z e 
a p pr o xi m at el y 4 6 2 s u bj e ct s ( 1 8 t o 6 5 y e ar s) t o 3 tr e at m e nt gr o u p s ( S E P-3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 
1 0 0 m g/ d a y, or pl a c e b o) i n a 1: 1: 1 r ati o.  

 
 Tr e at m e nt a s si g n m e nt will 

b e str atifi e d b y c o u ntr y.  

St u d y dr u g will b e t a k e n at t h e s a m e ti m e e a c h e v e ni n g at b e dti m e a n d m a y b e t a k e n wit h or wit h o ut f o o d.  

T h e st u d y will c o n si st of 3 p eri o d s: S cr e e ni n g/ W a s h o ut ( u p t o 1 4 d a y s), Tr e at m e nt ( 6 w e e k s), a n d a 
F oll o w -u p Vi sit ( 7 d a y s aft er l a st st u d y dr u g d o s e f or s u bj e ct s w h o di s c o nti n u e pri or t o t h e W e e k 6 vi sit 
[ Vi sit 9] or w h o c o m pl et e t h e st u d y b ut d o n ot el e ct t o e nr oll i n t h e o p e n -l a b el e xt e n si o n st u d y 
[ S E P 3 6 1-3 0 3]).  
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A st u d y s c h e m ati c i s pr e s e nt e d i n Fi g ur e 1 . 

Fi g ur e  1 : St u d y s c h e m ati c 

 

3. 2.  M E T H O D O F A S SI G NI N G S U BJ E C T S T O T R E A T M E N T G R O U P S  

T h e r a n d o mi z ati o n s c h e d ul e i s g e n er at e d b y a n o n -st u d y bi o st ati sti ci a n.  

T h e r a n d o mi z ati o n s c h e d ul e i s b a s e d o n p er m ut e d bl o c k s; i n a d diti o n, r a n d o mi z ati o n i s str atifi e d b y 
c o u ntr y.  

O n c e a s u bj e ct i s d e e m e d eli gi bl e t o b e r a n d o mi z e d at D a y 1, a n i nt er a cti v e w e b r e s p o n s e s y st e m (I W R S) 
will p erf or m tr e at m e nt a s s i g n m e nt. S u bj e ct s will b e r a n d o mi z e d t o o n e of t h e f oll o wi n g tr e at m e nt gr o u p s i n 
a 1: 1: 1 r ati o:  

•  S E P -3 6 3 8 5 6 7 5 m g/ d a y f or 6 w e e ks  

•  S E P -3 6 3 8 5 6 1 0 0 m g/ d a y f or 6 w e e ks  

•  Pl a c e b o o n c e d ail y f or 6 w e e ks  

O n c e a r a n d o mi z ati o n n u m b er h a s b e e n a s si g n e d, it c a n n ot b e r e u s e d.  
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3. 3.  B LI N DI N G  

S u bj e ct s, I n v e sti g at or s, cli ni c al sit e st aff, p er s o n s p erf or mi n g t h e a s s e s s m e nt s, cli ni c al o p er ati o n s 
p er s o n n el, d at a a n al y st s, a n d p er s o n n el at c e ntr al l a b or at ori e s will r e m ai n bli n d e d t o t h e i d e ntit y of t h e 
tr e at m e nt fr o m t h e ti m e of r a n d omi z ati o n u ntil d at a b a s e l o c k a n d u n bli n di n g, u si n g t h e f oll o wi n g m et h o d s:  

•  R a n d o mi z ati o n d at a ar e k e pt stri ctl y c o nfi d e nti al u ntil t h e ti m e of u n bli n di n g i n t h e I W R S, a n d will 
n ot b e a c c essi bl e b y a n y o n e el s e i n v ol v e d i n t h e st u d y wit h t h e f oll o wi n g e x c e pti o ns: bi o a n al yti c al 
l a b or at or y p er s o n n el i n v ol v e d i n t h e a n al ysi s of P K s a m pl es, D at a a n d S af et y M o nit ori n g B o ar d 
( D S M B) m e m b er s i n v ol v e d i n r e g ul ar r e vi e w of s af et y d at a, e xt er n al st ati sti c al st aff i n v ol v e d i n 
pr e p ari n g m at eri al s f or D S M B r e vi e ws, p h ar m a c o vi gil a n c e d e p art m e nt f or e v al u ati o n a n d r e p orti n g 
of S A E s, a n d t h e S p o ns or’ s cli ni c al tri al m at eri al s m a n a g e m e nt.  

•  Pr ol a cti n l e v el s will b e bli n d e d e x c e pt f or r es ults fr o m Vi sit 1 ( S cr e e ni n g).  

•  T h e i d e ntit y of t h e tr e at m e nts will b e c o n c e al e d b y t h e us e of st u d y dr u g s t h at ar e all i d e nti c al i n 
p a c k a gi n g, l a b elli n g, s c h e d ul e of a d mi ni str ati o n a n d a p p e ar a n c e.  

I n t h e c a s e of a m e di c al e m er g e n c y, w h er e k n o wl e d g e of st u d y dr u g b y t h e I n v e sti g at or or a n a ut h ori z e d 
d el e g at e i s e s s e nti al f or i m m e di at e m e di c al m a n a g e m e nt, a 2 4 -h o ur c o d e -br e a k s er vi c e will b e a v ail a bl e 
vi a t h e I W R S. T h e d at e a n d r e a s o n f or u n bli n di n g ar e t o b e d o c u m e nt e d i n t h e s o ur c e d o c u m e nt s. A n y 
s u bj e ct f or w h o m t h e tr e at m e nt a s si g n m e nt w a s u n bli n d e d i s t o b e di s c o nti n u e d fr o m f urt h er st u d y 
p arti ci p ati o n. T h e s u bj e ct s h o ul d r et ur n f or a fi n al st u d y a s s e s s m e nt. T h e i d e ntit y of t h o s e i n di vi d u al s at 
t h e st u d y sit e w h o g ai n a c c e s s t o t h e u n bli n d e d tr e at m e nt a s si g n m e nt m u st b e d o c u m e nt e d. It i s 
m a n d at or y t h at all p er s o n n el w h o ar e i n v ol v e d i n t h e u n bli n di n g, a n d w h o h a v e a c c e s s t o t h e u n bli n d e d 
tr e at m e nt a s si g n m e nt, m ai nt ai n t h e c o nfi d e nti alit y of t h e i nf or m ati o n a n d d o n ot di v ul g e t h e tr e at m e nt 
a s si g n m e nt.  

3. 4.  D E T E R MI N A TI O N O F S A M P L E S I Z E 

A t ot al of 3 6 9 s u bj e ct s ( 1 2 3 p er tr e at m e nt gr o u p: S E P -3 6 3 8 5 6 7 5  m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, a n d 
pl a c e b o) wit h a gl o b al 2 -si d e d al p h a of 0. 0 5 will pr o vi d e 9 0 % p o w er t o r ej e ct t h e n ull h y p ot h e si s of n o 
diff er e n c e i n t h e m e a n pri m ar y effi c a c y e n d p oi nt a g ai n st pl a c e b o f or at l e a st o n e S E P -3 6 3 8 5 6 d o s e l e v el  
a n d 7 5 % p o w er t o r ej e ct t h e n ull h y p ot h e si s f or b ot h S E P -3 6 3 8 5 6 d o s e l e v el s  u si n g a  tr u n c at e d H o c h b er g 
( γ = 0. 9) pr o c e d ur e, a s s u mi n g a tr e at m e nt eff e ct si z e of 0. 3 8 5 f or b ot h d o s e l e v el s. A cli ni c all y m e a ni n gf ul 
eff e ct si z e of 0. 3 8 5 w a s e sti m at e d b a s e d o n r e s ult s fr o m St u d y S E P 3 6 1 -2 0 1 a n d r e vi e w of p u bli s h e d 
st u di e s of ot h er a nti p s y c h oti c s f or t h e s h ort -t er m tr e at m e nt of s c hi z o p hr e ni a. T h e o b s er v e d eff e ct si z e i n 
St u d y S E P 3 6 1 -2 0 1 w a s 0. 4 5 aft er f o ur w e e k s of fl e xi bl e d o si n g wit h S E P -3 6 3 8 5 6 at 5 0 or 7 5  m g/ d a y. A n 
u p w ar d a dj u st m e nt of a p pr o xi m at el y 2 5 % i s u s e d t o c o m p e n s at e f or i nf or m ati o n l o st d u e t o s u bj e ct s w h o 
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ar e r a n d o mi z e d b ut dr o p o ut a n d ar e wit h o ut c o m pl et e effi c a c y d at a at all s c h e d ul e d vi sit s. T h e t ot al 
s a m pl e si z e will b e 4 6 2 s u bj e ct s r a n d o mi z e d i n 1: 1: 1 all o c ati o n r ati o ( or 1 5 4 s u bj e ct s p er tr e at m e nt 
gr o u p) .  

. 

3. 5.  C H A N G E S I N T H E C O N D U C T O F T H E S T U D Y  

T h e fir st s u bj e ct w a s s cr e e n e d o n 0 8 O C T 2 0 1 9 u n d er pr ot o c ol V er si o n 1 . 0 0 (d at e d 2 4 A P R 2 0 1 9 ) a n d f ail e d 
s cr e e ni n g . T h e fir st r a n d o mi z e d s u bj e ct w a s s cr e e n e d o n 1 4 O C T 2 0 1 9 u n d er pr ot o c ol V er si o n 1 . 0 0 a n d 
r a n d o mi z e d o n 2 8 O C T 2 0 1 9  u n d er t h e s a m e pr ot o c ol v er si o n.  A d diti o n al pr ot o c ol v er si o n s a n d 
a m e n d m e nt s ar e li st e d b el o w.  

•  Pr ot o c ol v er si o n 2. 0 0 ( 1 6 S E P 2 0 2 0); S u bst a nti al A m e n d m e nt 1. 0 0 ( 1 6 S E P 2 0 2 0).  

•  Pr ot o c ol v er si o n 3. 0 0  ( 2 6J A N 2 0 2 1); S u bst a nti al A m e n d m e nt 2. 0 0 ( 2 6J A N 2 0 2 1). 

•  Pr ot o c ol v er si o n 4. 0 0 ( 1 3 O C T 2 0 2 2); S u bst a nti al A m e n d m e nt 3. 0 0 ( 1 3 O C T 2 0 2 2).  

3. 6.  S C H E D U L E O F E V E N T S  

S c h e d ul e of e v e nt s c a n b e f o u n d i n S e ct i o n 1, T a bl e 2 of t h e C li ni c al S t u d y P r ot o c ol ( C S P). T hi s  t a bl e i s 
al s o i n cl u d e d i n A P P E N DI X 1 4  of t h e S A P.  

3. 7.  C H A N G E S T O A N A L Y SI S F R O M P R O T O C O L  

•  P er pr ot o c ol p o p ul ati o n d efi niti o n: T h e fir st crit eri o n i s u p d at e d t o “ H a v e 7 d a ys or m or e o v er all 
e x p os ur e t o st u d y dr u g ”.  

•  P er pr ot o c ol p o p ul ati o n d efi niti o n: T h e t hir d crit eri o n i s u p d at e d t o o nl y e x cl u d e s u bj e ct s w h o h a d 
i m p ort a nt pr ot o c ol d e vi ati o ns t h at c a n p ot e nti all y i m p a ct t h e i nt e grit y of t h e pri m ar y a n d/ or 
s e c o n d ar y effi c a c y e n d p oi nt a n al ysi s . I P D s t h at d o n ot aff e ct pri m ar y or s e c o n d ar y e n d p oi nt a n al ysi s 
will n ot c a us e a s u bj e ct t o b e e x cl u d e d fr o m t h e p er pr ot o c ol p o p ul ati o n.  

4.  P L A N N E D A N A L Y S E S  

T h e f oll o wi n g a n al y s e s will b e p erf or m e d f or t hi s st u d y:  

•  A n al ys es f or i n d e p e n d e nt D S M B  m e eti n g s  
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•  Fi n al A n al ysi s  

4. 1.  D A T A A N D S A F E T Y M O NI T O RI N G B O A R D  

A D S M B S A P a n d c h art er, d e s cri bi n g t h e m e t h o d ol o g y, m e eti n g s c h e d ul e, a n d pr e s e nt ati o n of r e s ult s a s 
w ell a s a c c e s s t o r e s ult s will b e m ai nt ai n e d b y a n ot h er C o ntr a ct R e s e ar c h Or g a ni z ati o n ( C R O) a n d 
S u mit o m o P h ar m a A m eri c a, I n c. ( f or m erl y S u n o vi o n  P h ar m a c e uti c al s I n c.; h er ei n r ef err e d t o a s S M P A ) a s 
s e p ar at e d o c u m e nt s.  All D S M B a n al y s e s will b e p erf or m e d i n d e p e n d e ntl y b y t h e C R O  a p pr o xi m at el y 
t hr e e ti m e s a y e ar aft er e n o u g h  s u bj e ct s ar e r a n d o mi z e d . 

4. 3.  F I N A L A N A L Y SI S  

All fi n al, pl a n n e d a n al y s e s s p e cifi e d i n t hi s S A P will b e p erf or m e d b y I Q VI A f oll o wi n g S M P A a ut h ori z ati o n 
of t hi s S A P , S M P A a ut h ori z ati o n of A n al y si s P o p ul ati o n s , D at a b a s e L o c k , a n d U n bli n di n g of Tr e at m e nt.  

S o m e mi n or m o difi c ati o n s m a y b e n e c e s s ar y t o t h e pl a n n e d d e si g n of t a bl e s, fi g ur e s, a n d li sti n g s t o 
a c c o m m o d at e d at a c oll e ct e d d uri n g t h e a ct u al st u d y c o n d u ct.  

5.  A N A L Y SI S P O P U L A TI O N S  

A gr e e m e nt a n d a ut h ori z ati o n of s u bj e ct s i n cl u d e d/  e x cl u d e d fr o m e a c h a n al y si s p o p ul ati o n  will b e 
c o n d u ct e d pri or t o d at a b a s e l o c k a n d t h e u n bli n di n g of t h e st u d y tr e at m e nt. 

N o a n al y si s p o p ul ati o n d efi niti o n w a s u p d at e d d u e t o C O VI D -1 9  or t h e R u s si a -U kr ai n e g e o p oliti c al 
c o nfli ct . 

R a n d o mi z e d s u bj e ct s will i n cl u d e all s u bj e ct s w h o w er e r a n d o mi z e d i nt o t h e tr e at m e nt p eri o d of t h e st u d y 
a n d a s si g n e d a r a n d o mi z ati o n n u m b er.  

C CI

P P D
P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 2 1  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

5. 1.  M O DI FI E D IN T E N T -T O -T R E A T [M I T T] P O P U L A TI O N  

T h e m o difi e d i nt e nt -t o-tr e at ( mI T T) p o p ul ati o n will c o n si st of all s u bj e ct s w h o ar e r a n d o mi z e d, h a v e 
r e c ei v e d at l e a st o n e d o s e of st u d y dr u g, a n d h a v e a B a s eli n e ( s e e S e cti o n 6. 2 ) a n d at l e a st o n e p o st -
B a s eli n e effi c a c y m e a s ur e m e nt i n P A N S S or C GI -S . S u bj e ct s will b e i n cl u d e d i n t h e mI T T p o p ul ati o n 
r e g ar dl e s s of a n y pr ot o c ol d e vi ati o n.  

T h e mI T T p o p ul ati o n will b e t h e pri m ar y p o p ul ati o n f or t h e effi c a c y a n al y s e s. S u bj e ct s will b e a n al y z e d 
a c c or di n g t o t h e tr e at m e nt t o w hi c h t h e y ar e r a n d o mi z e d.  

5. 2.  P E R P R O T O C O L [ P P] P O P U L A TI O N  

T h e p er pr ot o c ol ( P P) p o p ul ati o n will c o n si st of all mI T T p o p ul ati o n s u bj e ct s w h o s ati sf y t h e f oll o wi n g 
c o n diti o n s:  

•  H a v e 7  d a ys or  m or e o v er all e x p os ur e t o st u d y dr u g  

•  Di d n ot r e c ei v e b e n z o di a z e pi n es or h y p n oti c s wit hi n 8 h o ur s of t h e B as eli n e or fi n al P A N S S 
ass ess m e nt  

•  H a v e n o i m p ort a nt pr ot o c ol d e vi ati o ns  t h at c a n p ot e nti all y i m p a ct t h e i nt e grit y of t h e pri m ar y 
a n d/ or s e c o n d ar y effi c a c y e n d p oi nt a n al ysi s , as d et er mi n e d b y bli n d e d d at a r e vi e ws pri or t o 
d at a b as e l o c k  

S el e ct e d effi c a c y e n d p oi nt s will b e a n al y z e d u si n g t h e P P p o p ul ati o n. S u bj e ct s will b e a n al y z e d a c c or di n g 
t o t h e tr e at m e nt t o w hi c h t h e y ar e r a n d o mi z e d. 

5. 3.  S A F E T Y [ S A F] P O P U L A TI O N  

T h e s af et y ( S A F) p o p ul ati o n will c o n si st of all s u bj e ct s w h o ar e r a n d o mi z e d a n d h a v e r e c ei v e d at l e a st 
o n e d o s e of st u d y dr u g.  

S af et y p o p ul ati o n will b e t h e pri m ar y p o p ul ati o n f or t h e s af et y a n al y s e s. S u bj e ct s will b e a n al y z e d 
a c c or di n g t o t h e a ct u al tr e at m e nt r e c ei v e d . T h e a ct u al tr e at m e nt gr o u p will b e d et er mi n e d a s f oll o w s:  

•  F or s u bj e cts r a n d o mi z e d t o t h e Pl a c e b o gr o u p:  

o  If a s u bj e ct t o o k at l e ast o n e d os e of pl a c e b o d uri n g t h e e ntir e d o u bl e-bli n d tr e at m e nt p eri o d, t h e n 
t h e a ct u al tr e at m e nt gr o up = Pl a c e b o.  

o  If a s u bj e ct t o o k o nl y S E P-3 6 3 8 5 6 5 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct t o o k o nl y S E P-3 6 3 8 5 6 7 5 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  
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o  If a s u bj e ct t o o k o nl y S E P-3 6 3 8 5 6 1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt 
p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct t o o k a mi x of S E P-3 6 3 8 5 6 5 0 m g a n d 7 5 m g tr e at m e nts d uri n g t h e e ntir e d o u bl e -bli n d 
tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct t o o k a mi x of S E P-3 6 3 8 5 6 5 0 m g a n d 1 0 0 m g tr e at m e nts d uri n g t h e e ntir e d o u bl e -bli n d 
tr e at m e nt p eri o d a n d 

▪  w as o n S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p 
= S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p 
= S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

▪  w as o n b ot h tr e at m e nts f or e q u al c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 
1 0 0 m g/ d a y.  

o  If a s u bj e ct t o o k a mi x of S E P-3 6 3 8 5 6 7 5 m g a n d 1 0 0 m g tr e at m e nts d uri n g t h e e ntir e d o u bl e -bli n d 
tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = t h e S E P -3 6 3 8 5 6 tr e at m e nt t h at’ s t a k e n f or 
l o n g er c u m ul ati v e d a ys. I n c as e of ti e, t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct t o o k a mi x of S E P-3 6 3 8 5 6 5 0 m g, 7 5 m g, a n d 1 0 0 m g tr e at m e nts d uri n g t h e e ntir e 
d o u bl e -bli n d tr e at m e nt p eri o d a n d  

▪  w as o n ( S E P -3 6 3 8 5 6 5 0 m g + S E P -3 6 3 8 5 6 7 5 m g tr e at m e nts t o g et h er) f or l o n g er  c u m ul ati v e d a ys, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys  t h a n ( S E P-3 6 3 8 5 6 5 0 m g + S E P -
3 6 3 8 5 6 7 5 m g t o g et h er) , t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

▪  w as o n ( S E P -3 6 3 8 5 6 5 0 m g + S E P -3 6 3 8 5 6 7 5 m g tr e at m e nt s t o g et h er) a n d S E P -3 6 3 8 5 6 1 0 0 m g 
tr e at m e nt f or e q u al c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 1 0 0 m g/ d a y . 

•  F or s u bj e cts r a n d o mi z e d  t o t h e S E P-3 6 3 8 5 6 7 5 m g/ d a y gr o u p:  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s pri or t o D a y 4 a n d t h e s u bj e ct t o o k at l e ast o n e d os e of 
S E P -3 6 3 8 5 6 5 0 m g or 7 5 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e 
a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s pri or t o D a y 4 a n d t h e s u bj e ct t o o k o nl y pl a c e b o d uri n g 
t h e e ntir e d o u bl e-bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = Pl a c e b o.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s pri or t o D a y 4 a n d t h e s u bj e ct t o o k o nl y S E P-3 6 3 8 5 6 1 0 0 
m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bi n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = 
S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s pri or t o D a y 4 a n d t h e s u bj e ct t o o k a mi x of pl a c e b o a n d 
S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k at l e ast o n e d os e of 
S E P -3 6 3 8 5 6 7 5 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k o nl y pl a c e b o d uri n g 
t h e e ntir e d o u bl e-bli n d t r e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = Pl a c e b o.  
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o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k o nl y S E P-3 6 3 8 5 6 5 0 
m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = 
S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k o nl y S E P 3 6 3 8 5 6 
1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt 
gr o u p = S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k a mi x of pl a c e b o 
a n d S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k a mi x of pl a c e b o 
a n d S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k a mi x of pl a c e b o, 
S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt, a n d S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d 
tr e at m e nt p eri o d a n d 

▪  w as o n S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys t h a n S E P -3 6 3 8 5 6 1 0 0 m g 
tre at m e nt, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys t h a n S E P -3 6 3 8 5 6 5 0 m g 
tr e at m e nt, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt a n d S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or e q u al c u m ul ati v e d a ys, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s u bj e ct's l ast st u d y dr u g d os e d at e i s o n or aft er D a y 4 a n d t h e s u bj e ct t o o k a mi x of S E P-3 6 3 8 5 6 
5 0 m g a n d 1 0 0 m g tr e at m e nts d uri n g t h e e nt ir e d o u bl e-bli n d tr e at m e nt p eri o d a n d  

▪  w as o n S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p 
= S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or l o n g er c u m ul ati v e d a ys, t h e n t h e a ct u al tr e at m e nt gr o u p 
= S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

▪  w as o n S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt a n d S E P -3 6 3 8 5 6 1 0 0 m g tr e at m e nt f or e q u al c u m ul ati v e d a ys, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  

•  F or s u bj e cts r a n d o mi z e d t o t h e S E P -3 6 3 8 5 6 1 0 0 m g/ d a y gr o u p:  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s pri or t o t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k at 
l e ast o n e d os e of S E P-3 6 3 8 5 6 tr e at m e nt (r e g ar dl ess of d os e l e v el) d uri n g t h e e ntir e d o u bl e -bli n d 
tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

o  If a s ubj e ct’ s l ast st u d y dr u g d os e d at e i s pri or t o t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k o nl y 
pl a c e b o d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = 
Pl a c e b o.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t he st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k at 
l e ast o n e d os e of S E P-3 6 3 8 5 6 1 0 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 1 0 0 m g/ d a y.  
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o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k 
o nl y pl a c e b o d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = 
Pl a c e b o.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k 
o nl y S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k 
o nl y S E P 3 6 3 8 5 6 7 5 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al 
tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k a 
mi x of pl a c e b o a n d S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k a 
mi x of pl a c e b o a n d S E P -3 6 3 8 5 6 7 5 m g tr e at m e nt d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k a 
mi x of pl a c e b o, S E P -3 6 3 8 5 6 5 0 m g tr e at m e nt, a n d S E P -3 6 3 8 5 6 7 5 m g tr e at m e nt d uri n g t h e e ntir e 
d o u bl e -bli n d tr e at m e nt p eri o d, t h e n t h e a ct u al tr e at m e nt gr o u p = S E P -3 6 3 8 5 6 7 5 m g/ d a y.  

o  If a s u bj e ct’ s l ast st u d y dr u g d os e d at e i s o n or aft er t h e st art d at e of Vi sit 4 a n d t h e s u bj e ct t o o k a 
mi x of S E P -3 6 3 8 5 6 5 0 m g a n d 7 5 m g tr e at m e nts d uri n g t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d, 
t h e n t h e a ct u al tr e at m e nt gr o u p = S E P-3 6 3 8 5 6 7 5 m g/ d a y.  

6.  G E N E R A L C O N SI D E R A TI O N S  

6. 1.  R E F E R E N C E S T A R T D A T E A N D S T U D Y D A Y  

St u d y D a y will b e c al c ul at e d fr o m t h e r ef er e n c e start d at e a n d will b e u s e d t o s h o w t h e s t art/ st o p d a y of 
a s s e s s m e nt s a n d e v e nt s .  

R ef er e n c e st art d at e i s d efi n e d a s t h e d at e of t h e fir st d o s e of st u d y m e di c ati o n ( D a y 1 i s t h e St u d y D a y of 
t h e fir st d o s e of st u d y m e di c ati o n).  

•  If t h e d at e of ass ess m e nt or e v e nt i s pri or t o t h e r ef er e n c e st art d at e, t h e n:  

St u d y D a y = ( d at e of ass ess m e nt or e v e nt –  r ef er e n c e st art d at e).  

•  If t h e d at e of ass ess m e nt or e v e nt i s o n or aft er t h e r ef er e n c e st art d at e,  t h e n:  

St u d y D a y = ( d at e of ass ess m e nt or e v e nt –  r ef er e n c e st art d at e) + 1.  

I n t h e sit u ati o n w h er e t h e a s s e s s m e nt or e v e nt d at e i s p arti al or mi s si n g, St u d y D a y  a n d a n y 
c orr e s p o n di n g d ur ati o n s will a p p e ar mi s si n g i n t h e li sti n g s.  P arti al a s s e s s m e nt or e v e nt d at e s will h o w e v er 
b e pr e s e nt e d a s i s i n t h e li sti n g s.  
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6. 2.  B A S E LI N E  

U nl e s s ot h er wi s e s p e cifi e d, B a s eli n e i s d efi n e d a s t h e l a st n o n-mi s si n g m e a s ur e m e nt t a k e n pri or t o t h e 
fir st d o s e of st u d y m e di c ati o n (i n cl u di n g u n s c h e d ul e d a s s e s s m e nt s).  

W h e n e v er a v ail a bl e, t h e ti m e i nf or m ati o n s h o ul d b e a c c o u nt e d f or i n t h e d eri v ati o n of B a s eli n e v al u e s.  I n 
t h e c a s e w h er e ti m e i s n ot a v ail a bl e a n d t h e d at e of t h e l a st n o n-mi s si n g m e a s ur e m e nt a n d t h e d at e of t h e 
fir st d o s e of st u d y m e di c ati o n c oi n ci d e, t h at m e a s ur e m e nt will b e c o n si d er e d t h e B a s eli n e. 

B a s eli n e will b e d eri v e d f or t h e f oll o wi n g o ut c o m e m e a s ur e s:  

•  P A N S S: t ot al s c or e, s u bs c al e s c or es, M ar d er f a ct or s c or es, u n c orr el at e d P A N S S s c or e m atri x ( U P S M ) 
f a ct or s c or es a n d t ot al f a ct or s c or e , a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e 
v al u e s f or all P A N S S s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt 
(i. e., h a v e t h e s a m e vi sit n u m b er a n d ass ess m e nt st art d at e/ti m e)  a n d it s h o ul d b e t h e l ast 
ass ess m e nt pr i or t o fir st d os e w h er e  P A N S S t ot al s c or e i s a v ail a bl e  (i. e., n ot s et t o mi ssi n g ). In t h e 
r ar e e v e nt w h er e  n o  P A N S S t ot al s c or e i s a v ail a bl e b ef or e first d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts , t h e ass ess m e nt pri or t o fir st d os e wit h m ost P A N S S it e m s c or es a v ail a bl e s h o ul d b e 
t a k e n as t h e B as eli n e ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  C GI -S s c or e.  

•  B N S S: t ot al s c or e, s u bs c al e s c or es, a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e 
v al u e s f or all B N S S s u m m ar y a n d i ndi vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d 
it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e B N S S t ot al sc or e i s a v ail a bl e . I n t h e r ar e 
e v e nt w h er e n o B N S S t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d 
as s ess m e nts, t h e ass ess m e nt pri or t o fir st d os e wit h m ost B N S S it e m sc or es a v ail a bl e s h o ul d b e 
t a k e n as t h e B as eli n e ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  M A D R S: t ot al s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e v al u e s f or all M A D R S 
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e 
l ast ass ess m e nt pri or t o fir st d os e w h er e M A D R S t ot al s c or e i s a v ail a bl e . I n t h e r ar e e v e nt w h er e n o 
M A D R S t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e 
ass ess m e nt pri or t o fir st d os e wit h m ost M A D R S it e m s c or es a v ail a bl e s h o ul d b e t a k e n as t h e 
B as eli n e ass ess m e nt  f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  B A C S: c o m p osit e T s c or e, c o m p o n e nt t est T s c or es, a n d c o m p o n e nt t est r a w s c or es. F or a gi v e n 
s u bj e ct, t h e B as eli n e v al u es f or all B A C S d eri v e d a n d r a w s c or es  s h o ul d c o m e fr o m t h e s a m e 
ass ess m e nt  a n d it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e B A C S c o m p osit e T s c or e i s 
a v ail a bl e.  I n t h e r ar e e v e nt w h er e n o B A C S c o m p osit e T s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o 
p arti all y c o m pl et e d ass ess m e nts, t h e ass ess m e nt pri or t o first d os e wit h m ost B A C S c o m p o n e nt t est 
T s c or es a v ail a bl e s h o ul d b e t a k e n as t h e B as eli n e ass ess m e nt  f or all r a w a n d d eri v e d s c or es as 
a p pli c a bl e.  
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•  P S P:  t ot al sc or e, i n di vi d u al d o m ai n s c or es , a n d t h e d eri v e d bi n ar y v ari a bl es. F or a gi v e n s u bj e ct, t h e 
B as eli n e v al u e s f or all P S P d at a  s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d  it s h o ul d b e t h e l ast 
ass ess m e nt pri or t o fir st d os e w h er e P S P t ot al s c or e i s a v ail a bl e.  I n t h e r ar e e v e nt w h er e n o P S P 
t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e ass ess m e nt 
pri or t o fir st d os e wit h m ost P S P i n di vi d u al d o m ai n s c or es a v ail a bl e s h o ul d b e t a k e n a s t h e B as eli n e 
ass ess m e nt  f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  E Q -5 D -5L: vi s u al a n al o g s c al e ( V A S), i n d e x v al u e , a n d di m e nsi o n s c or es. F or a gi v e n s u bj e ct, t h e 
B as eli n e v al u e f or E Q -5 D -5 L V A S s h o ul d c o m e fr o m t h e l ast ass ess m e nt pri or t o fir st d ose w h er e t h e 
V A S v al u e i s a v ail a bl e; t h e B as eli n e v al u es f or t h e i n d e x v al u e a n d di m e nsi o n s c or es s h o ul d c o m e 
fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e t h e i n d e x 
v al u e i s a v ail a bl e. I n t h e r ar e e v e nt w h er e n o i n d e x v al u e i s a v ail a bl e b ef or e fir st d os e d u e t o 
p arti all y c o m pl et e d ass ess m e nts, t h e ass ess m e nt pri or t o first d os e wit h m ost di m e nsi o n s c or es 
a v ail a bl e s h o ul d b e t a k e n as t h e B as eli n e ass ess m e nt f or t h e di m e nsi o n s c or es.  

•  U P S A -B:  t ot al s c or e, s u bs c al e  s c or es , a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e 
v al u es f or all U P S A -B s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt 
a n d  it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e U P S A -B t ot al s c or e i s a v ail a bl e . I n t h e 
r ar e e v e nt w h er e n o U P S A-B t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts, t h e ass ess m e nt pri or t o fir st d os e wit h m ost U P S A -B it e m sc or es a v ail a bl e s h o ul d b e 
t a k e n as t h e B as eli n e ass ess m e nt f or all r a w a n d d eriv e d s c or es as a p pli c a bl e.  

•  M S Q s c or e.  

•  C -S S R S: S ui ci d al i d e ati o n c at e g ori es 1 -5  (y es/ n o) a n d s ui ci d al b e h a vi or c at e g ori e s 6 -1 0  (y es/ n o);  C -
S S R S c o m p osit e e n d p oi nts: a n y s ui ci d al i d e ati o n  (y es/ n o) , a n y s ui ci d al b e h a vi or (y e s/ n o) , a n y 
s ui ci d alit y (y es/ n o) ; t h e sui ci d al i d e ati o n s c or e  ( 0-5) . S e e S e cti o n 1 7. 6. 1  f or t h e d efi niti o n of a C-S S R S 
B as eli n e . 

•  S A S: m e a n  s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e v al u e s f or all S A S 
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e 
l ast ass ess m e nt pri or t o fir st d os e w h er e S A S m e a n s c or e i s a v ail a bl e . I n t h e r ar e e v e nt w h er e n o S A S 
m e a n s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e ass ess m e nt 
pri or t o fir st d os e wit h m ost S A S it e m s c or es a v ail a bl e s h o ul d b e t a k e n as t h e B as eli n e ass ess m e nt  
f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  B A R S: t ot al s c or e a n d i n di vi d u al it e m sc or es. F or a gi v e n s u bj e ct, t h e B as eli n e v al u es f or all B A R S 
s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e 
l ast ass ess m e nt pri or t o fir st d os e w h er e B A R S t ot al s c or e i s a v ail a bl e . I n t h e r ar e e v e nt w h er e n o 
B A R S t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e 
ass ess m e nt pri or t o fir st d os e wit h m ost B A R S it e m sc or es a v ail a bl e s h o ul d b e t a k e n as t h e B as eli n e 
ass ess m e nt  f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  AI M S: t ot al s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e B as eli n e v al u e s f or all AI M S  
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e 
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

l ast ass ess m e nt pri or t o fir st d os e w h er e AI M S t ot al s c or e i s a v ail a bl e . I n t h e r ar e e v e nt w h er e n o 
AI M S t ot al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e 
ass ess m e nt pri or t o fir st d os e wit h m ost AI M S it e m s c or es a v ail a bl e s h o ul d b e t a k e n as t h e B as eli n e 
ass ess m e nt  f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  P S QI:  gl o b al s c or e, c o m p o n e nt s c or es, a n d i n di vi d u al it e m sc or es. F or a gi v e n s u bj e ct, t h e B as eli n e 
v al u es f or all P S QI s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d 
it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e P S QI gl o b al s c or e i s a v ail a bl e . I n t h e r ar e 
e v e nt w h er e n o P S QI  gl o b al s c or e i s a v ail a bl e b ef or e fir st d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts, t h e ass ess m e nt pri or t o fir st d os e wit h m ost P S QI it e m s c or es a v ail a bl e s h o ul d b e 
t a k e n as t h e B as eli n e ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  Cli ni c al l a b or at or y p ar a m et er s  (bl o o d c h e mi str y, h e m at ol o g y, uri n al ysi s , a n d  H O M A -I R). F or a gi v e n 
s u bj e ct, t h e B as eli n e v al u es f or t h e cli ni c al l a b or at or y p ar a m et er s d o n ot h a v e t o all c o m e fr o m t h e 
s a m e ass ess m e nt ; th e o nl y e x c e pti o n  i s: t h e B as eli n e fl a g f or t h e c o u nts of l e u k o c yt es a n d its 
diff er e nti al s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast 
ass ess m e nt pri or t o fir st d os e w h er e c o u nts of l e u k o c yt es a n d its diff er e nti al ar e r e p ort e d . B as eli n e 
fl a g d o es n ot n e e d t o b e d eri v e d f or R B C m or p h ol o g y fi n di n g s, W B C m or p h ol o g y fi n di n g s, a n d 
uri n al ysi s mi cr os c o pi c e x a mi n ati o n fi n di n g s  ( e x cl u di n g uri n e er yt hr o c yt es a n d l e u k o c yt es). 

•  Uri n e dr u g s cr e e ni n g: F or a gi v e n s u bj e ct, t h e B as eli n e v al u es f or all uri n e dr u g s cr e e ni n g 
p ar a m et er s s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast ass ess m e nt pri or t o 
fir st d os e w h er e a uri n e dr u g scr e e ni n g t est w as a d mi ni st er e d.  

•  Vit al si g n p ar a m et er s ( s u pi n e a n d st a n di n g s yst oli c bl o o d pr ess ur e  [ S B P], s u pi n e a n d st a n di n g 
di ast oli c bl o o d pr ess ur e  [ D B P], s u pi n e a n d st a n di n g p ul s e r at e, r es pir at or y r at e, or al t e m p er at ur e), 
h ei g ht,  w ei g ht, B MI,  a n d w ai st cir c u mf er e n c e. F or a gi v e n s u bj e ct, t h e B as eli n e v al u es f or all vit al 
si g n p ar a m et er s, h ei g ht, w ei g ht, B MI, a n d w ai st cir c u mf er e n c e d o  n ot h a v e t o c o m e fr o m t h e s a m e 
ass ess m e nt; t h e o nl y e x c e pti o ns ar e : ( 1) t h e B as eli n e fl a g f or w ei g ht a n d B MI s h o ul d b e a p pli e d t o 
r e c or ds fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast ass ess m e nt pri or t o fir st d os e w h er e 
w ei g ht i s a v ail a bl e, ( 2) t h e B as eli n e fl a g f or s u pi n e S B P  a n d D B P , st a n di n g S B P  a n d D B P , a n d t h e 
d eri v e d c orr es p o n di n g ort h ost ati c e n d p oi nts  (i. e., st a n di n g SB P –  s u pi n e S B P; st a n di n g D B P –  s u pi n e 
D B P ) s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e l ast ass ess m e nt 
pri or t o fir st d os e w h er e all f o ur B P m e as ur es ar e a v ail a bl e , a n d ( 3) t h e B as eli n e fl a g f or s u pi n e a n d 
st a n di n g p ul s e  r at e a n d t h e d eri v e d c orr es p o n di n g or t h ost ati c e n d p oi nt (i. e., st a n di n g p ul s e r at e –  
s u pi n e p ul s e r at e) s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e l ast 
ass ess m e nt pri or t o fir st d os e w h er e b ot h p ul s e r at e m e as ur es ar e a v ail a bl e . 

•  E C G p ar a m et er s : F or a gi v e n s u bj e ct, t h e B as eli n e v al u es f or all E C G p ar a m et er s d o n ot h a v e t o 
c o m e fr o m t h e s a m e ass ess m e nt . B as eli n e fl a g d o es n ot n e e d t o b e d eri v e d f or E C G p ar a m et er s i n 
t h e c at e g or y of “ FI N DI N GS ” . 

•  T o b a c c o us e  d at a : B as eli n e of t hi s o ut c o m e m e as ur e s h o ul d b e  t a k e n stri ctl y fr o m t h e ass ess m e nt 
gi v e n at Vi sit 1  wit h o ut r e g ar d t o its t e m p or al r el ati o ns hi p t o t h e fir st d os e of st u d y m e di c ati o n .  
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•  H e alt h c ar e r es o ur c e utili z ati o n d at a: B as eli n e of t hi s o ut c o m e m e as ur e s h o ul d b e t a k e n stri ctl y fr o m 
t h e ass ess me nt gi v e n at Vi sit 2  wit h o ut r e g ar d t o its t e m p or al r el ati o ns hi p t o t h e fir st d os e of st u d y 
m e di c ati o n . 

T h e B a s eli n e fl a g m a y b e d eri v e d f or a d diti o n al o ut c o m e m e a s ur e s b a s e d o n t h e n e e d s d uri n g a n al y s e s.  

6. 3.  D E RI V E D T I M E P OI N T S 

T h e l a st n o n -mi s si n g p o st -B a s eli n e (i. e., p o st-fir st d o s e) m e a s ur e m e nt c oll e ct e d d uri n g t h e st u d y u p t o 
a n d i n cl u di n g t h e Vi sit 9  ( E O T/ E T) m e a s ur e m e nt will b e c arri e d f or w ar d a n d d efi n e d a s t h e l a st 
o b s er v ati o n c arri e d f or w ar d ( L O C F) e n d p oi nt . B ot h s c h e d ul e d a n d u n s c h e d ul e d a s s e s s m e nt s a s w ell a s 
t h e e arl y t er mi n ati o n a s s e s s m e nt s t h at ar e c oll e ct e d d uri n g t hi s p eri o d will c o ntri b ut e t o t h e d eri v ati o n of 
t h e L O C F e n d p oi nt. H o w e v er , u n s c h e d ul e d m e a s ur e m e nt s t a k e n aft er t h e Vi sit 9  ( E O T/ E T) m e a s ur e m e nt 
will n ot b e u s e d  i n t h e d eri v ati o n . 

T h e L O C F e n d p oi nt will b e d eri v e d f or t h e f oll o wi n g o ut c o m e m e a s ur e s:  

•  P A N S S: t ot al s c or e, s u bs c al e s c or es, M ar d er f a ct or s c or es, U P S M f a ct or s c or es  a n d t ot al f a ct or s c or e , 
i n di vi d u al it e m s c or es, a n d d eri v e d bi n ar y v ari a bl es f or P A N S S res p o ns e . F or a gi v e n s u bj e ct, t h e 
L O C F  v al u es f or all P A N S S s u m m ar y a n d i n di vi d u al it e m s c or es a n d d eri v e d bi n ar y v ari a bl es s h o ul d 
c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d 
i n cl u di n g Vi sit 9 w h er e P A N S S t ot al s c or e i s a v ail a bl e . I n t h e r ar e e v e nt w h er e n o P A N S S t ot al s c or e 
i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e l ast p ost-B as eli n e 
ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e L O C F ass ess m e nt f o r all r a w a n d 
d eri v e d sc or es as a p pli c a bl e.  

•  C GI -S s c or e . 

•  B N S S: t ot al s c or e, s u bs c al e s c or es, a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e L O C F v al u es 
f or all B N S S s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d it 
s h o ul d  b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e B N S S t ot al s c or e i s 
a v ail a bl e . I n t h e r ar e e v e nt w h er e n o B N S S t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y 
c o m pl et e d ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o  a n d i n cl u di n g Vi sit 9 s h o ul d b e 
t a k e n as t h e L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  M A D R S: t ot al s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all M A D R S 
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e 
l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e M A D R S t ot al s c or e i s a v ail a bl e . I n 
t h e r ar e e v e nt w h er e n o M A D R S t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e 
L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  B A C S: c o m p osit e T s c or e, c o m p o n e nt t est T s c or es, a n d c o m p o n e nt t est r a w s c or es. F or a gi v e n 
s u b j e ct, t h e L O C F v al u es f or all B A C S d eri v e d a n d r a w s c or es s h o ul d c o m e fr o m t h e s a m e 
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ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e 
B A C S c o m p osit e T s c or e i s a v ail a bl e.  I n t h e r ar e e v e nt w h er e n o B A C S c o m p osit e T s c or e i s a v ail a bl e 
aft er fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d 
i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as 
a p pli c a bl e.  

•  P S P: t ot al sc or e , i n di vi d u al d o m ai n s c or es , a n d t h e d eri v e d bi n ar y v ari a bl es. F or a gi v e n s u bj e ct, t h e 
L O C F v al u es f or all P S P d at a s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -
B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e P S P t ot al s c or e i s a v ail a bl e.  I n t h e r ar e e v e nt 
w h er e n o P S P t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e l ast 
p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e L O C F ass ess m e nt f or all 
r a w a n d d eri v e d s c or es as a p pli c a bl e. 

•  E Q -5 D -5L: vi s u al a n al o g s c al e ( V A S), i n d e x v al u e , a n d di m e nsi o n s c or es. F or a gi v e n s u bj e ct, t h e L O C F 
v al u e f or E Q -5 D -5L V A S s h o ul d c o m e fr o m t h e l ast p ost -B a s eli n e ass ess m e nt u p t o a n d i n cl u di n g 
Vi sit 9 w h er e t h e V A S v al u e i s a v ail a bl e; t h e L O C F v al u e s f or t h e i n d e x v al u e a n d di m e nsi o n sc or es 
s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o 
a n d i n cl u di n g Vi sit 9 w h er e t h e i n d e x v al u e  i s a v ail a bl e. I n t h e r ar e e v e nt w h er e n o i n d e x v al u e i s 
a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt 
u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e L O C F ass ess m e nt f or t h e di m e nsi o n s c or es.  

•  U P S A -B: t ot al s c or e, s u bs c al e s c or es, a n d i n di vi d u al it e m s c or es. F or a gi v e n s u b j e ct, t h e L O C F v al u e s 
f or all U P S A-B s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it 
s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e U P S A -B t ot al sc or e i s 
a v ail a bl e.  I n t h e r ar e e v e nt w h er e n o U PS A -B t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y 
c o m pl et e d ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e 
t a k e n as t h e L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  M S Q s c or e.  

•  C -S S R S  sui ci d al i d e ati o n s c or e ( 0 -5).  

•  S A S: m e a n s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all S A S s u m m ar y 
a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -
B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e S A S m e a n s c or e i s a v ail a bl e. I n t h e r ar e e v e nt 
w h er e n o S A S m e a n s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d ass ess m e nts, t h e 
l ast p ost-B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e L O C F a ss ess m e nt f or 
all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  B A R S: t ot al s c or e a n d i n di vi d u al it e m sc or es. F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all B A R S 
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e 
l ast p ost-B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e B A R S t ot al s c or e i s a v ail a bl e.  I n t h e 
r ar e e v e nt w h er e n o B A R S t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi si t 9 s h o ul d b e t a k e n as t h e 
L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  
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•  AI M S: t ot al s c or e a n d i n di vi d u al it e m s c or es. F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all AI M S 
s u m m ar y a n d i n di vi d u al it e m sc or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e 
l ast p ost-B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e AI M S t ot al s c or e i s a v ail a bl e.  I n t h e 
r ar e e v e nt w h er e n o AI M S t ot al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y c o m pl et e d 
ass ess m e nts, t h e l ast p ost -B as eli n e as s ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e t a k e n as t h e 
L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  P S QI: gl o b al s c or e, c o m p o n e nt s c or es, a n d i n di vi d u al it e m sc or es. F or a gi v e n s u bj e ct, t h e L O C F 
v al u es f or all P S QI s u m m ar y a n d i n di vi d u al it e m s c or es s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d 
it s h o ul d b e t h e l ast p ost-B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e P S QI gl o b al s c or e i s 
a v ail a bl e.  I n t h e r ar e e v e nt w h er e n o P S QI gl o b al s c or e i s a v ail a bl e aft er fir st d os e d u e t o p arti all y 
c o m pl et e d ass ess m e nts, t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 s h o ul d b e 
t a k e n as t h e L O C F ass ess m e nt f or all r a w a n d d eri v e d s c or es as a p pli c a bl e.  

•  Cli ni c al l a b or at or y p ar a m et er s ( bl o o d c h e mi str y, h e m at ol o g y, uri n al ysi s , a n d H O M A -I R). F or a gi v e n 
s u bj e ct, t h e L O C F v al u es f or t h e cli ni c al l a b or at or y p ar a m et er s d o n ot h a v e t o all c o m e fr o m t h e 
s a m e ass ess m e nt; t h e o nl y e x c e pti o n i s: t h e L O C F fl a g f or t h e c o u nts of l e u k o c yt es a n d its 
diff er e nti al s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -
B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e c o u nts of l e u k o c yt es a n d its diff er e nti al ar e 
r e p ort e d. L O C F e n d p oi nt d o es n ot n e e d t o b e d eri v e d f or R B C m or p h ol o g y fi n di n g s, W B C 
m or p h ol o g y fi n di n g s, a n d uri n al ysi s mi cr os c o pi c e x a mi n ati o n fi n di n g s  ( e x cl u di n g uri n e er yt hr o c yt es 
a n d l e u k o c yt es) . 

•  Uri n e dr u g s cr e e ni n g: F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all uri n e dr u g s cr e e ni n g p ar a m et er s 
s h o ul d c o m e fr o m t h e s a m e ass ess m e nt  a n d it s h o ul d b e t h e l ast  p ost -B as eli n e ass ess m e nt u p t o 
a n d i n cl u di n g Vi sit 9 w h er e a uri n e dr u g  s cr e e ni n g t est w as a d mi ni st er e d.  

•  Vit al si g n p ar a m et er s ( s u pi n e a n d st a n di n g S B P , s u pi n e a n d st a n di n g D B P , s u pi n e a n d st a n di n g p ul s e 
r at e, r es pir at or y r at e, or al t e m p er at ur e), w ei g ht, B MI, a n d w ai st cir c u mf er e n c e. F or a gi v e n s u bj e ct, 
t h e L O C F  v al u es f or all vit al si g n p ar a m et er s, w ei g ht, B MI, a n d w ai st cir c u mf er e n c e d o n ot h a v e t o 
c o m e fr o m t h e s a m e ass ess m e nt; t h e o nl y e x c e pti o ns ar e: ( 1) t h e L O C F fl a g f or w ei g ht a n d B MI 
s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e 
ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e w ei g ht i s a v ail a bl e, ( 2) t h e L O C F fl a g f or s u pi n e S B P  
a n d D B P , st a n di n g S B P  a n d D B P , a n d t h e d eri v e d c orr es po n di n g ort h ost ati c e n d p oi nts (i. e. , st a n di n g 
S B P –  s u pi n e S B P; st a n di n g D B P –  s u pi n e D B P ) s h o ul d b e a p pli e d t o r e c or ds fr o m t h e s a m e 
ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p t o a n d i n cl u di n g Vi sit 9 w h er e all 
f o ur B P m e as ur es ar e a vail a bl e, a n d ( 3) t h e L O C F fl a g f or s u pi n e a n d st a n di n g p ul s e r at e a n d t h e 
d eri v e d c orr es p o n di n g ort h ost ati c e n d p oi nt (i. e. , st a n di n g p ul s e r at e –  s u pi n e p ul s e r at e) s h o ul d b e 
a p pli e d t o r e c or ds fr o m t h e s a m e ass ess m e nt a n d it s h o ul d b e t h e l ast p ost -B as eli n e ass ess m e nt u p 
t o a n d i n cl u di n g Vi sit 9 w h er e b ot h p ul s e r at e m e as ur es ar e a v ail a bl e.  

•  E C G p ar a m et er s: F or a gi v e n s u bj e ct, t h e L O C F v al u es f or all E C G p ar a m et er s d o n ot h a v e t o c o m e 
fr o m t h e s a m e ass ess m e nt. L O C F e n d p oi nt d o es n ot n e e d t o b e d eri v e d f or E C G p ar a m et er s i n t h e 
c at e g or y of “ FI N DI N G ”.  
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•  T o b a c c o us e d at a: L O C F of t hi s o ut c o m e m e as ur e s h o ul d c o m e fr o m t h e s a m e ass ess m e nt a n d it 
s h o ul d b e t h e l ast ass ess m e nt p ost fir st d os e u p t o a n d i n cl u di n g Vi sit 9 w h er e a n y d at a a r e 
r e p ort e d. 

T h e st u d y  vi sit s will b e m a p p e d t o a n al y si s vi sit s f or t a bl e s u m m ari e s a n d st ati sti c al a n al y s e s w h er e 
a p pli c a bl e ( T a bl e 1 ). N o f oll o w -u p vi sit (i. e. , Vi sit 1 0) d at a will b e i n cl u d e d i n a n y M M R M/ A N C O V A 
a n al y s e s.  

T a bl e 1 : M a p pi n g of st u d y vi sit s  t o a n al y si s vi sit s. 

St u d y Vi sit  A n al y si s Vi sit N u m b er  A n al y si s Vi sit  

Vi sit 1  1  S cr e e ni n g / Vi sit 1 

Vi sit 2  2  R a n d o mi z ati o n/ Vi sit 2  

Vi sit 3  3  D a y 4 / Vi sit 3 

Vi sit 4  4  W e e k 1 / Vi sit 4 

Vi sit 5  5  W e e k 2 / Vi sit 5 

Vi sit 6  6  W e e k 3 / Vi sit 6 

Vi sit 7  7  W e e k 4 / Vi sit 7 

Vi sit 8  8  W e e k 5 / Vi sit 8 

Vi sit 9  (if r e pr e s e nti n g tr u e 
E O T  vi sit ). F or E T vi sit 
m a p pi n g s e e  S e cti o n  6. 4 . 

9  W e e k 6 / Vi sit 9 

Vi sit 1 0  1 0  W e e k 7 /F oll o w -u p / Vi sit 1 0 

Ori gi n al st u d y vi sit c oll e ct e d o n t h e c a s e r e p ort f or m s ( C R F s) will b e di s pl a y e d i n t h e li sti n g s.  

6. 4.  R E T E S T S , U N S C H E D U L E D V I SI T S, A N D E A R L Y T E R MI N A TI O N D A T A  

I n g e n er al, f or b y-vi sit s u m m ari e s, d at a r e c or d e d at t h e pl a n n e d vi sit s  w h er e a s s e s s m e nt i s i nt e n d e d t o b e 
gi v e n will b e pr e s e nt e d , a s w ell a s t h e d eri v e d B a s eli n e v al u e a n d t h e L O C F  v al u e .  

U n s c h e d ul e d m e a s ur e m e nt s will n ot b e i n cl u d e d i n b y -vi sit s u m m ari e s  a s a s e p ar at e ti m e p oi nt . 
U n s c h e d ul e d m e a s ur e m e nt s c oll e ct e d pri or t o t h e fir st d o s e of st u d y m e di c ati o n will c o ntri b ut e t o t h e 
d eri v ati o n of t h e B a s eli n e v al u e. U n s c h e d ul e d m e a s ur e m e nt s c oll e ct e d p o st B a s eli n e  will c o ntri b ut e t o t h e  
d eri v ati o n of t h e L O C F  v al u e, t h e p ot e nti al cli ni c all y si g nifi c a nt ( P C S) v al u e, a n d t h e b e st/ w or st  c a s e v al u e 
w h er e r e q uir e d ( e. g. , s hift t a bl e).  
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I n t h e c a s e of a r et e st, t h e a s s e s s m e nt r e c or d e d u n d er t h e pl a n n e d vi sit will b e u s e d f or b y -vi sit 
s u m m ari e s, a n d t h e a s s e s s m e nt( s) r e c or d e d u n d er u n s c h e d ul e d vi sit( s) will b e pr e s e nt e d i n li sti n g s  o nl y.  

A s p er pr ot o c ol, st u d y Vi sit 9 c a n b e a W e e k 6/ E n d of Tr e at m e nt ( E O T) vi sit or a n E arl y T er mi n ati o n ( E T) 
vi sit.  If a s u bj e ct t er mi n at e s e arl y, hi s/ h er m e a s ur e m e nt s t a k e n at t h e E T vi sit  will b e m a p p e d t o t h e n e xt 
pl a n n e d vi sit ( aft er t h e l a st s c h e d ul e d vi sit t h e s u bj e ct att e n d e d) d uri n g w hi c h t h at a s s e s s m e nt w a s 
e x p e ct e d t o b e p erf or m e d a s s p e cifi e d b y t h e S c h e d ul e  of A s s e s s m e nt s  t a bl e i n t h e pr ot o c ol . T hi s a p pli e s 
t o b ot h effi c a c y a n d s af et y d at a. 

Li sti n g s will i n cl u d e s c h e d ul e d, u n s c h e d ul e d, r et e st a n d e arl y di s c o nti n u ati o n d at a  wit h ori gi n al d at e s a n d 
vi sit s di s pl a y e d . 

6. 5.  W I N D O WI N G C O N V E N TI O N S   

N o vi sit wi n d o wi n g will b e p erf or m e d d uri n g t h e a n al y si s f or t hi s st u d y. D at a will b e a n al y z e d a c c or di n g t o 
t h e s c h e d ul e o utli n e d i n t h e C S P. 

6. 6.  S T A TI S TI C A L T E S T S  

T h e d ef a ult si g nifi c a n c e l e v el will b e 5 %; c o nfi d e n c e i nt er v al s ( CI s) will b e 9 5 % . A ll p -v al u e s a n d C Is will 
b e t w o -si d e d, u nl e s s ot h er wi s e s p e cifi e d  i n t h e d e s cri pti o n of t h e a n al y s e s or t h e o ut p ut s . 

6. 7.  C O M M O N C A L C U L A TI O N S  

F or q u a ntit ati v e m e a s ur e m e nt s, c h a n g e fr o m B a s eli n e will b e c al c ul at e d a s:  

•  T est V al u e at Vi sit X - B as eli n e V al u e  

F or P A N S S tot al s c or e, p er c e nt a g e c h a n g e fr o m B a s eli n e will b e c al c ul at e d a s:  

•  (T est V al u e at Vi sit X - B as eli n e V al u e ) ×  1 0 0 / ( B as eli n e V al u e - 3 0)  

F or ot h er q u a ntit ati v e m e a s ur e m e nt s, p er c e nt a g e c h a n g e fr o m B a s eli n e will b e c al c ul at e d a s:  

•  (T est V al u e at Vi sit X - B as eli n e V al u e ) ×  1 0 0 / B as eli n e V al u e   

6. 8.  S O F T W A R E V E R SI O N  

All a n al y s e s will b e c o n d u ct e d u si n g S A S v er si o n 9. 4 or l at er.  
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7.  S T A TI S TI C A L C O N SI D E R A TI O N S  

7. 1.  A DJ U S T M E N T S F O R C O V A RI A T E S  A N D F A C T O R S T O B E IN C L U D E D I N 

A N A L Y S E S  

T h e f oll o wi n g c o v ar i at e s a n d f a ct or s ar e u s e d i n t h e a n al y s e s . F or d et ail s of t h eir i n cl u si o n i n t h e m o d el s, 
s e e t h e s p e cifi c a n al y si s s e cti o n s . 

•  B as eli n e v al u e of t h e v ari a bl e t o b e a n al y z e d  

•  C o u ntr y  

o  U nit e d St at es  
o  B ul g ari a  
o  C ol o m bi a  
o  Cr o ati a  
o  L at vi a  
o  R ussi a  
o  S er bi a  
o  U kr ai n e  

•  R e gi o n  

o  U S  
o  N o n -U S  

7. 2.  M U L TI C E N T E R S T U DI E S  

T hi s st u d y will b e c o n d u ct e d b y m ulti pl e i n v e sti g at or s at m ulti pl e c e nt er s i n t h e U S a n d n o n -U S c o u ntri e s, 
i n cl u di n g B ul g ari a, C ol o m bi a, Cr o ati a, L at vi a, R u s si a, S er bi a, a n d U kr ai n e . R a n d o mi z ati o n i s str atifi e d b y 
c o u ntr y.  

W h e n s p e cifi e d, st ati sti c al a n al y si s will b e a dj u st e d f or c o u ntr y .  

A  t er m f or tr e at m e nt-b y -c o u ntr y  i nt er a cti o n will n ot b e i n cl u d e d i n t h e pri m ar y a n al y si s m o d el, b ut  t h e 
pr e s e n c e of s u c h a n i nt er a cti o n at W e e k 6/ Vi sit 9  will b e e x pl o r e d a s p art of t h e s u b gr o u p a n al y si s  ( s e e 
S e cti o n 1 6. 1. 6  a n d S e cti o n  1 6. 2. 6 ). A  si g nifi c a nt i nt er a cti o n eff e ct i s d efi n e d a s h a vi n g a n o mi n al p -v al u e 
≤ 0. 1 0.  A d diti o n all y, gr a p hi c al m et h o d s (i. e., F or e st pl ot s) will b e u s e d t o pr e s e nt t h e a n al y si s r e s ult s 
s e p ar at el y f or e a c h c o u ntr y a n d t o a s s e s s w h et h er t h e i nt er a cti o n , if t h er e i s o n e, i s q u a ntit ati v e (i. e. , t h e 
tr e at m e nt eff e ct i s c o n si st e nt i n dir e cti o n b ut n ot i n si z e) or q u alit ati v e ( i. e., t h e tr e at m e nt i s b e n efi ci al f or 
s o m e b ut n ot f or ot h er  c o u ntri e s ). C o u ntri e s t h at d o n ot h a v e at l e a st 2 mI T T p o p ul ati o n s u bj e ct s wit h 
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c h a n g e fr o m B a s eli n e d at a r el e v a nt t o t h e gi v e n b y -c o u ntr y s u b gr o u p a n al y si s at W e e k 6/ Vi sit 9 i n e a c h of 
t h e t hr e e tr e at m e nt gr o u p s will b e e x cl u d e d fr o m t h e a n al y si s. 

C e nt er  p o oli n g will n ot b e i m pl e m e nt e d i n a n al y s e s f or t hi s st u d y. 

7. 3.  M I S SI N G D A T A  

F or t h e M M R M m o d el s  o n o b s er v e d d at a , mi s si n g o b s er v ati o n s ar e tr e at e d a s mi s si n g at r a n d o m ( M A R) 
a n d n o i m p ut ati o n f or mi s si n g d at a will b e a p pli e d.  

Wit h t h e e x c e pti o n of  o n e s u p pl e m e nt ar y a n al y si s o n P A N S S  t ot al s c or e ( s e e S e cti o n  1 6. 1. 5. 4 ), B N S S 
t ot al s c or e ( s e e S e cti o n 1 6. 3. 3. 7 ), a n d M A D R S t ot al s c or e ( s e e S e cti o n 1 6. 3. 3. 8 ), i n di vi d u al mi s si n g it e ms  
i n a n y s c al e will n ot b e i m p ut e d i n a n y a n al y s is . W h e n c al c ul ati n g a t ot al s c or e, s u b s c al e s c or e, or a n y 
s u m m ar y s c or e s b a s e d o n m or e t h a n o n e it e m, if o n e or m or e it e m s ar e mi s si n g at a vi sit, t h e n t h e 
a s s o ci at e d s u m m ar y s c or e will b e s et t o mi s si n g. F or a d diti o n al d et ail s, s e e t h e i n di vi d u al s c al e 
d e s cri pti o n s e cti o n s.  

•  H a n dli n g of mi ssi n g effi c a c y d at a, if a n y, i s d escri b e d i n S e cti o ns 1 6. 1. 2 , 1 6. 2. 2  a n d 1 6. 3. 2 .  

•  H a n dli n g of mi ssi n g s af et y d at a, if a n y, i s d es cri b e d i n S e cti o ns 1 7. 1. 1  a n d 1 7. 6 .  

•  S e e A P P E N DI X 2  f or d et ail s of h a n dl i n g i n c o m pl et e/ mi ssi n g d at es. 

•  H a n dli n g of mi ssi n g d at a d u e t o C O VI D -1 9 -r el at e d e arl y di s c o nti n u ati o n or t h e R ussi a -U kr ai n e 
g e o p oliti c al c o nfli ct -r el at e d e arl y di s c o nti n u ati o n i n s e nsiti vit y a n al ys es ar e d et ail e d i n S e cti o n  
1 6. 1. 4. 2 , S e cti o n 1 6. 1. 4. 3 , a n d S e cti o n 1 6. 1. 4. 4 . 

7. 4.  M U L TI P L E C O M P A RI S O N S /  M U L TI P LI CI T Y  

T y p e I err or c o ntr ol will o nl y b e p erf or m e d f or t h e pri m ar y a n al y si s of t h e pri m ar y a n d s e c o n d ar y effi c a c y 
e n d p oi nt s i n t h e mI T T p o p ul ati o n. N o mi n al p -v al u e s (i. e. , wit h o ut m ulti pli cit y a dj u st m e nt ) will b e r e p ort e d 
f or all ot h er st ati sti c al t e st s. 

M ulti pli cit y a dj u st m e nt will b e a p pli e d t o a d dr e s s t h e f oll o wi n g t hr e e s o ur c e s of m ulti pli cit y:  

1)  A n al y si s of t h e pri m ar y e n d p oi nt a n d t h e s e c o n d ar y effi c a c y e n d p oi nt  

2)  A n al y si s of t w o S E P -3 6 3 8 5 6 d o s e -pl a c e b o c o m p ari s o n s  

T h e fir st t w o s o ur c e s of m ulti pli cit y will b e a d dr e s s e d t hr o u g h a H o c h b er g -b a s e d g at e k e e pi n g pr o c e d ur e 
d eri v e d u si n g t h e e n h a n c e d mi xt ur e m et h o d. T hi s g at e k e e pi n g pr o c e d ur e i s d eri v e d u si n g t h e mi xt ur e 
m et h o d ol o g y t h at w a s ori gi n all y pr o p o s e d i n  ( D mitri e n k o & T a m h a n e, 2 0 1 1), ( D mitri e n k o & T a m h a n e, 
2 0 1 3)  a n d l at er e n h a n c e d i n ( K or d z a k hi a, et al., 2 0 1 8). 

C CI

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 3 5  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e n ull h y p ot h e s e s of n o diff er e n c e i n tr e at m e nt eff e ct b et w e e n e a c h of t h e S E P -3 6 3 8 5 6 d o s e l e v el s a n d 
pl a c e b o a s s o c i at e d wit h t h e pri m ar y a n d t h e s e c o n d ar y effi c a c y e n d p oi nt ar e gr o u p e d i nt o t w o hi er ar c hi c al 
f a mili e s: 

•  F a mil y F 1: S E P -3 6 3 8 5 6 7 5  m g/ d a y vs pl a c e b o ( H 1 ), a n d S E P-3 6 3 8 5 6 1 0 0  m g/ d a y v s pl a c e b o ( H 2 ), 
b as e d o n c h a n g e fr o m B as eli n e i n P A N S S t ot al s c or e at W e e k 6 ( E1 ) 

•  F a mil y F 2: S E P -3 6 3 8 5 6 7 5 m g/ d a y vs pl a c e b o ( H 3 ), a n d S E P-3 6 3 8 5 6 1 0 0 m g/ d a y v s pl a c e b o ( H 4 ), 
b as e d o n c h a n g e fr o m B as eli n e i n C GI -S s c or e at W e e k 6 ( E 2 ) 

I n t hi s H o c h b er g-b a s e d g at e k e e pi n g pr o c e d ur e, t h e tr u n c at e d H o c h b er g ( 𝛾  = 0. 9) pr o c e d ur e will b e 
a p pli e d t o t h e h y p ot h e s e s i n F a mil y F 1 ( H 1  a n d H 2 ) a n d t h e r e g ul ar H o c h b er g pr o c e d ur e will b e a p pli e d t o 
t h e h y p ot h e s e s i n F a mil y F 2 ( H3  a n d H 4 ). T h er e i s a s eri al l o gi c al r e stri cti o n a m o n g t h e h y p ot h e s e s, t h at 
i s, H3  i s t e st a bl e o nl y if H 1  i s r ej e ct e d a n d H4  i s t e st a bl e o nl y if H2  i s r ej e ct e d ( Fi g ur e 2). 

Fi g ur e  2 : G at e k e e pi n g pr o c e d ur e f or m ulti pli cit y pr o bl e m wit h a s eri al l o gi c al r e stri cti o n  

 

L et 𝑝 1  t hr o u g h 𝑝 4  d e n ot e t h e o n e -si d e d tr e at m e nt eff e ct p -v al u e s of t h e 4 n ull h y p ot h e s e s ( H 1  t hr o u g h H4 ) 
c o m p ut e d fr o m t h e St a g e 1 d at a u si n g t h e M M R M m o d el s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3  a n d  S e cti o n  
1 6. 2. 3. 3  f or t h e pri m ar y e n d p oi nt a n d t h e s e c o n d ar y effi c a c y e n d p oi nt r e s p e cti v el y. Si mil arl y, l et 𝑞 1  

t hr o u g h 𝑞 4  d e n ot e t h e o n e -si d e d tr e at m e nt eff e ct p -v al u e s of t h e 4 n ull h y p ot h e s e s c o m p ut e d fr o m t h e 
St a g e 2 d at a. T h e s e t w o s et s of r a w p -v al u e s will b e c o m bi n e d u si n g a pr e -d efi n e d w ei g ht e d i n v er s e 

n or m al c o m bi n ati o n f u n cti o n t o o bt ai n t h e c o m bi n e d o n e -si d e d p -v al u e s ( 𝑟1  t hr o u g h 𝑟4 ) f or t h e f o ur n ull 
h y p ot h e s e s:  

C CI

P P D



St ati sti c al A n al y si s Pl a n  
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 3 6  of 1 8 7  

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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𝛾𝑝 = 𝑝 ( 𝑞 𝑞 ,𝑟 𝑟 ) 

= 1 − Φ ( √ 𝑤 Φ − 1 ( 1 − 𝑝 𝑖 ) + √ 1 − 𝑤 Φ − 1 ( 1 − 𝑞 𝑖 ) ) , 𝑖 = 1 ,2 ,3 ,4  

w h er e Φ ( 𝑥 )  d e n ot e s t h e c u m ul ati v e di stri b uti o n f u n cti o n of t h e st a n d ar d n or m al di stri b uti o n, a n d 𝑤  a n d 

1 − 𝑤  ar e t h e pr e -d efi n e d w ei g ht s a s si g n e d t o St a g e 1 a n d St a g e 2 r e s p e cti v el y.   
 

T h e s e c o m bi n e d o n e -si d e d p -v al u e s ar e t h e n p a s s e d t o t h e H o c h b er g -b a s e d g at e k e e pi n g pr o c e d ur e 
w hi c h i s d efi n e d u si n g t h e cl o s e d t e sti n g pri n ci pl e. T h e cl o s e d f a mil y a s s o ci at e d wit h t h e s e f o ur n ull 

h y p ot h e s e s c o nt ai n s 1 5 i nt er s e cti o n h y p ot h e s e s. F or a n ar bitr ar y i n d e x s et 𝐼 , l et 𝐻 ( 𝐼 )  d e n ot e t h e 
i nt er s e cti o n h y p ot h e si s a nd l et 𝑟 ( 𝐼 )  d e n ot e t h e l o c al p -v al u e f or 𝐻 ( 𝐼 )  w hi c h will b e c al c ul at e d u si n g t h e 
e n h a n c e d mi xt ur e m et h o d  ( K or d z a k hi a, et al., 2 0 1 8) (A P P E N DI X 4 ).  

T h e r e s ulti n g l o c al p -v al u e s c a n b e u s e d t o p erf or m i nf er e n c e s f or t h e f o ur n ull h y p ot h e s e s at t h e fi n al 
a n al y si s. A gi v e n n ull h y p ot h e si s will b e r ej e ct e d if t h e l o c al p -v al u e s of all i nt e r s e cti o n h y p ot h e s e s 

c o nt ai ni n g t hi s h y p ot h e si s ar e l e s s t h a n or e q u al t o a o n e -si d e d 𝛼  = 0. 0 2 5. I n ot h er w or d s, a gi v e n n ull 

h y p ot h e si s 𝐻 𝑖 (𝑖 = 1, 2, 3, 4) will b e r ej e ct e d if it s a dj u st e d p -v al u e, d efi n e d a s  

𝑟𝑖 = 𝑚 𝑎 𝑥 𝐼 :𝑖∈ 𝐼 𝑟 ( 𝐼 )

d o e s n ot e x c e e d a o n e -si d e d 𝛼  = 0. 0 2 5.  

7. 5.  E X A MI N A TI O N O F S U B G R O U P S  

S u b gr o u p a n al y s e s will b e c o n d u ct e d a s st at e d i n S e cti o n 1 6. 1. 6  f or P A N S S, S e cti o n 1 6. 2. 6  f or C GI-
S, a n d S e cti o n 1 7. 1. 1 0  f or A d v er s e E v e nt s. It s h o ul d b e n ot e d t h at t h e st u d y w a s n ot d e si g n e d t o 
d et e ct tr e at m e nt diff er e n c e s wit h hi g h st ati sti c al p o w er wit hi n s u b gr o u p s. 

T h e f oll o wi n g s u b gr o u p s will  b e a s s e s s e d : 

• G e o gr a p hi c r e gi o n:

o U S
o N o n -U S  

• C o u ntr y:  

o U nit e d St at es  
o B ul g ari a
o C ol o m bi a
o Cr o ati a
o L at vi a
o R ussi a
o S er bi a
o U kr ai n e
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•  S e x : 

o  F e m al e  
o  M al e  

•  A g e  gr o u p : 

o  ≤ 4 0  y e ar s  
o  > 4 0  y e ar s  

•  R a c e (i n 3  c at e g ori es ): 

o  W hit e  ( W hit e) 
o  Bl a c k  (Bl a c k or Afri c a n A m eri c a n ) 
o  Ot h er ( All ot h er r a c e s c o m bi n e d)  

•  N u m b er of pri or h os pit ali z ati o ns f or tr e at m e nt of s c hi z o p hr e ni a :  

o  0  
o  1  
o  2  
o  3  

•  D ur ati o n of s c hi z o p hr e ni a  ( y e ar s): 

o  < 5  
o  ≥ 5  

•  B MI ( k g/ m 2 ) c at e g ori es: 

o  U n d er w ei g ht: < 1 8. 5 k g/ m²  
o  N or m al: ≥ 1 8. 5 t o < 2 5. 0 k g/ m²  
o  O v er w ei g ht: ≥ 2 5. 0 t o < 3 0. 0 k g/ m²  
o  O b es e: ≥ 3 0. 0 k g/ m²  

•  B as eli n e p ati e nt t y p e b as e d o n U P S M f a ct or s c or es at B as eli n e  ( H o p ki ns S. , O gir al a, L o e b el, & 
K o bl a n, 2 0 2 0)  ( o nl y us e d i n  t h e s u b gr o u p a n al ys is of t h e pri m ar y e n d p oi nt ): 

o  T y p e 1: Pr o mi n e ntl y Di s or g a niz e d  
o  T y p e 2: Pr o mi n e ntl y N e g ati v e  
o  T y p e 3: Pr o mi n e ntl y H ostil e  
o  T y p e 4: Pr o mi n e ntl y P ositi v e  
o  T y p e 5: Pr o mi n e ntl y Aff e cti v e  

S u bj e cts will b e cl assifi e d i nt o o n e of 5 p ati e nt t y p es b as e d o n t h eir P A N S S U P S M f a ct or s c or es at B as eli n e. 
S e e A P P E N DI X 1 2  f or d et ail s of h o w t h e cl assifi c ati o n will b e m a d e .  
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• B as eli n e M ar d er P A N S S N e g ati v e S y m pt o m s ( M P N S) e nri c h m e nt b as e d o n S cr e e ni n g/ Vi sit 1 a n d
R a n d o mi z at i o n/ Vi sit 2 P A N S S it e m s c or es ( o nl y us e d i n t h e s u b gr o u p a n al ysi s of t h e pri m ar y
e n d p oi nt):

o M P N S e nri c h e d
o M P N S d e -e nri c h e d

S e e A P P E N DI X 1 3  f or d et ail s of h o w t h e cl assifi c ati o n will b e m a d e. 

7. 6.  M AJ O R W O R L D E V E N T S U B G R O U P S  

Gi v e n t h i s st u d y h a s b e e n c o n d u ct e d i n a p eri o d of t w o m aj or w orl d e v e nt s, i. e., t h e C O VI D -1 9 p a n d e mi c 
a n d t h e R u s si a-U kr ai n e g e o p oliti c al c o nfli ct,  t h e p ot e nti al i m p a ct of t h e s e w orl d e v e nt s o n t h e st u d y will b e 
e v al u at e d (r ef er t o S e cti o n 1 6. 4  f or m or e d et ail s ). S u b gr o u p a n al y si s will b e c o n d u ct e d a s st at e d i n 
S e cti o n 9  f or di s p o siti o n, S e cti o n 1 1  f or d e m o gr a p hi c a n d ot h er b a s eli n e c h ar a ct eri sti c s, S e cti o n 1 3  f or 
m e di c ati o n s, a n d S e cti o n 1 6. 4  f or effi c a c y. T h e s u b gr o u p s ar e d efi n e d a s f oll o ws:  

• C O VI D -1 9 S u b gr o u p

o Pr e -C O VI D: S u bj e cts r a n d o miz e d pri or t o M ar c h 1 3, 2 0 2 0
o P ost -C O VI D: S u bj e cts r a n d o miz e d o n or aft er M ar c h 1 3, 2 0 2 0

• G e o p oliti c al c o nfli ct s u b gr o u p

o Pr e -B C P 2 2 *: S u bj e cts r a n d o mi z e d o n or aft er M ar c h 1 3, 2 0 2 0 a n d pri or t o F e br u ar y 2 4, 2 0 2 2
o P ost -B C P 2 2: S u bj e cts r a n d o miz e d o n or aft er F e br u ar y 2 4, 2 0 2 2
* B C P 2 2: B u si n ess c o nti n uit y pl a n 2 0 2 2  a s r el at e d t o t h e R u ssi a -U kr ai n e g e o p oliti c al c o nfli ct .

8. O U T P U T P R E S E N T A TI O N S

A p p e n di x 1  s h o w s c o n v e nti o n s f or pr e s e nt ati o n of d at a i n o ut p ut s. 

T h e t e m pl at e s pr o vi d e d wit h t hi s S A P d e s cri b e t h e pr e s e nt ati o n s f or t his st u d y a n d t h er ef or e t h e f or m at 

a n d c o nt e nt of t h e s u m m ar y t a bl e s, fi g ur es a n d li sti n g s t o b e pr o vi d e d by I Q VI A. 

9. D I S P O SI TI O N A N D W I T H D R A W A L S

U nl e s s ot h er wi s e s p e cifi e d, t h e di s p o siti o n s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g c ol u m n s: Pl a c e b o, 
S E P -3 6 3 8 5 6 7 5  m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al . 

All s u bj e ct s w h o pr o vi d e i nf or m e d c o n s e nt  will b e a c c o u nt e d f or i n t hi s st u d y. 

S u bj e ct di s p o siti o n will b e pr e s e nt e d b y t h e r a n d o mi z e d tr e at m e nt gr o u p ( w h er e a p pli c a bl e). T h e n u m b er 
a n d p er c e nt a g e of s u bj e ct s w h o w er e s cr e e n e d, s cr e e n  f ail e d, r a n d o mi z e d, r e c ei v e d st u d y dr u g, 
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r a n d o mi z e d b ut di d n ot r e c ei v e st u d y dr u g, a n d c o m pl et e d or di s c o nti n u e d fr o m t h e d o u bl e -bli n d tr e at m e nt 
p eri o d (i n cl u di n g r e a s o n s f or di s c o nti n u ati o n) will b e pr e s e nt e d. I n a d diti o n, t h e n u m b er a n d p er c e nt a g e of 
s u bj e ct s w h o r olle d  o v er t o t h e o p e n -l a b el e xt e n si o n st u d y ( S E P 3 6 1-3 0 3) will b e pr e s e nt e d . D i s p o siti o n 
will b e pr e s e nt e d s e p ar at el y f or e a c h  c o u ntr y a s w ell.  

Wit h r e s p e ct t o t h e a b o v e, t h e f oll o wi n g d efi niti o n s a p pl y:  

•  S cr e e n e d S u bj e cts: A n y s u bj e ct w h o si g n e d t h e st u d y s p e cifi c i nf or m e d c o ns e nt.  

•  S cr e e n F ail ur es: A n y s u bj e ct w h o si g n e d t h e st u d y s p e cifi c i nf or m e d c o ns e nt b ut eit h er f ail e d t o 
m e et st u d y r e q uir e m e nts d uri n g scr e e ni n g or m et st u d y r e q uir e m e nts at s cr e e ni n g b ut w as n ot 
r a n d o mi z e d. 

A d diti o n all y, s u bj e ct di s p o siti o n b y C O VI D -1 9 s u b gr o u p s a n d b y g e o p oliti c al c o nfli ct s u b gr o u p s ( a s 
d efi n e d i n S e cti o n 7. 6 ) will b e pr e s e nt e d  f or s u bj e ct s r a n d o mi z ed  a n d will i n cl u d e  th e n u m b er a n d 
p er c e nt a g e of s u bj e ct s w h o r e c ei v e d st u d y dr u g, r a n d o mi z e d b ut di d n ot r e c ei v e st u d y dr u g, c o m pl et e d or 
di s c o nti n u e d fr o m t h e d o u bl e -bli n d tr e at m e nt p eri o d (i n cl u di n g r e a s o n s f or di s c o nti n u ati o n), a n d w h o 
r oll e d o v er t o t he o p e n -l a b el e xt e n si o n st u d y ( S E P 3 6 1-3 0 3) .  

S u bj e ct s w h o w er e s cr e e n e d m or e t h a n o n c e will b e c o u nt e d o nl y o n c e i n t h e di s p o siti o n s u m m ar y b a s e d 
o n t h e o ut c o m e of t h e l a st s cr e e ni n g. If a s u bj e ct f ail e d m ulti pl e s cr e e ni n g s, t h e y will o nl y b e c o u nt e d o n c e 
a s a s cr e e n f ail ur e . If a s u bj e ct i s r a n d o mi z e d aft er m ulti pl e s cr e e ni n g s, t h e y will o nl y b e c o u nt e d o n c e a s 
a r a n d o mi z e d s u bj e ct. 

Di s c o nti n u ati o n b y vi sit will b e s u m m ari z e d  f or t h e r a n d o mi z e d s u bj e ct s b y t h e r a n d o mi z e d tr eat m e nt  
gr o u p .  

Ti m e t o di s c o nti n u ati o n of t h e d o u bl e-bli n d tr e at m e nt si n c e fir st d o s e of st u d y dr u g will b e pl ott e d u si n g 
K a pl a n -M ei er c ur v e s  f or t h e s af et y p o p ul ati o n b y t h e a ct u al tr e at m e nt gr o u p . Pr o b a bilit y of r e m ai ni n g o n 
tr e at m e nt at D a y 4 2, m e di a n ti m e t o di s c o nti n u ati o n, a n d t h eir 9 5 % c o nfi d e n c e i nt er v al s will b e e sti m at e d 
u si n g t h e K a pl a n -M ei er m et h o d f or t h e s af et y p o p ul ati o n b y t h e a ct u al tr e at m e nt gr o u p. T h e l o g r a n k 
t e sti n g m et h o d will b e u s e d t o t e st f or diff er e n c e s a m o n g t h e tr e at m e nt  gr o u p s f or ti m e t o di s c o nti n u ati o n . 
T h e ti m e t o di s c o nti n u ati o n t a bl e will i n cl u d e t h e f oll o wi n g c ol u m n s: Pl a c e b o, S E P-3 6 3 8 5 6 7 5  m g/ d a y, 
S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, a n d T ot al . 

T h e n u m b er a n d p er c e nt a g e of r a n d o m i z e d s u bj e ct s will al s o b e s u m m ari z e d b y R e gi o n, C o u ntr y , a n d 
Sit e , b y t h e r a n d o mi z e d tr e at m e nt gr o u p .  

L a stl y , t h e n u m b er a n d p er c e nt a g e of r a n d o mi z e d s u bj e ct s i n cl u d e d i n a n d e x cl u d e d fr o m e a c h a n al y si s 
p o p ul ati o n will b e s u m m ari z e d  b y t h e r a n d o mi z e d tr e at m e nt gr o u p , al o n g wit h t h e r e a s o n f or e x cl u si o n. 

C O VI D -1 9 r el at e d a n al y si s u p d at es:  

T h e n u m b er of s u bj e cts w h o f ail e d s cr e e ni n g d u e t o C O VI D -1 9 r el at e d r e a s o n s, w h o di s c o nti n u e d e arl y d u e t o 

C O VI D -1 9 r el at e d r e a s o n s, a n d w h o c o m pl et e d t h e tr e at m e nt p eri o d b ut di d n ot r oll o v er t o t h e o p e n -l a b el 

e xt e n si o n st u d y d u e t o C O VI D -1 9 r el at e d r e a s o n s will b e s u m m ari z e d i n t h e di s p o siti o n t a bl e.  

S u bj ects aff e ct e d b y C O VI D -1 9 r el at e d st u d y di sr u pti o n s will b e pr o vi d e d i n d at a li sti n g s. T h es e s u bj ects will b e 

i d e ntifi e d a s : 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  S u bj ects w h o f ail e d s cr e e ni n g d u e t o C O VI D -1 9.  

•  S u bj ects w h o w er e r a n d o mi z e d b ut di sc o nti n u e d fr o m t h e tr e at m e nt p eri o d d u e t o C O VI D -1 9.  

•  S u bj ects w h o c o m pl et e d t h e tr e at m e nt p eri o d b ut di d n ot r oll o v er t o t h e o p e n -l a b el e xt e n si o n st u d y 

( S E P 3 6 1-3 0 3) d u e t o C O VI D -1 9.  

•  S u bj ects w h o e x p eri e n c e d a pr e -tr e at m e nt e v e nt / a d v ers e e v e nt r el at e d t o C O VI D-1 9.  

•  S u bj ects w h o h a d a n y pr ot o c ol d e vi ati o n s r el at e d t o C O VI D -1 9.  

•  S u bj ects w h o h a d a n y i n v esti g at or c o m m e nts r el at e d t o C O VI D -1 9.  

A s u bj e ct m a y b e  i d e ntifi e d i n o n e or m or e c at e g ori es li st e d a b o v e. 

R u ssi a -U kr ai n e g e o p oliti c al c o nfli ct r el at e d a n al y si s u p d at es: 

T h e n u m b er of s u bj e cts w h o f ail e d s cr e e ni n g d u e t o g e o p oliti c al c o nfli ct r el at e d r e a s o n s, w h o di sc o nti n u e d e arl y d u e 

t o g e o p oliti c al c o nfli ct r el at e d r e a s o n s, a n d w h o c o m pl et e d t h e tr e at m e nt p eri o d b ut di d n ot r oll o v er t o t h e o p e n -

l a b el e xt e n si o n st u d y d u e t o g e o p oliti c al c o nfli ct r el at e d r e a s o n s will b e s u m m ariz e d i n t h e di s p o siti o n t a bl e. 

S u bj ects aff e ct e d b y g e o p oliti c al c o nfli ct r el at e d st u d y di sr u pti o n s will b e pr o vi d e d i n d at a li sti n g s. T h es e s u bj ects 

will b e i d e ntifi e d a s:  

•  S u bj ects w h o f ail e d s cr e e ni n g d u e t o g e o p oliti c al c o nfli ct.  

•  S u bj ects w h o w er e r a n d o mi z e d b ut di sc o nti n u e d fr o m t h e tr e at m e nt p eri o d d u e t o g e o p oliti c al c o nfli ct.  

•  S u bj e cts w h o c o m pl et e d t h e tr e at m e nt p eri o d b ut di d n ot r oll o v er t o t h e o p e n -l a b el e xt e n si o n st u d y 

( S E P 3 6 1-3 0 3) d u e t o g e o p oliti c al c o nfli ct.  

•  S u bj ects w h o e x p eri e n c e d a pr e -tr e at m e nt e v e nt / a d v ers e e v e nt r el at e d t o g e o p oliti c al c o nfli ct.  

•  S u bj ects w h o h a d a n y pr ot o c ol d e vi ati o n s r el at e d t o g e o p oliti c al c o nfli ct.  

•  S u bj ects w h o h a d a n y i n v esti g at or c o m m e nts r el at e d t o g e o p oliti c al c o nfli ct.  

A s u bj e ct m a y b e i d e ntifi e d i n o n e or m or e c at e g ori es li st e d a b o v e.  

9. 1.  D E RI V A TI O N S  

•  Ti m e t o di s c o nti n u ati o n of  t h e d o u bl e -bli n d tr e at m e nt i n d a ys 

F or t h e p ur p os e of t hi s a n al ysi s , a s u bj e ct’ s l ast d os e d at e will b e d eri v e d as f oll o ws:  

o  If a s u bj e ct’ s o bs er v e d l ast d os e d at e i s b ef or e or o n t h e d at e of St u d y D a y 4 2, t h e d eri v e d l ast d os e 
d a t e will b e s et t o t h e o bs er v e d l ast d os e d at e. 
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o  If a s u bj e ct’ s o bs er v e d l ast d os e d at e i s aft er t h e d at e of St u d y D a y 4 2, t h e d eri v e d l ast d os e d at e 
will b e s et t o t h e d at e of St u d y D a y 4 2.   

Ti m e t o di s c o nti n u ati o n ( d a ys) = D eri v e d l ast d os e d at e  –  First d o s e d at e  + 1 . 

S u bj e cts w h o c o m pl et e t h e d o u bl e-bli n d tr e at m e nt will b e c e ns or e d o n t h e d eri v e d l ast d os e d at e . 

1 0.  IM P O R T A N T P R O T O C O L D E VI A TI O N S  

I m p ort a nt pr ot o c ol d e vi ati o n s (I P D s) will b e i d e ntifi e d a n d d o c u m e nt e d b a s e d o n bli n d e d r e vi e w s of d at a 
li sti n g s a n d t h e pr ot o c ol d e vi ati o n s l o g .  

U nl e s s ot h er wi s e s p e cifi e d, t h e I P D s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g c ol u m n s: Pl a c e b o, 
S E P -3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al.  

T h e I P D c at e g ori e s m a y i n cl u d e, b ut m a y n ot b e li mit e d t o:  

•  Di d n ot s ati sf y i n cl usi o n a n d/ or e x cl usi o n crit eri a . 

•  R e c ei v e d pr o hi bit e d m e di c ati o n . 

•  O v er all d o u bl e -bli n d c o m pli a n c e r at e < 7 5 % or > 1 2 5 %.  

I P D s will b e i d e ntifi e d f or all r a n d o mi z e d s u bj e ct s a n d pr e s e nt e d i n a d at a li sti n g. T h e n u m b er a nd 
p er c e nt a g e of s u bj e ct s wit hi n e a c h I P D c at e g or y will b e s u m m ari z e d b y t h e r a n d o mi z e d tr e at m e nt gr o u p 
f or t h e mI T T p o p ul ati o n a n d b y t h e a ct u al tr e at m e nt gr o u p f or t h e S A F p o p ul ati o n . 

A d e di c at e d li sti n g will pr e s e nt pr ot o c ol d e vi ati o n s r el at e d t o C O VI D -1 9  i n r a n d o mi z e d s u bj e ct s. A 
s e p ar at e d e di c at e d li sti n g will pr e s e nt pr ot o c ol d e vi ati o n s r el at e d t o t h e R u s si a -U kr ai n e g e o p oliti c al 
c o nfli ct i n r a n d o mi z e d s u bj e ct s.  

T w o s et s of cli ni c al tri al m a n a g e m e nt s y st e m ( C T M S) d e vi ati o n c at e g ori e s ar e u s e d i n t h e st u d y: f or m er 
c at e g ori e s u s e d f or d e vi ati o n s r e p ort e d u p t o 1 5 M A Y 2 0 2 2 a n d n e w c at e g ori e s f or d e vi ati o n s r e p ort e d a s 
of 1 6 M A Y 2 0 2 2. T h e s e c at e g ori e s will b e pr e s e nt e d a s i s i n t h e li sti n g s.  

1 1.  D E M O G R A P HI C A N D  O T H E R B A S E LI N E C H A R A C T E RI S TI C S  

U nl e s s ot h er wi s e s p e cifi e d, t h e d e m o gr a p hi c a n d B a s eli n e c h ar a ct eri sti c s  s u m m ar y t a bl e s will i n cl u d e t h e 
f oll o wi n g c ol u m n s: Pl a c e b o, S E P-3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, 
a n d T ot al.  

D e m o gr a p hi c d at a a n d ot h er B a s eli n e c h ar a ct eri sti c s will b e pr e s e nt e d f or t h e mI T T p o p ul ati o n, S A F 
p o p ul ati o n , a n d P P p o p ul ati o n . I n a d diti o n, d e m o gr a p hi c s a n d ot h er B a s eli n e  c h ar a ct eri sti c s  d at a will b e 
s u m m ari z e d s e p ar at el y f or St a g e 1 a n d St a g e 2 s u bj e ct s ( a s d efi n e d i n S e cti o n 7. 4 ), b y t h e C O VI D -1 9 
s u b gr o u p s  ( a s d efi n e d i n S e cti o n 7. 6 ), a n d b y t h e g e o p oliti c al c o n fli ct s u b gr o u ps  (a s d efi n e d i n S e cti o n 
7. 6 ) o n t h e mI T T p o p ul ati o n.  F or t h e m I T T a n d P P p o p ul ati o n s, t h e d at a will b e pr e s e nt e d b y t h e 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 4 2  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

r a n d o mi z e d tre at m e nt gr o u p. F or t h e S A F p o p ul ati o n, t h e d at a will b e pr e s e nt e d b y t h e a ct u al tr e at m e nt 
gr o u p .  

B a si c d e m o gr a p hi c d at a ( a g e, s e x, r a c e, et h ni cit y, c o u ntr y, a n d r e gi o n) will al s o b e s u m m ari z e d f or all 
s cr e e n e d s u bj e ct s b y r a n d o mi z ati o n st at u s (i. e. , r a n d o mi z e d v s. n ot r a n d o mi z e d). 

N o st ati sti c al t e sti n g will b e c arri e d o ut f or d e m o gr a p hi c or ot h er B a s eli n e c h ar a ct eri sti c s.  

T h e f oll o wi n g d e m o gr a p hi c a n d ot h er B a s eli n e c h ar a ct eri sti c s will b e r e p ort e d f or t hi s st u d y .  

•  A g e ( y e ar s) - c al c ul at e d r el ati v e t o d at e of i nf or m e d c o ns e nt; as a c o nti n u o us v ari a bl e   

•  A g e ( y e ar s) c at e g ori es : 

o  < 1 8  y e ar s  
o  ≥ 1 8 t o ≤ 4 0  y e ar s  
o  > 4 0  t o ≤6 5  y e ar s  
o  > 6 5  y e ar s  

•  A g e ( y e ar s) c at e g ori es f or Cli ni c al Tri al s . g o v (C T R. G O V ): 

o  ≤ 1 8 y e ar s  
o  > 1 8 t o < 6 5 y e ar s  
o  ≥ 6 5 y e ar s  

•  A g e ( y e ar s) c at e g ori es f or E ur o p e a n U ni o n Dr u g R e g ul ati n g A ut h oriti es Cli ni c al Tri al s D at a b as e  
(E u dr a C T ): 

o  < 1 2 y e ar s  
o  ≥ 1 2 t o < 1 8  y e ar s  
o  ≥ 1 8  t o < 6 5  y e ar s  
o  ≥ 6 5 y e ar s  

•  S e x:  

o  F e m al e  
o  M al e  

•  R a c e :  

o  A m eri c a n I n di a n or Al as k a N ati v e  
o  Asi a n  
o  Bl a c k or Afri c a n A m eri c a n  
o  N ati v e H a w aii a n or Ot h er P a cifi c I sl a n d er  
o  W hit e  
o  M ultir a ci al   
o  Ot h er  

•  Et h ni cit y : 
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o  Hi s p a ni c or L ati n o  
o  N ot Hi s p a ni c or L ati n o  

•  C o u ntr y:  

o  U nit e d St at es  
o  B ul g ari a  
o  C ol o m bi a  
o  Cr o ati a  
o  L at vi a  
o  R ussi a  
o  S er bi a  
o  U kr ai n e  

•  G e o gr a p hi c r e gi o n:  

o  U S  
o  N o n -U S  

•  B as eli n e H ei g ht ( c m), as a c o nti n u o us v ari a bl e  

•  B as eli n e W ei g ht ( k g) , as a c o nti n u o us v ari a bl e 

•  B as eli n e B MI ( k g/ m 2 ), as a c o nti n u o us v ari a bl e 

•  B as eli n e B MI ( k g/ m2 ) c at e g or y : 

o  U n d er w ei g ht : < 1 8. 5 k g/ m²  
o  N or m al : ≥ 1 8. 5 t o < 2 5. 0 k g/ m²  
o  O v er w ei g ht : ≥ 2 5. 0 t o < 3 0. 0 k g/ m²  
o  O b es e: ≥ 3 0 . 0 k g/ m²  

•  B as eli n e W ai st Cir c u mf er e n c e  ( c m), as a c o nti n u o us v ari a bl e 

•  B as eli n e P A N S S  T ot al S c or e , as a c o nti n u o us v ari a bl e   

•  B as eli n e P A N S S  T ot al S c or e  c at e g ori es : 

o  < O v er all m e di a n B as eli n e v al u e  
o  ≥ O v er all m e di a n B as eli n e v al u e  

•  B as eli n e P A N S S S u bs c al e S c or e s, as c o nti n u o us v ari a bl e s  

•  B as eli n e P A N S S S u bs c al e S c or e  c at e g ori es:  

o  < O v er all m e di a n B as eli n e v al u e  
o  ≥ O v er all m e di a n B as eli n e v al u e  
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•  B as eli n e P A N S S P ositi v e vs  N e g ati v e S u b s c al e S c or e c at e g ori es:  

o  P ositi v e S u bs c al e S c or e < N e g ati v e S u bs c al e S c or e  
o  P ositi v e S u bs c al e S c or e ≥  N e g ati v e S u bs c al e S c or e  

•  P ati e nt t y p e b as e d o n B as eli n e U P S M f a ct or s c or es:  

o  T y p e 1: Pr o mi n e ntl y Di s or g a niz e d  
o  T y p e 2: Pr o mi n e ntl y N e g ati v e  
o  T y p e 3: Pr o mi n e ntl y H ostil e  
o  T y p e 4: Pr o mi n e ntl y P ositi v e  
o  T y p e 5: Pr o m i n e ntl y Aff e cti v e 

•  B as eli n e M P N S e nri c h m e nt:  

o  M P N S e nri c h e d  
o  M P N S d e -e nri c h e d  

•  B as eli n e C GI -S S c or e , as a c o nti n u o us v ari a bl e 

•  B as eli n e C GI -S S c or e  c at e g ori es:  

o  < 4  
o  ≥ 4  t o ≤ 5  
o  > 5  

•  C O VI D -1 9 S u b gr o u p  

o  Pr e -C O VI D: S u bj e cts r a n d o miz e d pri or t o M ar c h 1 3, 2 0 2 0  
o  P ost -C O VI D: S u bj e cts r a n d o miz e d o n  or  aft er M ar c h 1 3, 2 0 2 0  

•  G e o p oliti c al c o nfli ct s u b gr o u p  

o  Pr e -B C P 2 2: S u bj e cts r a n d o miz e d o n or aft er M ar c h 1 3, 2 0 2 0 a n d pri or t o F e br u ar y 2 4, 2 0 2 2  
o  P ost -B C P 2 2: S u bj e cts r a n d o miz e d o n or aft er F e br u ar y 2 4, 2 0 2 2  

T h e f oll o wi n g p s y c hi atri c hi st or y d at a will b e s u m m ari z e d f or t h e m I T T p o p ul ati o n, mI T T p o p ul ati o n b y 
C O VI D -1 9 s u b gr o u p s ( a s d efi n e d i n S e cti o n 7. 6 ), mI T T p o p ul ati o n b y g e o p oliti c al c o nfli ct s u b gr o u p s ( a s 
d efi n e d i n S e cti o n 7. 6 ), S A F p o p ul ati o n, a n d P P p o p ul ati o n i n s e p ar at e t a bl e s . F or t h e mI T T a n d P P 
p o p ul ati o n s, t h e d at a will b e pr e s e nt e d b y t h e r a n d o mi z e d tr e at m e nt gr o u p. F or t h e S A F p o p ul ati o n, t h e 
d at a will b e  pr e s e nt e d b y t h e a ct u al tr e at m e nt gr o u p.  

•  Ti m e si n c e i niti al o ns et of s c hiz o p hr e ni a ( y e ar s) - c al c ul at e d r el ati v e t o  d at e of i nf or m e d c o ns e nt   

•  Ti m e si n c e i niti al o ns et of s c hiz o p hr e ni a ( y e ar s) c at e g ori es:  

o  < 5 y e ar s  
o  ≥ 5 t o < 1 0 y e ar s  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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o  ≥ 1 0 t o < 2 0 y e ar s  
o  ≥ 2 0 y e ar s  

•  A g e at i niti al o ns et of s c hi z o p hr e ni a ( y e ar s)  

•  Ti m e si n c e o ns et of c urr e nt a c ut e e x a c er b ati o n of ps y c h oti c s y m pt o m s ( d a y s ) - c al c ul at e d r el ati v e t o 
d at e of i nf or m e d c o ns e nt   

•  D S M -5 s c hiz o p hr e ni a s u bt y p e di a g n osi s : 

o  2 9 5. 9 0 S c hiz o p hr e ni a  
o  2 9 3. 8 9 S c hiz o p hr e ni a wit h C at at o ni a  

•  N u m b er of pri or h os pit ali z ati o ns f or tr e at m e nt of s c hi z o p hr e ni a : 

o  0  
o  1  
o  2  
o  3  
o  4 or m or e  

•  Ti m e si n c e fir st h os pit aliz ati o n f or tr e at m e nt of s c hiz o p hr e ni a ( y e ar s)  - c al c ul at e d r el ati v e t o d at e of 
i nf or m e d c o ns e nt  

•  A g e at fir st h os pit a li z ati o n f or tr e at m e nt of s c hiz o p hr e ni a ( y e ar s) 

•  Ti m e si n c e fir st a nti ps y c h oti c dr u g t h er a p y of at l e ast 2 w e e ks d ur ati o n i nt e n d e d f or tr e at m e nt of 
s c hi z o p hr e ni a (y e ar s ) - c al c ul at e d r el ati v e t o d at e of i nf or m e d c o ns e nt   

•  A g e at fir st a nti ps y c h oti c  dr u g t h er a p y of at l e ast 2 w e e ks d ur ati o n i nt e n d e d f or tr e at m e nt of 
s c hi z o p hr e ni a ( y e ar s)  

•  A n y ot h er c urr e nt ps y c hi atri c di s or d er s : 

o  Y es  
o  N o  

Di a g n o si s a n d D S M -5 c o d e f or a n y ot h er c urr e nt p s y c hi atri c di s or d er s will b e s u m m ari z e d i n a s e p ar at e 
t a bl e. T h e s e ot h er c urr e nt p s y c hi atri c di s or d er s will b e c o d e d u si n g M e di c al Di cti o n ar y for R e g ul at or y 
A cti viti e s ( M e d D R A) c e ntr al c o di n g di cti o n ar y , V er si o n 2 2 .0 , a n d pr e s e nt e d b y S y st e m Or g a n Cl a s s 
(S O C ) a n d Pr ef err e d T er m ( P T ). 

H e alt h c ar e r e s o ur c e utili z ati o n d at a c oll e ct e d at B a s eli n e will b e s u m m ari z e d d e s cri pti v el y b y a ct u al 
tr e at m e nt gr o u p f or t h e S A F p o p ul ati o n. T h e fr e q u e n c y a n d p er c e nt a g e of s u bj e ct s wit h p h y si ci a n’ s offi c e 
vi sit s, E R v i sit s, a n d h o s pit ali z ati o n s ( f or a n y r e a s o n a n d t h o s e r el at e d t o s c hi z o p hr e ni a) at B a s eli n e  
( c a pt uri n g t h e i nf or m ati o n d uri n g t h e p a st 3 m o nt h s) will b e s u m m ari z e d.  T h e n u m b er of p h y si ci a n’ s offi c e 
vi sit s, E R vi sit s, a n d h o s pit ali z ati o n s ( f or a n y r e a s o n a nd t h o s e r el at e d t o s c hi z o p hr e ni a ) p er m o nt h at 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

B a s eli n e , a s w ell a s t h e a v er a g e l e n gt h of h o s pit al st a y s (f or a n y r e a s o n a n d t h o s e r el at e d t o 
s c hi z o p hr e ni a ) at B a s eli n e , will b e s u m m ari z e d. E m pl o y m e nt st at u s at B a s eli n e will b e s u m m ari z e d . T h e 
fr e q u e n c y a n d p er c e nt a g e of s u bj e ct s r e c ei vi n g u n p ai d c ar e at B a s eli n e, al o n g wit h t h e a v er a g e n u m b er 
of h o ur s a c ar e gi v er s p e n d s p er w e e k h el pi n g t h e s u bj e ct, will al s o b e s u m m ari z e d.  

1 1. 1.  D E RI V A TI O N S  

•  B MI e x pr ess e d i n k g/ m 2 :  

W ei g ht ( k g) / h ei g ht ( m) 2 . 

•  Ti m e  si n c e i niti al o ns et of s c hiz o p hr e ni a , e x pr ess e d i n y e ar s : 

(D at e of I nf or m e d C o ns e nt - D at e of i niti al o ns et of s c hiz o p hr e ni a < o bs er v e d or i m p ut e d  [s e e A P P E N DI X 
2 ]> ) / 3 6 5. 2 5 

N ot e: R o u n d t o o n e d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d d ur ati o n . 

•  A g e at i niti al o ns et of s c hi z o p hr e ni a, e x pr ess e d i n y e ar s:  

( D at e of i niti al o ns et of s c hiz o p hr e ni a < o bs er v e d or i m p ut e d [s e e A P P E N DI X 2 ] > - D at e of birt h + 1)  / 
3 6 5. 2 5  

N ot e: R o u n d t o o n e  d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d a g e.  

•  Ti m e si n c e o ns et of c urr e nt a c ut e e x a c er b ati o n of ps y c h oti c s y m pt o m s , e x pr ess e d i n  d a ys :  

D at e of I nf or m e d C o ns e nt - D at e of o ns et of c urr e nt a c ut e e x a c er b ati o n of ps y c h oti c s y m pt o m s  < o bs er v e d 
or i m p ut e d  [s e e A P P E N DI X 2 ]>  

•  Ti m e si n c e fir st h os pit aliz ati o n f or tr e at m e nt of s c hiz o p hr e ni a , e x pr ess e d i n y e ar s : 

( D at e of I nf or m e d C o ns e nt –  D at e of fir st h os pit aliz ati o n f or tr e at m e nt of s c hiz o p hr e ni a  < o bs er v e d or 
i m p ut e d [s e e A P P E N D I X 2]> ) / 3 6 5. 2 5 

N ot e  1 : R o u n d t o o n e d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d d ur ati o n.  

N ot e 2: F or s u bj e cts w h os e d at e of fir st h os pit aliz ati o n f or tr e at m e nt of s c hi z o p hr e ni a i s c o m pl et el y 
mi ssi n g A N D t h e n u m b er of pri or h os pit ali z ati o ns f or tr e at m e nt of s c hi z o p hr e ni a i s 0, s et t h e ti m e si n c e 
fir st h os pit ali z ati o n f or tr e at m e nt of s c hiz o p hr e ni a t o 0. 
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•  A g e at fir st h os pit ali z ati o n f or tr e at m e nt of s c hiz o p hr e ni a, e x pr ess e d i n y e ar s:  

( D at e of fir st h os pit aliz ati o n f or tr e at m e nt of s c hi z o p hr e ni a < o bs er v e d or i m p ut e d [s e e A P P E N DI X 2 ] > - 
D at e of birt h + 1) / 3 6 5. 2 5  

N ot e: R o u n d t o o n e d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d a g e.  

•  Ti m e si n c e fir st a nti -ps y c h oti c dr u g t h er a p y of at l e ast 2 w e e k s d ur ati o n  i nt e n d e d f or tr eat m e nt of 
s c hi z o p hr e ni a , e x pr ess e d i n y e ar s :  

(D at e of I nf or m e d C o ns e nt - St art d at e of fir st a nti -ps y c h oti c dr u g t h er a p y of at l e ast 2 w e e ks d ur ati o n 
< o bs er v e d or i m p ut e d  [s e e A P P E N DI X 2 ]> ) / 3 6 5. 25  

N ot e: R o u n d t o o n e d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d d ur ati o n . 

•  A g e at fir st a nti -ps y c h oti c dr u g t h er a p y of at l e ast 2 w e e ks d ur ati o n i nt e n d e d f or tr e at m e nt of 
s c hi z o p hr e ni a, e x pr ess e d i n y e ar s:  

(St art d at e of fir st a nti -ps y c h oti c dr u g t h er a p y of at l e ast 2 w e e ks d ur ati o n < o b s er v e d or i m p ut e d [ s e e 
A P P E N DI X 2 ] > - D at e of birt h + 1 ) / 3 6 5. 2 5 

N ot e: R o u n d t o o n e d e ci m al pl a c e f or e a c h s u bj e ct’ s c al c ul at e d a g e.  

1 2.  M E DI C A L H I S T O R Y 

U nl e s s ot h er wi s e s p e cifi e d, t h e m e di c al a n d s ur gi c al hi st or y s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g 
c ol u m n s: Pl a c e b o, S E P -3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al.  

M e di c al a n d s ur gi c al hi st or y i nf or m ati o n, i n cl u di n g b ot h p a st a n d c o n c o mit a nt m e di c al c o n diti o n s a n d 
m aj or s ur gi c al hi st or y, a s c oll e ct e d o n t h e “M e di c al Hi st or y ” C R F f or m, will b e c o d e d u si n g M e d D R A, 
V er si o n 2 2 .0 , a n d pr e s e nt e d b y S O C a n d P T  f or t h e S A F p o p ul ati o n b y t h e a ct u al tr e at m e nt gr o u p . D at a 
will b e s ort e d b y S O C b a s e d o n t h e i nt er n a ti o na ll y a gr e e d or d er  (A P P E N DI X 7 ) a n d b y P T i n d e cr e a si n g 
fr e q u e n c y i n t h e “S E P -3 6 3 8 5 6 C o m bi n e d ” c ol u m n.  

1 3.  M E DI C A TI O N S  

U nl e s s ot h er wi s e s p e cifi e d, t h e m e di c ati o n s  s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g c ol u m n s: Pl a c e b o, 
S E P -3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al.  

M e di c ati o n s will b e c o d e d t o A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) L e v el s  a n d Pr ef err e d N a m e s  
a c c or di n g t o W orl d H e alt h Or g a ni z ati o n Dr u g ( W H O D R U G) di cti o n ar y, V er si o n 0 1 M A R 2 0 1 9 .  

W h e n e v er a v ail a bl e, t h e ti m e i nf or m ati o n s h o ul d b e a c c o u nt e d f or i n t h e d eri v ati o n of pri or, c o n c o mit a nt, 
a n d p o st -tr e at m e nt m e di c ati o n s. S e e A P P E N DI X 2  f or t h e h a n dli n g of p arti al d at e s f or m e di c ati o n s . I n t h e 
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c a s e w h er e it i s n ot p o s si bl e t o d efi n e a m e di c ati o n a s pri or, c o n c o mit a nt, or p o st tr e at m e nt, t h e 
m e di c ati o n will b e cl a s sifi e d b y t h e w or st c a s e; i. e., c o n c o mit a nt.  

• Pri or m e di c ati o ns ar e m e di c ati o ns w hi c h st o p p e d pri or t o t h e fir st d os e of st u d y m e di c ati o n.

• C o n c o mit a nt m e di c ati o ns  ar e m e di c ati o ns w hi c h  st art e d at t h e s a m e ti m e of or aft er t h e fir st d os e
of st u d y m e di c ati o n a n d at t h e s a m e ti m e of or b ef or e t h e l ast d os e of st u d y m e di c ati o n; or st art e d
pri or t o a n d e n d e d at t h e s a m e ti m e of or aft er t h e fir st d os e of st u d y m e di c ati o n; or st art e d at t h e
s a m e ti m e of or pri or t o t h e l ast d os e of st u d y m e di c ati o n a n d m ar k e d as o n g oi n g .

• P ost -tr e at m e nt m e di c ati o ns ar e m e di c ati o ns w hi c h st art e d  aft er t h e l ast d os e of st u d y m e di c ati o n .

Pri o r a n d c o n c o mit a nt m e di c ati o n u s e will b e s u m m ari z e d b y A T C L e v el 3 a n d Pr ef err e d B a s e N a m e f or 
t h e S A F p o p ul ati o n by t h e a ct u al tr e at m e nt gr o u p. M e di c ati o n s will b e s ort e d b y A T C L e v el 3 
al p h a b eti c all y  a n d b y  Pr ef err e d B a s e  N a m e i n d e cr e a s i n g fr e q u e n c y i n th e “ S E P-3 6 3 8 5 6 C o m bi n e d”  
c ol u m n. S u m m ari e s of pri or a n d c o n c o mit a nt m e di c ati o n s will b e r e p e at e d b y  t h e C O VI D- 1 9 
s u b gr o u p s a n d b y t h e g e o p oliti c al c o nfli ct s u b gr o u p s ( a s d efi n e d i n S e cti o n 7. 6 ). 

P ri or, c o n c o mit a nt, a n d p o st-tr e at m e nt m e di c ati o n s will b e pr o vi d e d i n d at a li sti n g s. 

P s y c h otr o pi c a n d/ or S e d ati n g M e di c ati o n s  t a k e n b y s u bj e ct s pri or t o e a c h vi sit a s c oll e ct e d o n t h e “ Ti mi n g 
of l a st d o s e of P s y c h otr o pi c a n d/ or S e d ati n g M e di c ati o n s ” C R F f or m will b e s u m m ari z e d b y A T C L e v el 3 
a n d Pr ef err e d B a s e N a m e  f or t h e S A F p o p ul ati o n b y t h e a ct u al tr e at m e nt gr o u p a n d  vi sit .  

1 4. S T U D Y M E DI C A TI O N E X P O S U R E

U nl e s s ot h er wi s e s p e cifi e d, t h e st u d y m e di c ati o n e x p o s ur e s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g 
c ol u m n s: Pl a c e b o, S E P -3 6 3 8 5 6 7 5 m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al.  

E x p o s ur e t o st u d y m e di c ati o n d at a will b e s u m m ari z e d f or t h e S A F p o p ul ati o n  b y t h e a ct u al tr e at m e nt 
gr o u p.  

T h e d at e /ti me of fir st d o s e of st u d y dr u g a n d t h e d at e /ti m e of l a st d o s e of st u d y dr u g will b e r e s p e cti v el y 
d eri v e d a s t h e e arli e st (“ D at e D o si n g St art e d” & “ Ti m e D o si n g St art e d”)  p air a n d t h e l at e st (“ D at e D o si n g 
E n d e d” & “ Ti m e D o si n g E n d e d”) p air a s c oll e ct e d o n t h e  “St u d y Dr u g A d mi ni str ati o n / Dr u g A c c o u nt a bilit y ” 
C R F f or m. T h e st art a n d e n d d at e s/ti m e s fr o m b li st er c ar d s wit h t h e n u m b er of t a bl et s di s p e n s e d e q u al t o 
t h e ( n u m b er of t a bl et s r et ur n e d + n u m b er of t a bl et s r e p ort e d l o st) ar e e x cl u d e d fr o m t h e d eri v ati o n.  

D ur ati o n of e x p o s ur e (i n d a y s) will b e s u m m ari z e d b ot h a s a c o nti n u o u s v ari a bl e f or t h e d o u bl e -bli n d 
tr e at m e nt p eri o d a n d c at e g ori c all y:  

• N u m b er a n d p er c e nt a g e of s u bj e cts wit h e x p os ur e ≥ 1, ≥ 3, ≥ 7, ≥ 1 4, ≥ 2 1, ≥ 2 8, ≥ 3 5, a n d ≥ 4 2 d a ys

• N u m b er a n d p er c e nt a g e of s u bj e cts wit h e x p os ur e f or 1 - 2, 3 - 6, 7 - 1 3, 1 4 - 2 0, 2 1 - 2 7, 2 8 - 3 4, 3 5 -
4 1, a n d ≥ 4 2 d a ys 

T ot al p er s o n -y e ar s of e x p o s ur e will b e c al c ul at e d f or e a c h tr e at m e nt gr o u p a n d o v er all f or all s u bj e ct s. 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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M e a n d ail y d o s e a n d m o d al d ail y d o s e will b e c al c ul at e d f or t h e e ntir e d o u bl e -bli n d tr e at m e nt p eri o d a n d 
s u m m ari z e d.  

I n t hi s st u d y, t h e In v e sti g at or m a y r e q u e st a o n eti m e d o s e r e d u cti o n aft er D a y 8 a n d u p t o W e e k 4 ( Vi sit 7) 
f or r e a s o n s of s af et y or t ol er a bilit y a s j u d g e d b y t h e I n v e sti g at or. If t h e I n v e sti g at or d e ci d e s a d o s e 
r e d u cti o n i s n e e d e d, s u bj e ct s a s si g n e d t o t h e 1 0 0 m g/ d a y tr e at m e nt gr o u p will h a v e t h eir d o s e r e d u c e d t o 
7 5 m g/ d a y , w hil e s u b j e ct s a s si g n e d t o 7 5 m g/ d a y a n d pl a c e b o will r e m ai n o n t h eir a s si g n e d d o s e ( bli n d e d 
d u m m y d o s e r e d u cti o n f or 7 5 m g/ d a y a n d pl a c e b o).  T h e n u m b er of s u bj e ct s wit h a d o s e r e d u cti o n d uri n g 
t h e tri al will b e s u m m ari z e d, wit h t h e ti mi n g of r e d u cti o n b a s e d o n t h e d o si n g st art d at e of t h e bli st er c ar d 
di s p e n s e d at  d o s e r e d u cti o n.  

L a stl y, t h e n u m b er of d a y s t h at a s u bj e ct r e c ei v e d t h e 5 0 m g/ d a y d o s e l e v el, t h e 7 5  m g/ d a y d o s e l e v el , 
a n d t h e 1 0 0  m g/ d a y d o s e l e v el will b e s u m m ari z e d f or t h e S A F p o p ul ati o n b ot h a s a c o nti n u o u s v ari a bl e 
a n d c at e g ori c all y : 

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h e x p os ur e t o a p arti c ul ar d os e l e v el f or 1 - 2, 3 - 6, 7 - 1 3, 1 4 
- 2 0, 2 1 - 2 7, 2 8 - 3 4, 3 5 - 4 1, a n d ≥ 4 2 d a ys  

1 4. 1.  D E RI V A TI O N S  

•  P er pr ot o c ol, f or s u bj e cts r a n d o mi z e d t o t h e  7 5 m g/ d a y  a n d 1 0 0 m g/ d a y  gr o u p s, a titr ati o n c ar d i s 
di s p e ns e d at Vi sit 2 w hi c h c o nt ai ns 3 t a bl ets of 5 0 m g d os e l e v el a n d 6 t a bl ets of 7 5 m g d os e l e v el. 
Dr u g a c c o u nt a bilit y d at a i s n ot s e p ar at el y c oll e ct e d f or t h e t w o d os e l e v el s at Vi sit 2. F or s u bj e cts  
w h o w er e di s p e ns e d  t h e titr ati o n c ar d at Vi sit 2, t h e f oll o wi n g ass u m pti o ns will b e m a d e d uri n g 
a n al ysi s:  

o  T h e s u bj e ct i s ass u m e d t o h a v e r e c ei v e d t h e 5 0 m g tr e at m e nt fr o m D a y 1 t o D a y 3, a n d t h e 7 5 m g 
tr e at m e nt o n t h e r e m ai ni n g d a ys d uri n g t h e Vi sit 2 / Vi sit 3 tr e at m e nt p eri o d , r e g ar dl ess of w h e n 
Vi sit 3 o c c urr e d . 

o  T h e 7 5 m g tr e at m e nt i s ass u m e d t o h a v e st art e d o n D a y 4 at t h e s a m e ti m e as t h e r e c or d e d d osi n g 
st art ti m e f or Vi sit 2. F or e x a m pl e, if t h e r e c or d e d d osi n g st art d at e/ti m e f or Vi sit 2 i s 0 1J U L2 0 1 9 at 
2 0: 0 0, t h e 7 5 m g tr e at m e nt will b e  ass u m e d t o h a v e st art e d o n 0 4J U L 2 0 1 9 at 2 0: 0 0 a n d t h e 5 0 m g 
tr e at m e nt will b e ass u m e d t o h a v e e n d e d o n 0 3J U L 2 0 1 9 at 2 0: 0 0.  

o  Wit hi n t h e Vi sit 2 / Vi sit 3 tr e at m e nt p eri o d, if a s u bj e ct mi ss e d a n y d os e o n D a y 1 t o D a y 3 a c c or di n g 
t o t h e “Mi ss e d D o s es ” C R F f or m, t h e n t h e n u m b er of 5 0 m g t a bl ets t a k e n b y t h e s u bj e ct will b e 
a dj ust e d a c c or di n gl y; if a s u bj e ct mi ss e d a n y d os e o n or aft er D a y 4 a c c or di n g t o t h e “ Mi ss e d D o s es ” 
C R F f or m, t h e n t h e n u m b er of 7 5 m g t a bl ets t a k e n b y t h e s u bj e ct will b e a dj ust e d a c c or di n gl y.  

•  D ur ati o n of e x p os ur e ( d a ys ) = d at e of l ast d os e of st u d y dr u g –  d at e of fir st d os e of st u d y dr u g + 1. 
I nt err u pti o ns i n e x p os ur e (i. e., m i ss e d d os es) a n d d os e c h a n g es (if a n y) ar e n ot c o nsi d er e d i n t h e 
c al c ul ati o n of o v er all e x p os ur e.  

•  T ot al p er s o n -y e ar s of e x p os ur e i s t h e s u m of all d ur ati o ns of e x p os ur e i n d a ys / 3 6 5. 2 5 . 
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•  M e a n d ail y d os e ( m g / d a y):  

∑ D o s e p er t a bl et f or Vi sit  𝛾 × ( # T a bl et s Di s p e n s e d f or Vi sit 𝑝 − # T a bl et s R et ur n e d f or Vi sit  𝑝 − # T a bl e t s L o st f or Vi sit 𝑞

D ur ati o n of E x p o s ur e
 

At Vi sit 2 , for s u bj e cts w h o w er e di s p e ns e d t h e titr ati o n c ar d wit h mi x e d d os e l e v el s,  p l e as e r ef er t o t h e 
fir st b ull et i n t hi s s e cti o n f or ass u m pti o ns t o b e u s e d i n d os e c al c ul ati o n.   

If t h e n u m b er of t a bl ets di s pe ns e d, r et ur n e d, a n d/ or l ost as c oll e ct e d o n t h e “ St u d y Dr u g A d mi ni str ati o n / 
Dr u g A c c o u nt a bilit y ” C R F f or m i s mi ssi n g f or o n e or m or e vi sit s, t h e m e a n d ail y  d os e will b e  c al c ul at e d 
b as e d o n vi sits wit h c o m pl et e dr u g a c c o u nt a bilit y d at a a v ail a bl e. T h at i s, t h e n u m er at or of t h e f or m ul a 
a b o v e will o nl y i n cl u d e vi sits wit h t h e n u m b er of t a bl ets di s p e ns e d, r et ur n e d, a n d l ost a v ail a bl e, a n d t h e 
d e n o mi n at or s h o ul d b e a dj ust e d t o e x cl u d e d osi n g p eri o ds c o v er e d b y vi sits e x cl u d e d fr o m t h e c al c ul a ti o n 
(i. e., D ur ati o n of E x p os ur e –  d osi n g p eri o ds [s u m of ( E X E N D T C –  E X S T D T C + 1)] c o v er e d b y vi sits wit h 
mi ssi n g or i n c o m pl et e a c c o u nt a bilit y d at a) . If t h e d os e l e v el of a vi sit i s u n k n o w n, t h at vi sit s h o ul d b e 
e x cl u d e d fr o m t h e c al c ul ati o n as w ell i n b ot h t h e n u m er at or a n d t h e d e n o mi n at or. 

•  M o d al d ail y d os e will b e d et er mi n e d as t h e d ail y d os e t h at i s t a k e n f or t h e m ost ti m e (i n t er m s of 
n u m b er of d a ys) a m o n g all d os es t a k e n.  D at a c oll e ct e d o n t h e “ Mi ss e d D o s e s” C R F f or m s h o ul d b e 
t a k e n i nt o c o nsi d er ati o n w he n d eri vi n g t h e m o d al d ail y d os es. A s u bj e ct’ s m o d al d ail y d os e m a y f all 
i n o n e of t h e c at e g ori es b el o w:  

o  Pl a c e b o  
o  5 0 m g/ d a y  
o  7 5  m g/ d a y  
o  1 0 0  m g/ d a y  
o  Ti e b et w e e n A  a n d B  (i. e., t h e s u bj e ct w as o n A  a n d B  d os e l e v el s [ m a y b e a cti v e tr e at m e nt a n d/ or 

pl a c e b o] f or t h e s a m e a m o u nt of ti m e) (if n e e d e d) 
o  Ti e b et w e e n A, B, a n d C  (i. e., t h e s u bj e ct w as o n A, B a n d C d os e l e v el s [ m a y b e a cti v e tr e at m e nt 

a n d/ or pl a c e b o] f or t h e s a m e a m o u nt of ti m e)  (if n e e d e d)  
o  Ti e b et w e e n Pl a c e b o, 5 0, 7 5, a n d 1 0 0 m g/ d a y (if n e e d e d)  

•  Ti m e t o d os e r e d u cti o n ( d a ys) = D osi n g st art d at e of t h e bli st er c ar d di s p e ns e d at t h e d os e r e d u cti o n  
vi sit - F ir st d os e d at e + 1. 

1 5.  S T U D Y M E DI C A TI O N C O M P LI A N C E  

U nl e s s ot h er wi s e s p e cifi e d, t h e st u d y m e di c ati o n c o m pli a n c e s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g 
c ol u m n s: Pl a c e b o, S E P -3 6 3 8 5 6 7 5  m g/ d a y, S E P -3 6 3 8 5 6 1 0 0 m g/ d a y, S E P -3 6 3 8 5 6 C o m bi n e d, a n d T ot al.  

C o m pli a n c e t o st u d y m e di c ati o n will b e pr e s e nt e d f or t h e S A F  p o p ul ati o n , b y t h e a ct u al tr e at m e nt gr o u p. 

P er c e nt c o m pli a n c e will b e c al c ul at e d o v er all f or t h e d o u bl e -bli n d tr e at m e nt p eri o d. N o n -c o m pli a n c e i s 
d efi n e d a s l e s s t h a n 7 5 % or m or e t h a n 1 2 5 % n o n -mi s si n g c o m pli a n c e f or t h e d o u bl e -bli n d tr e at m e nt 
p eri o d. S u b j e ct s wit h mi s si n g c o m pli a n c e will n ot b e cl a s sifi e d a s n o n-c o m pli a nt. C o m pli a n c e will b e 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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s u m m ari z e d b ot h a s a c o nti n u o u s v ari a bl e a n d c at e g ori c all y (i. e. , n u m b er a n d p er c e nt a g e of s u bj e ct s wit h 
c o m pli a n c e < 7 5 %, 7 5 % - 1 2 5 %, > 1 2 5 %, a n d mi s si n g).  

1 5. 1.  D E RI V A TI O N S  

O v er all C o m pli a n c e  ( %) t o st u d y m e di c ati o n i n p er c e nt a g e  will b e c al c ul at e d a s f oll o w s:  

∑ ( # T a bl et s Di s p e n s e d f or Vi sit  𝛾 − # T a bl et s R et ur n e d f or Vi sit  𝑝 − # T a bl et s L o st f or Vi sit  𝑝)

# T a bl et s s h o ul d b e t a k e n p er d a y × D ur ati o n of E x p o s ur e
× 1 0 0 %  

If t h e n u m b er of t a bl et s di s p e n s e d, r et ur n e d, a n d/ or l o st a s c oll e ct e d o n t h e “St u d y Dr u g A d mi ni str ati o n / 
Dr u g A c c o u nt a bilit y ” C R F f or m i s mi s si n g f or o n e or m or e vi sit s, t h e o v er all c o m pli a n c e  will b e c al c ul at e d 
b a s e d o n vi sit s wit h c o m pl et e dr u g a c c o u nt a bilit y d at a a v ail a bl e. T h at i s, t h e n u m er at or of t h e f or m ul a 
a b o v e will o nl y i n cl u d e vi sit s wit h t h e n u m b er of t a bl et s di s p e n s e d, r et ur n e d, a n d l o st a v ail a bl e, a n d t h e 
d e n o mi n at or s h o ul d b e a dj u st e d t o e x cl u d e d o si n g p eri o d s c o v er e d b y vi sit s e x cl u d e d fr o m t h e c al c ul ati o n 
(i. e., c h a n g e “ D ur ati o n of E x p o s ur e” t o b e D ur ati o n of E x p o s ur e –  d o si n g p eri o d s [ s u m of ( E X E N D T C –  
E X S T D T C + 1)] c o v er e d b y vi sit s wit h mi s si n g or i n c o m pl et e a c c o u nt a bilit y d at a ). 

1 6.  E F FI C A C Y O U T C O M E S  

U nl e s s ot h er wi s e s p e cifi e d, t h e effi c a c y a n al y si s a n d s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g c ol u m n s: 
Pl a c e b o, S E P -3 6 3 8 5 6 7 5  m g/ d a y, a n d S E P -3 6 3 8 5 6 1 0 0 m g/ d a y.  

All a n al y s e s of t h e effi c a c y v ari a bl e s will b e b a s e d o n t h e mI T T p o p ul a ti o n a n d , f or s el e ct e d 
v ari a bl e s / a n al y s e s, t h e P P p o p ul ati o n b y t h e r a n d o mi z e d tr e at m e nt gr o u p.  

Effi c a c y d at a c oll e ct e d aft er a n e m er g e n c y tr e at m e nt u n bli n di n g ( s e e pr ot o c ol S e cti o n 7. 2. 3) will n ot b e 
u s e d i n a n y st ati sti c al a n al y si s. T h e s e d at a will b e li st e d i n d at a li sti n g s o nl y. 

1 6. 1.  P RI M A R Y E F FI C A C Y  

T h e a n al y s e s of t h e pri m ar y effi c a c y v ari a bl e will b e p erf or m e d o n t h e mI T T p o p ul ati o n  u nl e s s ot h er wi s e 
s p e cifi e d .  

1 6. 1. 1.  P RI M A R Y E F FI C A C Y V A RI A B L E &  D E RI V A TI O N  

T h e pri m ar y effi c a c y v ari a bl e i s  c h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e at E n d p oi nt ( W e e k 6). 

T h e P A N S S (P o siti v e a n d N e g ati v e S y n dr o m e S c al e ) i s a n i nt er vi e w-b a s e d m e a s ur e of t h e s e v erit y of 
p s y c h o p at h ol o g y i n a d ult s wit h p s y c h oti c di s or d er s  a n d c o m pri s e s 3 0 it e m s a n d 3 s u b s c al e s. T h e p o siti v e 
s u b s c al e a s s e s s e s h all u ci n ati o n s, d el u si o n s a n d r el at e d s y m pt o m s ( 7 it e m s), t h e n e g ati v e s u b s c al e 
a s s e s s e s e m oti o n al wit h dr a w al, l a c k of m oti v ati o n a n d r el at e d s y m pt o m s ( 7 it e m s), a n d t h e g e n er al 
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

p s y c h o p at h ol o g y s u b s c al e a s s e s s e s ot h er s y m pt o m s s u c h a s a n xi et y, s o m at i c c o n c er n a n d di s ori e nt ati o n 
( 1 6 it e m s).  

A n a n c h or e d Li k ert s c al e fr o m 1 t o 7 ( 1 = a b s e nt, 7 = e xtr e m e, wit h v al u e s of 2 a n d a b o v e i n di c ati n g t h e 
pr e s e n c e of pr o gr e s si v el y m or e s e v er e s y m pt o m s) i s u s e d t o s c or e e a c h it e m. P A N S S t ot al s c or e will b e 
e q u al t o t h e s u m of t h e 3 0 it e m s a n d r a n g es  b et w e e n 3 0 a n d 2 1 0.  

P A N S S i s a s s e s s e d at t h e s e st u d y vi sit s : Vi sit 1, Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d 
Vi sit 9.  T h e B a s eli n e P A N S S t ot al s c or e will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m 
B a s eli n e i n P A N S S t ot al s c or e at W e e k 6 , a s w ell a s at t h e ot h er p o st -B a s eli n e ti m e p oi nt s , will b e d eri v e d 
a s d e s cri b e d i n S e cti o n 6. 7 . 

1 6. 1. 2.  M I S SI N G D A T A M E T H O D S F O R P RI M A R Y E F FI C A C Y V A RI A B L E  

Ot h er t h a n o n e s u p pl e m e nt ar y a n al y si s ( s e e S e cti o n 1 6. 1. 5. 4 ), th e P A N S S  t ot al s c or e at a gi v e n vi sit will 
b e s et t o mi s si n g if at l e a st o n e P A N S S it e m i s mi s si n g at t h at vi sit . T h e pri m ar y effi c a c y v ari a bl e, c h a n g e 
fr o m B a s eli n e i n P A N S S t ot al s c or e at W e e k 6, will b e s et t o mi s si n g if P A N S S t ot al s c or e at W e e k 6 i s 
mi s si n g or if B a s eli n e P A N S S t ot al s c or e i s mi s si n g. T h e s a m e a p pli e s t o all ot h er vi sits.  

T h e pri m ar y a n al y si s of t h e pri m ar y effi c a c y v ari a bl e will u s e a mi x e d m o d el f or r e p e at e d m e a s ur e s 
(M M R M ) b a s e d o n o b s er v e d d at a  o nl y ( wit h e arl y t er mi n ati o n d at a m a p p e d a s d e s cri b e d i n S e cti o n 6. 4 ). 
Mi s si n g d at a will n ot b e i m p ut e d.  

1 6. 1. 3.  P RI M A R Y A N A L Y SI S O F P RI M A R Y E F FI C A C Y V A RI A B L E  

 E sti m a n d  

T h e pri m ar y effi c a c y e sti m a n d i s d efi n e d a s t h e diff er e n c e b et w e e n e a c h S E P -3 6 3 8 5 6  d o s e l e v el a n d 
pl a c e b o i n t h e m e a n c h a n g e of P A N S S t ot al s c or e fr o m B a s eli n e t o W e e k  6 i n a c ut el y p s y c h oti c a d ult 
s u bj e ct s wit h s c hi z o p hr e ni a a s c h ar a ct eri z e d b y t h e st u d y i n cl u si o n/ e x cl u si o n crit eri a, i n t h e h y p ot h eti c al 
s etti n g w h er e t h e s u bj e ct s w er e a bl e t o st a y o n st u d y a n d r e m ai n o n t h e st u d y tr e at m e nt f or 6  w e e k s . 

T h e f o ur attri b ut e s of t h e pri m ar y effi c a c y e sti m a n d ar e a s f oll o w s:  

A. P o p ul ati o n of i nt er e st:  A c ut el y p s y c h oti c a d ult s u bj e ct s wit h s c hi z o p hr e ni a, a s c h ar a ct eri z e d b y t h e 
i n cl u si o n/ e x cl u si o n crit eri a of t h e st u d y. F or t h e effi c a c y a n al y s e s, t h e mI T T p o p ul ati o n will b e u s e d t o 
r e pr e s e nt t h e p o p ul ati o n of i nt er e st. 

B. V ari a bl e ( o r e n d p oi nt) of i nt er e st:  C h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e t o W e e k 6.  

C. I nt er c u rr e nt e v e nt:  T h e i nt er c urr e nt e v e nt t h at i s d e e m e d t o h a v e a n i m p a ct o n t h e i nt er pr et ati o n of 
t h e v ari a bl e of i nt er e st i s e arl y wit h dr a w al fr o m st u d y tr e at m e nt f or a n y r e a s o n. T hi s i nt er c urr e nt e v e nt will 
b e h a n dl e d wit h t h e h y p ot h eti c al str at e g y. T h at i s, t h e tr e a t m e nt eff e ct of i nt er e st c o n c er n s t h e o ut c o m e s 
h a d all s u bj e ct s c o m pl et e d 6  w e e k s of st u d y tr e at m e nt. T h e effi c a c y d at a aft er t h e l a st o n -tr e at m e nt vi sit 
will n ot b e c oll e ct e d a s t h e s e d at a ar e irr el e v a nt t o t h e tr e at m e nt eff e ct of i nt er e st. R at h er, t h e s e d at a will 
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b e i m pli citl y pr e di ct e d b a s e d o n t h e a s s u m pti o n s a b o ut h o w t h e d at a w o ul d e v ol v e aft er tr e at m e nt 
wit h dr a w al . 

D. P o p ul ati o n -l e v el s u m m ar y f o r t h e v ari a bl e: T h e diff er e n c e i n t h e m e a n c h a n g e of P A N S S t ot al s c or e 
fr o m B a s eli n e t o W e e k 6.  

 J u stifi c ati o n f or t h e e sti m a n d  

T h e pri m ar y effi c a c y e sti m a n d d efi ni n g t h e tr e at m e nt eff e ct of i nt er e st u s e s t h e h y p ot h eti c al str at e g y 
s p e cifi e d i n t h e I nt er n ati o n al C o nf er e n c e o n H ar m o ni z ati o n (I C H) E 9( R 1) A d d e n d u m. T h e pri m ar y 
o bj e cti v e of t h e st u d y i s t o a s s e s s t h e  s y m pt o m ati c eff e ct of S E P -3 6 3 8 5 6 c o m p ar e d t o pl a c e b o i n tr e ati n g 
a c ut el y p s y c h oti c a d ult s u bj e ct s wit h s c hi z o p hr e ni a. T h e e sti m a n d, or t ar g et of e sti m ati o n, f oll o wi n g t h e 
h y p ot h eti c al str at e g y i s t h e p h ar m a c ol o gi c al eff e ct s e e n, h a d n o wit h dr a w al s fr o m st u d y tr e at m e nt 
o c c urr e d. T hi s h y p ot h eti c al e sti m a n d i s j u stifi a bl e i n t hi s c a s e, si n c e t h e f o c u s i s o n t h e p h ar m a c ol o gi c al 
eff e ct of t h e dr u g a d diti o n al t o n o ot h er eff e ct s. S u bj e ct s w h o wit h dr a w fr o m a s y m pt o m ati c st u d y 
tr e at m e nt eit h er c o ul d h a v e l o st t h eir tr e at m e nt eff e ct h a d t h e s u bj e ct s n ot t a k e n a n y ot h er s y m pt o m ati c 
m e di c ati o n aft er wit h dr a w al , or c o ul d h a v e h a d t h eir tr e at m e nt eff e ct m a s k e d h a d t h e s u bj e ct s t a k e n ot h er 
s y m pt o m ati c m e di c ati o n s aft er wit h dr a w al. T hi s m e a n s t h at a n y o b s er v ati o n s t a k e n aft er s u bj e ct s st o p 
st u d y tr e at m e nt will m o st li k el y n ot c o ntri b ut e r el e v a nt i nf or m ati o n a b o ut t h e p h ar m a c ol o gi c al eff e ct of t h e 
dr u g. U n d er t h e h y p ot h eti c al str at e g y, t h e pri m ar y e n d p oi nt of t h e tri al c o ul d b e c o n si d er e d a s a 
c o m bi n ati o n of t h e o b s er v e d r e s p o n s e s at W e e k 6 fr o m o n -tr e at m e nt c o m pl et er s a n d t h e i m pli citl y 
pr e di ct e d r e s p o n s e s at W e e k 6 f or s u bj e ct s w h o wit h dr a w fr o m st u d y tr e at m e nt d uri n g t h e tri al b a s e d o n 
c ert ai n a s s u m pti o n s a b o ut h o w t h e u n o b s er v e d effi c a c y o ut c o m e w o ul d e v ol v e i n t h e h y p o t h eti c al s etti n g 
of n o tr e at m e nt wit h dr a w al.  

 H y p ot h e s e s a n d st ati sti c al m o d el  

T h e effi c a c y of S E P -3 6 3 8 5 6  i n t er m s of t h e P A N S S  t ot al s c or e will b e e v al u at e d u si n g th e f oll o wi n g t w o 
n ull h y p ot h e s e s ,  

o  H 1 : T h er e i s n o diff er e n c e i n t h e m e a n c h a n g e fr o m B as eli n e i n P A N S S t ot al s c or e at W e e k 6 
b et w e e n  t h e S E P-3 6 3 8 5 6  7 5  m g / d a y tr e at m e nt ar m a n d Pl a c e b o.  

o  H 2 : T h er e i s n o diff er e n c e i n t h e m e a n c h a n g e fr o m B as eli n e i n P A N S S t ot al s c or e at W e e k 6 
b et w e e n t h e S E P-3 6 3 8 5 6  1 0 0  m g / d a y tr e at m e nt ar m a n d Pl a c e b o.  

T h e  alt er n ati v e h y p ot h e si s f or e a c h of t h e n ull h y p ot h e s e s i s t h at t h er e i s a diff er e n c e. If at l e a st o n e  of t h e 
t w o n ull h y p ot h e s e s i s r ej e ct e d  i n di c ati n g tr e at m e nt eff e ct of S E P-3 6 3 8 5 6 , t h e st u d y will b e c o n si d er e d 
p o siti v e . 

T h e pri m ar y a n al y si s of t h e pri m ar y effi c a c y v ari a bl e will b e p erf or m e d o n t h e mI T T p o p ul ati o n.  

F or t h e pri m ar y a n al y si s of t h e pri m ar y effi c a c y e n d p oi nt, d at a will b e a n al y z e d u si n g a mi x e d m o d el f or 
r e p e at e d m e a s ur e s ( M M R M) u n d er t h e mi s si n g-at -r a n d o m (M A R) a s s u m pti o n. U n d er t hi s a s s u m pti o n, t h e 
effi c a c y o ut c o m e of s u bj e ct s i n e a c h tr e at m e nt gr o u p aft er e arl y di s c o nti n u ati o n will e x hi bit t h e s a m e 
f ut ur e e v ol uti o n a s s u bj e ct s i n t h e s a m e gr o u p r e m ai ni n g i n t h e st u d y. T h e M M R M m o d el will i n cl u d e fi x e d 
f a ctor s f or tr e at m e nt, vi sit ( D a y  4, W e e k s  1, 2, 3, 4, 5 a n d 6; a s a c at e g ori c al v ari a bl e), c o u ntr y, a n d 
tr e at m e nt-b y -vi sit i nt er a cti o n , a n d i n cl u d e B a s eli n e P A N S S t ot al s c or e a s a c o v ari at e. A n u n str u ct ur e d 
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c o v ari a n c e m atri x will b e u s e d t o m o d el t h e wit hi n -s u bj e ct c orr el ati o n. K e n w ar d -R o g er a p pr o xi m ati o n will 
b e u s e d t o c al c ul at e t h e d e n o mi n at or d e gr e e s of fr e e d o m.  

T h e m ai n e sti m at or of t h e pri m ar y effi c a c y e sti m a n d i s t h e l e a st s q u ar e s ( L S) m e a n diff er e n c e i n P A N S S 
t ot al s c or e c h a n g e fr o m B a s eli n e at W e e k 6  ( e a c h S E P-3 6 3 8 5 6 gr o u p v s . pl a c e b o)  fr o m t h e pri m ar y 
a n al y si s m o d el of o b s er v e d r e p e at e d m e a s ur e s d at a.  T h eir st a n d ar d err or s , t h e t w o-si d e d 9 5 % CI s, a n d 
t h e a s s o ci at e d n o mi n al p -v al u e s will b e c al c ul at e d fr o m t h e M M R M m o d el . 

I n a d diti o n, t h e f oll o wi n g stati sti c s will b e r e p ort e d  i n t h e M M R M t a bl e:  

•  T h e L S m e a n diff er e n c e i n P A N S S t ot al s c or e c h a n g e fr o m B as eli n e o n D a y 4  a n d at W e e ks 1 t o 5 , 
t h eir st a n d ar d err or s, t h e t w o-si d e d 9 5 % CI s, a n d t h e ass o ci at e d n o mi n al p -v al u es . 

•  T h e L S m e a n of P A N S S t ot al s c or e c h a n g e fr o m B as eli n e  at e a c h ti m e p oi nt f or e a c h tr e at m e nt 
gr o u p, t h eir st a n d ar d err or s,  a n d t h e t w o-si d e d 9 5 % CI s . 

•  Wit hi n gr o u p eff e ct si z e at  e a c h ti m e p oi nt, c al c ul at e d as t h e L S m e a n of e a c h tr e at m e nt gr o u p at 
e a c h ti m e p oi nt di vi d e d b y t h e m o d el esti m at e of st a n d ar d d e vi ati o n , o bt ai n e d as t h e s q u ar e r o ot of 
t h e c orr es p o n di n g di a g o n al el e m e nt of t h e r esi d u al c o v ari a n c e m atri x ( R m atri x fr o m P R O C MI X E D) . 

•  B et w e e n gr o u p eff e ct siz e vs. pl a c e b o  at  e a c h ti m e p oi nt,  c al c ul at e d as t h e L S m e a n diff er e n c e of 
e a c h S E P -3 6 3 8 5 6 gr o u p v s. pl a c e b o at e a c h ti m e p oi nt di vi d e d b y t h e m o d el esti m at e of st a n d ar d 
d e vi ati o n , o bt ai n e d as t h e s q u ar e r o ot of t h e c orr es p o n di n g di a g o n al el e m e nt of t h e r esi d u al 
c o v ari a n c e m atri x ( R m atri x fr o m P R O C MI X E D) . 

I n c a s e t h e m o d el a b o v e f ail s t o c o n v er g e, a s p ati al e x p o n e nti al c o v ari a n c e str u ct ur e a n d a s p ati al p o w er 
c o v ari a n c e str u ct ur e al o n g wit h a n e m piri c al s a n d wi c h e sti m at or f or t h e st a n d ar d err or s  of t h e fi x e d eff e ct 
p ar a m et er s will b e a s s u m e d s e q u e nti all y. T h e fir st c o v ari a n c e str u ct ur e t o yi el d c o n v er g e n c e will b e u s e d 
i n t h e a n al y si s. If t h e m o d el f ail s t o c o n v er g e wit h all t hr e e str u ct ur e s  s p e cifi e d a b o v e , t h e c o m p o u n d 
s y m m etr y c o v ari a n c e str u ct ur e will b e a s s u m e d.  

T h e n or m alit y a n d h o m o s c e d a sti cit y a s s u m p ti o n s u n d erl yi n g t h e pri m ar y M M R M m o d el will b e a s s e s s e d 
gr a p hi c all y a n d i n cl u d e d i n t h e S A S o ut p ut s. M ar gi n al st u d e nti z e d a n d P e ar s o n -t y p e r e si d u al s will b e 
pl ott e d a g ai n st t h e pr e di ct e d m ar gi n al m e a n v al u e s, r e s p e cti v el y ; t h e q u a ntil e -q u a ntil e ( Q -Q) pl ot s of 
t h e s e r e si d u al s v er s u s t h e e x p e ct e d q u a ntil e s of t h e st a n d ar d n or m al di stri b uti o n will al s o b e i n cl u d e d i n 
t h e S A S o ut p ut s t o pr o vi d e a gr a p hi c al vi e w of si mil arit y a n d diff er e n c e i n t h e 2 di stri b uti o n s.  
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A dj u st e d p oi nt a n d 9 5 % CI e sti m at e s f or t h e tr e at m e nt eff e ct of e a c h S E P -3 6 3 8 5 6 gr o u p ( v s. pl a c e b o ) at 
W e e k 6 will b e o bt ai n e d u si n g t h e m et h o d d e s cri b e d i n  ( L a wr e n c e & H u n g, 2 0 0 3) a n d r e p ort e d i n a 
s e p ar at e t a bl e.  

S p e cifi c all y, t h e M M R M m o d el d e s cri b e d a b o v e will b e r u n s e p ar at el y o n St a g e 1 d at a a n d St a g e 2 d at a 

t o o bt ain t h e L S m e a n diff er e n c e ( v s. pl a c e b o) f or e a c h S E P -3 6 3 8 5 6 gr o u p at W e e k 6. L et 𝛾 1
( 1 )

 a n d 

𝑝 2
( 1 )

d e n ot e t h e St a g e 1 L S m e a n diff er e n c e s ( v s. pl a c e b o) of t h e S E P -3 6 3 8 5 6 7 5  m g/ d a y a n d 1 0 0  m g/ d a y 

gr o u p s at W e e k 6.  

T h e a dj u st e d l o w er a n d u p p er b o u n d s of t h e 9 5 % CI f or t h e tr e at m e nt eff e ct of S E P -3 6 3 8 5 6 7 5  m g/ d a y 
a n d 1 0 0  m g/ d a y gr o u p s ( v s. pl a c e b o) will b e c al c ul at e d a s:  

A dj u st e d 9 5 % CI f or  𝑝 1 =
𝑞 𝑞 1

( 1 )
+ √ 1 − 𝑟 √ 𝑟 ∗ − 𝑤 𝑝 1

( 2 )
± 𝑖 1

− 1 Φ − 1 ( 𝑤 )

𝑞 + √ 1 − 𝑖 √ 𝑖 ∗ − 𝑥
 

A dj u st e d 9 5 % CI f or  𝑤 2 =
𝑤 𝐼 2

( 1 )
+ √ 1 − 𝐻 √ 𝐼 ∗ − 𝑟 𝐼 2

( 2 )
± 𝐻 2

− 1 Φ − 1 ( 𝐼 )

𝛼 + √ 1 − 𝐻 √ 𝑖 ∗ − 𝑖
 

w h er e Φ − 1 ( 𝑟 )  d e n ot e s t h e i n v er s e c u m ul ati v e di stri b uti o n f u n cti o n of t h e st a n d ar d n or m al di stri b uti o n ; 𝑖  = 
0. 0 2 5 d e n ot e s t h e o n e -si d e d si g nifi c a n c e l e v el.  

T h e v al u e s of 𝑚 1  a n d 𝑎 2  will b e c al c ul at e d a s f oll o w s:  

𝑥 1 =
1

2
×

𝐼 1
( 1 )

√ 𝑖 𝐼 1
( 1 ) +

1

2
×

𝑟 1
( 2 )

√ 𝐼 ∗ − 𝛼 𝛿 1
( 2 ) 

𝑘 2 =
1

2
×

𝑇 2
( 1 )

√ 𝑡 𝛿 2
( 1 ) +

1

2
×

𝑇 2
( 2 )

√ 𝑡 ∗ − 𝑡 𝛿 2
( 2 )  

w h er e 𝑇 1
( 1 )

 a n d 𝑇 2
( 1 )

 ar e t h e St a g e 1 t-st ati sti c s fr o m t h e M M R M m o d el f or t e sti n g t h e tr e at m e nt eff e ct of 

S E P -3 6 3 8 5 6 7 5  m g/ d a y a n d 1 0 0  m g/ d a y gr o u p s ( v s. pl a c e b o) at W e e k 6; 𝑇 1
( 2 )

 a n d 𝑇 2
( 2 )

 ar e t h e St a g e 2 t-

st ati sti c s fr o m t h e M M R M m o d el f or t e sti n g t h e tr e at m e nt eff e ct of S E P -3 6 3 8 5 6 7 5  m g/ d a y a n d 1 0 0  
m g/ d a y gr o u p s ( v s. pl a c e b o) at W e e k 6.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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T h e o b s er v e d P A N S S t ot al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y f or t h e mI T T p o p ul ati o n b y tr e at m e nt gr o u p a n d vi sit.  

L S M e a n s ( +/ - St a n d ar d Err or) of P A N S S t ot al s c or e  c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n M M R M 
e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

1 6. 1. 4.  S E N SI TI VI T Y A N A L Y S E S O F P RI M A R Y E F FI C A C Y V A RI A B L E  

 Dr o p o ut pr ofil e s  

P att er n s of t h e o b s er v e d d at a i n t h e pri m ar y e n d p oi nt will b e e x a mi n e d t hr o u g h gr a phi c al t o ol s b a s e d o n 
t h e r e a s o n a n d t h e ti mi n g of st u d y tr e at m e nt wit h dr a w al.  

M e a n c h a n g e fr o m B a s eli n e i n P A N S S  t ot al s c or e at e a c h ti m e p oi nt  will b e pl ott e d b y t h e r e a s o n of e arl y 
di s c o nti n u ati o n  (a d v er s e e v e nt  [ s e p ar at el y f or: eit h er C O VI D -1 9 or g e o p oliti c al c o nfli ct r el at e d, n eit h er 
C O VI D -1 9 n or g e o p oliti c al c o nfli ct r el at e d ], l a c k of effi c a c y, l o st t o f oll o w-u p, wit h dr a w al b y s u bj e ct, n o n -
c o m pli a n c e wit h st u d y dr u g, pr ot o c ol d e vi ati o n, d e at h  [ s e p ar at el y f or: eit h er C O VI D -1 9 or g e o p ol iti c al 
c o nfli ct r el at e d, n eit h er C O VI D-1 9 n or g e o p oliti c al c o nfli ct r el at e d ], pr e g n a n c y, ot h er [ s e p ar at el y f or: eit h er 
C O VI D -1 9 or g e o p oliti c al c o nfli ct r el at e d, n eit h er C O VI D-1 9 n or g e o p oliti c al c o nfli ct r el at e d ]) a n d f or 
c o m pl et er s , s e p ar at el y f or e a c h tr e at m e nt gr o u p. Si mil ar r e a s o n s m a y b e c o m bi n e d, d e p e n di n g o n t h e 
n u m b er of s u bj e ct s w h o di s c o nti n u e d u n d er e a c h r e a s o n . R e a s o n p o oli n g will b e d et er mi n e d at t h e 
B li n d e d D at a R e vi e w m e eti n g pri or t o d at a b a s e l o c k  a n d tr e at m e nt  u n bli n di n g . 

M e a n c h a n g e fr o m B a s eli n e i n P A N S S  t ot al s c or e at e a c h ti m e p oi nt will al s o b e pl ott e d b y  t h e ti mi n g of 
e arl y di s c o nti n u ati o n ( D a y 4 t er mi n at or s, W e e k 1 t er mi n at or s, W e e k 2 t er mi n at or s, W e e k 3 t er mi n at or s, 
W e e k 4 t er mi n at or s, W e e k 5 t er mi n at or s, W e e k 6 t er mi n at or s) a n d f or c o m pl et er s, s e p ar at el y f or e a c h 
tr e at m e nt gr o u p. 

o  D a y  4  t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 2 b ut b ef or e or o n Vi sit 3;  
o  W e e k 1  t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 3 b ut b ef or e or o n Vi sit 4;  
o  W e e k 2 t er mi n at or s: s u bj e cts w h o dis c o nti n u e d aft er Vi sit 4 b ut b ef or e or o n Vi sit 5;  
o  W e e k 3  t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 5  b ut b ef or e or o n Vi sit 6;  
o  W e e k 4  t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 6  b ut b ef or e or o n Vi sit 7 ; 
o  W e e k 5  t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 7  b ut b ef or e or o n Vi sit 8 ; 
o  W e e k 6 t er mi n at or s: s u bj e cts w h o di s c o nti n u e d aft er Vi sit 8  b ut b ef or e Vi sit 9  (t h e E O T vi sit ). 

 P att er n -mi xt ur e m o d el wit h pl a c e b o -b a s e d m ulti pl e i m p ut ati o n  (c o p y r ef er e n c e 

m et h o d  i m pl e m e nt e d vi a s e q u e nti al m o d eli n g ) 

T h e M M R M m o d el u s e d i n t h e pri m ar y a n al y si s of t h e pri m ar y e n d p oi nt m a k e s t h e a s s u m pti o n t h at t h e 
u n o b s er v e d P A N S S d at a aft er st u d y tr e at m e nt wit h dr a w al ar e M A R. T h at i s, i n t h e h y p ot h eti c al s etti n g of 
c o nti n u e d tr e at m e nt wit h st u d y dr u g, t h e s u bj e ct s i n e a c h tr e at m e nt gr o u p will e x hi bit t h e s a m e f ut ur e 
e v ol uti o n of s c hi z o p hr e ni a a s s u bj e ct s st a yi n g o n tr e at m e nt i n t h eir r e s p e cti v e gr o u p s. H o w e v er, t h e 
s u bj e ct s w h o di s c o nti n u e d fr o m st u d y tr e at m e nt m a y b e diff er e nt fr o m s u bj e ct s r e m ai nin g o n st u d y 
tr e at m e nt s u c h t h at e v e n if t h e s e f or m er s u bj e ct s  h a d c o nti n u e d t o r e c ei v e st u d y tr e at m e nt t h eir di s e a s e 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

w o ul d’ v e e v ol v e d  a c c or di n g t o a diff er e nt tr aj e ct or y . S e n siti vit y of t h e r e s ult s fr o m t h e pri m ar y M M R M 
a n al y si s of t h e pri m ar y e n d p oi nt t o t h e “mi s si n g d at a a s s u m pti o n s ” (i. e., a s s u m pti o n s a b o ut h o w t h e 
u n o b s er v e d P A N S S t ot al s c or es  w o ul d’ v e  b e h a v e d) will b e t e st e d b y u si n g t h e p att er n -mi xt ur e m o d el 
(P M M ) wit h a pl a c e b o -b a s e d m ulti pl e i m p ut ati o n m et h o d  ( O' K ell y & R atit c h, 2 0 1 4). I n t hi s a n al y si s, 
u n o b s er v e d P A N S S t ot al s c or e s aft er st u d y tr e at m e nt wit h dr a w al ( aft er m a p pi n g of t h e E T d at a) i n t h e 
S E P -3 6 3 8 5 6  7 5  m g/ d a y a n d 1 0 0  m g/ d a y tr e at m e nt gr o u p s will b e i m p ut e d b a s e d o n t h e o b s er v e d P A N S S 
t ot al s c or e d at a of t h e pl a c e b o gr o u p, a s s u mi n g t h at aft er st u d y tr e at m e nt wit h dr a w al, s u bj e ct s fr o m t h e 
S E P -3 6 3 8 5 6  7 5  m g/ d a y  a n d 1 0 0  m g/ d a y tr e at m e nt gr o u p s  will e x hi bit t h e s a m e f ut ur e e v ol uti o n of 
s c hi z o p hr e ni a a s s u bj e ct s fr o m t h e pl a c e b o gr o u p, a n d t h at s u bj e ct s w h o di s c o nti n u e fr o m t h e pl a c e b o 
gr o u p will e x hi bit t h e s a m e f ut ur e e v ol uti o n of  s c hi z o p hr e ni a  a s s u bj e ct s i n t h e pl a c e b o gr o u p r e m ai ni n g i n 
t h e st u d y. T hi s a p pr o a c h d o e s n ot a s s u m e t h at t h e s u bj e ct s i n t h e S E P-3 6 3 8 5 6 gr o u p s wil l b e n efit fr o m 
t h e e x p eri m e nt al tr e at m e nt s  aft er t h e ti m e of di s c o nti n u ati o n  e v e n if t h e y h a d c o nti n u e d wit h t h e 
e x p eri m e nt al tr e at m e nt s. R at h er, it a s s u m e s t h at t h e  s u bj e ct s w h o wit h dr a w fr o m t h e s e t w o tr e at m e nt 
gr o u p s will h a v e  c orr el ati o n s b et w e e n ti m e p oi nt s f or t h e P A N S S t ot al s c or e li k e si mil ar s u bj e ct s fr o m t h e 
pl a c e b o gr o u p.  

T w o s e p ar at e i m p ut ati o n pr o c e d ur e s ar e u s e d t o i m p ut e mi s si n g v al u e s. Fir stl y, t h e M ar k o v C h ai n M o nt e 
C arl o ( M C M C) m et h o d i s u s e d t o p erf or m p arti al i m p ut ati o n t o o bt ai n d at a s et s wit h m o n ot o n e mi s si n gn e s s  
p att er n s. T h e n a s e q u e nti al r e gr e s si o n m ulti pl e i m p ut ati o n st e p  i s i m pl e m e nt e d t o i m p ut e t h e m o n ot o n e 
mi s si n g v al u e s.  

U n d er t h e a s s u m pti o n t h at t h e P A N S S  t ot al s c or e s a n d di c h ot o mi z e d c o u ntri e s h a v e  a m ulti v ari at e n or m al 
di stri b uti o n, t h e M C M C m et h o d i s u s e d t o i m p ut e o nl y i nt er m e di at e mi s si n g v al u e s a s s u mi n g M A R ( u si n g 
t h e S A S MI pr o c e d ur e wit h t h e M C M C st at e m e nt  a n d t h e I M P U T E = M O N O T O N E o pti o n ), b y u si n g a d at a 
a u g m e nt ati o n al g orit h m, wit h e a c h it er a ti o n n c o n si sti n g of a n i m p ut ati o n st e p a n d a p o st eri or st e p. T h e 
i m p ut ati o n st e p u s e s a r a n d o m dr a w of θ ( n), p ar a m et er of t h e j oi nt i m p ut ati o n m o d el, t o s a m pl e mi s si n g 
v al u e s fr o m a c o n diti o n al di stri b uti o n P( Y mi s | x, yo b s , θ ( n)), o bt ai ni n g ymi s

( n), t h e s ub s et of mi s si n g v al u e s t h at 
n e e d t o b e fill e d i n t o a c hi e v e m o n ot o n e mi s si n g n e s s. T h e p o st eri or st e p si m ul at e s a n e w dr a w of t h e 
p ar a m et er θ ( n + 1) fr o m t h e p o st eri or di stri b uti o n gi v e n t h e c urr e nt m o n ot o n e mi s si n g d at a P(θ | x, yo b s , ymi s

( n)) 
wit h a n o n -i nf orm ati v e J effr e y s pri or. Tr e at m e nt gr o u p will b e t a k e n i nt o a c c o u nt f or t hi s i m p ut ati o n (i .e ., 
mi s si n g d at a at i nt er m e di at e vi sit s will b e i m p ut e d f or e a c h tr e at m e nt gr o u p  s e p ar at el y ). T h e s e st e p s ar e 
r e p e at e d t o o bt ai n 1 0 0 0 d at a s et s wit h m o n ot o n e mi s si n g n e s s. T h e r a n d o m s e e d n u m b er i s s p e cifi e d i n 
t h e s a m pl e S A S c o d e (A P P E N DI X 3 ).  

T h e r e m ai ni n g m o n ot o n e mi s si n g d at a will b e i m p ut e d u si n g s e q u e nti al r e gr e s si o n m ulti pl e i m p ut ati o n, 
w h er e a s e p ar at e u ni v ari at e li n e ar r e gr e s si o n m o d el i s e sti m at e d f or i m p ut ati o n of e a c h v ari a bl e (i.e ., t h e 
P A N S S  t ot al s c or e at e a c h p o st -B a s eli n e ti m e p oi nt). Mi s si n g v al u e s at a gi v e n ti m e p oi nt i n t h e pl a c e b o 
a n d t h e S E P -3 6 3 8 5 6  7 5  m g/ d a y a n d 1 0 0 m g/ d a y tr e at m e nt gr o u p s will b e i m p ut e d fr o m t h e s a m e 
i m p ut ati o n m o d el e sti m at e d fr o m t h e o b s er v e d d at a of t h e pl a c e b o gr o u p . S p e cifi c all y, i m p ut ati o n of 
mi s si n g v al u e s i n t h e pl a c e b o gr o u p will a s s u m e M A R. Mi s si n g  v al u e s i n t h e S E P -3 6 3 8 5 6  7 5  m g/ d a y a n d 
1 0 0 m g/ d a y gr o u p s  at a gi v e n ti m e p oi nt will b e i m p ut e d u si n g t h e i m p ut ati o n m o d el of t h e pl a c e b o gr o u p, 
w hil e c o n diti o ni n g o n a s u bj e ct ’ s o b s er v e d or i m p ut e d p o st -B a s eli n e P A N S S t ot al s c or e s at pr e c e di n g 
ti m e p oi nt s. E a c h s e q u e nti al r e gr e s si o n m o d el f or i m p ut ati o n of mi s si n g v al u e s at a gi v e n ti m e p oi nt will 
i n cl u d e e x pl a n at or y v ari a bl e s f or c o u ntr y , B a s eli n e P A N S S t ot al s c or e, a n d p o st -B a s eli n e P A N S S t ot al 
s c or e s at all pr e c e di n g ti m e p oi nt s (D a y 4 / Vi sit 3, W e e k 1 / Vi sit 4, W e e k 2/ Vi sit 5, W e e k 3 / Vi sit 6, W e e k 
4 / Vi sit 7, a n d W e e k 5 / Vi sit 8). T h e S A S MI pr o c e d ur e wit h t h e  M O N O T O N E R E G st at e m e nt i s u s e d t o 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

s p e cif y t h at t h e r e gr e s si o n m et h o d will b e u s e d f or t h e i m p ut ati o n, a n d t h e M N A R st at e m e nt wit h M O D E L 
o pti o n will b e u s e d t o s p e cif y t h at o nl y o b s er v ati o n s fr o m t h e pl a c e b o gr o u p s h o ul d b e u s e d t o e sti m at e 
t h e i m p ut ati o n m o d el. T h e r a n d o m s e e d n u m b er i s s p e cifi e d i n t h e s a m pl e S A S c o d e ( A P P E N DI X 3 ). 

N o r o u n di n g r e stri cti o n will b e a p pli e d t o t h e i m p ut e d P A N S S  t ot al s c or e s. T h e i m p ut e d P A N S S  t ot al 
s c or e s m u st b e wit hi n t h e r a n g e of 3 0 t o 2 1 0 . 

E a c h of t h e 1 0 0 0 i m p ut e d d at a s et s will b e a n al y z e d u si n g t h e s a m e M M R M m o d el a s t h e pri m ar y effi c a c y 
a n al y si s. R e s ult s fr o m t h e a n al y si s of e a c h i m p ut e d d at a s et, i .e ., t h e L S m e a n s of e a c h tr e at m e nt gr o u p, 
t h e L S m e a n tr e at m e nt diff er e n c es  (v s . pl a c e b o) , a n d t h eir st a n d ar d err or s, will b e c o m bi n e d u si n g 
R u bi n’ s i m p ut ati o n r ul e s ( u si n g t h e S A S MI A N A L Y Z E pr o c e d ur e) t o pr o d u c e p o ol e d L S m e a n a n d L S 
m e a n diff er e n c e e sti m at e s, t h eir st a n d ar d err or s a n d 9 5 % CI s , a n d p o ol e d p-v al u e s  f or t h e t e sts  of n ull 
h y p ot h e s e s of n o tr e at m e nt eff e ct.  

C O VI D -1 9 r el at e d a n al y si s u p d at es:  

I n t h e s e q u e nti al r e gr essi o n m ulti pl e i m p ut ati o n st e p, if a s u bj e ct w a s r a n d o mi z e d t o t h e S E P-3 6 3 8 5 6 7 5  m g / d a y 

gr o u p or t h e S E P -3 6 3 8 5 6 1 0 0  m g / d a y gr o u p a n d di sc o nti n u e d e arl y d u e t o C O VI D -1 9 ( e. g. , a C O VI D -1 9 a d v ers e 

e v e nt, C O VI D -1 9 d e at h, or ot h er r e a s o n s r el at e d t o C O VI D -1 9), t h eir m o n ot o n e mi ssi n g d at a will b e i m p ut e d u n d er 

t h e M A R a ss u m pti o n, r at h er t h a n u si n g  t h e i m p ut ati o n m o d el esti m at e d fr o m t h e pl a c e b o gr o u p.  T hi s c a n b e 

a c hi e v e d b y fi rst m ulti pl y i m p uti n g t h e m o n ot o n e mi ssi n g d at a f or all s u bj e cts i n t h e S E P -3 6 3 8 5 6 7 5 m g / d a y a n d 

1 0 0 m g / d a y gr o u p s u n d er t h e M A R a ss u m pti o n, t h e n r e n d eri n g t h e i m p ut e d m o n ot o n e mi ssi n g d at a of s u bj ects 

w h o di d n ot di s c o nti n u e e arl y d u e t o C O VI D -1 9 t o mi ssi n g, t h e n a p pl yi n g t h e cl a ssi c c o p y r ef er e n c e i m p ut ati o n i n 

t h es e t w o gr o u ps. 

R u ssi a -U kr ai n e g e o p oliti c al c o nfli ct r el at e d a n al y si s u p d at es:  

I n t h e s e q u e nti al r e gr essi o n m ulti pl e i m p ut ati o n st e p, if a s u bj e ct w a s r a n d o mi z e d t o t h e S E P-3 6 3 8 5 6 5 0 m g / d a y 

gr o u p  or t h e S E P -3 6 3 8 5 6 7 5 m g / d a y gr o u p a n d di sc o nti n u e d e arl y d u e t o t h e c o nfli ct ( e. g., a n a d v ers e e v e nt r el at e d 

t o t h e c o nfli ct, a d e at h r el at e d t o t h e c o nfli ct, or ot h er r e a s o n s r el at e d t o t h e c o nfli ct), t h eir m o n ot o n e mi ssi n g d at a 

will b e i m p ut e d u n d er t h e  M A R a ss u m pti o n, r at h er t h a n u si n g t h e i m p ut ati o n m o d el esti m at e d fr o m t h e pl a c e b o 

gr o u p. T hi s c a n b e a c hi e v e d b y first m ulti pl y i m p uti n g t h e m o n ot o n e mi ssi n g d at a f or all s u bj e cts i n t h e S E P -3 6 3 8 5 6 

5 0 m g / d a y a n d 7 5 m g / d a y gr o u p s u n d er t h e M A R a ss u m pti o n, t h e n r e n d eri n g t h e i m p ut e d m o n ot o n e mi ssi n g d at a 

of s u bj e cts w h o di d n ot di s c o nti n u e e arl y d u e t o t h e c o nfli ct t o mi ssi n g, t h e n a p pl yi n g t h e cl a ssi c c o p y r ef er e n c e 

i m p ut ati o n i n t h es e t w o gr o u p s. 

 J u m p t o r ef er e n c e m et h o d i m pl e m e nt e d vi a s e q u e nti al m o d eli n g  

A n ot h er  r ef er e n c e-b a s e d m ulti pl e i m p ut ati o n a p pr o a c h, j u m p t o r ef er e n c e ( J 2 R), will b e u s e d a s a s e c o n d 
s e n siti vit y a n al y si s t o c o n si d er a mi s si n g -n ot -at -r a n d o m ( M N A R) m e c h a ni s m f or m o n ot o n e mi s si n g d at a.  

I n t hi s a n al y si s, u n o b s er v e d P A N S S t ot al s c or e s aft er st u d y tr e at m e nt wit h dr a w al ( aft er m a p pi n g of t h e E T  
d at a) i n t h e S E P-3 6 3 8 5 6  7 5  m g/ d a y a n d 1 0 0 m g/ d a y tr e at m e nt gr o u p s will b e i m p ut e d b a s e d o n t h e 
P A N S S t ot al s c or e d at a of t h e pl a c e b o gr o u p, a s s u mi n g t h at aft er st u d y tr e at m e nt wit h dr a w al, s u b j e ct s 
fr o m t h e S E P-3 6 3 8 5 6  7 5  m g/ d a y  a n d 1 0 0 m g/ d a y tr e at m e nt gr o u p s  will h a v e t h e s a m e pr ofil e (i n di vi d u al 
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T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
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m e a n r e s p o n s e) a s s u bj e ct s fr o m t h e pl a c e b o gr o u p.  T hi s a p pr o a c h a s s u m e s  t h at a n y eff e ct of S E P -
3 6 3 8 5 6 o b s er v e d pri or t o di s c o nti n u ati o n i m m e di at el y di s a p p e ar s aft er di s c o nti n u ati o n.  

T w o s e p ar at e i m p ut ati o n pr o c e d ur e s ar e u s e d t o i m p ut e mi s si n g v al u e s. Fir stl y, t h e M ar k o v C h ai n M o nt e 
C arl o ( M C M C) m et h o d i s u s e d t o p erf or m p arti al i m p ut ati o n t o o bt ai n d at a s et s wit h m o n ot o n e mi s si n g n e s s  
p att er n s. T h i s st e p i s t h e s a m e a s t h e o n e d e s cri b e d i n S e cti o n 1 6. 1. 4. 2 . T h e n a s e q u e nti al r e gr e s si o n 
m ulti pl e i m p ut ati o n st e p  i s i m pl e m e nt e d t o i m p ut e t h e m o n ot o n e mi s si n g v al u e s.  

In  t h e s e q u e nti al i m p ut ati o n st e p  of t hi s a n al y si s, p o st -B a s eli n e P A N S S t ot al s c or e s i n t h e S E P-3 6 3 8 5 6 7 5  
m g/ d a y a n d  1 0 0 m g/ d a y gr o u p s pri or t o  wit h dr a w al ar e n ot u s e d a s e x pl a n at or y v ari a bl e s i n t h e i m p ut ati o n  
m o d el , a n d t h e mi s si n g o ut c o m e of a s u bj e ct i n t h e S E P -3 6 3 8 5 6 7 5  m g/ d a y or 1 0 0 m g/ d a y gr o u p a ft er 
wit h dr a w al i s a s s u m e d t o b e si mil ar t o t h at of s u bj e ct s fr o m t h e  pl a c e b o gr o u p w h o h a v e si mil a r B a s eli n e 
c h ar a ct eri sti c s . T hi s a s s u m pti o n t h er ef or e i g n or e s a n y m e a n i m pr o v e m e nt i n h e alt h t h at s u bj e ct s m a y 
h a v e g ai n e d d u e t o S E P -3 6 3 8 5 6 tr e at m e nt u p t o t h e ti m e of wit h dr a w al. Mi s si n g v al u e s at a gi v e n ti m e 
p oi nt i n t h e pl a c e b o gr o u p ar e fir st i m p ut e d b a s e d o n t h e M A R a s s u m pti o n  c o n diti o ni n g o n B a s eli n e d at a 
a n d a v ail a bl e p o st -B a s eli n e d at a at all pr e c e di n g vi sit s . T h e n mi s si n g v al u e s at e a c h ti m e p oi nt i n t h e 
S E P -3 6 3 8 5 6  7 5  m g/ d a y a n d 1 0 0 m g/ d a y tr e at m e nt gr o u p s will b e i m p ut e d u si n g t h e i m p ut ati o n m o d el 
e sti m at e d fr o m t h e f ull d at a of t h e pl a c e b o gr o u p , w hil e c o n diti o ni n g o n o nl y t h e B a s eli n e c h ar a ct eri sti c s . 
E a c h s e q u e nti al r e gr e s si o n m o d el f or i m p ut ati o n of mi s si n g v al u e s at a  gi v e n ti m e p oi nt will i n cl u d e 
e x pl a n at or y v ari a bl e s f or c o u ntr y a n d B a s eli n e P A N S S t ot al s c or e.  T h e S A S MI pr o c e d ur e wit h t h e  
M O N O T O N E R E G st at e m e nt i s u s e d t o s p e cif y t h at t h e r e gr e s si o n m et h o d will b e u s e d f or t h e i m p ut ati o n, 
a n d t h e M N A R st at e m e nt wit h  M O D E L o pti o n will b e u s e d t o s p e cif y t h at o nl y o b s er v ati o n s fr o m t h e 
pl a c e b o gr o u p s h o ul d b e u s e d t o e sti m at e t h e i m p ut ati o n m o d el. T h e r a n d o m s e e d n u m b er i s s p e cifi e d i n 
t h e s a m pl e S A S c o d e (A P P E N DI X 3 ). 

N o r o u n di n g r e stri cti o n will b e a p pli e d t o t h e i m p ut e d P A N S S  t ot al s c or e s. T h e i m p ut e d P A N S S  t ot al 
s c or e s m u st b e wit hi n t h e r a n g e of 3 0 t o 2 1 0 . 

E a c h of t h e 1 0 0 0 i m p ut e d d at a s et s will b e a n al y z e d u si n g t h e s a m e M M R M m o d el a s t h e pri m ar y effi c a c y 
a n al y si s. R e s ult s fr o m t h e a n al y si s of e a c h i m p ut e d d at a s et, i .e ., t h e L S m e a n s of e a c h tr e at m e nt gr o u p, 
t h e L S m e a n tr e at m e nt diff er e n c es ( v s. pl a c e b o) , a n d t h eir st a n d ar d err or s, will b e c o m bi n e d u si n g 
R u bi n’ s i m p ut ati o n r ul e s ( u si n g t h e S A S MI A N A L Y Z E pr o c e d ur e) t o pr o d u c e p o ol e d L S m e a n a n d L S 
m e a n diff er e n c e e sti m at e s, t h eir st a n d ar d err or s a n d 9 5 % CI s , a n d p o ol e d p-v al u e s  f or t h e t e sts  of n ull 
h y p ot h e s e s of n o tr e at m e nt eff e ct.  

C O VI D -1 9 r el at e d  a n al y si s u p d at es:  

I n t h e s e q u e nti al r e gr essi o n m ulti pl e i m p ut ati o n st e p, if a s u bj e ct w a s r a n d o mi z e d t o t h e S E P-3 6 3 8 5 6 7 5  m g / d a y 

gr o u p or t h e S E P -3 6 3 8 5 6 1 0 0  m g / d a y gr o u p a n d di sc o nti n u e d e arl y d u e t o C O VI D -1 9 ( e. g. , a C O VI D -1 9 a d v ers e 

e v e nt, C O VI D -1 9 d e at h, or ot h er r e a s o n s r el at e d t o C O VI D -1 9), t h eir m o n ot o n e mi ssi n g d at a will b e i m p ut e d u n d er 

t h e M A R a ss u m pti o n, r at h er t h a n u si n g  t h e i m p ut ati o n m o d el esti m at e d fr o m t h e pl a c e b o gr o u p. T hi s c a n b e 

a c hi e v e d b y first m ulti pl y i m p uti n g t h e m o n ot o n e mi ssi n g d a t a f or all s u bj e cts i n t h e S E P-3 6 3 8 5 6 7 5 m g / d a y a n d 

1 0 0 m g / d a y gr o u p s u n d er t h e M A R a ss u m pti o n, t h e n r e n d eri n g t h e i m p ut e d m o n ot o n e mi ssi n g d at a of s u bj ects 

w h o di d n ot di s c o nti n u e e arl y d u e t o C O VI D -1 9 t o mi ssi n g, t h e n a p pl yi n g t h e cl a ssi c j u m p t o r ef er e n c e i m p ut ati o n i n 

t h es e t w o gr o u p s. 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

R u ssi a -U kr ai n e g e o p oliti c al c o nfli ct r el at e d a n al y si s u p d at es:  

I n t h e s e q u e nti al r e gr essi o n m ulti pl e i m p ut ati o n st e p, if a s u bj e ct w a s r a n d o mi z e d t o t h e S E P-3 6 3 8 5 6 5 0 m g / d a y 

gr o u p or t h e S E P -3 6 3 8 5 6 7 5 m g / d a y gr o u p a n d di sc o nti n u e d e arl y d u e t o t h e c o nfli ct ( e. g., a n a d v ers e e v e nt r el at e d 

t o t h e c o nfli ct, a d e at h r el at e d t o t h e c o nfli ct, or ot h er r e a s o n s r el at e d t o t h e c o nfli ct), t h eir m o n ot o n e mi ssi n g d at a 

will b e i m p ut e d u n d er t h e M A R a ss u m pti o n, r at h er t h a n u si n g t h e i m p ut ati o n m o d el esti m at e d fr o m t h e pl a c e b o 

gr o u p.  T hi s c a n b e a c hi e v e d b y first m ulti pl y i m p uti n g t h e m o n ot o n e mi ssi n g d at a f or all s u bj e cts i n t h e S E P -3 6 3 8 5 6 

5 0 m g / d a y a n d 7 5 m g / d a y gr o u p s u n d er t h e M A R a ss u m pti o n, t h e n r e n d eri n g t h e i m p ut e d m o n ot o n e mi s si n g d at a 

of s u bj e cts w h o di d n ot di s c o nti n u e e arl y d u e t o t h e c o nfli ct t o mi ssi n g, t h e n a p pl yi n g t h e cl a ssi c j u m p t o r ef er e n c e 

i m p ut ati o n i n t h es e t w o gr o u p s. 

 Ti p pi n g p oi nt a n al y si s  

S e n siti vit y t o d e p art ur e s fr o m t h e M A R a s s u m pti o n will al s o b e i n v e sti g at e d u si n g a ti p pi n g p oi nt a n al y si s. 
I n t hi s a n al y si s, d e p art ur e s fr o m M A R i n t h e S E P-3 6 3 8 5 6  7 5  m g/ d a y a n d 1 0 0 m g/ d a y  gr o u p s  will b e 
a s s e s s e d a s s u mi n g t h at s u bj e ct s w h o di s c o nti n u e fr o m st u d y tr e at m e nt h a v e, o n a v er a g e, effi c a c y 
o ut c o m e s aft er di s c o nti n u ati o n t h at ar e w or s e b y s o m e a m o u nt δ (i .e ., a p er c e nt a g e of t h e L S m e a n 
tr e at m e nt diff er e n c e fr o m t h e pri m ar y a n al y si s b a s e d o n o b s er v e d d at a) c o m p ar e d t o ot h er si mil ar 
s u bj e ct s wit h o b s er v e d d at a at t h e s a m e ti m e p oi nt (i .e ., c o m p ar e d t o a v al u e w hi c h w o ul d h a v e b e e n 
a s s u m e d u n d er M A R).  

A s eri e s of a n al y s e s will b e p erf or m e d wit h i n cr e a si n g v al u e s of δ u ntil t h e a n al y si s c o n cl u si o n of a 
st ati sti c all y si g nifi c a nt tr e at m e nt eff e ct n o l o n g er h ol d s. T h e v al u e of δ t h at o v ert ur n s t h e pri m ar y a n al y si s 
c o n cl u si o n w ill r e pr e s e nt a ti p pi n g p oi nt. A n i nt er pr et ati o n of cli ni c al pl a u si bilit y of t h e a s s u m pti o n 
u n d erl yi n g t h e ti p pi n g p oi nt will b e pr o vi d e d. Aft er o n e S E P -3 6 3 8 5 6  gr o u p r e a c h e s t h e ti p pi n g p oi nt, t h e 
a n al y s e s will c o nti n u e u ntil t h e ot h er S E P -3 6 3 8 5 6 gr o u p al s o r e a c h e s t h e ti p pi n g p oi nt.  

I nt er m e di at e ( n o n-m o n ot o n e) mi s si n g d at a will b e i m p ut e d fir st b a s e d o n t h e M A R a s s u m pti o n a n d a 
m ulti v ari at e j oi nt G a u s si a n i m p ut ati o n m o d el u si n g t h e M C M C m et h o d wit hi n e a c h tr e at m e nt gr o u p, a s 
d e s cri b e d e arli er  f or t h e p att er n -mi xt ur e m o d el wit h pl a c e b o -b a s e d m ulti pl e i m p ut ati o n.  

T h e r e m ai ni n g m o n ot o n e mi s si n g d at a will b e i m p ut e d u si n g s e q u e nti al r e gr e s si o n m ulti pl e i m p ut ati o n, 
w h er e a s e p ar at e r e gr e s si o n m o d el i s e sti m at e d f or i m p ut ati o n of e a c h v ari a bl e (i .e ., P A N S S  t ot al s c or e at 
e a c h p o st -B a s eli n e ti m e p oi nt). E a c h r e gr e s si o n m o d el will i n cl u d e e x pl a n at or y v ari a bl e s f or tr e at m e nt, 
c o u ntr y,  B a s eli n e P A N S S t ot al s c or e,  a n d p o st -B a s eli n e P A N S S t ot al s c or e s at all pr e c e di n g ti m e p oi nt s 
( D a y 4/ Vi sit 3, W e e k 1/ Vi sit 4 , W e e k 2/ Vi sit 5, W e e k 3/ Vi sit 6, W e e k 4/ Vi sit 7, a n d W e e k 5 / Vi sit 8). Aft er 
t h e M A R-b a s e d i m p ut ati o n s h a v e b e e n g e n er at e d f or P A N S S  t ot al s c or es  at e a c h ti m e p oi nt, t h e c h a n g e 
fr o m B a s eli n e v al u e s at all vi sit s b a s e d o n t h e i m p ut e d P A N S S t ot al s c or e s i n t h e S E P-3 6 3 8 5 6  7 5  m g/ d a y 
a n d 1 0 0 m g/ d a y  gr o u p s will b e p e n ali z e d b y a v al u e of δ . T hi s a p pr o a c h a s s u m e s t h at t h e m ar gi n al m e a n 
of u n o b s er v e d s u bj e ct m e a s ur e m e nt s i s w or s e b y δ at e a c h ti m e p oi nt aft er di s c o nti n u ati o n c o m p ar e d t o 
t h e m ar gi n al m e a n of s u bj e ct s wit h o b s er v e d d at a at t h e s a m e ti m e p oi nt s . 

N o r o u n di n g r e stri cti o n will b e a p pli e d t o t h e i m p ut e d P A N S S t ot al s c or e s . T h e i m p ut e d P A N S S  t ot al 
s c or e s m u st b e wit hi n t h e r a n g e of 3 0 t o 2 1 0.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A t ot al of 1 0 0 0 i m p ut e d d at a s et s will b e g e n er at e d  f or e a ch δ  l e v el. T h e r a n d o m s e e d n u m b ers  f or t h e 
p arti al i m p ut ati o n st e p a n d f or t h e s e q u e nti al r e gr e s si o n m ulti pl e i m p ut ati o n st e p  ar e s p e cifi e d i n t h e 
s a m pl e S A S c o d e (A P P E N DI X 3 ). 

E a c h of t h e i m p ut e d a n d δ -a dj u st e d d at a s et s  will b e a n al y z e d u si n g t h e s a m e M M R M m o d el a s t h e 
pri m ar y effi c a c y a n al y si s. R e s ult s fr o m t h e a n al y si s of e a c h i m p ut e d d at a s et  at a gi v e n  δ  l e v el, i.e ., t h e L S 
m e a n tr e at m e nt diff er e n c e s  ( vs.  pl a c e b o) a n d t h eir st a n d ar d err or s , will b e c o m bi n e d u si n g R u bi n’ s 
i m p ut ati o n r ul e s ( u si n g t h e S A S MI A N A L Y Z E pr o c e d ur e) t o pr o d u c e p o ol e d L S m e a n diff er e n c e 
e sti m at e s , t h eir st a n d ar d err or s  a n d 9 5 % CI s , a n d p o ol e d p-v al u e s  f or t h e t e sts  of  n ull h y p ot h e s e s of n o 
tr e at m e nt eff e ct. 

A n al y s e s will b e c o n d u ct e d wit h diff er e nt v al u e s of δ at e a c h vi sit, w hi c h r e pr e s e nt s a p er c e nt a g e of t h e 
L S m e a n tr e at m e nt diff er e n c e at t h at vi sit  fr o m t h e pri m ar y a n al y si s of o b s er v e d d at a , st arti n g at 5 % wit h 
5 %  i n cr e m e nt s, u ntil eit h er t h e ti p pi n g p oi nt i s i d e ntifi e d or 1 0 0 % p e n alt y i s a p pli e d. T h e a ct u al δ 
c orr e s p o n di n g t o  e a c h p er c e nt a g e  i n cr e m e nt will b e pr e s e nt e d i n t h e t a bl e. 

C O VI D -1 9 r el at e d a n al y si s u p d at es:  

I n t h e p e n ali z ati o n st e p, if a s u bj ect w a s r a n do miz e d t o t h e S E P -3 6 3 8 5 6 7 5  m g / d a y gr o u p or t h e S E P -3 6 3 8 5 6 1 0 0  

m g / d a y gr o u p a n d di s c o nti n u e d e arl y d u e t o C O VI D -1 9 ( e. g. , a C O VI D -1 9 a d v ers e e v e nt, C O VI D -1 9 d e at h, or ot h er 

r e a s o n s r el at e d t o C O VI D-1 9), t h eir m o n ot o n e mi ssi n g d at a i m p ut e d u n d er t h e M A R a ss u m pti o n will n ot b e 

p e n ali z e d.  

R u ssi a -U kr ai n e g e o p oliti c al c o nfli ct r el at e d a n al y si s u p d at es:  

I n t h e p e n ali z ati o n st e p, if a s u bj ect w a s r a n d o miz e d t o t h e S E P-3 6 3 8 5 6 5 0 m g / d a y gr o u p or t h e S E P -3 6 3 8 5 6 7 5 

m g / d a y gr o u p a n d di s c o nti n u e d e arl y d u e t o t h e c o nfli ct ( e. g., a n a d v ers e e v e nt r el at e d t o t h e c o nfli ct, a d e at h 

r el at e d t o t h e c o nfli ct, or ot h er r e a s o n s r el at e d t o t h e c o nf li ct), t h eir m o n ot o n e mi ssi n g d at a i m p ut e d u n d er t h e 

M A R a ss u m pti o n will n ot b e p e n ali z e d.  

1 6. 1. 5.  S U P P L E M E N T A R Y  A N A L Y S E S O F P RI M A R Y E F FI C A C Y V A RI A BL E  

 A n al y si s of c o v ari a n c e  

C h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e at e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt  will b e 
a n al y z e d u si n g a n a n al y si s of c o v ari a n c e ( A N C O V A) m o d el. T h e m o d el will i n cl u d e f a ct or s f or tr e at m e nt 
a n d c o u ntr y, a n d i n cl u d e B a s eli n e P A N S S t ot al s c or e a s a c o v ari at e. T h e L S m e a n of e a c h tr e at m e nt 
gr o u p, L S m e a n diff er e n c e s ( e a c h S E P -3 8 3 6 5 6  gr o u p v s.  pl a c e b o), t h eir st a n d ar d err or s a n d t w o-si d e d 
9 5 % CI s, a n d t h e n o mi n al p -v al u e s f or tr e at m e nt diff er e n c es  will b e o bt ai n e d fr o m t h e m o d el.  

B a s e d o n t h e A N C O V A  a n al y si s , wit hi n gr o u p eff e ct si z e at  a gi v e n ti m e p oi nt will b e c al c ul at e d a s t h e L S 
m e a n of e a c h tr e at m e nt gr o u p di vi d e d b y t h e st a n d ar d d e vi ati o n, o bt ai n e d a s t h e st a n d ar d err or of t h e L S 
m e a n m ulti pli e d b y t h e s q u ar e r o ot of t h e tr e at m e nt gr o u p s a m pl e si z e at t h at ti m e p oi nt. B et w e e n gr o u p 
eff e ct si z e at a gi v e n ti me p oi nt will b e c al c ul at e d a s t h e L S m e a n diff er e n c e of e a c h S E P -3 6 3 8 5 6 gr o u p 
v s.  pl a c e b o di vi d e d b y t h e p o ol e d st a n d ar d d e vi ati o n , o bt ai n e d a s t h e st a n d ar d err or of t h e L S m e a n 
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diff er e n c e di vi d e d b y t h e s q u ar e r o ot of t h e s u m of i n v er s e tr e at m e nt gr o u p s a m pl e si z e s  at t h at ti m e 
p oi nt . 

B a s eli n e P A N S S t ot al s c or e will al s o b e a n al y z e d b y a n A N C O V A m o d el i n cl u di n g f a ct or s f or tr e at m e nt 
a n d c o u ntr y.  T h e n o mi n al p -v al u e s f or tr e at m e nt diff er e n c e s will b e o bt ai n e d fr o m t h e m o d el.  

 C o m pl et e c a s e a n al y si s  

T h e c o m pl et e c a s e a n al y si s will b e p erf or m e d o n t h e s u b s et of s u bj e ct s i n t h e mI T T p o p ul ati o n w h o 
c o m pl et e d t h e d o u bl e -bli n d tr e at m e nt p eri o d a n d h a v e W e e k 6 / Vi sit 9 P A N S S t ot al s c or e d at a a v ail a bl e. 
T h e M M R M a n al y si s a s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3  will b e p erf or m e d o n t h e s e s u bj e ct s.  

 A n al y si s o n t h e p er pr ot o c ol p o p ul ati o n  

T h e M M R M a n al y si s a s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3  will b e p erf or m e d o n t h e P P p o p ul ati o n t o e v al u at e 
t h e effi c a c y of t h e tr e at m e nt f or t h e s e s u bj e ct s.  

 A n al y si s wit h mi s si n g P A N S S it e m(s ) i m p ut e d 

D u e t o  t h e u s e of el e ctr o ni c cli ni c al o ut c o m e a s s e s s m e nt ( e C O A ) t e c h n ol o g y a n d e xt e n si v e d at a q u alit y 
m o nit ori n g d uri n g t h e st u d y , n o p arti all y c o m pl et e d P A N S S a s s e s s m e nt s  ar e e x p e ct e d . H o w e v er , i n t h e 
r ar e e v e nt of a p arti all y c o m pl et e d P A N S S a s s e s s m e nt, mi s si n g P A N S S it e m s c or e s will b e i m p ut e d a s 
d e s cri b e d b el o w . 

I n c o ntr a st t o all ot h er a n al y s e s of t h e pri m ar y effi c a c y v ari a bl e  w h er e  mi s si n g P A N S S it e m s c or e s ar e n ot 
i m p ut e d a n d t h e c orr e s p o n di n g P A N S S t ot al s c or e i s s et t o mi s si n g , i n t hi s s u p pl e m e nt ar y a n al y si s , if a 
P A N S S a s s e s s m e nt i s p arti all y a v ail a bl e at a vi sit  (i. e., o n e or m or e P A N S S it e m s ar e mi s si n g ), t h e 
mi s si n g P A N S S it e m(s ) will b e i m p ut e d . It s h o ul d b e n ot e d t h at e ntir el y mi s si n g P A N S S a s s e s s m e nt s  will 
n ot b e fill e d i n u si n g im p ut ati o n i n t hi s a n al y si s.  

T h e i m p ut ati o n will b e p erf or m e d b y t h e M C M C m et h o d u n d er t h e M A R a s s u m pti o n  a s d e s cri b e d i n 
S e cti o n 1 6. 1. 4 . T h e o nl y diff er e n c e i s t h at t h e M C M C st at e m e nt will h a v e t h e o pti o n I M P U T E = F U L L.  

F or e a c h P A N S S it e m X t h at n e e d s s u c h i m p ut ati o n, M C M C i m p ut ati o n will b e p erf or m e d b a s e d o n a 
m ulti v ari at e n or m al di stri b uti o n i n cl u di n g v ari a bl e s f or di c h ot o mi z e d c o u ntri e s, B a s eli n e P A N S S it e m X 
s c or e, a n d all p o st -B a s eli n e P A N S S it e m X s c or e s ( D a y 4/ Vi sit 3, W e e k 1/ Vi sit 4, W e e k 2/ Vi sit 5, W e e k 
3/ Vi sit 6, W e e k 4/ Vi sit 7, a n d W e e k 5/ Vi sit 8, W e e k 6/ Vi sit 9). T h e i m p ut ati o n will b e d o n e b y tr e at m e nt 
gr o u p.  B y u si n g t hi s m et h o d, t h o s e vi sit s w h er e e ntir e P A N S S a s s e s s m e nt s  ar e mi s si n g will h a v e it e m X 
fill e d i n a s w ell. W h e n c al c ul at i n g P A N S S t ot al s c or e s  o n t h e i m p ut e d d at a s et s , t h e i m p ut e d v al u e s f or 
t h o s e vi sit s s h o ul d b e i g n or e d.  

A t ot al of 1 0 0 0 i m p ut e d d at a s et s will b e g e n er at e d f or e a c h P A N S S it e m  t o b e i m p ut e d t hi s w a y. U p o n 
c o m pl eti o n of t h e i m p ut ati o n f or all i n di vi d u al P A N S S it e m s, t h e d at a s et s f or e a c h P A N S S it e m will b e 
c o m bi n e d b y t h e  i m p ut ati o n n u m b er. P A N S S t ot al s c or e s  will b e c al c ul at e d f or t h e vi sit s w h er e P A N S S 
a s s e s s m e nt s  ar e c o m pl et el y or p arti all y a v ail a bl e i n t h e ori gi n al d at a, u si n g o b s er v e d/i m p ut e d P A N S S 
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it e m s c or e s. A s st at e d e arli er, f or vi sit s w h er e P A N S S  a s s e s s m e nt s  ar e e ntir el y mi s si n g i n t h e ori gi n al 
d at a, t h e P A N S S t ot al s c or e s h o ul d b e l eft a s mi s si n g.  

E a c h of t h e 1 0 0 0 i m p ut e d d at a s et s wit h P A N S S t ot al s c or e c al c ul at e d will b e a n al y z e d u si n g t h e M M R M 
a n al y si s a s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3 . R e s ult s fr o m t h e a n al y si s of e a c h i m p ut e d d at a s et, i.e ., t h e L S 
m e a n s of e a c h tr e at m e nt gr o u p, t h e L S m e a n tr e at m e nt diff er e n c e s ( v s. pl a c e b o) , a n d t h eir st a n d ar d 
err or s, will b e c o m bi n e d u si n g R u bi n’ s i m p ut ati o n r ul e s t o pr o d u c e p o ol e d L S m e a n a n d L S m e a n 
diff er e n c e e sti m at e s, t h eir st a n d ar d err or s a n d 9 5 % CI s , a n d p o ol e d p-v al u e s .  

1 6. 1. 6.  S U B G R O U P A N A L Y S E S O F P RI M A R Y E F FI C A C Y V A RI A B L E  

F or e a c h of t h e s u b gr o u p f a ct or s li st e d i n  S e cti o n 7. 5 , c h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e at 
W e e k 6 will b e a n al y z e d u si n g t h e M M R M m et h o d. F or t h e s u b gr o u p f a ct or s ot h er t h a n c o u ntr y, t h e 
M M R M m o d el will i n cl u d e fi x e d eff e ct s f or tr e at m e n t, s u b gr o u p, vi sit, c o u ntr y , B a s eli n e P A N S S t ot al s c or e, 
a n d tr e at m e nt -b y -s u b gr o u p, tr e at m e nt -b y -vi sit, s u b gr o u p -b y -vi sit, a n d tr e at m e nt -b y -s u b gr o u p -b y -vi sit 
i nt er a cti o n s. F or t h e s u b gr o u p f a ct or of c o u ntr y, t h e M M R M m o d el will i n cl u d e fi x e d eff e ct s f or tr e at m e nt, 
c o u ntr y, vi sit, B a s eli n e P A N S S t ot al s c or e, a n d tr e at m e nt -b y -c o u ntr y, tr e at m e nt -b y -vi sit, c o u ntr y -b y -vi sit, 
a n d tr e at m e nt -b y -c o u ntr y -b y -vi sit i nt er a cti o n s.   

S u b gr o u p s t h at d o n ot h a v e at l e a st 2 mI T T p o p ul ati o n s u bj e ct s wit h c h a n g e fr o m B a s eli n e i n P A N S S t ot al 
s c or e d at a a v ail a bl e at W e e k 6/ Vi sit 9 i n e a c h of t h e t hr e e tr e at m e nt gr o u p s will b e e x cl u d e d fr o m t h e 
a n al y si s.  

E sti m at e s o bt ai n e d fr o m t h e M M R M m o d el will b e pr e s e nt e d s e p ar at el y f or e a c h s u b gr o u p. T h e n o mi n al 
p -v al u e f or t h e tr e at m e nt -b y -s u b gr o u p i nt er a cti o n at W e e k 6/ Vi sit 9  will b e pr e s e nt e d. T h e pr e s e n c e of a  
si g nifi c a nt i nt er a cti o n eff e ct will b e a s s e s s e d at t h e 0. 1 0 l e v el f or h o m o g e n eit y of t h e tr e at m e nt eff e ct 
a cr o s s t h e diff er e nt c at e g ori e s of a s u b gr o u p f a ct or.  I n c a s e of a si g nifi ca nt i nt er a cti o n eff e ct, e sti m at e s b y 
s u b gr o u p will b e e x a mi n e d t o d et er mi n e t h e n at ur e of t h e i nt er a cti o n ( q u alit ati v e or q u a ntit ati v e).  T h e 
M M R M r e s ult s of all s u b gr o u p a n al y s e s will al s o b e pr e s e nt e d u si n g f or e st pl ot s.  

T h e o b s er v e d P A N S S t ot al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit f or e a c h s u b gr o u p . 

1 6. 2.  S E C O N D A R Y E F FI C A C Y  

T h e a n al y s e s of t h e s e c o n d ar y effi c a c y v ari a bl e will b e p erf or m e d o n t h e mI T T p o p ul ati o n , u nl e s s 
ot h er wi s e s p e cifi e d . 

1 6. 2. 1.  S E C O N D A R Y E F FI C A C Y V A RI A B L E &  D E RI V A TI O N  

T h e s e c o n d ar y effi c a c y v ari a bl e i s c h a n g e fr o m B a s eli n e i n C GI-S s c or e at E n d p oi nt ( W e e k  6) . 

T h e C GI -S (Cli ni c al Gl o b al I m pr e s si o n -S e v erit y ) i s a cli ni ci a n-r at e d a s s e s s m e nt of t h e s u bj e ct’ s c urr e nt 
ill n e s s st at e o n a 7-p oi nt s c al e, w h er e a hi g h er s c or e i s a s s o ci at e d wit h gr e at er ill n e s s s e v erit y. T h e C GI -S 
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s c or e t a k e s o n e of t h e f oll o wi n g v al u e s: 1 ( n or m al, n ot at all ill), 2 ( b or d erli n e m e nt all y ill), 3 ( mil dl y ill), 4 
( m o d er at el y ill), 5 ( m ar k e dl y ill), 6 ( s e v er el y ill), 7 ( a m o n g t h e m o st e xtr e m el y ill p ati e nt s).  

C GI -S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1, Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d 
Vi sit 9.  T h e B a s eli n e C GI -S s c or e will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e 
i n C GI -S s c or e at W e e k 6, a s w ell a s at t h e ot h er p o st -B a s eli n e ti m e p oi nt s, will b e d eri v e d a s d e s cri b e d i n  
S e cti o n  6. 7 . 

1 6. 2. 2.  M I S SI N G D A T A M E T H O D S F O R S E C O N D A R Y E F FI C A C Y V A RI A B L E  

T h e s e c o n d ar y  effi c a c y v ari a bl e, c h a n g e fr o m B a s eli n e i n C GI -S  s c or e at W e e k 6, will b e s et t o mi s si n g if 
t h e C GI-S  s c or e at W e e k 6 i s mi s si n g or if t h e B a s eli n e C GI -S s c or e i s mi s si n g. T h e s a m e a p pli e s t o all 
ot h er vi sit s.  

T h e pri m ar y a n al y si s of t h e s e c o n d ar y effi c a c y v ari a bl e will u s e a M M R M b a s e d o n o b s er v e d d at a o nl y 
( wit h e arl y t er mi n ati o n d at a m a p p e d a s d e s cri b e d i n S e cti o n 6. 4 ). Mi s si n g d at a will n ot b e i m p ut e d. 

1 6. 2. 3.  P RI M A R Y A N A L Y SI S O F  S E C O N D A R Y E F FI C A C Y V A RI A B L E  

 E sti m a n d  

T h e s e c o n d ar y  effi c a c y e sti m a n d i s d efi n e d a s t h e diff er e n c e b et w e e n e a c h S E P -3 6 3 8 5 6  d o s e l e v el a n d 
pl a c e b o i n t h e m e a n c h a n g e of C GI -S  s c or e fr o m B a s eli n e t o W e e k  6 i n a c ut el y p s y c h oti c a d ult s u bj e ct s 
wit h s c hi z o p hr e ni a a s c h ar a ct eri z e d b y t h e st u d y i n cl u si o n/ e x cl u si o n crit eri a, i n t h e h y p ot h eti c al s etti n g 
w h er e t h e s u bj e ct s w er e a bl e t o st a y o n st u d y a n d r e m ai n o n t h e st u d y tr e at m e nt f or 6  w e e k s . 

T h e f o ur attri b ut e s of t h e s e c o n d ar y effi c a c y e sti m a n d ar e a s f oll o w s: 

A. P o p ul ati o n of i nt er e st:  A c ut el y p s y c h oti c a d ult s u bj e ct s wit h s c hi z o p hr e ni a, a s c h ar a ct eri z e d b y t h e 
i n cl u si o n/ e x cl u si o n crit eri a of t h e st u d y. F or t h e effi c a c y a n al y s e s, t h e mI T T p o p ul ati o n will b e u s e d t o 
r e pr e s e nt t h e p o p ul ati o n of i nt er e st. 

B. V ari a bl e ( o r e n d p oi nt) of i nt er e st:  C h a n g e fr o m B a s eli n e i n C GI -S s c or e t o W e e k 6.  

C. I nt er c u rr e nt e v e nt:  T h e i nt er c urr e nt e v e nt t h at i s d e e m e d t o h a v e a n i m p a ct o n t h e i nt er pr et ati o n of 
t h e v ari a bl e of i nt er e st i s e arl y wit h dr a w al fr o m st u d y tr e at m e nt f or a n y r e a s o n. T hi s i nt er c urr e nt e v e nt will 
b e h a n dl e d wit h t h e h y p ot h eti c al str at e g y. T h at i s, t h e tr e at m e nt eff e ct of i nt er e st c o n c er n s t h e o ut c o m e s 
h a d all s u bj e ct s c o m pl et e d 6  w e e k s of st u d y tr e at m e nt. T h e effi c a c y d at a aft er t h e l a st o n -tr e at m e nt vi sit 
will n ot b e c oll e ct e d a s t h e s e d at a ar e irr el e v a nt t o t h e tr e at m e nt eff e ct of i nt er e st. R at h er, t h e s e d at a will 
b e i m pli citl y pr e di ct e d b a s e d o n t h e a s s u m pti o n s a b o ut h o w t h e d at a w o ul d e v ol v e aft er tr e at m e nt 
wit h dr a w al . 

D. P o p ul ati o n -l e v el s u m m ar y f or t h e v ari a bl e: T h e diff er e n c e i n t h e m e a n c h a n g e of C GI -S s c or e fr o m 
B a s eli n e t o W e e k  6.  
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T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

 J u stifi c ati o n f or t h e e sti m a n d  

J u stifi c ati o n f or t h e c h oi c e of t h e s e c o n d ar y effi c a c y e sti m a n d i s si mil ar t o t h at of t h e pri m ar y effi c a c y 
e sti m a n d.  

 H y p ot h e s e s a n d st a ti sti c al m o d el 

T h e effi c a c y of S E P -3 6 3 8 5 6  i n t er m s of t h e C GI -S  s c or e will b e e v al u at e d u si n g  th e f oll o wi n g t w o n ull 
h y p ot h e s e s ,  

o H 3 : T h er e i s n o diff er e n c e i n t h e m e a n c h a n g e fr o m B as eli n e i n C GI-S s c or e at W e e k 6 b et w e e n t h e
S E P -3 6 3 8 5 6  7 5  m g / d a y tr e at m e nt ar m a n d Pl a c e b o.

o H 4 : T h er e i s n o diff er e n c e i n t h e m e a n c h a n g e fr o m B as eli n e i n C GI-S s c or e at W e e k 6 b et w e e n t h e
S E P -3 6 3 8 5 6  1 0 0  m g / d a y tr e at m e nt ar m a n d Pl a c e b o.

T h e alt er n ati v e h y p ot h e si s f or e a c h of t h e n ull h y p ot h e s e s i s t h at t h er e i s a diff er e n c e. 

C h a n g e fr o m B a s eli n e i n C GI- S s c or e at W e e k 6 will b e a n al y z e d u si n g a M M R M m o d el si mil a r t o t h e 
m o d el d e s cri b e d i n S e cti o n 1 6. 1. 3. 3  f or t h e pri m ary effi c a c y v ari a bl e, wit h B a s eli n e C GI- S s c or e a s t h e 
c o v ari at e. T h e a dj u st e d p oi nt a n d 9 5 % CI e sti m at e s f or t h e tr e at m e nt eff e ct of S E P- 3 6 3 8 5 6 gr o u p s 
( v s. pl a c e b o) at W e e k 6 will b e c al c ul at e d si mil arl y a s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3. 

T h e o b s er v e d C GI -S s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d d e s cri pti v el y b y 
tr e at m e nt gr o u p a n d vi sit.  

L S M e a n s ( +/ - St a n d ar d Err or) of C GI -S s c or e c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n M M R M 
e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

1 6. 2. 4.  S E N SI TI VI T Y A N A L Y S E S O F  S E C O N D A R Y E F FI C A C Y V A RI A B L E  

S e n siti vit y a n al y s e s si mil ar t o t h e o n e s  d e s cri b e d i n S e cti o n 1 6. 1. 4  will b e p erf or m e d f or t h e s e c o n d ar y 
effi c a c y v ari a bl e . 

1 6. 2. 5.  S U P P L E M E N T A R Y  A N A L Y S E S O F S E C O N D A R Y E F FI C A C Y V A RI A B L E  

S u p pl e m e nt ar y  a n al y s e s si mil ar t o t h e o n e s d e s cri b e d i n S e cti o n s 1 6. 1. 5. 1 , 1 6. 1. 5. 2 , a n d 1 6. 1. 5. 3  will 
b e p erf or m e d f or t h e s e c o n d ar y effi c a c y v ari a bl e. T h e c o m pl et e c a s e a n al y si s will b e p erf or m e d o n t h e 
s u b s et of s u bj e ct s i n t h e mI T T p o p ul ati o n w h o c o m pl et e d t h e d o u bl e- bli n d tr e at m e nt p eri o d a n d h a v e 
W e e k 6/ Vi sit 9 C GI- S s c or e d at a a v ail a bl e. 

1 6. 2. 6.  S U B G R O U P A N A L Y S E S O F S E C O N D A R Y E F FI C A C Y V A RI A B L E  

S u b gr o u p a n al y s e s si mil ar t o t h e o n e s d e s cri b e d i n S e cti o n 1 6. 1. 6  will b e p erf or m e d f or t h e s e c o n d ar y 
effi c a c y v ari a bl e . T h e s u b gr o u p f a ct or of B a s eli n e p ati e nt t y p e b a s e d o n U P S M f a ct or s c or e s at B a s eli n e  
a n d M P N S e nri c h m e nt d o n ot a p pl y t o t h e s e c o n d ar y effi c a c y v ari a bl e.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e o b s er v e d C GI -S s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d d e s cri pti v el y b y 
tr e at m e nt gr o u p a n d vi sit f or e a c h s u b gr o u p. 

1 6. 3.  O T H E R  E F F I C A C Y 

T h e a n al y s e s of t h e ot h er effi c a c y v ari a bl e s  will b e p erf or m e d o n t h e mI T T  p o p ul ati o n , u nl e s s ot h er wi s e 
s p e cifi e d.  

1 6. 3. 1.  O T H E R  E F FI C A C Y V A RI A B L E S &  D E RI V A TI O N S  

 C h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e at e a c h s c h e d ul e d vi sit e x c e pt 

E n d p oi nt ( W e e k 6)  

T h e d eri v ati o n of t hi s effi c a c y v ari a bl e i s d e s cri b e d al o n g wit h t h at of t h e pri m ar y effi c a c y v ari a bl e i n 
S e cti o n 1 6. 1. 1 . 

 C h a n g e fr o m B a s eli n e i n C GI -S s c or e at e a c h s c h e d ul e d vi sit e x c e pt E n d p oi nt 

( W e e k 6)  

T h e d eri v ati o n of t hi s effi c a c y v ari a bl e i s d e s cri b e d al o n g wit h t h at of t h e s e c o n d ar y effi c a c y v ari a bl e i n 
S e cti o n 1 6. 2. 1 . 

 C h a n g e fr o m B a s eli n e i n P A N S S s u b s c al e s c or e s at e a c h s c h e d ul e d vi sit   

I n di vi d u al it e m s fr o m t h e P A N S S s c al e ar e s u m m e d t o d eri v e t h e f oll o wi n g s u b s c al e s c or e s:  

•  P ositi v e s u bs c al e: d el usi o ns, c o n c e pt u al di s or g a ni z ati o n, h all u ci n at or y b e h a vi or , e x cit e m e nt, 
gr a n di osit y, s us pi ci o us n ess/ p er s e c uti o n, h ostilit y. T hi s s u bs c al e s c or e r a n g es fr o m 7 t o 4 9.  

•  N e g ati v e s u bs c al e: bl u nt e d aff e ct, e m oti o n al wit h dr a w al, p o or r a p p ort, p assi v e/ a p at h eti c s o ci al 
wit h dr a w al, diffi c ult y i n a bstr a ct t hi n ki n g, l a c k of s p o nt a n eit y a n d fl o w of c o n v er s ati o n, st er e ot y p e d 
t hi n ki n g. T hi s s u bs c al e s c or e r a n g es fr o m 7 t o 4 9.  

•  G e n er al ps y c h o p at h ol o g y s u bs c al e: s o m ati c c o n c er n, a n xi et y , g uilt f e eli n g s, t e nsi o n, m a n n eri s m s 
a n d p ost uri n g, d e pr essi o n, m ot or r et ar d ati o n, u n c o o p er ati v e n ess, u n us u al t h o u g ht c o nt e nt, 
di s ori e nt ati o n, p o or att e nti o n, l a c k of j u d g m e nt a n d i nsi g ht, di st ur b a n c e of v oliti o n, p o or i m p ul s e 
c o ntr ol, pr e o c c u p ati o n, a cti v e s o ci al a v oi d a n c e. T hi s s u bs c al e s c or e r a n g es fr o m 1 6 t o 1 1 2 . 

P A N S S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1, Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d 
Vi sit 9.  T h e B a s eli n e P A N S S s u b s c al e s c or e s  will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e 
fr o m B a s eli n e i n P A N S S s u b s c al e s c or e s  at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s d e s cri b e d i n 
S e cti o n 6. 7 . 
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 C h a n g e fr o m B a s eli n e i n P A N S S M ar d er f a ct or s c or e s  at e a c h s c h e d ul e d vi sit   

I n di vi d u al it e m s fr o m t h e P A N S S s c al e ar e s u m m e d t o d eri v e t h e f oll o wi n g M ar d er f a ct or s ( M ar d er, D a vi s, 
& C h o ui n ar d, 1 9 9 7; 5 8: 5 3 8 – 4 6) :  

•  N e g ati v e s y m pt o m s: bl u nt e d aff e ct, e m oti o n al wit h dr a w al, p o or r a p p ort, p assi v e/ a p at h eti c s o ci al 
wit h dr a w al, l a c k of s p o nt a n eit y a n d fl o w of c o n v er s ati o n, m ot or r et ar d ati o n, a n d a c ti v e s o ci al 
a v oi d a n c e. T hi s M ar d er f a ct or sc or e r a n g es fr o m 7 t o 4 9.  

•  P ositi v e s y m pt o m s: d el usi o ns, h all u ci n at or y b e h a vi or, gr a n di osit y, s us pi ci o us n ess/ p er s e c uti o n, 
st er e ot y p e d t hi n ki n g, s o m ati c c o n c er n, u n us u al t h o u g ht c o nt e nt, a n d l a c k of j u d g m e nt a n d i nsi g ht. 
T hi s M ar d er f a ct or s c or e r a n g es fr o m 8 t o 5 6.   

•  Di s or g a niz e d t h o u g ht: c o n c e pt u al di s or g a niz ati o n, diffi c ult y i n a bstr a ct t hi n ki n g, m a n n eri s m s a n d 
p ost uri n g, p o or att e nti o n, di st ur b a n c e of v oliti o n, pr e o c c u p ati o n, a n d di s ori e nt ati o n . T hi s M ar d er 
f a ct or s c or e r a n g es fr o m 7 t o 4 9. 

•  U n c o ntr oll e d h ostilit y/ e x cit e m e nt: e x cit e m e nt, h ostilit y, u n c o o p er ati v e n e ss, a n d p o or i m p ul s e 
c o ntr ol . T hi s M ar d er f a ct or s c or e r a n g es fr o m 4 t o 2 8. 

•  A n xi et y/ d e pr essi o n: a n xi et y, g uilt  f e eli n g s, t e nsi o n, a n d d e pr essi o n . T hi s M ar d er f a ct or s c or e r a n g es 
fr o m 4 t o 2 8. 

P A N S S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1, Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d 
Vi sit 9.  T h e B a s eli n e P A N S S M ar d er f a ct or s c or e s will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e 
fr o m B a s eli n e i n P A N S S M ar d er f a ct or s c or e s at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6. 7 . 

 C h a n g e fr o m B a s eli n e i n P A N S S U P S M f a ct or s c or e s  a n d t h e U P S M t ot al 

f a ct or s c or e at e a c h s c h e d ul e d vi sit   

T h e P A N S S it e m s c or e s of e a c h s u bj e ct at e a c h vi sit will b e tr a n sf or m e d u si n g t h e U P S M, t o o bt ai n t h e 
s c or e s of 7 tr a n sf or m e d P A N S S f a ct or s  ( H o p ki n s S. , O gir al a, L o e b el, & K o bl a n, 2 0 1 8; 4 4( 3): 5 9 3-6 0 2) :  

•  P O S: P ositi v e  

•  DI S: Di s or g a niz e d  

•  N A A: N e g ati v e a p at h y/ a v oliti o n  

•  N D E: N e g ati v e d efi cit of e x pr essi o n  

•  H O S: H ostilit y  

•  A N X: A n xi et y  
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•  D E P: D e pr essi o n  

T h e tr a n sf or m ati o n will b e d o n e a s f oll o w s:  

[Tr a n sf or m e d P A N S S F a ct or D at a ]( 𝛾 × 7 )  =  [P A N S S D at a ]( 𝑝 × 3 0 ) × [U P S M ]( 3 0 × 7 )  

w h er e  

o  [Tr a ns f or m e d P A N S S F a ct or D at a]( 𝑝 × 7 )  i s t h e tr a nsf or m e d m atri x wit h N s ets of s c or es f or t h e 7 

tr a nsf or m e d P A N S S f a ct or s. 
o  [P A N S S D at a ]( 𝑞 × 3 0 )  i s a m atri x wit h N P A N S S ass ess m e nts a n d 3 0 c ol u m ns c o nt ai n i n g t h e s c or es of 

3 0 P A N S S it e m s or d er e d i n t h e s a m e w a y as s h o w n i n U P S M.  
o  [U P S M ]( 3 0 × 7 )  i s a m atri x wit h 3 0 r o ws ( o n e f or e a c h P A N S S it e m) a n d 7 c ol u m ns ( o n e f or e a c h of 

t h e 7 tr a nsf or m e d P A N S S f a ct or s). T hi s m atri x i s pr es e nt e d i n A P P E N DI X 5 . 

L a stl y, t h e  U P S M t ot al f a ct or s c or e will b e  c al c ul at e d a s t h e s u m of t h e 7 U P S M f a ct or s c or e s.  

P A N S S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1, Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d 
Vi sit 9. T h e B a s eli n e P A N S S U P S M f a ct or s c or e s a n d U P S M t ot al f a ct or s c or e will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6 . 2. T h e c h a n g e fr o m B a s eli n e i n P A N S S U P S M f a ct or s c or e s a n d U P S M t ot al f a ct or 
s c or e at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 . 

 P A N S S r e s p o n s e  at e a c h s c h e d ul e d vi sit  

P A N S S r e s p o n s e i s d efi n e d a s a 2 0 % or gr e at er i m pr o v e m e nt (i. e. , d e cr e a s e) i n P A N S S t ot al s c or e fr o m 
B a s eli n e.  

T h e p er c e nt c h a n g e i n P A N S S t ot al s c or e fr o m B a s eli n e will b e c al c ul at e d b y:  

P A N S S t ot al s c or e at a vi sit or t h e L O C F e n d p oi nt - P A N S S t ot al s c or e at B a s eli n e

P A N S S t ot al s c or e at B a s eli n e - 3 0
× 1 0 0 %  

F or e a c h s u bj e ct, t h e r e s p o n d er i n di c at or will b e s et t o Y  if t h e p er c e nt c h a n g e i s n e g ati v e a n d t h e 
m a g nit u d e i s e q u al t o or gr e at er t h a n 2 0 %. T h e i n di c at or will b e s et t o N  if t h e p er c e nt a g e i s n e g ati v e b ut 
t h e m a g nit u d e i s l e s s t h a n 2 0 % or if t h e p er c e nt a g e i s n o n-n e g ati v e. T h e i n di c at or will b e s et t o mi s si n g  if 
t h e p er c e nt a g e i s mi s si n g. 

I n a d diti o n, P A N S S r e s p o n s e d efi n e d b y t w o m or e stri n g e nt t hr e s h ol d s  will b e a s s e s s e d ; t h at i s, h a vi n g a 
3 0 % or gr e at er  a n d 5 0 % or gr e at er  i m pr o v e m e nt i n P A N S S t ot al s c or e fr o m B a s eli n e.  

P A N S S r e s p o n s e  at all t hr e e t hr e s h ol d s will b e d eri v e d f or all p o st -B a s eli n e ti m e p oi nt s.  

 C h a n g e fr o m B a s eli n e i n B N S S t ot al s c or e  a n d s u b s c al e s c or e s at e a c h 

s c h e d ul e d vi sit   

T h e B N S S (Bri ef N e g ati v e S y m pt o m S c al e ) i s a r ati n g s c al e t h at m e a s ur e s  t h e c urr e nt l e v el of s e v erit y of 
n e g ati v e s y m pt o m s i n s c hi z o p hr e ni a a n d  s c hi z o aff e cti v e di s or d er . T h e m e a s ur e i s c o m pri s e d of 
1 3  i n di vi d u al it e m s or g a ni z e d i n t o 6 s u b s c al e s : bl u nt e d aff e ct (it e m s 9, 1 0, 1 1), al o gi a (it e m s 1 2, 1 3), 
a v oliti o n (it e m s 7, 8), a n h e d o ni a (it e m s 1, 2, 3), a s o ci alit y (it e m s 5, 6), a n d di str e s s (it e m 4 ). E a c h of t h e 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

it e m s i s s c or e d o n a Li k ert -t y p e 7-p oi nt s c al e fr o m 0 t o 6, w h er e a v al u e of 0 i n di c at e s t h e s y m pt o m i s 
a b s e nt a n d a v al u e of 6 m e a n s t h e s y m pt o m i s a s e v er e f or m.  T h e s u b s c al e s c or e s ar e c al c ul at e d b y 
s u m mi n g t h e i n di vi d u al it e m s wit hi n e a c h s u b s c al e. T h e 1 3 it e m s ar e al s o s u m m e d t o pr o vi d e a t ot al 
s c or e w hi c h r a n g e s fr o m 0 t o 7 8.  

B N S S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, V i sit 7, Vi sit 8 a n d Vi sit 9. 
T h e B a s eli n e B N S S s u b s c al e a n d t ot al s c or e s will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e 
fr o m B a s eli n e i n B N S S s u b s c al e a n d t ot al s c or e s  at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6. 7 . 

 C h a n g e fr o m B a s eli n e i n M A D R S t ot al s c or e  a t e a c h s c h e d ul e d vi sit  

T h e M A D R S (M o nt g o m er y -A s b er g D e pr e s si o n R ati n g S c al e ) i s a cli ni ci a n-r at e d a s s e s s m e nt of t h e 
s u bj e ct’ s l e v el of d e pr e s si o n. T h e m e a s ur e c o nt ai n s 1 0  it e m s t h at m e a s ur e a p p ar e nt a n d r e p ort e d 
s a d n e s s, i n n er t e n si o n, r e d u c e d sl e e p a n d a p p etit e, diffi c ult y c o n c e ntr ati n g, l a s sit u d e, i n a bilit y t o f e el, a n d 
p e s si mi sti c a n d s ui ci d al t h o u g ht s. E a c h it e m i s s c or e d i n a r a n g e of 0  t o 6  p oi nt s, wit h hi g h er s c or e s 
i n di c ati n g i n cr e a s e d d e pr e s si v e s y m pt o m s. T ot al s c or e will b e e q u al t o t h e s u m of t h e 1 0 it e m s (r a n g e 
b et w e e n 0 a n d 6 0) . 

M A D R S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2, Vi sit 3, Vi sit 4, Vi sit 5, Vi sit 6, Vi sit 7, Vi sit 8 a n d Vi sit 9.  
T h e B a s eli n e M A D R S t ot al s c or e will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n 
M A D R S t ot al s c or e at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 . 

 C h a n g e fr o m B a s eli n e i n B A C S  c o m p o sit e s c or e  a n d c o m p o n e nt t e st s c or e s 

at e a c h s c h e d ul e d vi sit  

T h e B A C S ( Bri ef A s s e s s m e nt of C o g niti o n i n S c hi z o p hr e ni a ) a s s e s s e s 6  d o m ai n s of c o g niti o n : v er b al 
m e m or y/l e ar ni n g, w or ki n g m e m or y, m ot or f u n cti o n, v er b al fl u e n c y, s p e e d of pr o c e s si n g, a n d e x e c uti v e 
f u n cti o n. A n el e ctr o ni c t a bl et -b a s e d v er si o n of t h e tr a diti o n al B A C S, c all e d t h e B A C A p p, i s u s e d i n t hi s 
st u d y. T h e B A C A p p w a s d e v el o p e d t o all o w st a n d ar di z e d pr e s e nt ati o n of t a s k i n str u cti o n s a n d sti m uli, 
a u di o -r e c or di n g of r e s p o n s e s, a n d a ut o m ati z e d s c ori n g a n d d at a m a n a g e m e nt.  

T h e si x d o m ai n s of c o g niti o n  a s s e s s e d b y B A C S ar e li st e d b el o w : 

•  V er b al M e m or y/L e ar ni n g i s ass ess e d  wit h t h e V er b al M e m or y t as k. S u bj e cts ar e pr e s e nt e d wit h a 
li st of 1 5 w or ds a n d as k e d t o r e c all as m a n y as p ossi bl e. T hi s pr o c e d ur e i s r e p e at e d 5 ti m es. T h e 
o ut c o m e m e as ur e i s t h e n u m b er of w or ds r e c all e d.  

•  W or ki n g M e m or y i s ass ess e d wit h t h e Di git S e q u e n c i n g t as k. S u bj e cts ar e pr es e nt e d wit h a u dit or y 
cl ust er s of n u m b er s ( e. g., 9 3 6) of i n cr e asi n g l e n gt h a n d as k e d t o t ell t h e r at er t h e n u m b er s i n or d er 
fr o m l o w est t o hi g h est. T h e o ut c o m e m e as ur e i s t h e n u m b er of c orr e ct r es p o ns es. 

•  M ot or F u n cti o n i s ass ess e d wit h t h e T o k e n M ot or t as k. S u bj e cts ar e pr es e nt e d wit h t o k e ns a n d 
as k e d t o dr a g t h e m t o a c e nt er c o nt ai n er as q ui c kl y as p ossi bl e f or 6 0  s e c o n ds. T h e o ut c o m e 
m e as ur e i s t h e n u m b er of t o k e ns c orr e ctl y dr a g g e d i nt o t h e c o nt ai n er.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  V er b al Fl u e n c y i s ass ess e d w it h t h e S e m a nti c Fl u e n c y a n d L ett er Fl u e n c y t as ks. S u bj e cts ar e gi v e n 6 0 
s e c o n ds t o g e n er at e as m a n y w or ds as p ossi bl e i n a gi v e n c at e g or y ( s e m a nti c) or f or a gi v e n l ett er of 
t h e al p h a b et (l ett er). T h e o ut c o m e m e as ur e f or e a c h fl u e n c y t est i s t h e n u m b er of  w or ds g e n er at e d.  

•  S p e e d of Pr o c essi n g i s ass ess e d wit h t h e S y m b ol C o di n g t as k. S u bj e cts ar e pr o vi d e d a k e y a n d as k e d 
t o fill t h e c orr es p o n di n g n u m b er b e n e at h a s eri es of s y m b ols as q ui c kl y as p ossi bl e wit hi n 9 0 
s e c o n ds. T h e o ut c o m e m e as ur e i s t h e n u m b er of  c orr e ct it e m s.  

•  E x e c uti v e F u n cti o n i s ass ess e d wit h t h e T o w er of L o n d o n t as k. S u bj e cts ar e as k e d t o gi v e t h e 
mi ni m u m n u m b er of ti m es t h e b all s i n o n e pi ct ur e w o ul d n e e d t o b e m o v e d i n or d er t o m a k e t h e 
arr a n g e m e nt of b all s i d e nti c al t o t h at i n t h e o p p osi n g  pi ct ur e. T h e o ut c o m e m e as ur e i s t h e n u m b er 
of c orr e ct r es p o ns es.  

T h e r a w s c or e s  of t h e 6  d o m ai n s of c o g niti o n ar e tr a n sf or m e d i nt o c o m p o n e nt t e st T s c or e s  a n d t h e n a 
c o m p o sit e T s c or e s u m m ari zi n g all si x d o m ai n s  ar e d eri v e d  a s d e s cri b e d i n  ( K e ef e, et al., 2 0 0 8). T h e 
c o m p o n e nt t e st T s c or e s a n d t h e c o m p o sit e T s c or e f or e a c h s u bj e ct at e a c h vi sit ar e pr o vi d e d b y t h e 
B A C S v e n d or  f or dir e ct u s e i n d o w n str e a m  st ati sti c al a n al y s e s . 

B A C S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2 a n d Vi sit 9.  T h e B a s eli n e B A C S c o m p o n e nt t e st T s c or e s 
a n d c o m p o sit e T s c or e  will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n B A C S 
c o m p o n e nt t e st T s c or e s a n d c o m p o sit e T s c or e at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6. 7 . 

 C h a n g e fr o m B a s eli n e i n P S P  t ot al s c or e a n d i n di vi d u al d o m ai n s c or e s 

at e a c h s c h e d ul e d vi sit   

T h e P S P ( P er s o n al a n d S o ci al P erf or m a n c e S c al e) i s a 1 0 0-p oi nt si n gl e -it e m r ati n g s c al e of p er s o n al a n d 
s o ci al f u n cti o ni n g . T h e  1 0 0 -p oi nt r ati n g s c al e i s s u b di vi d e d i nt o 1 0 e q u al  i nt er v al s (or 1 0 -p oi nt c at e g ori e s ). 
T h e r ati n g i s b a s e d o n t h e a s s e s s m e nt of a p ati e nt' s f u n cti o ni n g i n f o ur ar e a s: 1) s o ci all y u s ef ul a cti viti e s , 
2) p er s o n al a n d s o ci al r el ati o n s hi p s , 3) s elf -c ar e , a n d 4 ) di st ur bi n g  a n d a g gr e s si v e b e h a vi or s. E a c h ar e a 
i s e v al u at e d u si n g t h e d e gr e e of s e v erit y: A b s e nt, Mil d, M a nif e st, M ar k e d, S e v er e a n d V er y S e v er e . F or 
t h e p ur p o s e of a n al y si s, t h e f oll o wi n g n u m eri c al v al u e s will b e a s si g n e d t o t h e d e gr e es  of s e v erit y:  

 0  = A b s e nt  

 1 = Mil d  

 2 = M a nif e st  

 3 = M ar k e d  

 4 = S e v er e  

 5 = V er y S e v er e  

A  P S P t ot al s c or e (r a n g e 1  t o 1 0 0) i s a s si g n e d b y t h e r at er b a s e d o n t h e s u bj e ct’ s f u n cti o ni n g i n t h e f o ur 
ar e a s.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

Hi g h er P S P t ot al s c or e s i n di c at e b ett er f u n cti o ni n g. S c or e s of 1 -3 0 i n di c at e f u n cti o ni n g  s o p o or t h at 
i nt e n si v e s u p p ort or s u p er vi si o n i s n e e d e d; s c or e s of 3 1-7 0 i n di c at e v ar yi n g d e gr e e s of diffi c ult y; a n d 
s c or e s of 7 1 -1 0 0 r efl e ct o nl y mil d diffi c ulti e s.  

P S P i s a s s e s s e d at  t h e s e st u d y vi sit s: Vi sit 2 a n d Vi sit 9.  T h e B a s eli n e P S P t ot al s c or e  will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n P S P t ot al s c or e at e a c h p o st -B a s eli n e ti m e p oi nt 
will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 .  

I n a d diti o n, t h e f oll o win g bi n ar y o ut c o m e s  b a s e d o n P S P t ot al s c or e will b e d eri v e d : 

•  P S P t ot al s c or e ≥ 7 1 at B as eli n e a n d e a c h s c h e d ul e d vi sit  ( W e e k 6/ Vi sit 9) 

•  I m pr o v e m e nt of ≥ 1 P S P 1 0 -p oi nt c at e g or y fr o m B as eli n e t o e a c h s c h e d ul e d vi sit  ( W e e k 6/ Vi sit 9) 

F or e a c h s u bj e ct, t h e i n di c at or f or e a c h of t h e bi n ar y o ut c o m es  d e s cri b e d a b o v e will b e s et t o Y  if t h e 
s u bj e ct s ati sfi e d t h e c o n diti o n, a n d N  if t h e s u bj e ct f ail e d t o s ati sf y t h e c o n diti o n. T h e i n di c at or will b e s et 
t o mi s si n g if t h e d at a n e c e s s ar y f or t h e d eri v ati o n i s mi s si n g  ( e. g., t h e P S P t ot al s c or e i s mi s si n g at a 
p arti c ul ar ti m e p oi nt). 

 C h a n g e fr o m B a s eli n e i n E Q -5 D -5 L V A S , i n d e x v al u e a n d di m e n si o n 

s c or e  at e a c h s c h e d ul e d vi sit  

T h e E Q -5 D -5 L ( E ur o Q ol-5 Di m e n si o n s  –  5 L e v el s ) i s a st a n d ar di z e d i n stru m e nt d e v el o p e d b y t h e E ur o Q ol 
Gr o u p a s a m e a s ur e of h e alt h -r el at e d q u alit y of lif e t h at c a n b e u s e d i n a wi d e r a n g e of h e alt h c o n diti o n s 
a n d tr e at m e nt s. T h e E Q -5 D -5 L  c o n si st s of t w o p art s: a ) t h e E Q-5 D -5 L d e s cri pti v e s y st e m , a n d b) t h e E Q 
V A S.  

T h e E Q -5 D -5 L d e s cri pti v e s y st e m c o m pri s e s fi v e di m e n si o n s: m o bilit y, s elf -c ar e, u s u al a cti viti e s, 
p ai n/ di s c o mf ort , a n d a n xi et y/ d e pr e s si o n. E a c h di m e n si o n h a s 5 l e v el s: l e v el 1 (n o pr o bl e m s ), l e v el 2 
(sli g ht pr o bl e m s ), l e v el 3 (m o d er at e pr o bl e m s ), l e v el 4 (s e v er e pr o bl e m s ), a n d l e v el 5 (e xtr e m e 
pr o bl e m s / u n a bl e t o d o). T h e p ati e nt i s a s k e d t o i n di c at e hi s/ h er h e alt h st at e b y ti c ki n g t h e b o x n e xt t o t h e 
m o st a p pr o pri at e st at e m e nt i n e a c h of t h e fi v e di m e n si o n s. T hi s d e ci si o n r e s ult s i n a 1 -di git n u m b er t h at 
e x pr e s s e s t h e l e v el s el e ct e d f or t h at di m e n si o n  (i. e., t h e di m e n si o n s c or e).  

T h e di m e n si o n s c or e s  f or t h e fi v e di m e n si o n s c a n b e c o m bi n e d i nt o a 5-di git c o d e t h at d e s cri b e s t h e 
p ati e nt’ s h e alt h st at e. A n i n d e x v al u e ( a w ei g ht e d s c ori n g of t h e 5  di m e n si o n s c or e s wit h a p o s si bl e r a n g e 
fr o m l e s s t h a n 0 [w h er e 0 i s t h e v al u e of a h e alt h st at e e q ui v al e nt t o d e a d; n e g ati v e v al u e s r e pr e s e nti n g 
v al u e s a s w or s e t h a n d e a d ] t o 1 [t h e v al u e of f ull h e alt h]) will b e a s si g n e d t o e a c h o b s er v e d h e alt h st at e 
u si n g t h e U S st a n d ar d v al u e s et a s d efi n e d i n  A P P E N DI X 6 . 

T h e E Q V A S r e c or d s t h e p ati e nt’ s s elf -r at e d h e alt h o n a v erti c al vi s u al a n al o g u e s c al e fr o m 0 t o 1 0 0, 
w h er e t h e e n d p oi nt s ar e l a b ell e d ‘ T h e b e st h e alt h y o u c a n i m a gi n e’ a n d ‘ T h e w or st h e alt h y o u c a n 
i m a gi n e’. T h e V A S c a n b e u s e d a s a q u a ntit ati v e m e a s ur e of h e alt h o ut c o m e t h at r efl e ct t h e p ati e nt’ s o w n 
j u d g m e nt.  

E Q -5 D -5 L i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit  2 a n d Vi sit 9 . T h e B a s eli n e E Q -5 D -5 L V A S  a n d  i n d e x 
v al u e a n d di m e n si o n s c or e s will  b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n E Q -
5 D -5 L V A S a n d i n d e x v al u e at e a c h p o st -B a s eli n e ti m e p oi nt will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 . 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

 C h a n g e fr o m B a s eli n e i n U P S A -B  t ot al s c or e a n d s u b s c al e s c or e s at 

e a c h s c h e d ul e d vi sit  

T h e U P S A -B ( U ni v er sit y of C alif or ni a S a n Di e g o ( U C S D) P erf or m a n c e-b a s e d S kill s A s s e s s m e nt  –  Bri ef 
V er si o n ) a s s e s s e s e v er y d a y f u n cti o ni n g i n p er s o n s wit h s eri o u s m e nt al ill n e s s. T h e U P S A -B i s a m e a s ur e 
of f u n cti o n al c a p a cit y i n w hi c h p ati e n t s ar e a s k e d t o r ol e-pl a y t a s k s i n 2  ar e a s of f u n cti o ni n g:  
c o m m u ni c ati o n a n d fi n a n c e s.  

T h e r a w s c or e of t h e fi n a n ci al s u b s c al e i s t h e s u m of t h e 1 0 fi n a n ci al it e m s a n d r a n g e s fr o m 0 t o 1 1, a n d 
t h e r a w s c or e of t h e c o m m u ni c ati o n s u b s c al e i s t h e s u m of t h e 9 c o m m u ni c ati o n it e m s a n d r a n g e s fr o m 0 
t o 9. E a c h s u b s c al e s c or e i s c al c ul at e d b y di vi di n g t h e r a w s c or e b y t h e hi g h e st p o s si bl e r a w s c or e of t h at 
s u b s c al e a n d t h e n m ulti pl yi n g b y 5 0, s o b ot h s u b s c al e s c or e s r a n g e fr o m 0 t o 5 0. T h e U P S A -B t ot al 
s c or e, c al c ul at e d a s t h e s u m of t w o s u b s c al e s c or e s, r a n g e s fr o m 0 t o 1 0 0. Hi g h er s c or e s r efl e ct b ett er 
p erf or m a n c e.  

U P S A -B  i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2 a n d Vi sit 9.  T h e B a s eli n e U P S A -B t ot al s c or e will b e 
d eri v e d a s d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n U P S A -B t ot al s c or e at e a c h p o st -
B a s eli n e ti m e p oi nt will b e d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 . 

 C h a n g e fr o m B a s eli n e i n M S Q  s c or e at e a c h s c h e d ul e d vi sit  

T h e M S Q i s a si n gl e -it e m, p ati e nt-r at e d, r at er a d mi ni st er e d q u e sti o n n air e t h at r e q uir e s t h e s u bj e ct t o u s e 
a 7 -p oi nt, Li k ert -t y p e s c al e t o r at e h o w s ati sfi e d t h e y ar e wit h t h eir c urr e nt a nti p s y c h oti c m e di c ati o n. T h e 
s u bj e ct will b e a s k e d t h e f oll o wi n g q u e sti o n:  “ O v er all, h o w s ati sfi e d ar e y o u wit h y o ur c urr e nt a nti p s y c h oti c 
m e di c ati o n” . 

S u bj e ct s will s el e ct 1 of 7 p ot e nti al r e s p o n s e s b a s e d o n t h ei r l e v el of s ati sf a cti o n fr o m e xtr e m el y 
di s s ati sfi e d ( 1) t o e xtr e m el y s ati sfi e d ( 7) a s f oll o w s:  

 ( 1) E xtr e m el y di s s ati sfi e d 

 ( 2) V er y di s s ati sfi e d  

 ( 3) S o m e w h at di s s ati sfi e d 

 ( 4) N eit h er di s s ati sfi e d n or s ati sfi e d  

 ( 5) S o m e w h at s ati sfi e d  

 ( 6) V er y s ati sfi e d 

 ( 7) E xtr e m el y s ati sfi e d 

M S Q i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1 a n d Vi sit 9. T h e B a s eli n e M S Q s c or e will b e d eri v e d a s 
d e s cri b e d i n S e cti o n 6. 2 . T h e c h a n g e fr o m B a s eli n e i n M S Q s c or e at e a c h p o st-B a s eli n e ti m e p oi n t will b e 
d eri v e d a s d e s cri b e d i n S e cti o n 6. 7 . 

P P D



St ati sti c al A n al y si s Pl a n  
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 7 3  of 1 8 7  

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  
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T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
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T o b a c c o u s e 

I nf or m ati o n r e g ar di n g t h e s u bj e ct’ s t o b a c c o u s e ar e r e c or d e d i n t h e C R F. D at a c oll e ct e d i ncl u d e t h e t y p e 
of t o b a c c o u s e d, a p pr o xi m at e a m o u nt , a n d ti m e p eri o d d uri n g w hi c h t o b a c c o w a s / i s b ei n g u s e d.  

T o b a c c o u s e i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 1 a n d Vi sit 9.  

1 6. 3. 2.  M I S SI N G D A T A M E T H O D S F O R O T H E R E F FI C A C Y V A RI A B L E S  

Wit h t h e e x c e pti o n of  o n e s u p pl e m e nt ar y a n al y si s f or B N S S t ot al s c or e ( s e e S e cti o n  1 6. 3. 3. 7 ) a n d 
M A D R S t ot al s c or e ( s e e S e cti o n 1 6. 3. 3. 8 ), an y i n di vi d u al mi s si n g it e m i n a n y s c al e will n ot b e i m p ut e d. 

F or d eri v e d s c or e s t h at d e p e n d o n m or e t h a n o n e i n di vi d u al it e m ( e. g. , P A N S S t ot al s c or e, P A N S S 
s u b s c al e s c or e s , P A N S S M ar d er f a ct or s c or e s , P A N S S U P S M f a ct or s c or e s a n d U P S M t ot al f a ct or s c or e , 
B N S S t ot al s c or e, B N S S s u b s c al e s c or e s , M A D R S t ot al s c or e, E Q -5 D -5 L i n d e x v al u e , a n d  U P S A -B t ot al 
s c or e ), if o n e or m or e it e ms  ar e mi s si n g at a vi sit, t h e d eri v e d s c or e will b e s et t o mi s si n g.  T h e 
c orr e s p o n di n g c h a n g e fr o m B a s eli n e v al u e  at a gi v e n p o st -B a s eli n e ti m e p oi nt  will b e s et t o mi s si n g if t h e 
B a s eli n e d eri v e d s c or e i s mi s si n g or if t h e d eri v e d s c or e at t h at ti m e p oi nt i s mi s si n g.  

F or P A N S S r e s p o n s e, a n y s u bj e ct wit h a mi s si n g P A N S S t ot al s c or e at B a s eli n e or at a n y p o st -B a s eli n e 
ti m e p oi nt will h a v e t h eir P A N S S r e s p o n s e  s et t o mi s si n g  f or t h at ti m e p oi nt. 

F or P S P bi n ar y v ari a bl e s b a s e d o n t h e P S P t ot al s c or e, if t h e P S P t ot al s c or e  i s mi s si n g at B a s eli n e or at 
a n y p o st -B a s eli n e ti m e p oi nt , t h e aff e ct e d bi n ar y v ari a bl e will b e s et t o mi s si n g. 

1 6. 3. 3.  A N A L Y SI S O F  O T H E R E F FI C A C Y V A RI A B L E S  

 C h a n g e fr o m B a s eli n e i n P A N S S t ot al s c or e at e a c h s c h e d ul e d vi sit e x c e pt 

E n d p oi nt ( W e e k 6)  

T hi s effi c a c y v ari a bl e i s a n al y z e d al o n g wit h t h e pri m ar y effi c a c y v ari a bl e a s d e s cri b e d i n S e cti o n s 
1 6. 1. 3 , 1 6. 1. 4 , 1 6. 1. 5 , a n d 1 6. 1. 6 . 

 C h a n g e fr o m B a s eli n e i n C GI -S s c or e at e a c h s c h e d ul e d vi sit e x c e pt E n d p oi nt 

( W e e k 6)  

T hi s effi c a c y v ari a bl e i s a n al y z e d al o n g wit h t h e s e c o n d ar y effi c a c y v ari a bl e a s d e s cri b e d i n 
S e cti o n s 1 6. 2. 3 , 1 6. 2. 4 , 1 6. 2. 5 , a n d 1 6. 2. 6 . 

C h a n g e fr o m B a s eli n e i n P A N S S s u b s c al e s c or e s  at e a c h s c h e d ul e d vi sit  

C h a n g e fr o m B a s eli n e i n e a c h of t h e P A N S S s u b s c al e s c or e s  at e a c h s c h e d ul e d vi sit  will b e a n al y z e d 
u si n g a M M R M m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 3. 3 , wit h t h e r e s p e cti v e B a s eli n e 
P A N S S s u b s c al e s c or e a s t h e c o v ari at e . I n a d diti o n, c h a n g e fr o m B a s eli n e i n e a c h of t h e P A N S S 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

s u b s c al e s c or e s at e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt will b e a n al y z e d u si n g a n A N C O V A 
m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 5. 1 , wit h t h e r e s p e cti v e B a s eli n e P A N S S s u b s c al e 
s c or e a s t h e c o v ari at e . 

T h e o b s er v e d P A N S S s u b s c al e s c or e s  a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

L S M e a n s ( +/ - St a n d ar d Err or) of P A N S S s u b s c al e s c or e s c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n 
M M R M e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

 C h a n g e fr o m B a s eli n e i n P A N S S M ar d er f a ct or s c or e s at e a c h s c h e d ul e d vi sit   

C h a n g e fr o m B a s eli n e i n e a c h of t h e P A N S S M ar d er f a ct or s c or e s at e a c h s c h e d ul e d vi sit will b e 
a n al y z e d u si n g a M M R M m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 3. 3 , wit h t h e r e s p e cti v e 
B a s eli n e P A N S S M ar d er f a ct or s c or e a s t h e c o v ari at e . I n a d diti o n, c h a n g e fr o m B a s eli n e i n e a c h of t h e 
P A N S S M ar d er f a ct or s c or e s at e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt will b e a n al y z e d  u si n g a n 
A N C O V A m o d el si mil a r t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 5. 1 , wit h t h e r e s p e cti v e B a s eli n e P A N S S 
M ar d er f a ct or s c or e a s t h e c o v ari at e . 

T h e o b s er v e d P A N S S M ar d er f a ct or s c or e s a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y t r e at m e nt gr o u p a n d vi sit. 

L S M e a n s ( +/ - St a n d ar d Err or) of P A N S S M ar d er f a ct or s c or e s c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n 
M M R M e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

 C h a n g e fr o m B a s eli n e i n P A N S S U P S M f a ct or s c or e s  a n d t h e U P S M t otal 

f a ct or s c or e at e a c h s c h e d ul e d vi sit  

C h a n g e fr o m B a s eli n e i n e a c h of t h e P A N S S U P S M f a ct or s c or e s a n d t h e t ot al f a ct or s c or e at e a c h 
s c h e d ul e d vi sit will b e a n al y z e d  u si n g a M M R M m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 3. 3 , 
wit h t h e r e s p e cti v e B a s eli n e P A N S S U P S M f a ct or s c or e  or t h e t ot al f a ct or s c or e a s t h e c o v ari at e . I n 
a d diti o n, c h a n g e fr o m B a s eli n e i n e a c h of t h e P A N S S U P S M f a ct or s c or e s a n d t h e t ot al f a ct or s c or e at 
e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt will b e a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e 
m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 5. 1 , wit h t h e r e s p e cti v e B a s eli n e P A N S S U P S M f a ct or s c or e or t h e t ot al 
f a ct or s c or e a s t h e c o v ari at e . 

F or e a c h of t h e  U P S M f a ct or s c or e s a n d t h e t ot al f a ct or s c or e , t h e 9 5 % CI of t h e A N C O V A -b a s e d wit hi n 
gr o u p eff e ct si z e of e a c h tr e at m e nt gr o u p at W e e k 6/ Vi sit 9 will b e c al c ul at e d b y m ulti pl yi n g t h e l o w er a n d 
u p p er b o u n d s of t h e 9 5 % CI of t h e n o n -c e ntr alit y p ar a m et er of t h e t -di stri b uti o n a s s o ci at e d wit h t h e t -t e st 
f or t h e L S m e a n b y t h e s q u ar e r o o t of i n v er s e tr e at m e nt gr o u p s a m pl e si z e at W e e k 6/ Vi sit 9 . T h e 9 5 % CI 
of t h e A N C O V A -b a s e d b et w e e n gr o u p eff e ct si z e f or e a c h S E P-3 6 3 8 5 6 gr o u p v s.  pl a c e b o at W e e k 6/ Vi sit 
9 will b e c al c ul at e d b y m ulti pl yi n g t h e l o w er a n d u p p er b o u n d s of t h e 9 5 % CI of t h e n o n -c e ntr alit y 
p ar a m et er  of t h e t -di stri b uti o n a s s o ci at e d wit h t h e t -t e st f or t h e L S m e a n diff er e n c e b y t h e s q u ar e r o ot of 
t h e s u m of i n v er s e tr e at m e nt gr o u p s a m pl e si z e s at W e e k 6/ Vi sit 9 . T h e s e 9 5 % CI s will o nl y b e pr e s e nt e d 
i n a fi g ur e t h at s h o w s a si d e -b y -si d e c o m p ari s o n of t h e M ar d er f a ct or s c or e s a n d P A N S S t ot al s c or e v s.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

t h e U P S M f a ct or s c or e s a n d t ot al f a ct or s c or e . ( 9 5 % CI f or t h e M ar d er f a ct or s c or e s a n d t h e P A N S S t ot al 
s c or e eff e ct  si z e s at W e e k 6/ Vi sit 9 will b e c al c ul at e d si mil arl y. ) 

T h e o b s er v e d P A N S S U P S M f a ct or s c or e s a n d t h e t ot al f a ct or s c or e a s w ell a s t h e c h a n g e fr o m B a s eli n e 
v al u e s will al s o b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

L S M e a n s ( +/ - St a n d ar d Err or) of P A N S S U P S M f a ct or s c or e s c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n 
M M R M e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

 P A N S S r e s p o n s e  at e a c h s c h e d ul e d vi sit   

T h e a n al y s e s d e s cri b e d b el o w will b e a p pli e d t o all t hr e e t hr e s h ol d s: 2 0 % or gr e at er i m pr o v e m e nt, 3 0 % or 
gr e at er i m pr o v e m e nt, a n d 5 0 % or gr e at er i m pr o v e m e nt i n t h e P A N S S t ot al s c or e  fr o m B a s eli n e. 

P A N S S r e s p o n s e at e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt will b e a n al y z e d u si n g a l o gi sti c 
r e gr e s si o n m o d el wit h r e s p o n d er i n di c at or a s t h e d e p e n d e nt  v ari a bl e a n d i n cl u d e f a ct or s f or tr e at m e nt a n d 
r e gi o n, a n d i n cl u d e B a s eli n e P A N S S t ot al s c or e a s a c o v ari at e . T h e N u m b er N e e d e d t o Tr e at ( N N T) will 
b e pr o vi d e d : 

•  T h e N N T f or e a c h S E P -3 6 3 8 5 6 gr o u p will b e d eri v e d as : 

N N T =
1

Ri s k R e d u cti o n ( R R)
=

1

P A N S S R es p o ns e R at e S E P -3 6 3 8 5 6 x x m g − P A N S S R es p o ns e R at e Pl a c e b o

 

O nl y p ositi v e N N T r es ults will b e pr es e nt e d. T h e N N T r es ults will b e pr o vi d e d i n w h ol e n u m b er s wit h a n y 
fr a cti o n al v al u es r o u n d e d u p t o t h e n e ar est w h ol e n u m b er. T h e 9 5 % CI of N N T will al s o b e pr es e nt e d a n d 
ar e c o m p ut e d b y t a ki n g t h e r e ci pr o c al of t h e 9 5 % CI l o w er a n d u p p er b o u n ds of t h e R R  w h e n b ot h b o u n ds 
ar e p ositi v e . T h e l o w er c o nfi d e n c e li mit will b e r ou n d e d d o w n t o t h e l ar g est w h ol e n u m b er t h at i s l ess 
t h a n t h e c o m p ut e d esti m at e, a n d t h e u p p er c o nfi d e n c e li mit will b e r o u n d e d u p t o t h e s m all est w h ol e 
n u m b er t h at i s gr e at er t h a n t h e c o m p ut e d esti m at e. 

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s w h o a c hi e v e a P A N S S r e s p o n s e will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

L a stl y, t h e pr o p orti o n of s u bj e ct s a c hi e vi n g a gi v e n p er c e nt a g e c h a n g e t hr e s h ol d i n P A N S S t ot al s c or e 
fr o m B a s eli n e at t h e L O C F e n d p oi nt will b e c al c ul at e d f or e a c h tr e at m e nt gr o u p. T hi s c al c ul ati o n will b e 
p erf or m e d at m ulti pl e t hr e s h ol d s, st arti n g fr o m -1 0 0 % a n d i n cr e a s e s at 5 % i n cr e m e nt s u ntil all s u bj e ct s 
ar e a c c o u nt e d f or  i n all tr e at m e nt gr o u p s.  

 C h a n g e fr o m B a s eli n e i n B N S S t ot al s c or e  a n d s u b s c al e s c or e s at e a c h 

s c h e d ul e d vi sit   

C h a n g e fr o m B a s eli n e i n B N S S t ot al s c or e at e a c h s c h e d ul e d vi sit will b e a n al y z e d  u si n g a M M R M m o d el 
si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 3. 3 , wit h B a s eli n e B N S S t ot al s c or e a s t h e c o v ari at e. I n 
a d diti o n, c h a n g e fr o m B a s eli n e i n B N S S t ot al s c or e at e a c h s c h e d ul e d vi sit a n d at t h e L O C F e n d p oi nt will 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

b e a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e 
B N S S t ot al s c or e a s t h e c o v ari at e .  

C h a n g e fr o m B a s eli n e i n e a c h of t h e B N S S s u b s c al e s c or e s will b e a n al y z e d u si n g t h e M M R M m et h o d 
a n d t h e A N C O V A m et h o d si mil arl y  t o t h e B N S S t ot al s c or e. 

T h e o b s er v e d B N S S t ot al s c or e  a n d s u b s c al e s c or e s a n d t h e c h a n g e fr o m B a s eli n e v al u e s  will al s o b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

L S M e a n s ( +/ - St a n d ar d Err or) of B N S S t ot al s c or e c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n M M R M 
e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

L a stl y, a s a s u p pl e m e nt ar y a n al y si s, i n d i vi d u al B NS S it e m s t h at ar e mi s si n g i n p arti all y c o m pl et e d B N S S 
a s s e s s m e nt s will b e fill e d i n u si n g t h e M C M C i m p ut ati o n m et h o d a s d e s cri b e d f or P A N S S i n S e cti o n 
1 6. 1. 5. 4 . T h e B N S S t ot al s c or e s will t h e n b e c al c ul at e d b a s e d o n t h e o b s er v e d/i m p ut e d it e m s c or e s a n d 
a n al y z e d u si n g a M M R M m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 3. 3 . M o d el e sti m at e s fr o m 
e a c h M M R M a n al y si s will t h e n b e c o m bi n e d u si n g R u bi n’ s r ul e s.  

 C h a n g e fr o m B a s eli n e i n M A D R S t ot al s c or e  at e a c h s c h e d ul e d vi sit   

C h a n g e fr o m B a s eli n e i n M A D R S t ot al s c or e at e a c h s c h e d ul e d vi sit will b e a n al y z e d  u si n g a M M R M 
m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 3. 3 , wit h B a s eli n e M A D R S t ot al s c or e a s t h e 
c o v ari at e . I n a d diti o n, c h a n g e fr o m B a s eli n e i n M A D R S t ot al s c or e at e a c h s c h e d ul e d vi sit a n d at t h e 
L O C F e n d p oi nt will b e a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 
1 6. 1. 5. 1 , wit h B a s eli n e M A D R S t ot al s c or e a s t h e c o v ari at e .  

T h e o b s er v e d M A D R S t ot al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.   

L S M e a n s ( +/ - St a n d ar d Err or) of M A D R S t ot al s c or e c h a n g e fr o m B a s eli n e o v er ti m e b a s e d o n M M R M 
e sti m at e s will b e pl ott e d a s d e s cri b e d i n t h e fi g ur e s h ell.  

L a stl y, a s a s u p pl e m e nt ar y a n al y si s, i n di vi d u al M A D R S it e m s t h at ar e mi s si n g i n p arti all y c o m pl et e d 
M A D R S  a s s e s s m e nt s will b e fill e d i n u si n g t h e M C M C i m p ut ati o n m et h o d a s d e s cri b e d f or P A N S S i n 
S e cti o n 1 6. 1. 5. 4 . T h e M A D R S t ot al s c or e s will t h e n b e c al c ul at e d b a s e d o n t h e o b s er v e d/i m p ut e d it e m 
s c or e s a n d a n al y z e d u si n g a M M R M m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 3. 3 . M o d el 
e sti m at e s fr o m e a c h M M R M a n al y si s will t h e n b e c o m bi n e d u si n g R u bi n’ s r ul e s.  

 C h a n g e fr o m B a s eli n e i n B A C S c o m p o sit e s c or e a n d c o m p o n e nt t e st s c or e s 

at e a c h s c h e d ul e d vi sit  

C h a n g e fr o m B a s eli n e i n B A C S c o m p o sit e T s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) a n d t h e L O C F 
e n d p oi nt will b e a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , 
wit h  B a s eli n e B A C S c o m p o sit e T s c or e a s t h e c o v ari at e .  

C h a n g e fr o m B a s eli n e i n e a c h of t h e B A C S c o m p o n e nt t e st T s c or e s will b e a n al y z e d u si n g t h e A N C O V A 
m et h o d si mil arl y  t o t h e B A C S c o m p o sit e T s c or e . 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e o b s er v e d B A C S c o m p o sit e T s c or e a n d c o m p o n e nt t e st T s c or e s a n d t h e c h a n g e fr o m B a s eli n e 
v al u e s will al s o b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

 C h a n g e fr o m B a s eli n e i n P S P t ot al s c or e a n d i n di vi d u al d o m ai n s c or e s 

at e a c h s c h e d ul e d vi sit  

C h a n g e fr o m B a s eli n e i n P S P t ot al s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) a n d t h e L O C F e n d p oi nt 
will b e a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , wit h 
B a s eli n e P S P t ot al s c or e a s t h e c o v ari at e . 

C h a n g e fr o m B a s eli n e i n e a c h of t h e P S P i n di vi d u al d o m ai n s c or e s will b e a n al y z e d u si n g t h e A N C O V A 
m et h o d si mil arl y t o t h e P S P t ot al s c or e.  

T h e o b s er v e d P S P t ot al s c or e a n d i n di vi d u al d o m ai n s c or e s a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o 
b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

E a c h bi n ar y o ut c o m e li st e d b el o w at W e e k 6/ Vi sit 9  a n d t h e L O C F e n d p oi nt will b e a n al y z e d u si n g  a 
l o gi sti c r e gr e s si o n m o d el wit h e v e nt i n di c at or a s t h e d e p e n d e nt v ari a bl e a n d i n cl u d e f a ct or s f or tr e at m e nt 
gr o u p a n d r e gi o n a n d i n cl u d e B a s eli n e P S P t ot al s c or e a s a c o v ari at e. N N T (s e e S e cti o n 1 6. 3. 3. 6 ) will 
al s o b e pr o vi d e d.   

•  P S P t ot al s c or e ≥ 7 1 at B as eli n e a n d e a c h s c h e d ul e d vi sit  ( W e e k 6/ Vi sit 9) 

•  I m pr o v e m e nt of ≥ 1 P S P 1 0 -p oi nt c at e g or y fr o m B as eli n e t o e a c h s c h e d ul e d vi sit  ( W e e k 6/ Vi sit 9) 

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s s ati sf yi n g e a c h of t h e a b o v e c o n diti o n s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.   

I n a d diti o n, t h e n u m b er a n d p er c e nt a g e of s u bj e ct s t h at f all i n e a c h of t h e f oll o wi n g P S P c at e g ori e s  will b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit :  

o  T ot al s c or e 1 0 0 -7 1 ( mil d t o n o i m p air m e nt).  
o  T ot al s c or e 7 0 -5 1 ( m o d er at e i m p air m e nt)  
o  T ot al s c or e 5 0 -3 1 ( m ar k e d i m p air m e nt)  
o  T ot al s c or e 3 0 -1  ( s e v er e i m p air m e nt) 

T h e tr e at m e nt diff er e n c e i n t h e fr e q u e n c y di stri b uti o n of t h e P S P c at e g ori e s at W e e k 6/ Vi sit 9 a n d t h e 
L O C F e n d p oi nt will b e a s s e s s e d b y u si n g a C hi -s q u ar e d t e st.  If > 2 0 % of t h e c ell s h a v e e x p e ct e d 
fr e q u e n ci e s l e s s t h a n 5, Fi s h er’ s e x a ct t e st will b e u s e d i n st e a d of t h e C hi-s q u ar e d t e st.  

 C h a n g e fr o m B a s eli n e i n E Q-5 D -5 L V A S , i n d e x v al u e a n d di m e n si o n 

s c or e  at e a c h s c h e d ul e d vi sit   

C h a n g e fr o m B a s eli n e i n E Q -5 D -5 L V A S a n d i n d e x v al u e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) a n d t h e 
L O C F e n d p oi nt will e a c h b e  a n al y z e d  u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 
1 6. 1. 5. 1 , wit h B a s eli n e E Q -5 D -5 L  V A S a n d i n d e x v al u e a s t h e r e s p e cti v e c o v ari at e . 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e o b s er v e d E Q -5 D -5 L V A S a n d i n d e x v al u e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit. 

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s r e p orti n g e a c h l e v el of pr o bl e m u n d er e a c h of t h e 5 di m e n si o n s 
(i. e., t h e fr e q u e n c y di stri b uti o n of t h e di m e n si o n s c or e s) will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt 
gr o u p a n d vi sit. T h e tr e at m e nt diff er e n c e  i n t h e fr e q u e n c y di stri b uti o n of e a c h of t h e 5 di m e n si o n s at W e e k 
6/ Vi sit 9 a n d t h e L O C F e n d p oi nt will b e a s s e s s e d b y u si n g a C hi -s q u ar e d t e st.  If > 2 0 % of t h e c ell s h a v e 
e x p e ct e d fr e q u e n ci e s l e s s t h a n 5, Fi s h er’ s e x a ct t e st will b e u s e d  i n st e a d of t h e C hi-s q u ar e d t e st.  

T h e E Q -5 D h e alt h st at e at a gi v e n p o st -B a s eli n e ti m e p oi nt  r el ati v e t o t h e h e alt h st at e at B a s eli n e will b e 
c at e g ori z e d i nt o : 

•  B ett er : If t he h e alt h st at e at t h e p ost -B as eli n e ti m e p oi nt i s b ett er in at l e ast o n e di m e nsi o n a n d i s 
n o w or s e i n a n y ot h er di m e nsi o n  t h a n t h e h e alt h st at e  at B as eli n e . 

•  W or s e: If t h e h e alt h st at e at t h e p ost -B as eli n e ti m e p oi nt i s w or s e in  at l e ast o n e di m e nsi o n a n d i s 
n o b ett er i n a n y ot h er di m e nsi o n  t h a n t h e h e alt h st at e at B as eli n e . 

•  S a m e: If t h e h e alt h st at e i s e x a ctl y t h e s a m e b et w e e n t h e p ost -B as eli n e ti m e p oi nt a n d B as eli n e.  

•  Mi x e d: If t h e h e alt h st at e at t h e p ost -B as eli n e ti m e p oi nt i s b ett er i n o n e di m e nsi o n b ut w or s e i n 
a n ot h er di m e nsi o n t h a n t h e h e alt h st at e at B as eli n e.  

T h e fr e q u e n c y di stri b uti o n of t h e p o st -B a s eli n e c at e g ori z e d E Q -5 D h e alt h st at e r el ati v e t o t h e B a s eli n e will 
b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi s it. T h e tr e at m e nt diff er e n c e i n t h e fr e q u e n c y 
di stri b uti o n at W e e k 6/ Vi sit 9 a n d t h e L O C F e n d p oi nt will b e a s s e s s e d b y u si n g a C hi -s q u ar e d t e st.  If 
> 2 0 % of t h e c ell s h a v e e x p e ct e d fr e q u e n ci e s l e s s t h a n 5, Fi s h er’ s e x a ct t e st will b e u s e d i n st e a d of t h e 
C hi -s q u ar e d t e st.  

 C h a n g e fr o m B a s eli n e i n U P S A-B t ot al s c or e a n d s u b s c al e s c or e s at 

e a c h s c h e d ul e d vi sit  

C h a n g e fr o m B a s eli n e i n U P S A -B t ot al s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) will b e a n al y z e d  
u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d  i n S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e U P S A -B t ot al 
s c or e a s t h e c o v ari at e . 

C h a n g e fr o m B a s eli n e i n e a c h of t h e U P S A -B s u b s c al e s c or e s will b e a n al y z e d u si n g t h e A N C O V A 
m et h o d si mil arl y t o t h e U P S A -B t ot al s c or e.  

T h e  o b s er v e d U P S A -B t ot al s c or e a n d s u b s c al e s c or e s a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

 C h a n g e fr o m B a s eli n e i n M S Q s c or e at e a c h s c h e d ul e d vi sit  

T h e a n al y si s of M S Q d at a will b e li mit e d t o s u bj e ct s w h o  w er e b ei n g tr e at e d wit h a n a nti p s y c h oti c 
m e di c ati o n at t h e ti m e of s cr e e ni n g or h a d b e e n tr e at e d wit h a nti p s y c h oti c m e di c ati o n s wit hi n 3 0 d a y s 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

pri or t o t h e S cr e e ni n g vi sit . T h e s e s u bj e ct s will b e i d e ntifi e d at t h e Bli n d e d D at a R e vi e w m e eti n g p ri or t o 
d at a b a s e l o c k a n d tr e at m e nt u n bli n di n g.  

C h a n g e fr o m B a s eli n e i n M S Q s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) will b e a n al y z e d  u si n g a n 
A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n  S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e M S Q s c or e a s t h e 
c o v ari at e . 

T h e o b s er v e d M S Q s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d d e s cri pti v el y b y 
tr e at m e nt gr o u p a n d vi sit. I n a d diti o n, t h e fr e q u e n c y di stri b uti o n of t h e M S Q s c or e will b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit . 

 T o b a c c o u s e  

T o b a c c o u s e d at a will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

F or e a c h t o b a c c o  t y p e, th e a m o u nt b ei n g u s e d at  W e e k 6/ Vi sit 9 i n c o m p ari s o n wit h t h e a m o u nt b ei n g 
u s e d at B a s eli n e will b e cl a s sifi e d a s “i n cr e a s e d”, “ d e cr e a s e d”, or “ u n c h a n g e d”  f or e v er y s u bj e ct, b a s e d o n 
t h e r e p ort e d a m o u nt u s e d i n a gi v e n p eri o d. If a s u bj e ct q uit u si n g a p arti c ul ar t y p e of t o b a c c o  si n c e 
B a s eli n e , t h e a mo u nt u s e d f or t h at t o b a c c o t y p e will b e cl a s sifi e d a s “ d e cr e a s e d”. If a s u bj e ct n e wl y 
st art e d or r e st art e d u si n g a p arti c ul ar t y p e of t o b a c c o si n c e B a s eli n e, t h e a m o u nt u s e d f or t h at t o b a c c o 
t y p e will b e cl a s sifi e d a s “in cr e a s e d”.   

T h e n f or s u bj e ct s w h o s e c h a n g e s i n a m o u nt f or all t o b a c c o t y p e s b et w e e n B a s eli n e a n d W e e k 6/ Vi sit 9 
ar e n ot i n o p p o sit e dir e cti o n s , a s u bj e ct’ s o v er all t o b a c c o c o n s u m pti o n at W e e k 6/ Vi sit 9 i n c o m p ari s o n 
wit h B a s eli n e will b e cl a s sifi e d a s “i n c r e a s e d”, “ d e cr e a s e d”, or “ u n c h a n g e d” b a s e d o n t h e f oll o wi n g:  

o  If t h e c h a n g e i n a m o u nt f or e a c h t o b a c c o t y p e i s eit h er “ i n cr e as e d ” or “ u n c h a n g e d ”, t h e s u bj e ct’ s 
o v er all c o ns u m pti o n will b e cl assifi e d as “i n cr e as e d ”.  

o  If t h e c h a n g e i n a m o u nt f or e a c h t o b a c c o ty p e i s eit h er “ d e cr e as e d ” or “ u n c h a n g e d ”, t h e s u bj e ct’ s 
o v er all c o ns u m pti o n will b e cl assifi e d as “ d e cr e as e d ”.  

o  If t h e c h a n g e i n a m o u nt f or all t o b a c c o t y p es i s “ u n c h a n g e d ”, t h e s u bj e ct’ s o v er all c o ns u m pti o n will 
b e cl assifi e d as “ u n c h a n g e d ” . 

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s i n e a c h o v er all c o n s u m pti o n a m o u nt c h a n g e c at e g or y will b e 
s u m m ari z e d b y tr e at m e nt gr o u p.  

I n a d diti o n, f or s u bj e ct s w h o r e p ort e d u si n g “Ci g ar ett e s ” at eit h er B a s eli n e or W e e k 6/ Vi sit 9  or at b ot h 
ti m e p oi nt s, t h e n u m b er of ci g ar ett e s u s e d p er d a y will b e d eri v e d f or b ot h ti m e p oi nt s. T h e f oll o wi n g 
c o n v er si o n will b e a p pli e d if n e c e s s ar y:  

o  A m o u nt: 1 P a c k = 2 0 Ci g ar ett es.  
o  Ti m e p eri o d: 1 W e e k = 7 D a ys; 1 M o nt h = 3 0 D a ys . 

T h e a m o u nt of ci g ar ett e u s e d p er d a y a n d t h e c h a n g e f r o m B a s eli n e v al u e s will b e s u m m ari z e d b y 
tr e at m e nt gr o u p a n d vi sit . 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1 6. 4.  E V A L U A TI O N O F IM P A C T O F C O VI D -1 9  O N E F FI C A C Y  

All a n al y s e s i n t hi s s e cti o n will b e c o n d u ct e d o n s u bj e ct s i n t h e mI T T p o p ul ati o n. N o m ulti pli cit y 
a dj u st m e nt will b e a p pli e d; o nl y n o mi n al p -v al u e s will b e r e p ort e d.  

Gi v e n t h i s st u d y h a s b e e n c o n d u ct e d i n a p eri o d of t w o m aj or w orl d e v e nt s, i. e., t h e C O VI D-1 9 p a n d e mi c 
a n d t h e R u s si a -U kr ai n e g e o p oliti c al c o nfli ct , it i s i m p ort a nt t o e v al u at e t h e p ot e nti al i m p a ct of t h e s e w orl d 
e v e nt s o n t h e  st u d y  w h e n a s s e s si n g t h e tr e at m e nt eff e ct s  of S E P -3 6 3 8 5 6 7 5 a n d 1 0 0 m g/ d a y d o s e 
gr o u p s ( v s. pl a c e b o).  

1 6. 4. 1.  P RI M A R Y E V A L U A TI O N  

Pri m ar y e v al u ati o n will b e c o n d u ct e d b y a n al y zi n g s e v er al k e y effi c a c y o ut c o m e m e a s ur e s b a s e d o n w h e n 
s u bj e ct s ar e r a n d o mi z e d i nt o t h e st u d y r el ati v e t o t h e ti mi n g t h e C O VI D-1 9 p a n d e mi c . M ar c h 1 3, 2 0 2 0, t h e 
d at e of U S d e cl ar ati o n of n ati o n al e m er g e n c y  f or t h e C O VI D-1 9 p a n d e mi c  will b e u s e d t o a s si g n s u bj e ct s 
i nt o t w o C O VI D-1 9 s u b gr o u p s : 

•  Pr e -C O VI D: S u b j e cts w h o ar e r a n d o mi z e d pri or t o M ar c h 1 3, 2 0 2 0  

•  P ost -C O VI D: S u bj e cts w h o ar e r a n d o mi z e d o n or aft er M ar c h 1 3, 2 0 2 0  

T h e f oll o wi n g effi c a c y e n d p oi nt s will b e a n al y z e d s e p ar at el y f or s u bj e ct s i n t h e pr e -C O VI D s u b gr o u p a n d 
t h e p o st-C O VI D s u b gr o u p u si n g t h e M M R M m o d el a s d e s cri b e d i n  S e cti o n 1 6. 1. 3. 3 :  

o  C h a n g e  fr o m B as eli n e i n P A N S S t ot al s c or e 
o  C h a n g e fr o m B as eli n e i n P A N S S s u bs c al e s c or es 
o  C h a n g e fr o m B as elin e i n C GI-S sc or e  
o  C h a n g e fr o m B as eli n e i n B N S S t ot al s c or e 
o  C h a n g e fr o m B as eli n e i n M A D R S t ot al s c or e 

I n a d diti o n, t h e f oll o wi n g effi c a c y e n d p oi nt s will b e a n al y z e d b y t h e s u b gr o u p s d efi n e d a b o v e u si n g t h e 
A N C O V A m o d el a s d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 : 

o  C h a n g e fr o m B as eli n e i n P S P t ot al s c or e at W e e k 6/ Vi sit 9 a n d L O C F e n d p oi nt 
o  C h a n g e fr o m B as eli n e i n U P S A-B t ot al s c or e at W e e k 6/ Vi sit 9 a n d L O C F e n d p oi nt  

T h e o b s er v e d v al u e s a n d c h a n g e fr o m B a s eli n e v al u e s i n t h e a b o v e effi c a c y o ut c o m e m e a s ur e s will b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt a n d vi sit f or e a c h C O VI D -1 9 s u b gr o u p.  

1 6. 4. 2.  S U P P O R TI V E E V A L U A TI O N  

Gi v e n t h at t h e R u s si a -U kr ai n e g e o p oliti c al c o nfli ct o c c urr e d d uri n g t h e p o st -C O VI D p eri o d, s u bj e ct s i n t h e 
p o st -C O VI D s u b gr o u p will b e f urt h er p artiti o n e d i nt o  t w o g e o p oliti c al c o nfli ct s u b gr o u p s u si n g F e br u ar y 2 4, 
2 0 2 2, t h e d at e of R u s si a i n v ati o n of U kr ai n e:  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  Pr e -B C P 2 2 : S u bj e cts w h o ar e r a n d o mi z e d o n or aft er M ar c h 1 3, 2 0 2 0 a n d pri or t o F e br u ar y 2 4, 2 0 2 2  

•  P ost -B C P 2 2 : S u bj e cts w h o ar e r a n d o mi z e d o n or aft er F e br u ar y 2 4, 2 0 2 2  

A s s u p p orti v e e v al u ati o n, t h e effi c a c y o ut c o m e m e a s ur e s li st e d i n S e cti o n 1 6. 4. 1  will b e a n al y z e d 
s e p ar at el y f or s u bj e ct s i n t h e pr e -B C P 2 2 s u b gr o u p a n d t h e p o st -B C P 2 2 s u b gr o u p u si n g t h e s a m e 
m et h o dl o gi e s a s d e s cri b e d i n S e cti o n 1 6. 4. 1 . 

K e y effi c a c y d at a of s u bj e ct s w h o w er e r a n d o mi z e d pri or t o M ar c h 1 3, 2 0 2 0 fr o m st u di e s S E P 3 6 1 -3 0 1 a n d 
S E P 3 6 1 -3 0 2 will b e p o ol e d a n d a n al y s e s a s d e s cri b e d a b o v e will b e p erf or m e d o n t h e p o ol e d d at a a s p art 
of t h e I nt e gr at e d S u m m ar y of Eff e cti v e n e s s (I S E). T h e p o ol e d a n al y si s r e s ult s will b e d e s cri b e d i n t h e I S E 
a n d n ot i n cl u d e d i n t h e i n di vi d u al st u d y cli ni c al st u d y r e p ort ( C S R ). 

1 7.  S A F E T Y O U T C O M E S  

U nl e s s ot h er wi s e s p e cifi e d, t h e s af et y a n al y si s a n d s u m m ar y t a bl e s will i n cl u d e t h e f oll o wi n g c ol u m n s: 
Pl a c e b o, S E P -3 6 3 8 5 6 7 5  m g/ d a y, S E P -3 6 3 8 5 6 1 0 0  m g/ d a y, a n d S E P -3 6 3 8 5 6 C o m bi n e d . 

All a n al y s e s of t h e s af et y o ut c o m e s will b e b a s e d o n t h e S A F P o p ul ati o n , b y t h e a ct u al tr e at m e nt gr o u p. 

S af et y d at a will b e u s e d i n a n al y si s irr e s p e cti v e of e m er g e n c y tr e at m e nt u n bli n di n g  ( s e e pr ot o c ol S e cti o n 
7. 2. 3) . 

1 7. 1.  A D V E R S E E V E N T S  A N D P R E -T R E A T M E N T E V E N T S  

A d v er s e e v e nt s ( A E s) a n d pr e -tr e at m e nt e v e nt s will b e c o d e d u si n g M e d D R A c e ntr al c o di n g di cti o n ar y, 
V er si o n 2 2. 0 . 

A n y C O VI D -1 9 r el at e d A d v er s e E v e nt s a n d pr e -tr e at m e nt e v e nt s will b e i de ntifi e d u si n g a pr e -d efi n e d 
s e ar c h:  

T a bl e 2 : Pr e d efi n e d s e ar c h crit eri a f or C O VI D -1 9 r el at e d a d v er s e e v e nt s or pr e -tr e at m e nt e v e nt s. 

L o w er L e v el  
T er m  

L o w er L e v el  
T er m C o d e  

Pr ef er r e d  
T er m  

Pr ef er r e d  
T er m C o d e  

S e ar c h Crit eri a f or C O VI D -1 9  
R el at e d A d v er s e E v e nt s or  
Pr e -t r e at m e nt E v e nt s 

C or o n a vir u s  
t e st p o siti v e 

1 0 0 7 0 2 5  
C or o n a vir u s  
t e st p o siti v e 

1 0 0 7 0 2 5 5  
Pr ef err e d T er m C o d e =  
1 0 0 7 0 2 5 5 or 1 0 0 5 3 9 8 3  C or o n a vir u s  

i nf e cti o n 
1 0 0 5 1 9 0 5  

C or o n a vir u s  
i nf e cti o n 

1 0 0 5 3 9 8 3  

A n y a d v er s e e v e nt s or pr e -tr e at m e nt e v e nt s r el at e d t o t h e R u s si a-U kr ai n e g e o p oliti c al c o nfli ct will b e 
i d e ntifi e d b y t h e r e p ort e d t er m c o nt ai ni n g “B C P 2 2 ”. 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A E s ar e d efi n e d a s u nt o w ar d m e di c al o c c urr e n c e s t h at st art e d at t h e s a m e ti m e of  or aft er t h e fir st d o s e of 
st u d y dr u g. U nt o w ar d m e di c al o c c urr e n c e s t h at st art e d pri or t o t h e fir st d o s e of st u d y dr u g ar e pr e -
tr e at m e nt e v e nt s.  

W h e n e v er a v ail a bl e, t h e ti m e i nf or m ati o n s h o ul d b e a c c o u nt e d f or i n t h e d eri v ati o n of A E s v s. pr e -
tr e at m e nt ev e nt s. I n t h e c a s e w h er e ti m e i s n ot a v ail a bl e, u nt o w ar d m e di c al o c c urr e n c e s t h at st art e d o n or  
aft er t h e d a y of t h e fir st d o s e of st u d y dr u g will b e c o n si d er e d A E s ; t h o s e t h at st art e d b ef or e t h e d a y of t h e 
fir st d o s e of st u d y dr u g will b e c o n si d er e d pr e-tr e at m e nt e v e nt s . 

S e e A P P E N DI X 2  f or h a n dli n g of p arti al d at e s f or A E s. I n t h e c a s e w h er e it i s u n cl e ar w h et h er a n 
u nt o w ar d m e di c al o c c urr e n c e i s a n A E  or a pr e -tr e at m e nt e v e nt, t h e al g orit h m u s e s a c o n s er v ati v e 
a p pr o a c h w h er e t h e u nt o w ar d m e di c al o c c urr e n c e i s cl a s sifi e d b y t h e w or st c a s e; i. e. , A E .  

A E s (i n cl u di n g s eri o u s a d v er s e e v e nt s ( S A E s)) ar e c oll e ct e d i nt o t h e cli ni c al d at a b a s e u ntil t h e l a st st u d y 
vi sit. F or s u bj e ct s w h o d o n ot r oll o v er t o st u d y 3 6 1 -3 0 3, t h e l a st st u d y vi sit will b e Vi sit 1 0 (t h e f oll o w -u p 
vi sit) w hi c h p er pr ot o c ol s h o ul d o c c ur 7 ( ± 2) d a y s aft er t h e l a st d o s e of st u d y dr u g. F or s u bj e ct s 
c o nti n ui n g i nt o st u d y 3 6 1 -3 0 3, t h e l a s t 3 6 1 -3 0 2  st u d y vi sit will b e Vi sit 9 (t h e e n d of tr e at m e nt vi sit) w hi c h 
p er pr ot o c ol s h o ul d o c c ur t h e d a y f oll o wi n g t h e s u bj e ct’ s l a st d o s e of st u d y dr u g. If a n A E ( or a pr e-
tr e at m e nt e v e nt) st art e d i n 3 6 1-3 0 2  a n d w a s o n g oi n g at r oll o v er , t hi s a d v er s e e v ent ( pr e -tr e at m e nt e v e nt) 
will b e m ar k e d O n g oi n g i n t h e 3 6 1 -3 0 2  d at a b a s e. It will al s o b e r e-e nt er e d i nt o t h e 3 6 1-3 0 3 d at a b a s e a n d 
it s o ut c o m e will b e m o nit or e d a n d u p d at e d i n t h e 3 6 1-3 0 3 d at a b a s e.  

O v er all s u m m ar y of t h e i n ci d e n c e of all A E s, A E s r el at e d t o  C O VI D -1 9, A E s r el at e d t o g e o p oliti c al c o nfli ct, 
st u d y m e di c ati o n -r el at e d A E s, s e v er e A E s, s eri o u s A E s, A E s l e a di n g t o di s c o nti n u ati o n fr o m st u d y, A E s 
l e a di n g t o st u d y m e di c ati o n wit h dr a w al, A E s l e a di n g t o st u d y m e di c ati o n i nt err u pti o n, A E s l e a di n g t o st u d y 
m e di c ati o n d o s e r e d u cti o n, a n d A E s l e a di n g t o d e at h will b e pr o vi d e d b y tr e at m e nt gr o u p. T hi s o v er all 
i n ci d e n c e s u m m ar y will al s o b e s e p ar at el y pr e s e nt e d f or t h e f oll o wi n g s u b gr o u p s: g e o gr a p hi c r e gi o n, s e x, 
a g e gr o u p, n u m b er of pri or h o s pit ali z ati o n s f or  tr e at m e nt of s c hi z o p hr e ni a, d ur ati o n of s c hi z o p hr e ni a, a n d 
B MI  c at e g or y . 

Li sti n g s will b e pr o vi d e d f or all A E s, A E s r el at e d t o C O VI D -1 9, A E s r el at e d t o g e o p oliti c al c o nfli ct, st u d y 
m e di c ati o n -r el at e d A E s, s e v er e A E s, s eri o u s A E s, A E s l e a di n g t o di s c o nti n u ati o n fr o m t h e st u d y, A E s 
l e a di n g t o st u d y m e di c ati o n wit h dr a w al, A E s l e a di n g t o st u d y m e di c ati o n i nt err u pti o n, A E s l e a di n g t o st u d y 
m e di c ati o n d o s e r e d u cti o n, A E s l e a di n g t o d e at h , A E s of p ot e nti al dr u g a b u s e a n d d e p e n d e n c e , a n d 
e xtr a p yr a mi d al A E s . A li sti n g of  t h e pr e -tr e at m e nt e v e nt s will al s o b e pr e s e nt e d . W h e n c o m pl et e e v e nt 
st art d at e a n d c o m pl et e e v e nt e n d d at e ar e a v ail a bl e, d ur ati o n of A E s / pr e-tr e at m e nt e v e nt s will b e 
c al c ul at e d a s: e v e nt e n d d at e –  e v e nt st art d at e + 1.  D ur ati o n will b e pr e s e nt e d i n d at a li sti n g s.  

F or all s u m m ari e s, e a c h s u bj e ct will b e c o u nt e d o nl y o n c e wit hi n e a c h c at e g or y ( e. g. , a n A E t y p e, a 
s e v erit y l e v el, a r el ati o n s hi p c at e g or y , a S O C , a hi g h l e v el t er m ( H L T),  a n d a P T). If n ot ot h er wi s e 
s p e cifi e d, all s u m m ari e s will pr e s e nt t h e n u m b er a n d p er c e nt a g e of s u bj e ct s a s w ell a s t h e n u m b er of 
e v e nt s. F or s u m m ari e s b y S O C a n d P T , A E s will b e s ort e d b y S O C b a s e d o n t h e i nt er n ati o n all y a gr e e d 
or d er ( s e e A P P E N DI X 7 ) a n d t h e n b y P T i n d e cr e a si n g fr e q u e n c y i n t h e “S E P -3 6 3 8 5 6 C o m bi n e d ” c ol u m n. 
F or s u m m ari e s b y S O C , H L T, a n d P T, A E s will b e s ort e d b y S O C b a s e d o n t h e i nt er n ati o n all y a gr e e d 
or d er a n d t h e n b y H L T a n d P T i n d e cr e a si n g fr e q u e n c y i n t h e “S E P -3 6 3 8 5 6 C o m bi n e d ” c ol u m n.   

C O VI D -1 9 r el at e d pr e -tr e at m e nt e v e nt s a n d A E s a n d g e o p oliti c al c o nfli ct r el at e d pr e -tr e at m e nt e v e nt s a n d 
A E s will b e di s pl a y e d si mil arl y a s a n y ot h er pr e -tr e at m e nt e v e nt s a n d A E s. 
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1 7. 1. 1.  A L L A E S  

A ll A E s will b e s u m m ari z e d b y P T, b y S O C a n d P T, a s w ell a s b y S O C, H L T, a n d P T . T h e s u m m ar y b y 
S O C a n d P T will al s o b e pr e s e nt e d f or t h e f oll o wi n g s u b gr o u p s: g e o gr a p hi c r e gi o n, s e x, a g e gr o u p, 
n u m b er of pri or h o s pit ali z ati o n s f or tr e at m e nt of s c hi z o p hr e ni a, d ur ati o n of s c hi z o p hr e ni a , a n d B MI 
c at e g or y .  

I n a d diti o n, s u m m ar y t a bl e s  ( b y S O C a n d P T) will b e g e n er at e d f or  t h o s e A E s st arti n g aft er t h e l a st d o s e 
of st u d y dr u g  a n d t h o s e A E s st arti n g m or e t h a n 1 d a y aft er t h e l a st d o s e of st u d y dr u g . 

A E s r e p ort e d b y ≥ 2 . 0% ( wit h o ut r o u n di n g) of  s u bj e ct s i n a n y tr e at m e nt gr o u p will b e s u m m ari z e d b y S O C 
a n d P T.  

N o n -s eri o u s A E s r e p ort e d b y >  5. 0 % ( wit h o ut r o u n di n g) of  s u bj e ct s i n a n y tr e at m e nt gr o u p will b e 
s u m m ari z e d b y S O C a n d P T.  

T h e s u m m ar y b y S O C a n d P T will b e br o k e n d o w n f urt h er b y m a xi m u m s e v erit y , b y str o n g e st r el ati o n s hi p 
t o st u d y m e di c ati o n, a n d b y st u d y m e di c ati o n d o s e l e v el at A E o n s et . T h e s e s u m m ari e s ar e d e s cri b e d i n 
t h e s e cti o n s b el o w.  

 S e v erit y  

S e v erit y i s cl a s s e d a s mil d/ m o d er at e/ s e v er e (i n cr e a si n g s e v erit y). A E s  wit h a mi s si n g s e v erit y will b e 
cl a s sifi e d a s s e v er e.  

If a s u bj e ct r e p orte d  a n A E  m or e t h a n o n c e wit hi n t h e s a m e S O C/ P T  wit h  diff er e nt s e v erit y l e v el s , t h e 
s u bj e ct will b e a s si g n e d t o a s e v erit y l e v el f or t h at S O C/ P T b a s e d o n t h e w or st c a s e s e v erit y (i. e., 
m a xi m u m s e v erit y) . E v e nt c o u nt s will n ot b e i n cl u d e d i n t hi s s u m m ar y.  

I n a s e par at e t a bl e, s e v er e A E s will b e s u m m ari z e d b y S O C a n d P T.  

 R el ati o n s hi p t o st u d y m e di c ati o n  

R el ati o n s hi p  t o st u d y m e di c ati o n, a s i n di c at e d b y t h e I n v e sti g at or , i s cl a s s e d a s  “n ot r el at e d”/  “p o s si bl e”/  
“pr o b a bl e”/  “d efi nit e”  (i n cr e a si n g str e n gt h  of r el ati o n s hi p). A “r el at e d” A E i s d efi n e d a s an  A E  wit h a 
r el ati o n s hi p t o st u d y m e di c ati o n a s “p o s si bl e”, “pr o b a bl e” or “d efi nit e” . A E s  wit h a mi s si n g r el ati o n s hi p t o 
st u d y m e di c ati o n will b e r e g ar d e d a s  r el at e d t o t h e st u d y m e di c ati o n. F or t hi s s u m m ar y, A E s will b e 
pr e s e nt e d i n 2 c at e g ori e s, r el at e d a n d n ot r el at e d. 

If a s u bj e ct r e p orte d  a n A E m or e t h a n o n c e wit hi n t h e s a m e S O C/ P T  i n diff er e nt r el ati o n s hi p c at e g ori e s , 
t h e s u bj e ct will b e a s si g n e d t o a c at e g or y f or t h at S O C/ P T b a s e d o n t h e w or st c a s e r el ati o n s hi p (i. e., 
str o n g e st r el ati o n s hi p) . E v e nt c o u nt s will n ot b e i n cl u d e d i n t hi s s u m m ar y.  

I n a s e p ar at e t a bl e, st u d y m e di c ati o n-r el at e d A E s will b e s u m m ari z e d b y S O C a n d P T. 
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 St u d y m e di c ati o n d o s e l e v el at A E o n s et  

F or t hi s s u m m ar y, t h e t a bl e will h a v e t h e f oll o wi n g c ol u m n s: Pl a c e b o, S E P -3 6 3 8 5 6 5 0 m g/ d a y,  S E P -
3 6 3 8 5 6 7 5 m g/ d a y, a n d S E P -3 6 3 8 5 6 1 0 0 m g/ d a y. T h e c ol u m n s ar e n ot m ut u all y e x cl u si v e; e a c h s u bj e ct 
will b e c o u nt e d i n a c ol u m n if t h e y r e c ei v e d t h at d o s e l e v el a t l e a st o n c e d uri n g t h e st u d y.  

St u d y m e di c ati o n d o s e at A E o n s et will b e d et er mi n e d b y t h e l a st d o s e l e v el t h e s u bj e ct r e c ei v e d pri or t o 
A E o n s et . I n c a s e of p arti al or mi s si n g A E st art d at e, t h e st art d at e will b e i m p ut e d a s d e s cri b e d i n 
A P P E N DI X 2 . T h e i m p ut e d st art d at e will t h e n b e u s e d t o d et er mi n e t h e st u d y m e di c ati o n d o s e at A E 
o n s et  ( s e e r ul e s d e s cri b e d i n A P P E N DI X 2 ). 

If a s u bj e ct r e p ort e d m ulti pl e A E s u n d er diff er e nt d o s e l e v el s, t h e s u bj e ct will b e c o u nt e d i n e a c h d o s e 
l e v el ( c ol u m n) u n d er w hi c h t h e y r e p ort e d a n A E. U n d er a gi v e n d o s e l ev el ( c ol u m n), if a s u bj e ct r e p ort e d 
a n A E m or e t h a n o n c e wit hi n t h e s a m e S O C/ P T, t h e s u bj e ct will o nl y b e c o u nt e d o n c e u n d er t h at d o s e 
l e v el ( c ol u m n) f or t h at S O C/ P T. E v e nt c o u nt s will n ot b e i n cl u d e d i n t hi s s u m m ar y. 

1 7. 1. 2.  A E S L E A DI N G T O D I S C O N TI N U A TI O N F R O M S T U D Y  

A E s l e a di n g t o di s c o nti n u ati o n fr o m t h e st u d y ar e t h o s e A E s wit h “ C a u s e d St u d y Di s c o nti n u ati o n” = “ Y e s” 
o n t h e “A d v er s e E v e nt s ” C R F f or m. 

A E s l e a di n g t o di s c o nti n u ati o n fr o m t h e st u d y will b e s u m m ari z e d b y S O C a n d P T . 

1 7. 1. 3.  A E S L E A DI N G T O S T U D Y M E DI C A TI O N  W I T H D R A W A L 

A E s l e a di n g t o p er m a n e nt wit h dr a w al fr o m t h e st u d y m e di c ati o n ar e t h o s e A E s wit h “ A cti o n T a k e n wit h 
St u d y Tr e at m e nt” = “ Dr u g Wit h dr a w n” o n t h e “ A d v er s e E v e nt s ” C R F f or m. 

A E s l e a di n g t o st u d y m e di c ati o n wit h dr a w al will b e s u m m ari z e d b y  S O C a n d P T.  

1 7. 1. 4.  A E S L E A DI N G T O S T U D Y M E DI C A TI O N IN T E R R U P TI O N  

A E s l e a di n g t o st u d y m e di c ati o n i nt err u pti o n ar e t h o s e A E s wit h “ A cti o n T a k e n wit h St u d y Tr e at m e nt” = 
“ Dr u g I nt err u pt e d” o n t h e “A d v er s e E v e nt s ” C R F f or m. 

A E s l e a di n g t o st u d y m e di c ati o n i nt err u pti o n will b e s u m m ari z e d b y S O C a n d P T. 

1 7. 1. 5.  A E S L E A DI N G T O S T U D Y M E DI C A TI O N D O S E R E D U C TI O N   

A E s l e a di n g t o st u d y m e di c ati o n d o s e r e d u cti o n ar e t h o s e A E s wit h “ A cti o n T a k e n wit h St u d y Tr e at m e nt” 
= “ D o s e D e cr e a s e d” o n t h e “ A d v er s e E v e nt s ” C R F f or m. 

A E s l e a di n g t o st u d y m e di c ati o n d o s e r e d u cti o n will b e s u m m ari z e d b y S O C a n d P T.  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 8 5  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1 7. 1. 6.  S E RI O U S A D V E R S E E V E N T S  

S A E s ar e t h o s e A E s r e c or d e d a s ” S eri o u s” o n t h e “A d v er s e E v e nt s ” C R F  f or m.  

S A E s will b e s u m m ari z e d b y S O C a n d P T a n d t h e s u m m ar y will al s o b e pr e s e nt e d f or t h e f oll o wi n g 
s u b gr o u p s: g e o gr a p hi c r e gi o n, s e x, a g e gr o u p, n u m b er of pri or h o s pit ali z ati o n s f or tr e at m e nt of 
s c hi z o p hr e ni a, d ur ati o n of s c hi z o p hr e ni a, a n d B MI c at e g or y.  

A n ot h er t a bl e will s u m m ari z e S A E s f or E ur o p e a n U ni o n Dr u g R e g ul ati n g A ut h oriti e s Cli ni c al Tri al s 
D at a b a s e  ( E u dr a C T), i n cl u di n g t h e n u m b er of c a u s all y r el at e d e v e nt s. 

I n a s e p ar at e t a bl e, S A E s st arti n g wit hi n 7 d a y s aft er t h e l a st d o s e of st u d y dr u g will b e s u m m ari z e d b y 
S O C a n d P T a s w ell.  

1 7. 1. 7.  A D V E R S E E V E N T S L E A DI N G T O D E A T H  

A E s  le a di n g t o d e at h ar e t h o s e A E s  wit h “ O ut c o m e” =  ” F at al” o n t h e “A d v er s e E v e nt s ” C R F  f or m.  

A E s l e a di n g t o d e at h will b e s u m m ari z e d b y S O C a n d P T.  

1 7. 1. 8.  A D V E R S E E V E N T S O F P O T E N TI A L D R U G A B U S E A N D D E P E N D E N C E  

A E s a s s o ci at e d wit h p ot e nti al dr u g a b u s e a n d d e p e n d e n c e will b e i d e ntifi e d a s d e s cri b e d i n A P P E N DI X 8 . 
T h e s e A E s will b e s u m m ari z e d b y P T  o nl y . 

1 7. 1. 9.  E X T R A P Y R A MI D A L A D V E R S E E V E N T S  

E xtr a p yr a mi d al A E s will b e i d e ntifi e d b y M e d D R A S M Q 2 0 0 0 0 0 9 5  E xtr a p yr a mi d al s y n dr o m e a s d e s cri b e d 
i n A P P E N DI X 9 . T h e s e A E s will b e s u m m ari z e d b y P T o nl y .  

1 7. 1. 1 0.  A D V E R S E E V E N T S B Y S U B G R O U P S  

T h e s u b gr o u p  f a ct ors of i nt er e st f or A E s u m m ari e s  i n cl u d e: g e o gr a p hi c r e gi o n, s e x , a g e gr o u p , n u m b er of 
pri or h o s pit ali z a ti o ns  f or tr e at m e nt of s c hi z o p hr e ni a, d ur ati o n of s c hi z o p hr e ni a , a n d B MI c at e g or y  ( s e e 
S e cti o n 7. 5 ). A E b y s u b gr o u p s u m m ari e s ar e d e s cri b e d i n t h e i n di vi d u al s e cti o n s a b o v e.  

1 7. 1. 1 1.  A D DI TI O N A L IN F O R M A TI O N C O L L E C T E D O N S E L E C T A D V E R S E E V E N T S  

A d diti o n al i nf or m ati o n i s c oll e ct e d f or t h e n o n -s eri o u s p s y c hi atri c A E s t h at l e d t o di s c o nti n u ati o n fr o m t h e 
st u d y a s w ell a s all s eri o u s p s y c hi atri c A E s wit hi n t h e st u d y.  
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1.  C o ul d t h e ps y c hi atri c A E b e a c c o u nt e d f or b y a n e x a c er b ati o n of t h e u n d erl yi n g m e nt al ill n ess ? D es cri b e h o w 
t h e s y m pt o m s or b e h a vi or s of t h e psy c hi atri c A E ar e c h ar a ct eri sti c of or si mil ar t o t h os e t y pi c all y e x p eri e n c e d 
b y t h e p ati e nt a n d/ or h o w t h e y ar e at y pi c al / diff er e nt.  

2.  D es cri b e a n y n e w ps y c h os o ci al str ess or s t h at m a y h a v e c o ntri b ut e d t o t h e e v e nt.  
3.  D es cri b e a n y a d v er s e r e a cti o ns t o ot h er c o n c o mit a nt m e di c ati o ns t h at m a y h a v e a c c o u nt e d f or / c o ntri b ut e d 

t o t h e e v e nt. 
4.  D es cri b e a n y r e cr e ati o n al dr u g us e t h at m a y h a v e a c c o u nt e d f or / c o ntri b ut e d t o t h e e v e nt. Pl e as e pr o vi d e 

r es ults of a n y r e c e nt dr u g s cr e e ns. 
5.  D es cri b e a n y ot h er m e di c al c o n diti o ns t h at c o ul d m a nif est wit h ps y c hi atri c s y m pt o m s t h at mi g ht h a v e 

a c c o u nt e d f or or c o ntri b ut e d t o t h e e v e nt.  
6.  W er e t h er e a n y n e w p h ysi c al or n e ur ol o gi c al s y m pt o m s t h at e m er g e d at t h e s a m e ti m e as w or s e ni n g of 

p s y c hi atri c s y m pt o m s ? Pl e as e pr o vi d e a n y d et ail s of t h e m e di c al r e vi e w of b o d y s yst e m s at t h e ti m e of t h e 
e v e nt.  

T h e a b o v e i nf or m ati o n i s r e c or d e d i n s e p ar at e tr a c k er s a n d n ot p art of t h e C R F. T hi s i nf or m ati o n will b e 
pr e s e nt e d i n s e p ar at e d at a li sti n g s o nl y.  

1 7. 2.  L A B O R A T O R Y E V A L U A TI O N S  

R e s ult s fr o m t h e c e ntr al l a b or at or y t o b e r e p ort e d f or t hi s st u d y i n cl u d e H e m at ol o g y, C h e mi str y  (i n cl u di n g 
li pi d p a n el a n d t h yr oi d p a n el), Uri n al y si s , Uri n e d r u g s cr e e n i n g, S er ol o g y p a n el, S er u m p r e g n a n c y 

( -H c G) (i n f e m al e s u bj e ct s o nl y), Uri n e p r e g n a n c y (i n f e m al e s u bj e ct s o nl y), a n d F olli cl e sti m ul ati n g 
h or m o n e ( F S H) (i n f e m al e s u bj e ct s wit h s u s p e ct e d m e n o p a u s e).  

S er u m a n d uri n e pr e g n a n c y r e s ult s  i n f e m al e s u bj e ct s, F S H l e v el i n f e m al e s u bj e ct s,  s er ol o g y p a n el , a n d 
a n y u n e x p e ct e d l a b p ar a m et er s n ot s p e cifi e d i n pr ot o c ol S e cti o n 2 2 ( A P P E N DI X III. C LI NI C A L 
L A B O R A T O R Y T E S T S)  will o nl y b e li st e d.  L a b or at or y p ar a m et er s  pr e s p e cifi e d i n pr ot o c ol S e cti o n 2 2 
u n d er t h e c at e g ori e s of “ H E M A T O L O G Y” , “B L O O D C H E MI S T RI E S ” ( pl u s H O M A-I R), “ U RI N A L Y SI S”, a n d 
“U RI N E D R U G  S C R E E NI N G ” will b e s u m m ari z e d i n t a bl e s  a s w ell a s pr e s e nt e d i n li sti n g s . 

Li sti n g p r e s e nt ati o n s will u s e b ot h st a n d ar d i nt er n ati o n al ( SI ) U nit s  a n d c o n v e nti o n al u nit s . T a bl e 
s u m m ari e s will al s o b e pr o vi d e d u si n g b ot h SI  u nit s a n d c o n v e nti o n al u nit s.   

Q u a ntit ati v e l a b or at or y m e a s ur e m e nt s r e p ort e d a s “ < X”, i. e. , b el o w t h e l o w er li mit of q u a ntifi c ati o n ( B L Q), 
or “ >  X”, i. e. , a b o v e t h e u p p er li mit of q u a ntifi c ati o n  ( U L Q), will b e c o n v e rt e d t o X f or t h e p ur p o s e of 
q u a ntit ati v e s u m m ari e s, b ut t h e y will b e pr e s e nt e d a s r e c or d e d, i. e. , a s “ < X” or “ > X” i n t h e li sti n g s . 

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d:  

•  B y -vi sit s u m m ar y of  o bs er v e d v al u e s a n d c h a n g e fr o m B as eli n e v al u es f or q u a ntit ati v e 
m e as ur e m e nts i n h e m at ol o g y, c h e mi str y, a n d uri n al ysi s. S er u m pr ol a cti n r es ults will b e s u m m ari z e d 
o v er all a n d s e p ar at el y b y s e x. Gl u c os e, i ns uli n, H O M A-I R a n d li pi d p a n el r es ults (tot al c h ol est er ol, 
L D L c h ol est er ol, H D L c h ol est er ol a n d tri gl y c eri d es) will b e s u m m ariz e d b y f asti n g st at u s: f asti n g o nl y 
a n d o v er all (f asti n g, n o n -f asti n g, or f asti n g st at us u n k n o w n c o m bi n e d). C h a n g e fr o m B as eli n e f or 
gl u c os e , i ns uli n, H O M A-I R a n d li pi d p a n el r es ults will o nl y b e c al c ul at e d if p ost -B as eli n e f asti n g 
st at us i s m at c hi n g B as eli n e f asti n g st at us.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  B y -vi sit s u m m ar y of t h e n u m b er a n d p er c e nt a g e of s u bj e cts i n e a c h o ut c o m e c at e g or y f or 
q u alit ati v e m e as ur e m e nts i n uri n al ysi s (as  a p pli c a bl e)  a n d f or uri n e dr u g s cr e e ni n g  r es ults. U ri n e 
dr u g s cr e e ni n g r es ult s will b e r e p ort e d as “ P ositi v e ” / “ N e g ati v e ”.  

•  S hift i n l a b or at or y  r es ults ( c h e mi str y, h e m at ol o g y, uri n al ysi s) fr o m B as eli n e t o W e e k 6/ Vi sit 9 a n d 
L O C F E n d p oi nt a c c or di n g t o t h e r ef er e n c e r a n g e crit eri a . T h e e xi sti n g r ef er e n c e r a n g e i n di c at ors 
pr o vi d e d b y t h e c e ntr al l a b or at or y will b e m a p p e d as n e e d e d t o c at e g ori es of “ N or m al ” ( wit hi n t h e 
r ef er e n c e r a n g e) / “ A b n or m al ” ( o utsi d e t h e r ef er e n c e r a n g e) f or uri n al ysi s n o n -p H r es ults, a n d t o 
c at e g ori es of “ L o w ” ( b el o w t h e r ef er e n c e r a n g e) / “ N or m al ” ( wit hi n t h e r ef er e n c e r a n g e) / “ Hi g h ” 
( a b o v e t h e r ef er e n c e r a n g e) f or c h e mi str y a n d h e m at ol o g y r es ults as w ell as uri n al ysi s p H r es ults .  

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h at l e ast o n e p ot e nti all y cli ni c all y si g nifi c a nt ( P C S) 
l a b or at or y v al u e  (s e e A P P E N DI X 1 0 ) p ost B as eli n e . T h e p eri o d of e v al u ati o n i n cl u d es b ot h t h e 
d o u bl e -bli n d tr e at m e nt p eri o d a n d t h e d o u bl e -bli n d f oll o w -u p p eri o d , i n cl u di n g u ns c h e d ul e d vi sits. 
S u bj e cts will b e c o u nt e d i n a p arti c ul ar P C S c at e g or y if t h e y m et  t h at P C S crit eri a at l e ast o n c e p ost 
B as eli n e , r e g ar dl ess of t h eir Bas eli n e v al u e . 

All l a b or at or y d at a will b e pr o vi d e d i n d at a li sti n g s, wit h t h e v al u e s o ut si d e t h e r ef er e n c e r a n g e s fl a g g e d.  I n 
a d diti o n, s e p ar at e  li sti n gs  will b e pr o vi d e d t o pr e s e nt t h e l a b or at or y d at a t h at m et t h e P C S crit eri a.  

B o x pl ot s  will b e cr e at e d t o pr e s e nt B a s eli n e a n d W e e k 6 / Vi sit 9 v al u e s b y tr e at m e nt gr o u p f or li pi d 
p ar a m et er s (t ot al c h ol e st er ol, L D L, H D L, a n d tri gl y c eri d e s), gl u c o s e , i n s uli n, a n d H O M A-I R b y f a sti n g 
st at u s: f a sti n g o nl y a n d o v er all (f a sti n g, n o n-f a sti n g, or f a sti n g st at u s u n k n o w n c o m bi n e d). I n a d diti o n, 
b o x pl ot s  will b e cr e at e d t o pr e s e nt B a s eli n e a n d W e e k 6 / Vi sit 9 pr ol a cti n v al u e s b y tr e at m e nt gr o u p b y 
s e x: O v er all, m al e s, f e m al e s. L a stl y, t h e v al u e s of H b A 1 c will b e pr e s e nt e d f or B a s eli n e a n d W e e k 6/ Vi sit 
9 b y tr e at m e nt gr o u p i n b o x pl ot s  a s w ell.  E a c h of t h e s e b o x pl ot s will b e r e p e at e d t o pr e s e nt t h e c h a n g e 
fr o m B a s eli n e v al u e s. 

1 7. 2. 1.  L A B O R A T O R Y S P E CI FI C D E RI V A TI O N S  

•  H o m e ost a ti c M o d el A ss ess m e nt of Ins uli n R esi st a n c e ( H O M A-I R) will b e c al c ul at e d f or e a c h vi sit:  

H O M A -I R = Gl u c os e ( m g/ d L) × I ns uli n ( m U/ L) / 4 0 5 

T h e f oll o wi n g c o n v er si o n f a ct or s will b e us e d  if n e e d e d:  

     Gl u c os e ( m g/ d L) = Gl u c os e ( m m ol/ L) × 1 8. 0 1 5 5 8 8 ; 

     I ns uli n ( m U/ L) = I ns uli n ( p m ol / L) × ( 1/ 6). 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 8 8  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1 7. 2. 2.  L A B O R A T O R Y R E F E R E N C E R A N G E S  

L a b or at or y r ef er e n c e r a n g e i n di c at or s will b e pr o vi d e d b y t h e l a b or at or y v e n d or a n d u s e d i n st ati sti c al 
a n al y s e s. O nl y if a r ef er e n c e r a n g e i n di c at or i s mi s si n g  i n t h e d at a tr a n sf er will it b e d eri v e d i n t h e a n al y si s 
st e p a s d e s cri b e d b el o w.  

•  Q u a ntit ati v e l a b or at or y m e as ur e m e nts (t h at ar e n ot uri n al ysi s er yt hr o c yt e s or uri n al ysi s l e u k o c yt es) 
will b e c o m p ar e d wit h t h e r el e v a nt l a b or at or y r ef er e n c e r a n g es i n ori gi n al  u nits a n d c at e g oriz e d as:  

o  L o w: B el o w t h e l o w er li mit of t h e l a b or at or y r ef er e n c e r a n g e.  
o  N or m al: Wit hi n t h e l a b or at or y r ef er e n c e r a n g e ( u p p er a n d l o w er li mit i n cl u d e d).  
o  Hi g h: A b o v e t h e u p p er li mit of t h e l a b or at or y r ef er e n c e r a n g e.  

•  F or l a b or at or y p ar a m et er s wit h c at e g ori c al o ut c o m es  as w ell as uri n al ysi s er yt hr o c yt es a n d 
uri n al ysi s l e u k o c yt es , if t h e r es ult i s wit hi n t h e r ef er e n c e r a n g e, t h e i n di c at or i s “ N O R M A L ”; if t h e 
r es ult i s n ot wit hi n r a n g e, t h e i n di c at or i s “ A B N O R M A L ” . 

1 7. 3.  E C G  E V A L U A TI O N S  

D at a fr o m t h e c e ntr all y o v er -r e a d E C G ( El e ctr o c ar di o gr a m) r e s ult s will b e i n cl u d e d i n t h e r e p orti n g of t hi s 
st u d y.  

T h e f oll o wi n g E C G p ar a m et er s will b e r e p ort e d f or t hi s st u d y : 

•  P R I nt er v al ( m s e c ) 

•  R R I nt er v al ( m s e c) 

•  Q R S D ur ati o n ( m se c ) 

•  Q R S A xi s ( d e g)  

•  Q T I nt er v al ( m s e c ) 

•  Q T c F I nt er v al ( m s e c ) (Fri d eri ci a’ s C orr e cti o n of Q T i nt er v al ) 

•  Q T c B I nt er v al ( m s e c ) (B a z ett ’ s C orr e cti o n of Q T i nt er v al) 

•  H e art R at e  ( b p m) 

•  O v er all ass ess m e nt of E C G  as d et er mi n e d b y t h e c e ntr al o v er -r e a d: 

o  N or m al  
o  A b n or m al, I nsi g nifi c a nt 
o  A b n or m al, P ot e nti all y Si g nifi c a nt  
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o  A b n or m al, Si g nifi c a nt  
o  E x cl usi o n Al ert ( o nl y gi v e n f or t h e S cr e e ni n g vi sit). I n t a bl e s u m m ari es, t h e c at e g or y of “ E x cl usi o n 

Al ert ” will b e c o m bi n e d i nt o t h e c at e g or y of “ A b n or m al, Si g nifi c a nt ”.  
o  N ot E v al u a bl e  

•  E C G fi n di n g s  

E C G fi n di n g s will o nl y b e li st e d. Ot h er E C G d at a will b e s u m m ari z e d i n t a bl e s a s w ell a s pr e s e nt e d i n 
li sti n g s. 

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d: 

•  B y -vi sit s u m m ar y of o bs er v e d v al u es a n d c h a n g e fr o m B as eli n e v al u es f or q u a ntit ati v e 
m e as ur e m e nts . 

•  B y -vi sit s u m m ar y of E C G o v er all ass ess m e nt r es ults  as d et er mi n e d b y t h e c e ntr al o v er -r e a d 
( “ N or m al ”, “ A b n or m al, I nsi g nifi c a nt ”, “ A b n or m al, P ot e nti all y Si g nifi c a nt ”, “ A b n or m al, Si g nifi c a nt ”, 
“ N ot E v al u a bl e ”) . 

•  S hift i n E C G o v er all ass ess m e nt as d et er mi n e d b y t h e c e ntr al o v er -r e a d fr o m B as eli n e t o W e e k 
1 / Vi sit 4 , W e e k 6 / Vi sit 9, a n d L O C F e n d p oi nt. 

•  N u m b er a n d p er c e nt a g e of s u bj e cts w h o m et e a c h of t h e Q T c i nt er v al pr ol o n g ati o n crit eri a  (s e e 
S e cti o n 1 7. 3. 1 ). T h e p eri o d of e v al u ati o n i n cl u d es b ot h t h e d o u bl e -bli n d tr e at m e nt p eri o d a n d t h e 
d o u bl e -bli n d f o ll o w-u p p eri o d , i n cl u di n g u ns c h e d ul e d vi sits. 

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h at l e ast o n e P C S E C G v al u e ( s e e S e cti o n 1 7. 3. 2 ) p ost 
B as eli n e. T h e p eri o d of e v al u ati o n i n cl u d es b ot h t h e d o u bl e -bli n d tr e at m e nt p eri o d a n d t h e d o u bl e -
bli n d f oll o w -u p p eri o d, i n cl u di n g u ns c h e d ul e d vi sits. S u bj e cts will b e c o u nt e d i n a p arti c ul ar P C S 
c at e g or y if t h e y m et t h at P C S crit eri a at l e ast o n c e p ost B as eli n e, r e g ar dl ess of t h eir B as eli n e v al u e.   

All E C G p ar a m et er s, o v er all a s s e s s m e nt  a s d et er mi n e d b y t h e c e ntr al o v er -r e a d, a n d fi n di n g s will b e 
pr o vi d e d i n a d at a li sti n g.  I n a d diti o n, s e p ar at e li sti n g s will b e g e n er at e d t o pr e s e nt t h e Q T c i nt er v al d at a of 
s u bj e ct s w h o m et at l e a st o n e Q T c pr ol o n g ati o n crit eri o n  a n d t h e E C G d at a t h at m et t h e P C S crit eri a . 

1 7. 3. 1.  Q T C IN T E R V A L P R O L O N G A TI O N C RI T E RI A  

Q T c i nt er v al pr ol o n g ati o n  will b e i d e ntifi e d i n a c c or d a n c e wit h t h e f oll o wi n g pr e d efi n e d crit eri a  (s a m e 
crit eri a a p pl y t o b ot h Q T c F a n d Q T c B ): 

•  >  4 5 0 m s e c at a n y p ost -B as eli n e ti m e p oi nt (i n cl u di n g u ns c h e d ul e d vi sit s) n ot pr es e nt at B as eli n e 

•  >  4 8 0 m s e c at a n y p ost -B as eli n e ti m e p oi nt (i n cl u di n g u ns c h e d ul e d vi sit s) n ot pr es e nt at B as eli n e 

•  >  5 0 0 m s e c  at a n y p ost -B as eli n e ti m e p oi nt (i n cl u di n g u ns c h e d ul e d vi sits) n ot pr es e nt at B as eli n e  
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•  ≥  3 0 m s e c i n cr e as e fr o m B as eli n e f or at l e ast o n e p ost-B as eli n e m e as ur e m e nt (i n cl u di n g 
u ns c h e d ul e d vi sits) a n d <  6 0  m s e c i n cr e as e fr o m B as eli n e f or all p ost -B as eli n e m e as ur e m e n ts 
(i n cl u di n g u ns c h e d ul e d vi sits) 

•  ≥  6 0 m s e c i n cr e as e fr o m B as eli n e f or at l e ast o n e p ost -B as eli n e m e as ur e m e nt (i n cl u di n g 
u ns c h e d ul e d vi sits)  

1 7. 3. 2.  E C G  P O T E N TI A L L Y C LI NI C A L L Y S I G NI FI C A N T C RI T E RI A  

P ot e nti all y cli ni c all y si g nifi c a nt E C G m e a s ur e m e nt s will b e i d e ntifi e d i n a c c or d a n c e wit h t h e f oll o wi n g 
pr e d ef i n e d P C S crit eri a: 

T a bl e 3 : Pr e d efi n e d E C G P C S crit eri a.  

E C G P ar a m et er  P C S L o w  P C S Hi g h  

H e art R at e ( b e at s/ mi n)  -- ≥  1 0 0  

P R I nt er v al ( m s e c)  -- ≥  2 1 0  

Q R S I nt er v al ( m s e c)  -- ≥  1 2 0  

1 7. 4.  V I T A L S I G N S 

T h e f oll o wi n g vit al si g n m e a s ur e m e nt s will b e r e p ort e d f or t hi s st u d y:  

•  S u pi n e  a n d St a n di n g  S yst oli c Bl o o d Pr e ss ur e  ( mm H g ) 

•  S u pi n e  a n d St a n di n g  Di ast oli c Bl o o d Pr ess ur e  ( mm H g ) 

•  S u pi n e  a n d St a n di n g  P ul s e R at e  (b p m ) 

•  R es pir at or y R at e ( br e at hs/ mi n)  

•  T e m p er at ur e ( ⁰ C)  

•  W ei g ht ( k g)  

•  B MI ( k g/ m 2 ) 

•  W ai st Cir c u mf er e n c e ( c m)  
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D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d: 

•  B y -vi sit s u m m ar y of o bs er v e d v al u es a n d c h a n g e fr o m B as eli n e v al u es  f or vit al si g n m e as ur e m e nts , 
i n cl u di n g W e e k 7/ F oll o w -u p/ Vi sit 1 0 .  

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h at l e ast o n e P C S vit al si g n v al u e ( s e e S e cti o n 1 7. 4. 2 ) p ost 
B as eli n e . T h e p eri o d of e v al u ati o n i n cl u d es b ot h t h e d o u bl e -bli n d tr e at m e nt p eri o d a n d t h e d o u bl e -
bli n d f oll o w -u p p eri o d , i n cl u di n g u ns c h e d ul e d vi sits. S u bj e cts will b e c o u nt e d i n a p art i c ul ar P C S 
c at e g or y if t h e y m et  t h at P C S crit eri a at l e ast o n c e p ost B as eli n e , r e g ar dl ess of t h eir Bas eli n e v al u e .  

•  N u m b er a n d p er c e nt a g e of s u bj e cts wit h ort h ost ati c h y p ot e nsi o n a n d / or  ort h ost ati c t a c h y c ar di a  
( s e e S e cti o n 1 7. 4. 1 ). T h e d at a will b e s u m m ari z e d f or B as eli n e a n d t h e o v er all p ost -B as eli n e p eri o d  
(w hi c h c o v er s  b ot h t h e d o u bl e -bli n d tr e at m e nt p eri o d a n d t h e d o u bl e -bli n d f oll o w -u p p eri o d, 
i n cl u di n g u ns c h e d ul e d vi sits) , as w ell as b y vi sit, i n cl u di n g W e e k 7/ F oll o w-u p/ Vi sit 1 0 . 

•  B y -vi sit s u m m ar y of B MI c at e g or y ( s e e S e cti o n 7. 5 ) a n d s hift i n B MI c at e g or y fr o m B as eli n e t o e a c h 
p ost -B as eli n e ti m e p oi nt . 

•  B y -vi sit s u m m ar y of o bs er v e d v al u es a n d c h a n g e fr o m B a s eli n e v al u es f or vit al si g ns m e as ur e m e nts  
b y B MI c at e g or y  ( s e e S e cti o n 7. 5 ). 

All vit al si g n s d at a will b e pr o vi d e d i n a d at a li sti n g . I n a d diti o n, a s e p ar at e li sti n g will b e g e n er at e d t o 
pr e s e nt t h e vit al si g n s d at a t h at m et t h e P C S crit eri a.  All o c c urr e n c e s of ort h o st ati c h y p ot e n si o n a n d 
ort h o st ati c t a c h y c ar di a will al s o b e pr e s e nt e d i n a li sti n g . 

B o x pl ot s  will b e cr e at e d t o pr e s e nt w ei g ht d at a b y ti m e p oi nt a n d tr e at m e nt gr o u p.  T h e b o x pl ot s will b e 
r e p e at e d t o pr e s e nt t h e c h a n g e fr o m B a s eli n e v al u e s. 

1 7. 4. 1.  V I T A L S I G N S P E CI FI C D E RI V A TI O N S  

•  B MI e x pr ess e d i n k g/ m 2  =  W ei g ht ( k g) / h ei g ht ( m) 2 . 

T h e h ei g ht c oll e ct e d at Vi sit 1 will b e us e d t o d eri v e B MI w h er e n e e d e d t hr o u g h o ut t h e st u d y.  

•  Ort h ost ati c h y p ot e nsi o n i s d efi n e d as a d e cr e as e of ≥  2 0  m m H g i n s yst oli c bl o o d pr ess ur e or 
≥  1 0  m m H g i n di ast oli c bl o o d pr ess ur e aft er a s u bj e ct h as b e e n st a n di n g f or at l e ast 2 t o 4  mi n ut es, 
c o m p ar e d t o t h e s yst oli c bl o o d pr ess ur e a n d di ast oli c bl o o d pr e ss ur e m e as ur e d i n t h e s u pi n e 
p ositi o n, r es p e cti v el y.  

•  Ort h ost ati c t a c h y c ar di a i s d efi n e d as a h e art rat e i n cr e as e of ≥  2 0  b p m  aft er a s u bj e ct h as b e e n 
st a n di n g f or at l e ast 2 t o 4 mi n ut es c o m p ar e d t o t h e h e art r at e m e as ur e d i n t h e s u pi n e p ositi o n , a n d 
a h e art r at e of > 1 0 0  b p m aft er t h e s u bj e ct h as b e e n st a n di n g f or at l e ast 2 t o 4  mi n ut es.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1 7. 4. 2.  V I T A L S I G N P O T E N TI A L L Y C LI NI C A L L Y S I G NI FI C A N T C RI T E RI A  

P ot e nti all y cli ni c all y si g nifi c a nt  v it al s i g n m e a s ur e m e nt s will b e i d e ntifi e d i n a c c or d a n c e wit h t h e f oll o wi n g 
pr e d ef i n e d P C S crit eri a : 

T a bl e 4 : Pr e d efi n e d v it al si g n P C S crit eri a. 

Vit al Si g n P ar a m et er  P C S L o w  P C S Hi g h  

S y st oli c Bl o o d Pr e s s ur e ( S u pi n e, 
St a n di n g) ( m m H g) 

V al u e ≤ 9 0 a n d ≥ 2 0 d e cr e a s e fr o m 
B a s eli n e  

V al u e ≥ 1 8 0 a n d ≥ 2 0 i n cr e a s e fr o m 
B a s eli n e  

Di a st oli c Bl o o d Pr e s s ur e ( S u pi n e, 
St a n di n g) ( m m H g) 

V al u e ≤ 5 0 a n d ≥ 1 5 d e cr e a s e fr o m 
B a s eli n e  

V al u e ≥ 1 0 5 a n d ≥ 1 5 i n cr e a s e fr o m 
B a s eli n e  

P ul s e R at e ( S u pi n e, St a n di n g) 
( b e at s/ mi n) 

V al u e ≤ 5 0 a n d ≥ 1 5 d e cr e a s e fr o m 
B a s eli n e  

V al u e ≥ 1 2 0 a n d ≥ 1 5 i n cr e a s e fr o m 
B a s eli n e  

W ei g ht ( k g)  ≥ 7 % d e cr e a s e fr o m B a s eli n e  ≥ 7 % i n cr e a s e fr o m B a s eli n e  

T e m p er at ur e ( ° C)  N A  
V al u e ≥ 3 8. 3 ° C a n d ≥ 0. 8 ° C 
i n cr e a s e fr o m B a s eli n e  

1 7. 5.  P H Y SI C A L E X A MI N A TI O N  

A s all p h y si c al a n d n e ur ol o gi c al fi n di n g s will b e r e c or d e d a s m e di c al hi st or y or A E s, n o s p e cifi c a n al y si s of 
p h y si c al a n d n e ur ol o gi c al e x a mi n ati o n will b e p erf or m e d.  

1 7. 6.  O T H E R S A F E T Y A S S E S S M E N T S  

1 7. 6. 1.  C O L U M BI A S UI CI D E S E V E RI T Y R A TI N G S C A L E ( C-S S R S)  

T h e C -S S R S i s a t o ol d e si g n e d t o s y st e m ati c all y a s s e s s a n d tr a c k s ui ci d al b e h a vi or a n d s ui ci d al i d e ati o n 
f or lif eti m e, o n e m o nt h pri or t o t h e s cr e e ni n g vi sit f or s ui ci d al i d e ati o n a n d 6 m o nt hs  pri or t o t h e s cr e e ni n g 
vi sit f or s ui ci d al b e h a vi or, a n d t hr o u g h o ut t h e st u d y. T h e str e n gt h of t hi s s ui ci d e cl a s sifi c ati o n s y st e m i s i n 
its a bilit y t o c o m pr e h e n si v el y i d e ntif y s ui ci d al e v e nt s w hil e li miti n g t h e o v er -i d e ntifi c ati o n of s ui ci d al 
b e h a vi or. T h e C -S S R S B a s eli n e/ S cr e e ni n g V er si o n i s u s e d at t h e s cr e e ni n g vi sit a n d t h e C -S S R S Si n c e 
L a st Vi sit V er si o n i s u s e d fr o m Vi sit 2 a n d o n w ar d.  S u bj e ct s wit h T y p e 4 ( a cti v e s ui ci d al i d e ati o n wit h 
s o m e i nt e nt t o a ct, wit h o ut s p e cifi c pl a n) or T y p e 5 ( a cti v e s ui ci d al i d e ati o n wit h s p e cifi c pl a n a n d i nt e nt) 
s ui ci d al i d e ati o n d uri n g t h e st u d y will b e di s c o nti n u e d fr o m t h e st u d y a n d r ef err e d t o a m e nt al h e alt h 
pr of e s si o n al.  

C -S S R S i n cl u d e s t w o m ai n s e cti o n s: S ui ci d al I d e ati o n a n d S ui ci d al B e h a vi or.  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e f oll o wi n g o ut c o m e s ar e C -S S R S c at e g ori e s a n d h a v e bi n ar y r e s p o n s e s ( y e s/ n o). T h e c at e g ori e s ar e 
r e-or d er e d fr o m t h e s c al e t o f a cilit at e t h e d efi niti o n s of t h e C -S S R S e n d p oi nt s, a n d t o pr o vi d e cl arit y i n t h e 
pr e s e nt ati o n of t h e r e s ult s.  

•  S ui ci d al i d e ati o n i s m e as ur e d b y 5 c at e g ori es, r e pr es e nti n g 5 s u bt y p es of s ui ci d al i d e ati o n wit h 
i n cr e asi n g s e v erit y: 

o  C at e g or y 1: Wi s h t o b e D e a d  
o  C at e g or y 2: N o n -s p e cifi c A cti v e S ui ci d al T h o u g hts  
o  C at e g or y 3: A cti v e S ui ci d al I d e ati o n wit h A n y M et h o ds ( N ot Pl a n) wit h o ut I nt e nt t o A ct  
o  C at e g or y 4: A cti v e S ui ci d al I d e ati o n wit h S o m e I nt e nt t o A ct, wit h o ut S p e cifi c Pl a n  
o  C at e g or y 5: A cti v e S ui ci d al I d e ati o n wit h S p e cifi c Pl a n a n d I nt e nt  

•  S ui ci d al b e h a vi or i s m e as ur e d b y 5 c at e g ori es, r e pr es e nti n g 5 s u bt y p es of s ui ci d al b e h a vi or:  

o  C at e g or y 6: Pr e p ar at or y A cts or B e h a vi or  
o  C at e g or y 7: A b ort e d Att e m pt  
o  C at e g or y 8: I nt err u pt e d Att e m pt  
o  C at e g or y 9: A ct u al Att e m pt ( n o n -f at al) 
o  C at e g or y 1 0: C o m p l et e d S ui ci d e 

T h e 1 0 c at e g ori e s a b o v e ar e n ot m ut u all y e x cl u si v e. S u bj e ct s will b e c o u nt e d i n e a c h c at e g or y f or w hi c h 
t h e y h a v e a n e v e nt. 

S elf -i nj uri o u s b e h a vi or wit h o ut s ui ci d al i nt e nt i s a n o n-s ui ci d e -r el at e d C-S S R S o ut c o m e, a n d al s o h a s a 
bi n ar y r e s p o n s e ( y e s/ n o).  

F or t h e p ur p o s e of C -S S R S a n al y si s, “ B a s eli n e ” a n d t h e o v er all “ p o st-B a s eli n e ” p eri o d s  ar e d efi n e d a s 
f oll o w s. 

Ti m e p oi nt  St u d y Vi sit  C -S S R S V er si o n  D eri v ati o n R ul e  

B a s eli n e  
Vi sit 1  

B a s eli n e/ S cr e e ni n g –  P a st 1 
M o nt h  f or S ui ci d al I d e ati o n / P a st 
6 M o nt h s  f or S ui ci d al B e h a vi or 

M o st s e v er e 
o ut c o m e  

Vi sit 2 * Si n c e L a st Vi sit  

P o st -
B a s eli n e  

All p o st -B a s eli n e vi sit s u p 
t o a n d i n cl u di n g Vi sit 1 0  
(t h e f oll o w-u p vi sit) , 
i n cl u di n g u n s c h e d ul e d vi sit s 

Si n c e L a st Vi sit  
M o st s e v er e 
o ut c o m e  

* N ot e: T h e Vi sit 2 C -S S R S a s s e s s m e nt m u st b e a d mi ni st er e d pri or t o t h e fir st d o s e of st u d y m e di c ati o n i n 
or d er t o b e u s e d i n t h e C -S S R S B a s eli n e d eri v ati o n.  

T h e f oll o wi n g C -S S R S c o m p o sit e e n d p oi nt s will b e d eri v e d f or e a c h ti m e p oi nt of i nt er e st (i.e ., B a s eli n e , 
o v er all p o st -B a s eli n e , a n d e a c h s c h e d ul e d vi sit  i n cl u di n g W e e k 7/ F oll o w -u p/ Vi sit 1 0 ) a s f oll o w s: 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  A n y s ui ci d al i d e ati o n: A “ y es” a ns w er t o a n y o n e of t h e 5 s ui ci d al i d e ati o n q u esti o ns o n C -S S R S 
( C at e g ori es 1-5).  

•  A n y s ui ci d al b e h a vi or: A “ y es ” a ns w er t o a n y o n e of t h e 5 s ui ci d al b e h a vi or q u esti o ns o n t h e C -S S R S 
( C at e g ori es 6-1 0).  

•  A n y s ui ci d alit y: A “ y es ” a ns w er t o a n y o n e of t h e 1 0 s ui ci d al i d e ati o n a n d b e h a vi or q u esti o ns o n t h e 
C -S S R S ( C at e g ori es 1 -1 0).  

F or e a c h s u bj e ct, t h e s ui ci d al i d e ati o n s c or e at e a c h ti m e p oi nt of i nt er e st (i. e. , B a s eli n e , o v er all p o st -
B a s eli n e , t h e L O C F e n d p oi nt, a n d e a c h s c h e d ul e d vi sit  i n cl u di n g W e e k 7/ F oll o w -u p/ Vi sit 1 0 ) i s d efi n e d a s 
t h e m a xi m u m s ui ci d al i d e ati o n c at e g or y ( 1-5)  pr e s e nt f or t h e ti m e p oi nt of i nt er e st. If n o i d e ati o n i s pr e s e nt 
a s c or e of 0 i s a s si g n e d.  

T h e n u m b er a n d p er c e nt a g e of s u bj e ct s wit h a n y s ui ci d alit y, a n y s ui ci d al i d e ati o n  a n d s u bt y p e s of 
i d e ati o n, a n y s ui ci d al b e h a vi or a n d s u bt y p e of b e h a vi or , a n d a n y no n -s ui ci d al s elf -i nj uri o u s b e h a vi or will 
b e pr e s e nt e d f or:  

•  B as eli n e ( as d efi n e d a b o v e)  

•  T h e o v er all p ost -B as eli n e p eri o d ( as d efi n e d a b o v e) 

•  E a c h s c h e d ul e d vi sit: S cr e e ni n g / Vi sit 1 (lif eti m e; p ast 1 m o nt h f or i d e ati o n/ p ast 6 m o nt h s f or 
b e h a vi or ), R a n d o miz ati o n/ Vi sit 2, D a y 4 / Vi sit 3, W e e k 1/ Vi sit 4, W e e k 2/ Vi sit 5, W e e k 3/ Vi sit 6 , W e e k 
4 / Vi sit 7, W e e k 5/ Vi sit 8, W e e k 6/ Vi sit 9, a n d W e e k 7/ F oll o w -u p / Vi sit 1 0 . 

Diff er e n c e b et w e e n e a c h S E P -3 6 3 8 5 6 tr e at m e nt gr o u p, a s w ell a s t h e t w o S E P -3 6 3 8 5 6 gr o u p s c o m bi n e d, 
a g ai n st t h e pl a c e b o gr o u p  f or t h e pr o p orti o n of s u bj e ct s wit h a n y s ui ci d alit y, a n y s ui ci d al b e h a vi or, a n d 
a n y s ui ci d al i d e ati o n at B a s eli n e a n d d uri n g t h e o v er all p o st -B a s eli n e p eri o d will b e e v al u at e d u si n g 
Fi s h er’ s E x a ct t e st.  

S hift i n s ui ci d al i d e ati o n s c or e fr o m B a s eli n e t o t h e o v er all p o st -B a s eli n e  p eri o d , t o e a c h of t h e s c h e d ul e d 
vi sit s  (D a y 4 / Vi sit 3, W e e k 1/ Vi sit 4, W e e k 2/ Vi sit 5, W e e k 3/ Vi sit 6, W e e k 4/ Vi sit 7, W e e k 5/ Vi sit 8, W e e k 
6 / Vi sit 9, a n d W e e k 7/ F oll o w -u p / Vi sit 1 0), a n d t o t h e L O C F e n d p oi nt will b e pr e s e nt e d.  

I nt e n sit y of i d e ati o n f or t h e m o st s e v er e i d e ati o n s u bt y p e i s m e a s ur e d i n t er m s of fr e q u e n c y, d ur ati o n, 
c o ntr oll a bilit y, d et err e nt s, a n d r e a s o n s f or i d e ati o n. E a c h i s m e a s ur e d wit h r e s p o n s e s r a n gi n g fr o m 1 t o 5 
f or fr e q u e n c y a n d d ur ati o n, a n d fr o m 0 t o 5 f or c o ntr oll a bilit y, d et err e nt s, a n d r e a s o n s f or i d e ati o n. T h e 
i d e ati o n i nt e n sit y t ot al s c or e i s t h e s u m of r e s p o n s e s t o t h e fi v e it e m s a n d c a n r a n g e fr o m 2 t o 2 5 f or 
s u bj e ct s wit h e n d or s e d s ui ci d al i d e ati o n. F or s u bj e ct s wit h e n d or s e d s ui ci d al i d e ati o n, i f o n e or m or e of 
t h e s e fi v e it e m s ar e mi s si n g at a n a s s e s s m e nt, t h e t ot al s c or e will b e s et t o mi s si n g. If a s u bj e ct di d n ot 
e n d or s e a n y s ui ci d al i d e ati o n, a s c or e of 0 f or t h e i d e ati o n i nt e n sit y t ot al s c or e will b e gi v e n.  

A ct u al l et h alit y a s s o ci at e d wit h a ct u al att e m pt s i s r at e d o n a 6 -p oi nt s c al e fr o m 0 = ‘ N o p h y si c al d a m a g e 
or v er y mi n or p h y si c al d a m a g e’ t o 5 = ‘ D e at h’. P ot e nti al l et h alit y of a ct u al att e m pt s (if a ct u al l et h alit y = 0) 
i s r at e d o n a 3-p oi nt s c al e fr o m 0 = ‘ B e h a vi or n ot li k el y t o r e s ult i n i nj ur y’ t o 2 = ‘ B e h a vi or li k el y t o r e s ult i n 
d e at h d e s pit e a v ail a bl e m e di c al c ar e ’. 
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

R e s p o n s e s t o e a c h C -S S R S q u e sti o n will b e li st e d.  T h e i d e ati o n i nt e n sit y t ot al s c or e a n d t h e a ct u al 
l et h alit y a n d p ot e nti al l et h alit y of a ct u al att e m pt s will o nl y b e pr e s e nt e d i n d at a li sti n g s.  

1 7. 6. 2.  A B N O R M A L IN V O L U N T A R Y M O V E M E N T S C A L E ( AI M S) 

T h e AI M S i s a cli ni ci a n -r at e d a s s e s s m e nt of a b n or m al m o v e m e nt s c o n si sti n g of u n o btr u si v e o b s er v ati o n 
of t h e s u bj e ct at r e st ( wit h s h o e s r e m o v e d) a n d s e v er al q u e sti o n s or i n str u cti o n s dir e ct e d t o w ar d t h e 
s u bj e ct. It c o nt ai n s s e v e n it e m s r el at e d t o: f a ci al, li p, j a w, a n d t o n g u e m o v e m e nt s  (it e m s 1 -4 ), u p p er a n d 
l o w er e xtr e mit y m o v e m e nt s (it e m s 5 - 6) , a n d tr u n k m o v e m e nt s (it e m 7). T hr e e ot h er it e m s a s s e s s t h e 
s u bj e ct at a gl o b al l e v el  (it e m s 8 - 1 0) , a n d t w o it e m s a s s e s s d e nt al st at u s (it e m s 1 1 - 1 2) .  

T h e ( n o n -gl o b al) AI M S t ot al s c or e i s t h e s u m of it e m s 1 t hr o u g h 7. (It e m s 8 t hr o u g h 1 2 ar e n ot u s e d i n 
AI M S t ot al s c or e c al c ul ati o n.) T h e p o s si bl e r a n g e f or AI M S t ot al s c or e i s 0 t o 2 8. Hi g h er v al u e s of t h e 
AI M S t ot al s c or e i n di c at e i n cr e a s e d s e v erit y i n a b n or m al m o v e m e nt. If o n e  or m or e of t h e 7 it e m s 
c o ntri b uti n g t o AI M S t ot al s c or e c al c ul ati o n ar e mi s si n g at a vi sit, t h e t ot al s c or e will b e s et t o mi s si n g  f or 
t h at vi sit.  

AI M S t ot al s c or e at e a c h vi sit i s cl a s sifi e d a s ‘a b n or m al ’ if: eit h er at l e a st t w o it e m s ( o ut of it e m s 1 - 7) 
h a v e a r e s p o n s e of ‘ Mil d’ or hi g h er ( i. e., it e m s c or e ≥ 2); or at l e a st o n e it e m ( o ut of it e m s 1 - 7) h a s a 
r e s p o n s e of ‘ M o d er at e’ or hi g h er (i. e., it e m s c or e ≥ 3). Ot h er wi s e, t h e n o n -mi s si n g AI M S t ot al s c or e s i s 
cl a s sifi e d a s ‘n or m al ’. 

It e m 8 of AI M S r e pr e s e nt s t h e gl o b al s e v erit y s c or e. P o st -B a s eli n e AI M S gl o b al s e v erit y s c or e s will b e 
cl a s sifi e d a s ‘ w or s e n e d’, ‘ u n c h a n g e d’, or ‘i m pr o v e d’, r el ati v e t o a s u bj e ct’ s B a s eli n e r e s p o n s e t o it e m 8. A 
hi g h er s c or e t h a n t h at of t h e B a s eli n e w o ul d b e cl a s sifi e d a s ‘ w or s e n e d’. C o n v er s el y, a l o w er s c or e w o ul d 
b e cl a s sifi e d a s ‘i m pr o v e d’.  If t h e s c or e i s e q u al t o t h at of B a s eli n e, t h e s c or e will b e cl a s sifi e d a s 
‘ u n c h a n g e d’. 

AI M S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2  a n d Vi sit 9 . 

C h a n g e fr o m B a s eli n e i n AI M S tot al s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6 / Vi sit 9) w ill b e a n al y z e d u si n g 
a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e AI M S t ot al s c or e a s 
t h e c o v ari at e. I n a d diti o n, t h e A N C O V A a n al y si s will b e r e p e at e d f or s u b gr o u p s of s u bj e ct s b a s e d o n 
w h et h er t h e s u bj e ct t o o k c o n c o mit a nt m e di c ati o n s f or tr e at m e nt of m o v e m e nt di s or d er s  d uri n g t h e st u d y . 
T h e li st of m e di c ati o n s will b e d et er mi n e d b y a r e vi e w of t h e c o d e d m e d i c ati o n t er m s b ef or e d at a b a s e l o c k 
a n d st u d y u n bli n di n g .  

T h e o b s er v e d AI M S t ot al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p  a n d vi sit . I n a d diti o n, t h e o b s er v e d AI M S t ot al s c or e a n d t h e c h a n g e fr o m 
B a s eli n e v al u e s will b e s u m m ari z e d d e s cri pti v el y b y t h e s u b gr o u p s of c o n c o mit a nt m e di c ati o n u s e f or 
tr e at m e nt of m o v e m e nt di s or d er s. F or t h e s u b gr o u p a n al y si s, t h e A N C O V A a n al y si s will b e p erf or m e d f or 
a gi v e n ti m e p oi nt o nl y if t h er e ar e at l e a st 2 s af et y p o p ul ati o n s u bj e ct s wit h d at a a v ail a bl e i n e a c h of t h e 
t hr e e tr e at m e nt gr o u p s at t h at ti m e p oi nt. 

S hift fr o m B a s eli n e i n AI M S t ot al s c or e c at e g or y ( N or m al/ A b n or m al) t o e a c h p o st-B a s eli n e s c h e d ul e d vi sit 
( W e e k 6/ Vi sit 9) a n d t o t h e o v er all p o st-B a s el i n e p eri o d (i n cl u di n g b ot h t h e d o u bl e-bli n d tr e at m e nt p eri o d 
a n d t h e d o u bl e -bli n d f oll o w -u p p eri o d) will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p .  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

T h e o b s er v e d AI M S gl o b al s e v erit y s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will b e s u m m ari z e d 
d e s cri p ti v el y b y tr e at m e nt gr o u p a n d vi sit . I n a d diti o n, t h e fr e q u e n c y di stri b uti o n of t h e AI M S gl o b al 
s e v erit y it e m will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit. P o st -B a s eli n e c h a n g e s  i n 
AI M S gl o b al s e v erit y s c or e  ( W or s e n e d/ U n c h a n g e d/I m pr o v e d) w ill al s o b e s u m m ari z e d d e s cri pti v el y b y 
tr e at m e nt gr o u p a n d vi sit . 

1 7. 6. 3.  B A R N E S A K A T HI SI A R A TI N G S C A L E ( B A R S) 

T h e B A R S i s a r ati n g s c al e g e ar e d t o w ar d a s s e s s m e nt of n e ur ol e pti c -i n d u c e d a k at hi si a, t h o u g h it c a n b e 
u s e d t o m e a s ur e a k at hi si a a s s o ci at e d wit h ot h er d r u g s a s w ell. T h e B A R S c o n si st s of f o ur it e m s, i n cl u di n g 
o n e it e m a s s e s si n g o bj e cti v e r e stl e s s n e s s (it e m 1), t w o it e m s t ar g eti n g s u bj e cti v e r e stl e s s n e s s 
( a w ar e n e s s a n d r el at e d di str e s s; it e m s 2 - 3 ), a n d o n e gl o b al cli ni c al a s s e s s m e nt of a k at hi si a it e m (it e m 
4) . T h e o bj e cti v e a n d s u bj e cti v e it e m s ar e a n c h or e d a n d utili z e a 4 -p oi nt s c al e. T h e gl o b al a s s e s s m e nt 
it e m h a s a 6-p oi nt s c al e (fr o m a b s e n c e of a k at hi si a t hr o u g h s e v er e a k at hi si a).  

T h e B A R S t o t al s c or e i s t h e s u m of it e m s 1 t hr o u g h 3 a n d r a n g e s fr o m 0 t o 9. Hi g h er v al u e s of t h e B A R S 
t ot al s c or e i n di c at e hi g h er s e v erit y of a k at hi si a. If o n e or m or e of it e m s 1 t o 3 ar e mi s si n g at a vi sit , t h e 
B A R S t ot al s c or e will b e s et t o mi s si n g  f or t h at vi sit.  

T h e p o st -B a s eli n e B A R S Gl o b al Cli ni c al A s s e s s m e nt of A k at hi si a r e s p o n s e s will b e cl a s sifi e d a s 
‘ w or s e n e d’, ‘ u n c h a n g e d’, or ‘i m pr o v e d’, r el ati v e t o a s u bj e ct’ s B a s eli n e r e s p o n s e t o t hi s it e m. A hi g h er 
s c or e t h a n t h at of t h e Ba s eli n e w o ul d b e cl a s sifi e d a s ‘ w or s e n e d’. C o n v er s el y, a l o w er s c or e w o ul d b e 
cl a s sifi e d a s ‘i m pr o v e d’.  If t h e s c or e i s e q u al t o t h at of B a s eli n e, t h e s c or e will b e cl a s sifi e d a s 
‘ u n c h a n g e d’. 

B A R S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2  a n d Vi sit 9 . 

C h a n g e fr o m B a s eli n e i n B A R S t ot al s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6/ Vi sit 9) will b e a n al y z e d u si n g 
a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e B A R S t ot al s c or e a s 
t h e c o v ari at e. I n a d diti o n, th e A N C O V A a n al y si s will b e r e p e at e d f or s u b gr o u p s of s u bj e ct s b a s e d o n 
w h et h er t h e s u bj e ct t o o k c o n c o mit a nt m e di c ati o n s f or tr e at m e nt of m o v e m e nt di s or d er s  d uri n g t h e st u d y . 

T h e o b s er v e d B A R S  t ot al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit. I n a d diti o n, t h e o b s er v e d B A R S t ot al s c or e a n d t h e c h a n g e fr o m 
B a s eli n e v al u e s will b e s u m m ari z e d d e s cri pti v el y b y t h e  s u b gr o u p s of c o n c o mit a nt m e di c ati o n u s e f or 
tr e at m e nt of m o v e m e nt di s or d er s. F or t h e s u b gr o u p a n al y si s, t h e A N C O V A a n al y si s will b e p erf or m e d f or 
a gi v e n ti m e p oi nt o nl y if t h er e ar e at l e a st 2 s af et y p o p ul ati o n s u bj e ct s wit h d at a a v ail a bl e i n e a c h of t h e  
t hr e e tr e at m e nt gr o u p s at t h at ti m e p oi nt. 

C h a n g e fr o m B a s eli n e i n B A R S gl o b al cli ni c al a s s e s s m e nt s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6/ Vi sit 9) 
will b e a n al y z e d u si n g a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n  1 6. 1. 5. 1 , wit h 
B a s eli n e B A R S gl o b al cli ni c al a s s e s s m e nt s c or e a s t h e c o v ari at e . 

P o st -B a s eli n e c h a n g e s  i n B A R S gl o b al cli ni c al a s s e s s m e nt s c or e ( W or s e n e d/ U n c h a n g e d/I m pr o v e d) will 
b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p  a n d vi sit.  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 9 7  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

L a stl y, t h e o b s er v e d B A R S it e m s c or e s a n d t h e c h a n g e fr o m B a s eli n e v al u e s will b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt g r o u p a n d vi sit. I n a d diti o n, t h e fr e q u e n c y di stri b uti o n of e a c h B A R S it e m will b e 
s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

1 7. 6. 4.  S I M P S O N-A N G U S S C A L E ( S A S) 

T h e  S A S i s a cli ni ci a n -r at e d a s s e s s m e nt of n e ur ol e pti c-i n d u c e d P ar ki n s o ni s m c o n si sti n g of 1 0 it e m s. 
It e m s ar e a n c h or-b a s e d, r at e d o n a 5 -p oi nt s c al e  (r a n gi n g b et w e e n 0 a n d 4), a n d a d dr e s s ri gi dit y, g ait 
( br a d y ki n e si a), tr e m or, a k at hi si a, s h o ul d er s h a ki n g , gl a b ell ar t a p, a n d s ali v ati o n.  

S A S m e a n s c or e i s d efi n e d a s t h e a v er a g e of all 1 0 it e m s a n d r a n g e s b et w e e n 0 a n d 4. L o w er v al u e s of 
t h e S A S m e a n s c or e i n di c at e mil d er s y m pt o m s. If o n e or m or e of t h e S A S it e m s ar e mi s si n g at a vi sit, t h e 
S A S m e a n s c or e will b e s et t o mi s si n g  f or t h at vi sit.  

T h e S A S m e a n s c or e at e a c h vi sit will b e cl a s s ifi e d a s ‘ a b n or m al’ if it e x c e e d s 0. 3 ( R u s h, et al., 2 0 0 0). 
Ot h er wi s e, t h e n o n -mi s si n g S A S m e a n s c or e will b e cl a s sifi e d a s ‘ n or m al ’.  

S A S i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2  a n d Vi sit 9 . 

C h a n g e fr o m B a s eli n e i n S A S m e a n  s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6/ Vi sit 9) will b e a n al y z e d u si n g 
a n A N C O V A m o d el si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n  1 6. 1. 5. 1 , wit h B a s eli n e S A S m e a n s c or e a s 
t h e c o v ari at e. I n a d diti o n, t h e A N C O V A a n al y si s will b e r e p e at e d f or s u b gr o u p s of s u bj e ct s b a s e d o n 
w h et h er t h e s u bj e ct t o o k c o n c o mit a nt m e di c ati o n s f or tr e at m e nt of m o v e m e nt di s or d er s  d uri n g t h e st u d y . 

T h e o b s er v e d S A S m e a n s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s will al s o b e s u m m ari z e d 
d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit. I n a d diti o n, t h e o b s er v e d S A S m e a n s c or e a n d t h e c h a n g e fr o m 
B a s eli n e v al u e s wil l b e s u m m ari z e d d e s cri pti v el y b y t h e s u b gr o u p s of c o n c o mit a nt m e di c ati o n u s e f or 
tr e at m e nt of m o v e m e nt di s or d er s. F or t h e s u b gr o u p a n al y si s, t h e A N C O V A a n al y si s will b e p erf or m e d f or 
a gi v e n ti m e p oi nt o nl y if t h er e ar e at l e a st 2 s af et y p o p ul ati o n s u bj e ct s wit h d at a a v ail a bl e i n e a c h of t h e 
t hr e e tr e at m e nt gr o u p s at t h at ti m e p oi nt. 

S hift fr o m B a s eli n e i n S A S m e a n s c or e c at e g or y ( N or m al/ A b n or m al) t o e a c h p o st -B a s eli n e s c h e d ul e d vi sit 
( W e e k 6/ Vi sit 9) a n d t o t h e o v er all p o st-B a s eli n e p eri o d (i n cl u di n g b ot h t h e d o u bl e-bli n d tr e at m e nt p eri o d 
a n d t h e d o u bl e -bli n d f oll o w -u p p eri o d) will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p . 

1 7. 6. 5.  P I T T S B U R G H S L E E P Q U A LI T Y IN D E X  

T h e Pitt s b ur g h Sl e e p Q u alit y I n d e x ( P S QI) c o n si st s of 1 9  s elf -r at e d q u e sti o n s a n d 5 q u e sti o n s r at e d b y 
t h e b e d p art n er or r o o m m at e (if o n e i s a v ail a bl e). It i s u s e d t o m e a s ur e t h e q u alit y a n d p att er n s of sl e e p i n 
a d ult s. O nl y s elf -r at e d q u e sti o n s ar e i n cl u d e d i n t h e s c ori n g. It diff er e nti at e s “ p o or” fr o m “ g o o d” sl e e p 
q u alit y b y m e a s uri n g  s e v e n “ c o m p o n e nt” s c or e s, e a c h of w hi c h h a s a r a n g e of 0-3 p oi nt s : s u bj e cti v e sl e e p 
q u alit y, sl e e p l at e n c y, sl e e p d ur ati o n, h a bit u al sl e e p effi ci e n c y, sl e e p di st ur b a n c e s, u s e of sl e e pi n g 
m e di c ati o n s, a n d d a yti m e d y sf u n cti o n d u e t o sl e e pi n e s s o v er t h e l a st m o nt h.  
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T h e s e v e n c o m p o n e nt s c or e s ar e t h e n s u m m e d  t o yi el d o n e gl o b al P S QI s c or e , wit h a r a n g e of 0-2 1 
p oi nt s, “ 0” i n di c ati n g n o diffi c ult y a n d “ 2 1” i n di c ati n g s e v er e diffi c ulti e s i n all ar e a s ( B u y s s e, R e y n ol d s, 
M o n k, B er m a n,  & K u pf er, 1 9 8 9) .  

T h e P S QI s c ori n g al g orit h m a s d o w nl o a d e d fr o m t h e U ni v er sit y of Pitt s b ur g h Sl e e p a n d C hr o n o bi ol o g y 
C e nt er i s i n s ert e d i n   A P P E N DI X 1 1 . T h e s e v e n c o m p o n e nt s c or e s a n d t h e P S QI gl o b al s c or e will b e 
d eri v e d a c c or di n g t o t hi s al g orit h m . If o n e or m or e of t h e c o m p o n e nt s c or e s ar e mi s si n g  at a vi sit , t h e 
P S QI gl o b al s c or e will b e s et t o mi s si n g  f or t h at vi sit. 

P S QI  i s a s s e s s e d at t h e s e st u d y vi sit s: Vi sit 2  a n d Vi sit 9.  

C h a n g e fr o m B a s eli n e i n P S QI gl o b al s c or e at e a c h s c h e d ul e d vi sit ( W e e k 6/ Vi sit 9) will b e a n al y z e d 
u si n g a n A N C O V A m o d el  si mil ar t o t h e m o d el d e s cri b e d i n S e cti o n 1 6. 1. 5. 1 , wit h B a s eli n e P S QI gl o b al 
s c or e a s t h e c o v ari at e . I n a d diti o n, t h e o b s er v e d P S QI gl o b al s c or e a n d t h e c h a n g e fr o m B a s eli n e v al u e s 
will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d vi sit.  

1 7. 7.  S U B G R O U P A N A L Y SI S O F S A F E T Y V A RI A B L E (S ) 

T h e s u b gr o u p a n al y s e s f or A E  d at a , vit al si g n s d at a, a n d AI M S/ B A R S/ S A S s c al e s ar e d e s cri b e d i n t h eir 
r e s p e cti v e s e cti o n s. 

1 9.  D A T A N O T S U M M A RI Z E D  O R P R E S E N T E D  

T h e v ari a bl e s a n d/ or d o m ai n s n ot s u m m ari z e d or pr e s e nt e d ar e:  

•  S u bj e ct i niti al s  

•  A n y d at a c oll e ct e d o n s cr e e n f ail ur es ot h e r t h a n di s p ositi o n, b asi c d e m o gr a p hi c s, a n d pr e -tr e at m e nt 
e v e nts . 

•  A n y d at a c oll e ct e d d uri n g pr e vi o usl y f ail e d scr e e ni n g( s) f or r a n d o miz e d s u bj e cts w h o w er e s cr e e n e d 
m or e t h a n o n c e  e x c e pt A d v er s e E v e nts . 

T h e s e d o m ai n s a n d/ or v ari a bl e s will n ot b e s u m m ari z e d  or pr e s e nt e d b ut will b e a v ail a bl e  i n t h e cli ni c al 
st u d y d at a b a s e a n d  S D T M d at a s et s.  
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2 0.  R E F E R E N C E S  

B u y s s e, D., R e y n ol d s, C., M o n k, T., B er m a n, S., & K u pf er, D. ( 1 9 8 9). T h e Pitt s b ur g h Sl e e p Q u alit y I n d e x 
( P S QI): A n e w i n str u m e nt f or p s y c hi atri c r e s e ar c h a n d pr a cti c e. P s y c hi atr y R e s e ar c h, 2 8( 2) , 1 9 3-2 1 3.  

D mitri e n k o, A., & T a m h a n e, A. ( 2 0 1 1). Mi xt ur es of m ulti pl e t esti n g pr o c e d ur es f or g at e k e e pi n g a p pli c ati o ns i n cli ni c al 

tri al s. St ati sti c s i n M e di ci n e . 

D mitri e n k o, A., & T a m h a n e, A. ( 2 0 1 1). Mi xt ur es of m ulti pl e t esti n g pr o c e d ur es f or g at e k e e pi n g a p pli c ati o ns i n cli ni c al 

tri al s. St ati sti c s i n M e di ci n e . 

D mitr i e n k o, A., & T a m h a n e, A. ( 2 0 1 3). G e n er al t h e or y of mi xt ur e pr o c e d ur es f or g at e k e e pi n g. Bi o m etri c al J o ur n al , 

4 0 2 – 4 1 9.  

H o p ki ns, S., O gir al a, A., L o e b el, A., & K o bl a n, K. ( 2 0 1 8; 4 4( 3): 5 9 3 -6 0 2). Tr a nsf or m e d P A N S S f a ct or s i nt e n d e d t o r e d u c e 

ps e u d os p e cifi cit y a m o n g s y m pt o m d o m ai ns a n d e n h a n c e u n d er st a n di n g of s y m pt o m c h a n g e i n 

a nti ps y c h oti c -tr e at e d p ati e nts wit h s c hiz o p hr e ni a. . S c hi z o p hr e ni a B ull . 

H o p ki ns, S., O gir al a, A., L o e b el, A., & K o bl a n, K. ( 2 0 2 0). C h ar a ct eri z ati o n of s p e cifi c a n d di sti n ct p ati e nt t y p es i n cli ni c al 

tri al s of a c ut e s c hiz o p hr e ni a usi n g a n u n c orr el at e d P A N S S s c or e m atri x tr a nsf or m ( U P S M). P s y c hi atr y 

R es e ar c h . 

K e ef e, R., P hili p, H., T err y, G., J a m es, G., Tri n a, W., C o ur nt e y, K., & Kir st e n, H. ( 2 0 0 8). N or m s a n d st a n d ar di z ati o n of 

t h e Bri ef Ass ess m e nt of C o g niti o n i n S c hi z o p hr e ni a ( B A C S). S c hi z o p hr e ni a R e a s e a c h , 1 0 8-1 1 5.  

K or dz a k hi a, G., Br e c h e n m a c h er, T., I s hi d a, E., D mitri e n k o, A., Z h e n g, W., & Li, D. ( 2 0 1 8). A n e n h a n c e d mi xt ur e m et h o d 

f or c o nstr u cti n g g at e k e e pi n g pr o c e d ur es i n cli ni c al tri al s. J O U R N A L O F BI O P H A R M A C E U TI C A L S T A TI S TI C S, 

V O L. 2 8, N O. 1, 1 1 3 -1 2 8.  

L a wr e n c e, J., & H u n g, H. J. ( 2 0 0 3). E sti m ati o n a n d C o nfi d e n c e I nt er v al s aft er A dj usti n g t h e M a xi m u m I nf or m ati o n. 

Bi o m etri c al J o ur n al , 1 4 3-1 5 2.  

M ar d er, S., D a vi s, J., & C h o ui n ar d, G. ( 1 9 9 7; 5 8 : 5 3 8– 4 6). T h e eff e cts of ri s p eri d o n e o n t h e fi v e di m e nsi o ns of 

s c hi z o p hr e ni a. J Cli n P s y c hi atr y . 

O' K ell y, M., & R atit c h, B. ( 2 0 1 4). Cli ni c al Tri al s wit h Mi ssi n g D at a - A G ui d e f or Pr a ctiti o n ers.   

R us h, A., Pi n c us, H., Fir st, M., Bl a c k er, D., E n di c ott, J.,  K eit h, S., . . . Z ari n, D. ( 2 0 0 0). H a n d b o o k of P s y c hi atri c M e a s ur es.  

A m eri c a n P s y c hi atri c Ass o ci ati o n.  

S u git a ni, T., P osc h, M., Br et z, F., & K o e ni g, F. ( 2 0 1 8). Fl e xi bl e al p h a all o c ati o n str at e gi es f or c o nfir m at or y a d a pti v e 

e nri c h m e nt cli ni c al tri al s wit h a pr es p e cifi e d s u b gr o u p. St atisti c s i n M e di ci n e , 1-1 6.  

W ass m er, G., & Br a n n at h, W. ( 2 0 1 6). Gr o u p s e q u e nti al a n d c o nfir m at or y a d a pti v e d esi g n s i n cli ni c al tri al s.  N e w Y or k: 

S pri n g er.  
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A P P E N DI X 1.  P R O G R A M MI N G C O N V E N TI O N S F O R  O U T P U T S  

I Q VI A O U T P U T C O N V E N TI O N S  

W h er e  a p pli c a bl e, t h e a p p e n di x _ c o m pil ati o n _ w or ki n g _ G ui d eli n e s _ 2 1 J u n 2 0 1 7 Gl o b al Fi n al . p df d o c u m e nt 
–  pr o vi d e d b y S M P A  –  will b e f oll o w e d.  

I n a d diti o n, t h e f oll o wi n g o ut p ut c o n v e nti o n s ar e t o b e f oll o w e d: 

•  G e n er al pr es e nt ati o n:  

o  T h e fir st r o w i n t h e b o d y of t h e t a bl e or li sti n g s h o ul d b e bl a n k 
o  T h e l eft -h a n d c ol u m n s h o ul d st art i n c ol u m n 1. N o i n d e nti n g or c e nt eri n g of t h e o ut p ut s h o ul d 

o c c ur.  
o  R o u n di n g s h o ul d b e d o n e wit h t h e S A S f u n cti o n R O U N D.  
o  N u m b er s i n t a bl es s h o ul d b e r o u n d e d, n ot tr u n c at e d.  
o  Al p h a n u m eri c o ut p ut s h o ul d b e l eft ali g n e d.  
o  N u m b er s s h o ul d b e d e ci m al p oi nt ali g n e d.  
o  W h ol e n u m b er s s h o ul d b e ri g ht ali g n e d.  
o  T e xt v al u es s h o ul d b e l eft ali g n e d.  
o  T h e fir st l ett er of a t e xt e ntr y s h o ul d b e c a pit aliz e d.  
o  T h e wi dt h of t h e e ntir e o ut p ut s h o ul d m at c h t h e li n esi z e ( 1 3 4) 

•  U ni v ari at e St ati sti c s:  If t h e r a w d at a h as N d e ci m al pl a c es, t h e n t h e s u m m ar y st ati sti c s s h o ul d h a v e 
t h e f oll o wi n g d e ci m al pl a c e s: 

o  Mi ni m u m a n d m a xi m u m: N  
o  M e a n, m e di a n, Q 1, a n d Q 3: N + 1  
o  S D: N + 2  
o  F or l a b d at a o nl y, i n t h e r ar e c as e w h er e r a w d at a h as m or e t h a n 3 d e ci m al pl a c es, s u m m ar y 

st ati sti c s will b e pr es e nt e d f or t h e s c e n ari o of N  =  3. All d e ci m al s will b e pr es e nt e d i n Li sti n g s.  
o  F or C GI -S s c or e, 2 d e ci m al pl a c e s will b e pr es e nt e d f or m e a n, m e di a n, Q 1, Q 3, L S m e a n, L S m e a n 

diff er e n c e, a n d 9 5 % CI; 3 d e ci m al pl a c es will b e pr es e nt e d f or S D a n d S E; 0 d e ci m al pl a c es will b e 
pr es e nt e d f or mi n a n d m a x. 0 d e ci m al pl a c es will b e pr es e nt e d i n li sti n g s.  

o  F or U P S M s c or es, 3 d e ci m al pl a c e s will b e pr es e nt e d f or m e a n, m e di a n, Q 1, Q 3, L S m e a n, L S m e a n 
diff er e n c e,  a n d 9 5 % CI; 4 d e ci m al pl a c es will b e pr es e nt e d f or S D a n d S E; 2 d e ci m al pl a c es will b e 
pr es e nt e d f or mi n a n d m a x. U p t o 2 d e ci m al pl a c es will b e pr es e nt e d i n Li sti n g s.  N o r o u n di n g will 
b e a p pli e d i n t h e A D a M d at as ets.  

o  F or t h e f oll o wi n g c al c ul at e d p ar a m et e r s, n o r o u n di n g will b e a p pli e d i n t h e A D a M d at as ets. T h e N 
v al u es n ot e d b el o w will b e us e d t o d et er mi n e t h e n u m b er of d e ci m al pl a c es t o b e r e p ort e d i n 
o ut p uts (t a bl es, li sti n g s, a n d fi g ur es as a p pli c a bl e):  

▪  B MI: N = 1  
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•  Fr e q u e n ci es a n d p er c e nt a g es ( n a n d % ): 

o  P er c e nt v al u es s h o ul d b e r e p ort e d i nsi d e p ar e nt h es es, wit h o n e s p a c e b et w e e n t h e c o u nt ( n) a n d 
t h e l eft p ar e nt h esi s of t h e p er c e nt a g e. P ar e nt h es es s h o ul d b e j ustifi e d t o a c c e pt a m a xi m u m of 
1 0 0. 0 as a v al u e a n d p a d d e d wit h bl a n k s p a c e if t h e p er c e nt i s l ess t h a n 1 0 0. 0. 

o  P er c e nt a g es will b e r e p ort e d t o o n e d e ci m al pl a c e, e x c e pt c as es w h er e p er c e nt < 1 0 0. 0 % b ut > 9 9. 9 % 
will b e pr es e nt e d as ‘ > 9 9. 9 %’ ( e .g ., 9 9. 9 9 % i s pr es e nt e d as > 9 9. 9 %); a n d c as es w h er e p er c e nt < 0. 1 % 
will b e pr es e nt e d as ‘ < 0. 1 %’ ( e .g ., 0. 0 8 % i s pr es e nt e d as < 0. 1 %). R o u n di n g will b e a p pli e d aft er t h e 
< 0. 1 % a n d > 9 9. 9 % r ul e.  

o  W h er e c o u nts ar e z er o, n o p er c e nt a g e s h o ul d a p p e ar i n t h e o ut p ut.  

•  C o nfi d e n c e I nt er v al s:  

o  C o nfi d e n c e i nt er v al s a n d esti m at es ar e pr es e nt e d t o o n e pl a c e m or e t h a n t h e r a w d at a, a n d 
st a n d ar d err or s t o t w o pl a c es m or e t h a n t h e r a w d at a.  

o  C o nfi d e n c e i nt er v al s s h o ul d b e j ustifi e d s o t h at p ar e nt h es es di s pl a y e d o n c o ns e c uti v e li n es of a 
t a bl e “li n e u p ”. 

o  B o u n d ar y v al u es of c o nfi d e n c e i nt er v al s s h o ul d b e s e p ar at e d b y a c o m m a.  
o  B o u n d a r y v al u es s h o ul d b e p a d d e d as n e c ess ar y t o a c c e pt n e g ati v e v al u es a n d t o all o w ali g n m e nt 

of t h e d e ci m al pl a c e.  

•  P -v al u es s h o ul d b e r e p ort e d t o t hr e e d e ci m al pl a c e s, e x c e pt v al u es < 1. 0 0 0 b ut > 0. 9 9 9 will b e 
pr es e nt e d as ‘ > 0. 9 9 9’ ( e .g ., 0. 9 9 9 8 i s pr es e nt e d as > 0. 9 9 9); a n d v al u es < 0. 0 0 1 will b e pr es e nt e d as 
‘ < 0. 0 0 1’ ( e.g ., 0. 0 0 0 9 i s pr es e nt e d as < 0. 0 0 1). R o u n di n g will b e a p pli e d aft er t h e < 0. 0 0 1 a n d > 0. 9 9 9 
r ul e. 

•  R ati os s h o ul d b e r e p ort e d t o o n e m or e d e ci m al pl a c e t h a n t h e r a w d at a.  

•  S p a ci n g m ust b e a mi ni m u m of 1  bl a n k s p a c e b et w e e n c ol u m ns ( pr ef er a bl y 2).  

•  Mi ssi n g v al u es:  

o  A “ 0 ” s h o ul d b e us e d t o i n di c at e a z er o fr e q u e n c y.  
o  A bl a n k will b e us e d t o i n di c at e mi ssi n g d at a i n a n e n d -of -t e xt t a bl e or s u bj e ct li sti n g. 

•  Fi g ur es:  

o  Fi g ur es s h o ul d b e pr o vi d e d i n R T F fil es usi n g  t h e S A S O ut p ut D eli v er y S y st e m ( O D S), as C o m p ut er 
Gr a p hi c s M et afil e ( C G M) f or m att e d gr a p hi c al o ut p ut g e n er at e d b y S A S.  

o  T h e C G M fil e its elf s h o ul d c o nt ai n t h e titl e or f o ot er.  
o  T h e i m a g e s h o ul d b e cl e ar a n d of hi g h q u alit y w h e n vi e w e d i n t h e W or d d o c u m e nt, a n d w h e n 

pri nt e d.  
o  I n g e n er al, b o x es ar o u n d t h e fi g ur es s h o ul d b e us e d. 

•  F o ot er s s h o ul d b e d efi n e d as f oll o ws:  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

o  A c o nti n u o us li n e of u n d er s c or es (‘ _’) will f oll o w t h e b o d y of t h e t a bl e or li sti n g pri or t o a n y 
f o ot n ot es at t h e b ott o m of t h e p a g e. 

o  T a bl e f o ot n ot es s h o ul d b e d efi n e d usi n g c o m p ut e st at e m e nts i n t h e pr o c r e p ort, a n d s h o ul d a p p e ar 
dir e ctl y aft er t h e b o d y of t h e t a bl e.  

o  If t e xt wr a ps a cr oss m or e t h a n o n e li n e (f or a n ot e), t h e fir st l ett er f or all li n es of t e xt aft er t h e fir st 
o n e will b e i n d e nt e d t o a li g n b e n e at h t h e fir st l ett er of t h e t e xt i n t h e fir st li n e. 

D A T E S &  T I M E S 

D e p e n di n g o n d at a a v ail a bl e, d at e s a n d ti m e s will t a k e t h e f or m y y y y -m m -d d T h h: m m: s s  . 

S P E L LI N G F O R M A T  

E n gli s h U S .  

P R E S E N T A TI O N O F T R E A T M E N T G R O U P S  

F or o ut p ut s, tr e at m e nt gr o u p s wil l b e r e pr e s e nt e d a s f oll o w s a n d i n t h at or d er: 

Tr e at m e nt Gr o u p  F or T a bl e s (C ol u m n Or d er)  F or Li sti n g s  a n d G r a p h s  (O r d er ) 

Pl a c e b o  Pl a c e b o ( 1)  Pl a c e b o ( L 3 ; G 1) 

S E P -3 6 3 8 5 6 7 5 m g/ d a y  S E P -3 6 3 8 5 6 7 5 m g/ d a y ( 2)  S E P -3 6 3 8 5 6 7 5 m g/ d a y ( L 1 ; G 2) 

S E P -3 6 3 8 5 6 1 0 0 m g/ d a y  S E P -3 6 3 8 5 6 1 0 0 m g/ d a y ( 3)  S E P -3 6 3 8 5 6 1 0 0 m g/ d a y ( L 2 ; G 3) 

 S E P -3 6 3 8 5 6 C o m bi n e d ( 4)   

 T ot al ( 5)   

L I S TI N G S 

All li sti n g s will b e or d er e d b y t h e f oll o wi n g ( u nl e s s ot h er wi s e i n di c at e d i n t h e t e m pl at e): 

•  A ct u al tr e at m e nt gr o u p , di s pl a yi n g a cti v e d os e fir st [7 5 m g/ d a y t h e n 1 0 0  m g/ d a y]  a n d t h e n pl a c e b o . 
R a n d o mi z e d s u bj e cts w h o di d n ot r e c ei v e a n y st u d y m e di c ati o n will b e pr es e nt e d at t h e e n d  a n d 
l a b ell e d “ N ot Tr e at e d ”.  

•  S u bj e ct I D . 

•  Vi sit ( w h er e a p pli c a bl e)  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 0 3  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  Ori gi n al d at e/ ti m e ( w h er e a p pli c a bl e). 

 

  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 0 4  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 2.  P A R TI A L D A T E C O N V E N TI O N S  

T h e a ct u al d at e s a s c oll e ct e d o n t h e C R F will b e pr e s e nt e d i n t h e li sti n g s. I m p ut e d d at e s will  n ot  b e 
pr e s e nt e d i n t h e li sti n g s  u nl e s s ot h er wi s e s p e cifi e d .  

A L G O RI T H M F O R A D V E R S E E V E N T S  

A s a g e n er al r ul e, if t h e st art d at e of a n A E i s a v ail a bl e a n d t h e st art ti m e of t h e A E i s n ot a v ail a bl e, t h e A E 
will b e c o n si d er e d t o h a v e st art e d aft er t h e st u d y dr u g d o s e a d mi ni st er e d o n t h e d a y of t h e A E st art d at e.  

I n c a s e of p arti al or mi s si n g A E st art a n d/ or e n d d at e s, i m p ut e p arti al or mi s si n g e v e nt st art a n d/ or e n d 
d at e s (if n ot o n g oi n g) u si n g t h e al g orit h m b el o w. If a n A E h a s s o m e mi s si n g c o m p o n e nt s i n b ot h t h e st art 
a n d e n d d at e s, fir st i m p ut e t h e e n d d at e.  

A E e n d d at e i m p ut ati o n  

•  If y e ar a n d m o nt h ( Y Y Y Y-M M) of A E e n d d at e ar e k n o w n, t h e n i m p ut e t h e mi ssi n g d a y t o b e t h e e arli er of (l ast 
d a y of t h e m o nt h; d at e of l ast c o nt a ct). 

•  If o nl y y e ar ( Y Y Y Y) of A E e n d d at e i s k n o w n, t h e n i m p ut e t h e mi ssi n g m o nt h a n d d a y t o b e t h e e arli er of ( 3 1 st 
D e c e m b er; d at e of l ast c o nt a ct).  

•  If A E e n d d at e i s c o m pl et el y mi ssi n g a n d A E i s n ot o n g oi n g, t h e n i m p ut e A E e n d d at e t o b e d at e of l ast c o nt a ct.  

A E st art d at e i m p ut ati o n  

•  If y e ar a n d m o nt h ( Y Y Y Y-M M) of A E st art d at e ar e k n o w n a n d Y Y Y Y -M M = y e ar a n d m o nt h of 3 6 1 -3 0 2  st u d y 
m e d st art d at e, t h e n i m p ut e A E st art d at e t o b e t h e e arli er of ( 3 6 1 -3 0 2  st u d y m e d st art d at e; f ul l or i m p ut e d A E 
e n d d at e [if n o n -mi ssi n g]).  

•  If y e ar a n d m o nt h ( Y Y Y Y-M M) of A E st art d at e ar e k n o w n a n d Y Y Y Y -M M ≠ y e ar a n d m o nt h of 3 6 1 -3 0 2  st u d y 
m e d st art d at e, t h e n i m p ut e A E st art d at e t o b e Y Y Y Y -M M -0 1.  

•  If o nl y y e ar ( Y Y Y Y) of A E st art d at e i s k n o w n a n d YY Y Y = y e ar of 3 6 1 -3 0 2  st u d y m e d st art d at e, t h e n i m p ut e A E 
st art d at e t o b e t h e e arli er of ( 3 6 1 -3 0 2  st u d y m e d st art d at e; f ull or i m p ut e d A E e n d d at e [if n o n -mi ssi n g]).  

•  If o nl y y e ar ( Y Y Y Y) of A E st art d at e i s k n o w n a n d Y Y Y Y ≠ y e ar of 3 6 1-3 0 2  st u d y m e d st ar t d at e, t h e n i m p ut e A E 
st art d at e t o b e Y Y Y Y -0 1 -0 1.  

•  If A E st art d at e i s c o m pl et el y mi ssi n g, t h e n i m p ut e A E st art d at e t o b e t h e e arli er of ( 3 6 1-3 0 2  st u d y m e d st art 
d at e; f ull or i m p ut e d A E e n d d at e [if n o n -mi ssi n g]).  

U si n g t h e f ull or i m p ut e d e v e nt d at e s, a s si g n e v e nt s i nt o pr e -tr e at m e nt e v e nt s v s. A E a s d e s cri b e d b el o w. 

If b ot h e v e nt st art d at e/ti m e a n d 3 6 1-3 0 2  st u d y m e d st art d at e/ti m e ar e a v ail a bl e:  

•  If e v e nt st art d at e/ti m e < 3 6 1-3 0 2  st u d y m e d st art d at e/ti m e, t h e n pr e -tr e at m e nt e v e nt. 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 0 5  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

•  If e v e nt st art d at e/ti m e ≥ 3 6 1-3 0 2  st u d y m e d st art d at e/ti m e, t h e n A E.  

If ( e v e nt st art d at e i s a v ail a bl e a n d ti m e i s n ot a v aila bl e) a n d/ or ( 3 6 1 -3 0 2  st u d y m e d st art d at e i s a v ail a bl e 
a n d ti m e i s n ot a v ail a bl e):  

•  If e v e nt st art d at e < 3 6 1-3 0 2  st u d y m e d st art d at e, t h e n pr e -tr e at m e nt e v e nt. 

•  If e v e nt st art d at e ≥ 3 6 1-3 0 2  st u d y m e d st art d at e, t h e n A E.  

 

  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  
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D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A L G O RI T H M F O R P RI O R /  C O N C O MI T A N T /  P O S T -T R E A T M E N T M E DI C A TI O N S  

I n c a s e of p arti al or mi s si n g m e di c ati o n st art a n d/ or st o p d at e s, i m p ut e t h e p arti al or mi s si n g d at e s u si n g 
t h e al g orit h m b el o w.  

If a m e di c ati o n h a s s o m e mi s si n g c o m p o n e nt s i n b ot h t h e st art a n d st o p d at e s, fir st i m p ut e t he st o p d at e.  

I m p ut e st o p d at e a s l at e st p o s si bl e d at e 

•  If o nl y d a y u n k n o w n, i m p ut e t o t h e e arli er of (l ast d a y of t h e m o nt h; d at e of 3 6 1-3 0 2  l ast c o nt a ct). 

•  If m o nt h a n d d a y u n k n o w n, i m p ut e t o t h e e arli er of ( 3 1st D e c e m b er; d at e of 3 6 1 -3 0 2  l ast c o nt a ct). 

•  If st o p d at e i s c o m pl et el y u n k n o w n a n d m e di c ati o n i s n ot o n g oi n g, i m p ut e t o d at e of 3 6 1-3 0 2  l ast c o nt a ct. 

I m p ut e st art d at e a s e arli e st p o s si bl e d at e 

C R F q u e sti o n s: ‘ St art e d pri or t o fir st d o s e ?’ = Y e s; ‘ St art e d aft er l a st d o s e of st u d y m e di c ati o n ?’ = N o. 

•  If o nl y d a y u n k n o w n, i m p ut e t o t h e l at er of (fir st d a y of t h e m o nt h; d at e of birt h [if f ull d at e i s a v ail a bl e]). 

•  If m o nt h a n d d a y u n k n o w n, i m p ut e t o t h e l at er of ( 1st J a n u ar y; d at e of birt h [if f ull d at e i s a v ail a bl e]). 

•  If st art d at e i s c o m pl et el y u n k n o w n, i m p ut e t o t h e e arli er of ( d at e of i nf or m e d c o ns e nt; f ull or i m p ut e d 
m e di c ati o n st o p d at e [if n ot mi ssi n g]).  

C R F q u e sti o n s: ‘ St art e d pri or t o fir st d o s e ?’ = N o; ‘ St art e d aft er l a st d o s e of st u d y m e di c ati o n ?’ = Y e s.  

•  If o nl y d a y u n k n o w n, i m p ut e t o t h e l at er of (fir st d a y of t h e m o nt h; 3 6 1-3 0 2  st u d y m e d e n d d at e + 1).  

•  If m o nt h a n d d a y u n k n o w n, i m p ut e t o t h e l at er of ( 1st J a n u ar y; 3 6 1-3 0 2  st u d y m e d e n d d at e + 1).  

•  If st art d at e i s c o m pl et el y u n k n o w n, i m p ut e t o 3 6 1-3 0 2  st u d y m e d e n d d at e + 1.  

C R F q u e sti o n s: ‘ St art e d pri or t o fir st d o s e ?’ = N o; ‘ St art e d aft er l a st d o s e of st u d y m e di c ati o n ?’ = N o.  

•  If o nl y d a y u n k n o w n, i m p ut e t o t h e l at er of (fir st d a y of t h e m o nt h; 3 6 1-3 0 2  st u d y m e d st art d at e).  

•  If m o nt h a n d d a y u n k n o w n, i m p ut e t o t h e l at er of ( 1st J a n u ar y; 3 6 1-3 0 2  st u d y m e d st art d at e).  

•  If st art d at e i s c o m pl et el y u n k n o w n, i m p ut e t o 3 6 1-3 0 2  st u d y m e d st art d at e.  

T h e n a s si g n a m e di c ati o n i nt o p ri o r, c o n c o mit a nt, or p o st -tr e at m e nt 

T h e c o n c e pt of “ d at e” b el o w s h o ul d al s o i n cl u d e ti m e i nf or m ati o n w h e n e v er ti m e i s a v ail bl e f or b ot h 
c o m p ar at or s.  

•  If m e di c ati o n st o p d at e < 3 6 1 -3 0 2  st u d y m e d st art d at e, assi g n as pri or.  

•  If (m e di c ati o n st o p d at e ≥  3 6 1 -3 0 2  st u d y m e d st art d at e or m e di c ati o n i s o n g oi n g) a n d m e di c ati o n st art d at e ≤  
3 6 1 -3 0 2  st u d y m e d e n d d at e, assi g n as c o n c o mit a nt.  

•  If m e di c ati o n st art d at e > 3 6 1 -3 0 2  st u d y m e d e n d d at e, assi g n as p ost -tr e at m e nt. 
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St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 0 7  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

O v erri di n g r ul e  

F or t h e c a s e w h er e t h e m e di c ati o n st art d at e i s k n o w n a n d i s e q u al t o 3 6 1 -3 0 2  st u d y m e d e n d d at e a n d 
t h e m e di c ati o n st art ti m e i s u n k n o w n, or t h e c a s e w h er e t h e i m p ut e d m e di c ati o n st art d at e i s e q u al t o 3 6 1-
3 0 2  st u d y m e d e n d d at e:  

•  If C R F q u esti o n ‘St art e d aft er l a st d o s e of st u d y m e di c ati o n ? ’ = N o , t h e n assi g n as c o n c o mit a nt. 

•  If C R F q u esti o n ‘St art e d aft er l a st d o s e of st u d y m e di c ati o n ? ’ = Y es , t h e n assi g n as p ost-tr e at m e nt. 
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St ati sti c al A n al y si s Pl a n  
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D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

P A R TI A L D A T E IM P U T A TI O N R U L E S  F O R INI TI A L O N S E T O F S C HI Z O P H R E NI A  

F or s u bj e ct s wit h p arti al o n s et d at e of s c hi z o p hr e ni a, i m p ut e t h e o n s et d at e u si n g t h e f oll o wi n g r ul e s:  

•  If o nl y d a y u n k n o w n, i m p ut e as t h e e arli er of: 1 5 t h of t h e m o nt h, or d at e of I C F . 

•  If b ot h m o nt h a n d d a y u n k n o w n, i m p ut e as t h e e arli er of: J u n e 3 0t h of t h e y e ar, or d at e of I C F .  

P A R TI A L D A T E  IM P U T A TI O N R U L E S  F O R C U R R E N T O N S E T O F A C U T E E X A C E R B A TI O N  

F or s u bj e ct s wit h p arti al o n s et d at e of a c ut e e x a c er b ati o n, i m p ut e t h e o n s et d at e u si n g t h e f oll o wi n g r ul e s:  

•  If o nl y d a y u n k n o w n a n d t h e k n o w n y e ar a n d m o nt h i s e arli er t h a n t h e y e ar a n d m o nt h of I C F , 
i m p ut e as t h e l at er of: 1 5 t h of t h e m o nt h, or d at e of i niti al o ns et of s c hizo p hr e ni a ( a ct u al or 
i m p ut e d).  

•  If o nl y d a y u n k n o w n a n d t h e k n o w n y e ar a n d m o nt h i s t h e s a m e as t h e y e ar a n d m o nt h of I C F, 
i m p ut e as t h e l at er of: e arli er of ( d at e of I C F, 1 5 t h of t h e m o nt h) , or d at e of i niti al o ns et of 
s c hi z o p hr e ni a ( a ct u al or i m p ut e d).  

•  If b ot h m o nt h a n d d a y u n k n o w n a n d t h e k n o w n y e ar i s e arli er t h a n t h e y e ar of I C F , i m p ut e as t h e 
l at er of: J u n e 3 0t h of t h e y e ar, or d at e of i niti al o ns et of s c hiz o p hr e ni a ( a ct u al or i m p ut e d).  

•  If b ot h m o nt h a n d d a y u n k n o w n a n d t h e k n o w n y e ar i s t h e s a m e as t h e y e ar of I C F, i m p ut e as t h e 
l at er of: e arli er of ( d at e of I C F, J u n e 3 0 t h of t h e y e ar) , or d at e of i niti al o ns et of s c hiz o p hr e ni a ( a ct u al 
or i m p ut e d).  

P A R TI A L D A T E IM P U T A TI O N R U L E S F O R F I R S T H O S PI T A LI Z A TI O N  

F or s u bj e ct s  wit h p arti al d at e of fir st h o s pit ali z ati o n  f or tr e at m e nt of s c hi z o p hr e ni a, i m p ut e t h e d at e u si n g 
t h e f oll o wi n g r ul e s: 

•  If o nl y d a y u n k n o w n, i m p ut e as t h e e arli er of: 1 5 t h of t h e m o nt h, or d at e of I C F. 

•  If b ot h m o nt h a n d d a y u n k n o w n, i m p ut e as t h e e arli er of: J u n e 3 0 t h of t h e y e ar, or d at e of I C F. 

F or s u bj e ct s w h o s e d at e of fir st h o s pit ali z ati o n f or tr e at m e nt of s c hi z o p hr e ni a i s c o m pl et el y mi s si n g A N D 
t h e n u m b er of pri or h o s pit ali z ati o n s f or tr e at m e nt of s c hi z o p hr e ni a i s 0, i m p ut e t h e d at e of fir st 
h o s pit ali z ati o n t o b e t h e “ D at e of a d mi s si o n f or t hi s st u d y h o s pit ali z ati o n ” c oll e ct e d o n t h e “P s y c hi atri c 
H o s pit ali z ati o n ( H O S P) ” C R F f or m. 
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P A R TI A L D A T E IM P U T A TI O N R U L E S  F O R F I R S T A N TI -P S Y C H O TI C D R U G T H E R A P Y  

F o r s u bj e ct s wit h p arti al st art d at e f or t h e fir st a nti-p s y c h oti c dr u g t h er a p y  of at l e a st 2 w e e k s d ur ati o n  
i nt e n d e d f or tr e at m e nt of s c hi z o p hr e ni a, i m p ut e t h e st art d at e u si n g t h e f oll o wi n g r ul e s: 

•  If o nl y d a y u n k n o w n, i m p ut e as t h e e arli er  of: 1 5 t h of t h e m o nt h, or d at e of I C F. 

•  If b ot h m o nt h a n d d a y u n k n o w n, i m p ut e as t h e e arli er of: J u n e 3 0 t h of t h e y e ar, or d at e of I C F. 
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R U L E S F O R A S SI G NI N G D O S E O N / D O S E A  

•  I n g e n er al, D O S E O N/ D O S E A s h o ul d b e t h e d os e l e v el i m m e di at el y b ef or e t h e st art of a n A E or a n 
ass ess m e nt. I n c as e t h e A E or t h e ass ess m e nt st art d at e/ti m e c oi n ci d es wit h t h e fir st d osi n g st art 
d at e/ti m e of t h e st u d y, t h e D O S E O N/ D O S E A s h o ul d b e assi g n e d t o t h e d os e l e v el ass o ci at e d wit h 
t h at fir st d osi n g st art d at e/ti m e. I n c as e t h e A E or t h e a ss ess m e nt st art d at e/ti m e c oi n ci d es wit h a 
d osi n g st art d at e/ti m e ot h er t h a n t h e fir st d osi n g st art d at e/ti m e (c oll e ct e d or i m p ut e d f or D a y 4 as 
s p e cifi e d i n S e cti o n 1 4. 1 ), t h e D O S E O N/ D O S E A s h o ul d b e assi g n e d t o t h e d os e l e v el ass o ci at e d wit h 
t h e pr e vi o us d osi n g st art d at e/ti m e . 

•  I n c as e of mi ssi n g A E st art ti m e, mi ssi n g ass ess m ent ( st art) ti m e, a n d/ or mi ssi n g d osi n g st art ti m e  
( aft er i m p ut ati o n f or D a y 4 as s p e cifi e d i n S e cti o n  1 4. 1 ), D O S E O N/ D O S E A s h o ul d b e assi g n e d usi n g 
t h e al g orit h m i n t h e t a bl e b el o w.  

S c e n ari o  D at a  R ul e s  

D o si n g st art d at e  
a n d st art ti m e  
b ot h a v ail a bl e  

A d v er s e E v e nt s  
If A E st art d at e i s a v ail a bl e  a n d A E st art ti m e i s mi s si n g, d o s e o n t h e 
s a m e d a y a s A E st art s h o ul d b e a s si g n e d a s D O S E O N.  

S c al e s/ Q u e sti o n n air e s,  
Vit al s, L a b s, E C G  

If a s s e s s m e nt st art d at e i s a v ail a bl e a n d a s s e s s m e nt st art ti m e i s 
mi s si n g, d o s e o n t h e pr e vi o u s d a y of t h e a s s e s s m e nt s h o ul d b e 
a s si g n e d a s D O S E A.  

D o si n g st art d at e  
a v ail a bl e b ut 
st art  
ti m e mi s si n g 

A d v er s e E v e n t s 
R e g ar dl e s s of w h et h er A E st art ti m e i s a v ail a bl e, d o s e o n t h e s a m e 
d a y a s A E st art s h o ul d b e a s si g n e d a s D O S E O N.  

S c al e s/ Q u e sti o n n air e s,  
Vit al s, L a b s, E C G  

R e g ar dl e s s of w h et h er a s s e s s m e nt st art ti m e i s a v ail a bl e, d o s e o n 
t h e pr e vi o u s d a y of t h e a s s e s sm e nt s h o ul d b e a s si g n e d a s D O S E A.  

•  I n c as e of p arti al or mi ssi n g A E st art d at e, t h e i m p ut e d A E st art d at e will b e us e d f or t h e p ur p os e of 
assi g ni n g D O S E O N.  
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A P P E N DI X 4.  L O C A L P -V A L U E S  F O R IN T E R S E C TI O N H Y P O T H E S E S C A L C U L A T E D 

U SI N G H O C H B E R G -B A S E D G A T E K E E PI N G P R O C E D U R E  

T h e l o c al p -v al u e s f or t h e i nter s e cti o n h y p ot h e s e s will b e c al c ul at e d u si n g t h e H o c h b er g -b a s e d 
g at e k e e pi n g pr o c e d ur e c o n str u ct e d u si n g t h e e n h a n c e d mi xt ur e m et h o d ( K or d z a k hi a, et al., 2 0 1 8). 
S p e cifi c all y:  

•  L et 𝛾1  a n d 𝑝2  d e n ot e t h e c o m bi n e d o n e -si d e d p -v al u e s ass o ci at e d wit h F a mil y F 1 h y p ot h es es 𝑝 1  a n d 
𝑞 2 , r es p e cti v el y; l et 𝑞3  a n d 𝑟4  d e n ot e t h e c o m bi n e d o n e -si d e d p -v al u es ass o ci at e d wit h F a mil y F 2 
h y p ot h es es 𝑟 3  a n d 𝑤 4 , r es p e cti v el y. ( T h e c o m bi n e d o n e-si d e d p-v al u es ar e o bt ai n e d as d es cri b e d i n 
S e cti o n 7. 4 ). 

•  L et 𝑝 ( 1 )  a n d 𝑖 ( 2 )  d e n ot e t h e or d er e d p -v al u es i n F a mil y F 1, i. e. , 𝑤 ( 1 )  = 𝑞1  a n d 𝑖 ( 2 )  = 𝑖2  if 𝑥1  < 𝑤2 , a n d 

𝑤 ( 1 )  = 𝐼2  a n d 𝐻 ( 2 )  = 𝐼1  ot h er wi s e; l et 𝑟 ( 3 )  a n d 𝐼 ( 4 )  d e n ot e t h e or d er e d p -v al u es i n F a mil y F 2, i. e. , 𝐻 ( 3 ) = 

𝐼3  a n d 𝛼 ( 4 )  = 𝐻4  if 𝑖3  < 𝑖4 , a n d 𝑟 ( 3 )  = 𝑖4  a n d 𝑚 ( 4 )  = 𝑎3  ot h er wi s e.  

•  L et 𝑥  d e n ot e t h e tr u n c ati o n p ar a m et er of t h e tr u n c at e d H o c h b er g pr o c e d ur e.  

T h e l o c al p -v al u e s 𝐼 ( 𝑖 )  f or t h e i nt er s e cti o n h y p ot h e s e s 𝐼 ( 𝑟 )  will b e c al c ul at e d a s s h o w n i n t h e t a bl e b el o w.  

I nt er s e cti o n H y p ot h e si s 𝐼 ( 𝛼 )  L o c al p -v al u e 𝛿 ( 𝑘 )  

𝑇 1 ∩ 𝑡 2 ∩ 𝛿 3 ∩ 𝑇 4   mi n ( 2 𝑡 ( 1 ) ,𝑡 ( 2 ) )   

𝛿 1 ∩ 𝑇 2 ∩ 𝑇 3   mi n ( 2 𝑇 ( 1 ) ,𝑇 ( 2 ) )   

𝐻 1 ∩ 𝐻 2 ∩ 𝐻 4   mi n ( 2 𝑟 ( 1 ) ,𝑟 ( 2 ) )   

𝐻 1 ∩ 𝐻 2   mi n ( 2 𝑟 ( 1 ) ,𝑟 ( 2 ) )   

𝐻 1 ∩ 𝐻 3 ∩ 𝐻 4   mi n ( 2 𝑟1 ( 1 + 𝛾 ) ,⁄ 2 𝑟4 ( 1 − 𝛾 )⁄ )   

𝐻 1 ∩ 𝐻 3   𝑟1   

𝐻 1 ∩ 𝐻 4   mi n ( 2 𝑟1 ( 1 + 𝛾 )⁄ ,2 𝑟4 ( 1 − 𝛾 )⁄ )   

𝐻 1   𝑟1   

𝐻 2 ∩ 𝐻 3 ∩ 𝐻 4   mi n ( 2 𝑟2 ( 1 + 𝛾 )⁄ ,2 𝑟3 ( 1 − 𝛾 )⁄ )   

𝐻 2 ∩ 𝐻 3   mi n ( 2 𝑟2 ( 1 + 𝛾 )⁄ ,2 𝑟3 ( 1 − 𝛾 )⁄ )   

𝐻 2 ∩ 𝐻 4   𝑟2   

𝐻 2   𝑟2   

𝐻 3 ∩ 𝐻 4   mi n ( 2 𝑟 ( 3 ) ,𝑟 ( 4 ) )   
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𝛾 3   𝑝3   

𝑝 4   𝑞4   
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A P P E N DI X 5.  U N C O R R E L A T E D P A N S S  S C O R E M A T RI X ( U P S M) 

P A N S S  U P S M -P O S  U P S M -DI S  U P S M -N A A  U P S M -N D E  U P S M -H O S  U P S M -A N X  U P S M -D E P  

P A N S S 0 1  0. 5 7 9 2 7 3 0 5 9 7  -0. 1 5 4 7 1 2 6 8 4 0  -0. 0 8 2 8 9 3 2 6 5 0  0. 0 0 7 1 9 2 7 2 2 0  -0. 0 5 9 3 0 3 1 5 1 0  -0. 0 7 3 5 4 4 9 6 2 0  0. 0 0 2 0 4 8 4 4 0 8  

P A N S S 0 2  0. 0 2 9 2 4 4 4 3 9 0  0. 1 9 7 5 8 2 4 5 8 2  -0. 0 2 6 0 1 7 3 2 6 0  -0. 0 2 3 4 7 5 3 8 0 0  -0. 0 3 6 8 7 5 6 0 1 0  -0. 0 0 1 2 3 9 6 2 4 0  -0. 0 3 6 1 6 4 5 0 5 0  

P A N S S 0 3  0. 2 0 6 5 7 8 8 3 3 0  -0. 0 1 7 9 4 1 9 8 2 0  -0. 0 2 5 0 6 6 3 4 5 0  -0. 0 1 3 3 0 3 1 8 8 0  -0. 0 3 0 0 5 0 7 0 7 0  0. 0 0 0 1 5 0 6 0 0 5  0. 0 2 9 3 0 0 1 7 2 4  

P A N S S 0 4  -0. 0 3 3 6 7 9 0 6 3 0  0. 0 1 1 5 2 8 4 3 4 8  0. 0 0 1 1 6 5 2 3 9 2  -0. 0 7 2 3 8 9 1 4 6 0  0. 1 3 7 9 3 5 8 6 2 8  0. 1 1 0 8 1 9 4 6 5 6  -0. 1 0 4 5 2 2 4 4 6 0  

P A N S S 0 5  -0. 0 3 4 1 5 0 8 5 8 0  -0. 0 3 0 1 8 7 5 4 3 0  -0. 0 0 4 1 0 1 9 5 6 0  -0. 0 2 3 3 4 5 9 1 0 0  -0. 0 0 6 9 2 0 4 0 0 0  -0. 0 3 1 3 2 7 7 0 6 0  0. 0 3 0 8 2 8 8 4 1 7  

P A N S S 0 6  0. 3 5 3 7 2 5 4 6 3 4  -0. 0 6 2 6 2 7 0 7 5 0  0. 0 4 7 7 3 2 9 9 5 4  0. 0 0 1 2 1 2 6 7 1 2  0. 0 1 9 2 0 6 7 4 3 7  -0. 0 1 6 1 3 9 8 1 4 0  0. 0 0 6 3 2 6 4 2 3 5  

P A N S S 0 7  -0. 0 3 8 3 4 6 8 9 9 0  -0. 1 7 6 7 9 1 9 3 7 0  -0. 0 2 9 9 3 4 0 7 0 0  0. 0 3 1 4 6 5 2 8 6 4  0. 5 0 2 5 4 1 1 1 0 1  -0. 0 9 9 7 1 2 1 2 0 0  0. 0 5 7 3 6 0 4 0 8 4  

P A N S S 0 8  -0. 0 0 5 4 2 3 0 2 7 0  -0. 0 2 9 1 4 0 0 2 8 0  0. 0 5 6 8 7 0 2 9 3 8  0. 2 4 7 4 1 7 6 2 0 9  -0. 0 3 8 8 4 6 4 0 0 0  0. 0 1 8 8 2 3 5 3 9 3  -0. 0 0 9 1 5 2 4 8 7 0  

P A N S S 0 9  -0. 0 3 1 5 7 6 5 6 9 0  -0. 0 2 4 3 9 2 5 8 5 0  0. 3 3 1 7 9 0 7 5 7 6  -0. 0 2 2 8 2 0 4 5 8 0  -0. 0 5 0 7 0 9 6 2 8 0  -0. 0 1 4 5 6 5 3 8 3 0  0. 0 1 1 2 6 8 9 0 6 9  

P A N S S 1 0  -0. 0 7 4 2 0 7 2 8 9 0  -0. 0 4 0 1 3 1 3 0 2 0  -0. 0 0 9 7 4 8 5 1 2 0  0. 0 1 6 1 5 1 3 6 6 6  0. 0 2 4 5 5 3 6 3 5 3  -0. 0 1 7 6 1 6 1 5 2 0  -0. 0 1 7 2 2 1 8 0 4 0  

P A N S S 1 1  -0. 0 9 4 3 5 3 2 5 9 0  -0. 0 8 5 6 3 6 4 1 9 0  0. 4 6 1 1 5 0 3 8 0 4  -0. 0 2 8 6 8 2 5 1 0 0  -0. 0 1 8 9 0 6 2 3 9 0  -0. 0 1 8 5 8 2 5 1 8 0  -0. 0 1 3 0 4 3 3 8 9 0  

P A N S S 1 2  0. 0 0 4 3 3 3 8 6 8 9  0. 1 0 6 2 4 9 6 3 5 3  0. 0 2 5 5 9 1 0 5 9 1  -0. 0 3 0 1 4 7 0 4 1 0  -0. 0 1 3 3 4 9 7 5 7 0  0. 0 0 9 6 0 6 5 7 9 1  -0. 0 6 8 6 8 0 2 3 9 0  

P A N S S 1 3  0. 0 0 4 1 2 7 4 6 9 9  0. 0 0 5 1 5 2 1 8 9 8  0. 0 0 0 9 5 5 8 8 6 1  0. 2 5 7 6 8 1 3 5 0 1  -0. 0 0 8 5 0 0 4 6 4 0  0. 0 1 9 4 2 3 5 0 0 6  -0. 1 0 3 7 4 5 9 5 2 0  

P A N S S 1 4  -0. 0 1 1 1 2 6 7 3 0 0  0. 1 4 6 2 2 6 8 6 8 9  -0. 0 2 7 6 4 1 6 2 6 0  0. 0 0 2 3 0 1 7 1 8 8  -0. 0 0 5 5 2 9 1 2 7 0  -0. 0 1 1 8 4 2 7 8 0 0  0. 0 0 4 0 1 2 8 7 8 6  

P A N S S 1 5  -0. 0 3 5 6 2 7 2 0 1 0  0. 0 5 5 2 5 0 8 2 8 7  -0. 0 3 8 2 6 2 7 7 2 0  0. 0 1 1 0 1 5 2 4 8 9  -0. 0 3 0 9 1 7 6 2 9 0  0. 0 4 4 4 9 4 4 0 7 6  0. 1 0 5 9 8 4 5 1 8 9  

P A N S S 1 6  -0. 0 3 3 1 0 5 2 8 3 0  -0. 0 8 2 1 8 9 4 4 7 0  -0. 0 3 2 7 3 7 6 6 4 0  -0. 0 5 3 3 1 7 8 1 4 0  -0. 0 3 8 6 4 7 3 3 8 0  0. 4 5 7 6 5 7 9 8 1 8  0. 1 1 9 7 8 0 0 3 0 1  

P A N S S 1 7  -0. 0 3 6 8 8 5 4 6 0 0  -0. 0 0 0 4 3 6 3 1 0 0  -0. 0 0 2 0 6 8 1 5 0 0  -0. 0 4 0 7 9 7 6 4 6 0  -0. 0 2 7 2 1 7 2 1 3 0  -0. 0 2 5 3 1 6 3 6 4 0  0. 2 4 5 9 6 5 4 6 1 4  

P A N S S 1 8  -0. 0 9 3 1 3 6 7 6 9 0  -0. 0 3 3 2 6 1 7 6 0 0  -0. 0 1 3 2 9 4 3 9 3 0  0. 0 2 3 1 9 0 4 7 0 1  -0. 0 2 8 7 5 2 9 7 5 0  0. 5 1 2 3 8 5 0 1 6 1  -0. 0 3 1 2 5 2 2 5 6 0  

P A N S S 1 9  -0. 0 4 5 5 1 9 9 4 3 0  0. 0 4 9 4 1 1 3 5 5 4  -0. 0 3 2 4 1 7 4 5 6 0  0. 1 0 2 6 2 5 5 6 6 4  -0. 0 1 3 6 6 7 6 1 9 0  0. 0 2 9 3 5 0 7 2 6 9  -0. 0 4 4 1 7 3 5 2 6 0  

P A N S S 2 0  -0. 0 3 4 4 7 5 1 8 9 0  -0. 0 6 8 8 1 9 7 6 7 0  -0. 0 4 1 2 7 3 8 3 5 0  0. 0 3 8 1 7 9 3 7 6 4  0. 0 0 4 2 2 1 9 6 1 9  -0. 0 6 3 5 1 0 1 0 9 0  0. 4 5 1 4 4 2 6 8 4 6  

P A N S S 2 1  -0. 0 3 4 8 8 9 0 0 2 0  -0. 0 3 6 6 1 3 7 8 1 0  -0. 0 7 7 9 7 8 2 8 3 0  0. 4 4 0 9 8 9 5 2 0 5  -0. 0 0 7 3 2 4 0 4 1 0  -0. 0 1 9 2 6 5 5 2 9 0  0. 0 4 6 4 1 3 1 8 7 7  

P A N S S 2 2  -0. 0 8 0 3 6 9 0 9 2 0  0. 0 3 3 4 0 2 5 9 3 9  -0. 0 0 8 8 4 8 8 8 9 0  -0. 0 2 0 0 4 8 3 1 7 0  0. 2 8 5 8 7 0 0 7 8 4  -0. 0 5 6 7 1 6 7 8 6 0  -0. 0 5 3 1 0 7 6 1 3 0  

P A N S S 2 3  0. 1 4 2 8 9 6 6 7 4 4  0. 0 9 3 9 2 1 3 7 0 0  -0. 0 3 2 6 1 4 3 6 0 0  -0. 0 3 6 7 5 2 4 6 4 0  -0. 0 6 7 5 8 5 6 9 8 0  -0. 0 2 0 9 0 7 2 8 4 0  -0. 0 1 7 7 8 9 0 0 7 0  

P A N S S 2 4  -0. 0 3 8 3 0 4 7 7 7 0  -0. 0 3 2 4 5 8 4 0 8 0  -0. 0 2 5 5 3 9 3 8 9 0  -0. 0 1 8 0 1 1 5 3 4 0  -0. 0 2 6 6 1 8 0 7 0 0  -0. 0 2 1 0 0 6 8 5 3 0  -0. 0 1 7 6 0 2 9 1 1 0  

P A N S S 2 5  -0. 1 0 3 6 3 1 1 5 2 0  0. 2 8 1 4 3 6 7 2 6 0  -0. 0 4 7 8 9 1 8 6 4 0  0. 0 0 2 9 9 8 6 2 3 8  0. 0 0 3 7 6 5 6 4 4 9  -0. 0 2 2 6 5 2 0 2 4 0  0. 0 4 0 1 3 5 1 0 5 4  
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P A N S S 2 6  0. 0 1 4 2 9 8 7 5 8 9  0. 1 5 4 8 6 3 5 7 4 1  -0. 0 3 0 6 0 8 9 3 3 0  -0. 0 3 3 1 5 8 1 6 9 0  0. 0 2 6 2 2 9 5 9 8 6  -0. 0 5 7 6 2 9 3 5 5 0  -0. 0 6 2 6 1 8 0 4 9 0  

P A N S S 2 7  -0. 0 5 7 3 5 1 3 2 7 0  0. 1 8 6 7 9 1 4 2 2 7  -0. 0 1 4 3 4 8 9 1 6 0  0. 0 5 8 1 5 3 4 1 5 3  -0. 0 1 4 5 4 9 4 3 3 0  -0. 0 3 7 1 7 8 8 3 1 0  0. 0 4 5 5 4 1 2 0 7 8  

P A N S S 2 8  -0. 0 7 4 8 3 8 7 8 1 0  0. 0 1 6 6 2 7 2 0 2 5  -0. 0 2 6 7 4 9 8 0 2 0  -0. 0 0 3 1 6 3 2 7 8 0  0. 2 5 4 6 6 6 9 9 3 8  -0. 0 2 0 1 2 4 9 1 9 0  -0. 0 0 7 6 4 2 0 2 8 0  

P A N S S 2 9  -0. 0 5 2 0 8 1 2 4 6 0  0. 2 9 1 2 2 9 5 4 9 7  0. 0 0 2 9 7 7 5 4 7 5  -0. 0 3 2 4 3 5 0 4 6 0  -0. 0 4 4 2 3 3 7 3 5 0  -0. 0 0 4 7 9 9 1 2 9 0  0. 0 5 6 7 1 9 1 2 3 0  

P A N S S 3 0  -0. 0 1 1 2 0 3 0 9 9 0  -0. 0 0 0 7 2 4 6 9 8 0  0. 2 8 6 0 1 3 6 8 1 2  -0. 0 6 0 6 2 0 1 4 3 0  0. 0 1 8 3 5 9 8 3 9 3  -0. 0 3 0 2 3 4 7 7 7 0  0. 0 3 7 0 7 4 8 7 2 5  
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A P P E N DI X 6.  E Q -5 D -5 L  IN D E X V A L U E  C A L C U L A TI O N  

E Q -5 D -5 L h e alt h st at e s, d efi n e d b y t h e E Q -5 D -5 L d e s cri pti v e s y st e m, m a y b e c o n v ert e d i nt o a si n gl e  
in d e x v al u e u si n g  a n a p pr o pri at e E Q -5 D -5 L v al u e s et.  If a st a n d ar d E Q-5 D -5 L v al u e s et i s n ot a v ail a bl e, 
b ut a n E Q -5 D -3 L v al u e s et i s a v ail a bl e, a “ cr o s s w al k” v al u e s et  c a n b e u s e d t o d eri v e t h e i n d e x v al u e . F or 
m ultir e gi o n al tri al s, E ur o Q ol r e c o m m e n d s a p pl yi n g a si n gl e st a n d ar d v al u e s et (or cr o s s w al k v al u e s et ) t o 
all st u d y sit e s. F or t hi s st u d y, t h e U S E Q -5 D -5 L st a n d ar d v al u e s et will  b e u s e d f or all c o u ntri e s . 

Pl e a s e r ef er t h e f oll o wi n g E ur o Q ol w e b sit e f or E Q -5 D -5 L v al u e s et s a n d f urt h er i nf or m ati o n.  

htt p s:// e ur o q ol. or g/ p u bli c ati o n s/ k e y -e ur o q ol -r ef er e n c e s/ v al u e-s et s/  
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T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
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A P P E N DI X 7.  IN T E R N A T I O N A L L Y A G R E E D O R D E R F O R S Y S T E M O R G A N C L A S S  

I nt er n ati o n all y A gr e e d O r d er 
I nf e cti o n s a n d i nf e st ati o n s 
N e o pl a s m s b e ni g n, m ali g n a nt a n d u n s p e cifi e d (i n cl c y st s a n d p ol y p s)  
Bl o o d a n d l y m p h ati c s y st e m di s or d er s  
I m m u n e s y st e m di s or d er s 
E n d o cri n e di s or d er s  
M et a b oli s m a n d n utriti o n di s or d er s  
P s y c hi atri c di s or d er s  
N er v o u s s y st e m di s or d er s  
E y e di s or d er s  
E ar a n d l a b yri nt h di s or d er s  
C ar di a c di s or d er s  
V a s c ul ar di s or d er s  
R e s pir at or y, t h or a ci c a n d m e di a sti n al di s or d er s  
G a str oi nt e sti n al di s or d er s  
H e p at o bili ar y di s or d er s  
S ki n a n d s u b c ut a n e o u s ti s s u e di s or d er s  
M u s c ul o s k el et al a n d c o n n e cti v e ti s s u e di s or d er s  
R e n al a n d uri n ar y di s or d er s  
Pr e g n a n c y, p u er p eri u m a n d p eri n at al c o n diti o n s  
R e pr o d u cti v e s y st e m a n d br e a st di s or d er s  
C o n g e nit al, f a mili al a n d g e n eti c di s or d er s  
G e n er al di s or d er s a n d a d mi ni str ati o n sit e c o n diti o n s  
I n v e sti g ati o n s 
I nj ur y, p oi s o ni n g a n d pr o c e d ur al c o m pli c ati o n s 
S ur gi c al a n d m e di c al pr o c e d ur e s  
S o ci al cir c u m st a n c e s  
Pr o d u ct i s s u e s  
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A P P E N DI X 8.  A D V E R S E E V E N T S O F P O T E N TI A L D R U G A B U S E A N D 

D E P E N D E N C E  

T o e n s ur e c o m pr e h e n si v e a n d c o n si st e nt s el e cti o n of t er mi n ol o g y u s e d f or a n al y s e s of dr u g a b u s e a n d 
d e p e n d e n c e i n o n g oi n g / pl a n n e d st u di e s of S E P -3 6 3 8 5 6, M e d D R A P T s  w er e i d e ntifi e d fr o m t h e f oll o wi n g 
s o ur c e s:  

•  F D A G ui d a n c e f or I n d ustr y: Ass ess m e nt of A b us e P ot e nti al of Dr u g s ( C D E R, 2 0 1 7; n ot e d t h at t h e 
G ui d a n c e r efl e cts M e d D R A v er si o n 2 0. 0 t er mi n ol o g y)  

•  M e d D R A v er si o n 2 2. 0 S M Q: Dr u g a b us e a n d d e p e n d e n c e [ 2 0 0 0 0 1 0 1], Br o a d  

•  F D A F M Q: St u d y A g e nt A b us e P ot e nti al, Br o a d (r el e as e d at F D A p u bli c w or ks h o p “ A d v a n ci n g 
Pr e m ar k et S af et y A n al yti c s ”, h el d S e pt e m b er 1 4, 2 0 2 2)  

D e s cri pti o n:  

Pr ef err e d t er m s w er e t a b ul at e d u si n g M e d D R A v er si o n 2 2. 0 fr o m t h e s o ur c e s li st e d a b o v e. All P T s wit hi n 
t h e F D A A b u s e P ot e nti al G ui d a n c e w er e i n cl u d e d. All P T s li st e d i n t h e M e d D R A v er si o n 2 2. 0 S M Q f or 
Dr u g a b u s e a n d d e p e n d e n c e [ 2 0 0 0 0 1 0 1] w er e i n cl u d e d. F or t h e F D A St u d y A g e nt A b u s e P ot e nti al F M Q: 
N o a s s o ci at e d M e d D R A P T w a s f o u n d f or t h e t er m “ H y p n o g o gi c h all u ci n ati o n”, a n d t hi s i s t h er ef or e n ot 
i n cl u d e d.  S M P A e v al u at e s ‘ Dr u g wit h dr a w al’ a s a u ni q u e m e di c al c o n c e pt u si n g M e d D R A v er si o n 2 2. 0 
S M Q f or Dr u g wit h dr a w al [ 2 0 0 0 0 1 0 2] ( Br o a d); a n y o v erl a p pi n g P T s fr o m t h e Dr u g wit h dr a w al S M Q w hi c h 
ar e li st e d i n t h e F D A St u d y A g e nt A b u s e P ot e nti al F M Q ar e n ot i n cl u d e d. All ot h er P T s li st e d i n t h e F D A 
F M Q w er e i n cl u d e d.  

T h e t a bl e b el o w d e pi ct s t h e pr ef err e d t er m s b y s o ur c e.  

T a bl e 5 :  Dr u g A b u s e a n d D e p e n d e n c e Pr ef err e d T er ms U si n g M e d D R A v 2 2. 0 

F D A G ui d a n c e 2 0 1 7   S M Q 2 0 0 0 0 1 0 1  F D A F M Q  

P T  C o d e  P T  C o d e  P T  C o d e  

- - A c ci d e nt al o v er d os e  1 0 0 0 0 3 8 1  A c ci d e nt al o v er d os e  1 0 0 0 0 3 8 1  

- - - - A c ut e ps y c h osi s  1 0 0 0 1 0 2 2  

A g gr es si o n  1 0 0 0 1 4 8 8  - - - - 

B e h a vi o ur al a d di cti o n  1 0 0 8 1 9 3 9  - - - - 
C o nf usi o n al st at e  1 0 0 1 0 3 0 5  - - - - 

- - - - D el usi o n of gr a n d e ur  1 0 0 1 2 2 4 1  

- - - - D el usi o n al p er c e pti o n  1 0 0 1 2 2 5 8  

D e p e n d e n c e  1 0 0 1 2 3 3 5  D e p e n d e n c e  1 0 0 1 2 3 3 5  D e p e n d e n c e  1 0 0 1 2 3 3 5  

- - - - D e p ers o n ali s ati o n  1 0 0 1 2 3 5 7  

- - - - D er e alis ati o n dis or d er  1 0 0 7 7 8 1 0  

- - - - D et o xifi c ati o n  1 0 0 6 1 8 1 4  
- - - - Di si n hi biti o n  1 0 0 1 3 1 4 2  

Di s ori e nt ati o n  1 0 0 1 3 3 9 5  - - - - 

- - Di st ur b a n c e i n s o ci al 1 0 0 6 1 1 0 8  - - 
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F D A G ui d a n c e 2 0 1 7   S M Q 2 0 0 0 0 1 0 1  F D A F M Q  

P T  C o d e  P T  C o d e  P T  C o d e  

b e h a vi o ur  

Di z zi n es s  1 0 0 1 3 5 7 3  - - - - 

D o p a mi n e 
d ysr e g ul ati o n 
s y n dr o m e 

1 0 0 6 7 4 6 8  D o p a mi n e 
d ysr e g ul ati o n 
s y n dr o m e 

1 0 0 6 7 4 6 8  - - 

- - Dr u g a b us e  1 0 0 1 3 6 5 4  Dr u g a b us e  1 0 0 1 3 6 5 4  

- - Dr u g a b us er  1 0 0 6 1 1 1 1  Dr u g a b us er  1 0 0 6 1 1 1 1  

- - Dr u g d e p e n d e n c e  1 0 0 1 3 6 6 3  Dr u g d e p e n d e n c e  1 0 0 1 3 6 6 3  

Dr u g d e p e n d e n c e, 
a nt e p art u m  

1 0 0 1 3 6 7 5  Dr u g d e p e n d e n c e, 
a nt e p art u m  

1 0 0 1 3 6 7 5  Dr u g d e p e n d e n c e, 
a nt e p art u m  

1 0 0 1 3 6 7 5  

Dr u g d e p e n d e n c e, 
p ost p art u m  

1 0 0 1 3 6 7 6  Dr u g d e p e n d e n c e, 
p ost p art u m  

1 0 0 1 3 6 7 6  Dr u g d e p e n d e n c e, 
p ost p art u m  

1 0 0 1 3 6 7 6  

- - Dr u g d et o xifi c ati o n  1 0 0 5 2 2 3 7  Dr u g d et o xifi c ati o n  1 0 0 5 2 2 3 7  

- - Dr u g di v ersi o n  1 0 0 6 6 0 5 3  Dr u g di v ersi o n  1 0 0 6 6 0 5 3  

- - Dr u g l e v el a b o v e 
t h er a p e uti c 

1 0 0 6 1 1 3 2  - - 

- - Dr u g l e v el i n cr e as e d  1 0 0 1 3 7 2 2  - - 

- - Dr u g s cr e e n  1 0 0 5 0 8 3 7  - - 

- - Dr u g s cr e e n p ositi v e  1 0 0 4 9 1 7 7  - - 

Dr u g t ol er a n c e  1 0 0 5 2 8 0 4  Dr u g t ol er a n c e  1 0 0 5 2 8 0 4  - - 

Dr u g t ol er a n c e 
d e cr e as e d  

1 0 0 5 2 8 0 5  Dr u g t ol er a n c e 
d e cr e as e d  

1 0 0 5 2 8 0 5  - - 

Dr u g t ol er a n c e 
i n cr e as e d 

1 0 0 5 2 8 0 6  Dr u g t ol er a n c e 
i n cr e as e d 

1 0 0 5 2 8 0 6  - - 

Dr u g us e dis or d er  1 0 0 7 9 3 8 1  Dr u g us e dis or d er  1 0 0 7 9 3 8 1  Dr u g us e dis or d er  1 0 0 7 9 3 8 1  

- - Dr u g us e dis or d er, 
a nt e p art u m  1 0 0 7 9 3 8 2  

Dr u g us e dis or d er, 
a nt e p art u m  1 0 0 7 9 3 8 2  

- - Dr u g us e dis or d er, 
p ost p art u m  1 0 0 7 9 3 8 3  

Dr u g us e dis or d er, 
p ost p art u m  1 0 0 7 9 3 8 3  

- - - - E n er g y i n cr e as e d   

E u p h ori c m o o d  1 0 0 1 5 5 3 5  - - E u p h ori c m o o d  1 0 0 1 5 5 3 5  

F e eli n g a b n or m al  1 0 0 1 6 3 2 2  - - - - 

F e eli n g dr u n k  1 0 0 1 6 3 3 0  - - F e eli n g dr u n k  1 0 0 1 6 3 3 0  

- - - - F e eli n g jitt er y 1 0 0 1 6 3 3 8  

F e eli n g of r el a x ati o n  1 0 0 1 6 3 5 2  - - F e eli n g of r el a x ati o n  1 0 0 1 6 3 5 2  
- - - - Fli g ht of i d e as  1 0 0 1 6 7 7 7  

H all u ci n ati o n  1 0 0 1 9 0 6 3  - - H all u ci n ati o n  1 0 0 1 9 0 6 3  

H all u ci n ati o n, 
a u dit or y  

1 0 0 1 9 0 7 0  - - H all u ci n ati o n, 
a u dit or y  

1 0 0 1 9 0 7 0  

H all u ci n ati o n, 
g u st at or y  

1 0 0 1 9 0 7 1  - - H all u ci n ati o n, 
g u st at or y  

1 0 0 1 9 0 7 1  

H all u ci n ati o n, 
olf a ct or y  

1 0 0 1 9 0 7 2  - - H all u ci n ati o n, 
olf a ct or y  

1 0 0 1 9 0 7 2  

H all u ci n ati o n, 
s y n a est h eti c 

1 0 0 6 2 8 2 4  - - H all u ci n ati o n, 
s y n a est h eti c 

1 0 0 6 2 8 2 4  

H all u ci n ati o n, t a ctil e  1 0 0 1 9 0 7 4  - - H all u ci n ati o n, t a ctil e  1 0 0 1 9 0 7 4  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

F D A G ui d a n c e 2 0 1 7   S M Q 2 0 0 0 0 1 0 1  F D A F M Q  

P T  C o d e  P T  C o d e  P T  C o d e  

H all u ci n ati o n, vi s u al  1 0 0 1 9 0 7 5  - - H all u ci n ati o n, vi s u al  1 0 0 1 9 0 7 5  

H all u ci n ati o ns, mi x e d  1 0 0 1 9 0 7 9  - - H all u ci n ati o ns, mi x e d  1 0 0 1 9 0 7 9  

I n a p pr o pri at e aff e ct 1 0 0 2 1 5 8 8  - - H all u ci n ati o n, 
g u st at or y  

1 0 0 1 9 0 7 1  

- - - - H y p ers o m ni a  1 0 0 2 0 7 6 5  

- - - - H y p er vi gil a n c e  1 0 0 4 8 5 3 3  

- - - - H y p n a g o gi c 
h all u ci n ati o n  

1 0 0 2 0 9 2 7  

- - - - H y p n o g o gi c 
h all u ci n ati o n  

N o s u c h c o d e  

- - - - H y p n o p o m pi c 
h all u ci n ati o n  

1 0 0 2 0 9 2 8  

- - - - I n a p pr o pri at e aff e ct 1 0 0 2 1 5 8 8  

- - - - I nf a nt s e d ati o n 1 0 0 8 2 1 8 7  

- - - - I nt e nti o n al mi s us e of 
dr u g d eli v er y s yst e m  

1 0 0 8 1 6 7 5  

- - I nt e nti o n al o v er d os e 1 0 0 2 2 5 2 3  I nt e nti o n al o v er d os e 1 0 0 2 2 5 2 3  

- - I nt e nti o n al pr o d u ct 
mi s us e  

1 0 0 7 4 9 0 3  I nt e nti o n al pr o d u ct 
mi s us e  

1 0 0 7 4 9 0 3  

- - I nt e nti o n al pr o d u ct 
us e i ss u e 

1 0 0 7 6 3 0 8  - - 

- - - - M a ni a  1 0 0 2 6 7 4 9  
- - M at er n al us e of illi cit 

dr u g s  
1 0 0 2 6 9 3 8  - - 

- - M e di c ati o n o v er us e 
h e a d a c h e  

1 0 0 7 2 7 2 0  - - 

- - - - Mi x e d d el usi o n  1 0 0 7 6 4 2 9  

M o o d alt er e d  1 0 0 2 7 9 4 0  - - M o o d alt er e d  1 0 0 2 7 9 4 0  
M o o d s wi n gs  1 0 0 2 7 9 5 1  - - - - 

- - N ar c oti c b o w el 
s y n dr o m e 

1 0 0 7 2 2 8 6  - - 

- - N e e dl e tr ac k m ar ks  1 0 0 2 8 8 9 6  - - 

- - N e o n at al 
c o m pli c ati o ns of 
s u bst a n c e a b us e 

1 0 0 6 1 8 6 2  - - 

- - - - N e o n at al 
o v ers e d ati o n  

1 0 0 5 0 3 9 5  

- - O v er d os e  1 0 0 3 3 2 9 5  - - 

- - - - P ar a n oi a  1 0 0 3 3 8 6 4  

- - - - P ost -i nj e cti o n 
d eliri u m s e d ati o n 
s y n dr o m e 

1 0 0 7 2 8 5 1  

- - Pr es cri pti o n dr u g 
us e d wit h o ut a 
pr es cri pti o n  

1 0 0 7 6 6 3 9  - - 

- - Pr es cri pti o n f or m 
t a m p eri n g 

1 0 0 6 7 6 6 9  Pr es cri pti o n f or m 
t a m p eri n g 

1 0 0 6 7 6 6 9  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 3 7  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

F D A G ui d a n c e 2 0 1 7   S M Q 2 0 0 0 0 1 0 1  F D A F M Q  

P T  C o d e  P T  C o d e  P T  C o d e  

- - - - P s y c h o m ot or 
h y p er a cti vit y  

1 0 0 3 7 2 1 1  

P s y c h oti c di s or d er  1 0 0 6 1 9 2 0  - - - - 

  R e v ers al of o pi at e 
a cti vit y  

1 0 0 3 9 0 0 4  - - 

- - - - S e d ati o n  1 0 0 3 9 8 9 7  

- - - - S e d ati o n 
c o m pli c ati o n  

1 0 0 7 9 7 4 1  

S o m n ol e n c e  1 0 0 4 1 3 4 9  - - S o m n ol e n c e  1 0 0 4 1 3 4 9  

- - - - S o m n ol e n c e n e o n at al  1 0 0 4 1 3 5 0  
- - - - St u p or  1 0 0 4 2 2 6 4  

- - S u bst a n c e a b us e  1 0 0 6 6 1 6 9  S u bst a n c e a b us e  1 0 0 6 6 1 6 9  

- - S u bst a n c e a b us er  1 0 0 6 7 6 8 8  S u bst a n c e a b us er  1 0 0 6 7 6 8 8  

- - S u bst a n c e 
d e p e n d e n c e  

1 0 0 7 6 5 9 5  S u bst a n c e 
d e p e n d e n c e  

1 0 0 7 6 5 9 5  

- - S u bst a n c e us e  1 0 0 7 0 9 6 4  - - 

S u bst a n c e us e 
di s or d er  

1 0 0 7 9 3 8 4  S u bst a n c e us e 
di s or d er  

1 0 0 7 9 3 8 4  S u bst a n c e us e 
di s or d er  

1 0 0 7 9 3 8 4  

- - S u bst a n c e -i n d u c e d 
m o o d di s or d er  

1 0 0 7 2 3 8 7  S u bst a n c e -i n d u c e d 
m o o d di s or d er  

1 0 0 7 2 3 8 7  

- - S u bst a n c e -i n d u c e d 
ps y c h oti c di s or d er  

1 0 0 7 2 3 8 8  S u bst a n c e -i n d u c e d 
ps y c h oti c di s or d er  

1 0 0 7 2 3 8 8  

- - - - S us p e ct e d pr o d u ct 
t a m p eri n g 

1 0 0 7 9 4 0 4  

T hi n ki n g a b n or m al  1 0 0 4 3 4 3 1  - - - - 

- - T o xi cit y t o v ari o us 
a g e nts  

1 0 0 7 0 8 6 3  - - 

- - - - Tr a nsi e nt ps y c h osis  1 0 0 5 6 3 2 6  
- - - - Wit h dr a w al 

h y p ert e n si o n  
1 0 0 4 8 0 0 7  

 

 

  

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 3 8  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 9.  E X T R A P Y R A MI D A L A D V E R S E E V E N T S  

T o e n s ur e c o m pr e h e n si v e a n d c o n si st e nt s el e cti o n of t er mi n ol o g y u s e d f or a n al y s e s of e xtr a p yr a mi d al 
si g n s a n d s y m pt o m s i n o n g oi n g / pl a n n e d st u di e s of S E P -3 6 3 8 5 6, M e d D R A P T s  w er e i d e ntifi e d fr o m t h e 
f oll o wi n g s o ur c e: 

•  M e d D R A v er si o n 2 2. 0 S M Q: E xtr a p yr a mi d al  s y n dr o m e [ 2 0 0 0 0 0 9 5], Br o a d, i n cl u di n g all 4 s u b-S M Qs 
( A k at hi si a [ 2 0 0 0 0 0 9 6], D ys ki n esi a [ 2 0 0 0 0 0 9 7], D yst o ni a [ 2 0 0 0 0 0 9 8], a n d P ar ki ns o n -li k e e v e nts 
[ 2 0 0 0 0 0 9 9]) 

D e s cri pti o n:  

All P T s  li st e d i n t h e M e d D R A v er si o n 2 2. 0 S M Q f or E xtr a p yr a mi d al s y n dr o m e [ 2 0 0 0 0 0 9 5] w er e i n cl u d e d. 
T h e t a bl e b el o w d e pi ct s t h e P T s  b y s u b -S M Q.  

T a bl e 6 :  E xtr a p yr a mi d al S y n dr o m e S M Q U si n g M e d D R A v 2 2. 0  

A k at hisi a  D y s ki n e si a  D y st o ni a  P ar ki ns o n -li k e 
P T  C o d e  P T  C o d e  P T  C o d e  P T  C o d e  

A k at hisi a  1 0 0 0 1 5 4 0  - - - - - - 

- - - - - - A ki n esi a  1 0 0 0 1 5 4 1  

- - At h et osi s  1 0 0 0 3 6 2 0  - - - - 

- - B alli s m u s  1 0 0 5 8 5 0 4  - - - - 

- - - - - - Br a d y ki n e si a  1 0 0 0 6 1 0 0  

- - B u c c o gl os s al 
s y n dr o m e 

1 0 0 0 6 5 3 2  - - - - 

- - C h or e a  1 0 0 0 8 7 4 8  - - - - 

- - C h or e o at h et osi s  1 0 0 0 8 7 5 4  - - - - 

- - - -   C o g w h e el 
ri gi dit y 

1 0 0 0 9 8 4 8  

- - D o p a mi n e 
d ysr e g ul ati o n 
s y n dr o m e 

1 0 0 6 7 4 6 8  - - - - 

- - - - D o p a -
r es p o nsi v e 
d yst o ni a  

1 0 0 8 0 0 3 4  - - 

- - D ys ki n esi a  1 0 0 1 3 9 1 6  - - - - 

- - D ys ki n esi a 
n e o n at al  

1 0 0 1 3 9 2 2  - - - - 

- - D ys ki n esi a 
o es o p h a g e al  

1 0 0 1 3 9 2 4  - - - - 

- -   D yst o ni a  1 0 0 1 3 9 8 3    
- -   D yst o ni c tr e m or  1 0 0 7 3 2 1 0    

- - - - E arl y o ns et 
pri m ar y 
d yst o ni a  

1 0 0 7 6 6 6 8  - - 

- - - - E m pr ost h ot o n us  1 0 0 1 4 5 6 6  - - 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 3 9  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A k at hisi a  D y s ki n e si a  D y st o ni a  P ar ki ns o n -li k e 

P T  C o d e  P T  C o d e  P T  C o d e  P T  C o d e  

- - - - - - Fr e e zi n g 
p h e n o m e n o n  

1 0 0 6 0 9 0 4  

- - Gri m a ci n g  1 0 0 6 1 9 9 1  - - - - 

- - - - - - H y p ert o ni a  1 0 0 2 0 8 5 2  
- - - - - - H y p ert o ni a 

n e o n at al  1 0 0 4 8 6 1 5  

- - - - - - H y p o ki n eti c 
d ys art hri a  1 0 0 8 2 2 4 3  

- - - - M ei g e's 
s y n dr o m e 

1 0 0 2 7 1 3 8    

- - - - - - M us cl e ri gi dit y  1 0 0 2 8 3 3 0  

- - O c ul o g yri c cri si s  1 0 0 3 0 0 7 1  O c ul o g yri c cri si s  1 0 0 3 0 0 7 1    

- - - - - - O n a n d off 
p h e n o m e n o n  

1 0 0 3 0 3 1 2  

- - - - O pi st h ot o n us  1 0 0 3 0 8 9 9  - - 

- -   Or o m a n di b ul ar 
d yst o ni a  

1 0 0 6 7 9 5 4  - - 

- - - - - - P ar ki ns o ni a n 
cri sis  

1 0 0 4 8 8 6 8  

- - - - - - P ar ki ns o ni a n 
g ait  

1 0 0 5 6 2 4 2  

- - - - - - P ar ki ns o ni a n 
r est tr e m or 

1 0 0 5 6 4 3 7  

- - - - - - P ar ki ns o ni s m  1 0 0 3 4 0 1 0  

- - - - - - P ar ki ns o ni s m 
h y p er p yr e xi a 
s y n dr o m e 

1 0 0 7 1 2 4 3  

- - - - - - P ar ki ns o n's 
di s e as e  

1 0 0 6 1 5 3 6  

- - - - - - P ar ki ns o n's 
di s e as e 
ps y c h osi s  

1 0 0 7 4 8 3 5  

- - P h ar y n g e al 
d ys ki n esi a  

1 0 0 7 0 9 1 2  - - - - 

- - - - P h ar y n g e al 
d yst o ni a  

1 0 0 8 1 2 2 6  - - 

- - - - Pl e ur ot h ot o n us  1 0 0 3 5 6 2 8  - - 

- - - -   Pr o p ul si v e g ait  1 0 0 8 2 3 2 8  
- - Pr otr usi o n 

t o n g u e 
1 0 0 3 7 0 7 6  - - - - 

- - R a b bit 
s y n dr o m e 

1 0 0 6 8 3 9 5  - - - - 

- - R es pir at or y 
d ys ki n esi a  

1 0 0 5 7 5 7 0  - - - - 

- - - - - - R esti n g tr e m or  1 0 0 7 1 3 9 0  

- - - - S p as m o di c 
d ys p h o ni a  

1 0 0 6 7 6 7 2  - - 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 4 0  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A k at hisi a  D y s ki n e si a  D y st o ni a  P ar ki ns o n -li k e 

P T  C o d e  P T  C o d e  P T  C o d e  P T  C o d e  

- - T ar di v e 
d ys ki n esi a  

1 0 0 4 3 1 1 8  - - - - 

- - - - T orti c ollis  1 0 0 4 4 0 7 4  - - 

- - - - Tri s m us  1 0 0 4 4 6 8 4  - - 
- - - - Writ er's cr a m p  1 0 0 7 2 2 4 9  - - 

- - A b n or m al 
i n v ol u nt ar y 
m o v e m e nt s c al e  

1 0 0 7 5 0 0 2  - - - - 

- - - - - - A cti o n tr e m or  1 0 0 7 2 4 1 3  

- - - - Bl e p h ar os p as m  1 0 0 0 5 1 5 9    
- - - - - - Br a d y p hr e ni a  1 0 0 5 0 0 1 2  

- - C hr o ni c ti c 
di s or d er  

1 0 0 7 6 6 6 1  C hr o ni c ti c 
di s or d er  

1 0 0 7 6 6 6 1  - - 

- - C o m pl e x ti c  1 0 0 7 6 6 6 3  C o m pl e x ti c  1 0 0 7 6 6 6 3  - - 

- - Dr o oli n g  1 0 0 1 3 6 4 2  Dr o oli n g  1 0 0 1 3 6 4 2  Dr o oli n g  1 0 0 1 3 6 4 2  

- - - - - - D ys p h o ni a  1 0 0 1 3 9 5 2  

E xtr a p yr a mi d al 
di s or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
di s or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
di s or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
di s or d er  

1 0 0 1 5 8 3 2  

- - - - F a ci al s p as m  1 0 0 6 3 0 0 6  - - 

- - - - - - Fi n e m ot or s kill 
d ysf u n cti o n  

1 0 0 7 6 2 8 8  

- - - - - - G ait 
di st ur b a n c e  

1 0 0 1 7 5 7 7  

- - - - G ait i n a bilit y  1 0 0 1 7 5 8 1  - - 

H y p er ki n esi a  1 0 0 2 0 6 5 1  - - - - - - 

H y p er ki n esi a 
n e o n at al  

1 0 0 2 0 6 5 2  - - - - - - 

- - - - - - H y p o ki n esi a  1 0 0 2 1 0 2 1  

- - - - - - H y p o ki n esi a 
n e o n at al  

1 0 0 2 1 0 2 2  

- - - - - - L ar y n g e al 
tr e m or 

1 0 0 7 8 7 5 1  

- - - - L ar y n g os p as m  1 0 0 2 3 8 9 1  - - 

- - - - - - Mi cr o gr a p hi a  1 0 0 5 7 3 3 3  

- - - - - - M o bilit y 
d e cr e as e d  

1 0 0 4 8 3 3 4  

M ot or 
d ysf u n cti o n  

1 0 0 6 1 2 9 6  M ot or 
d ysf u n cti o n  

1 0 0 6 1 2 9 6  M ot or 
d ysf u n cti o n  

1 0 0 6 1 2 9 6  M ot or 
d ysf u n cti o n  

1 0 0 6 1 2 9 6  

M o v e m e nt 
di s or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
di s or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
di s or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
di s or d er  

1 0 0 2 8 0 3 5  

- - M us cl e 
t wit c hi n g 

1 0 0 2 8 3 4 7  - - - - 

- - - - M us cl e 
c o ntr a cti o ns 
i n v ol u nt ar y 

1 0 0 2 8 2 9 3  - - 

- - - - M us cl e s p as ms  1 0 0 2 8 3 3 4  - - 

P P D



 
St ati sti c al A n al y si s Pl a n  

 
P R O T O C O L S E P 3 6 1 -3 0 2  

P a g e 1 4 1  of 1 8 7  

 

D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A k at hisi a  D y s ki n e si a  D y st o ni a  P ar ki ns o n -li k e 

P T  C o d e  P T  C o d e  P T  C o d e  P T  C o d e  

- - - - M us cl e 
s p asti cit y 

1 0 0 2 8 3 3 5  - - 

- - - - M us cl e 
ti g ht n es s 

1 0 0 4 9 8 1 6  - - 

- - - - M us cl e t o n e 
di s or d er  

1 0 0 7 2 8 8 9  M us cl e t o n e 
di s or d er  

1 0 0 7 2 8 8 9  

- - - - M us cl e 
t wit c hi n g 

1 0 0 2 8 3 4 7  - - 

- - - - M us c ul os k el et al 
stiff n e ss 

1 0 0 5 2 9 0 4  M us c ul os k el et al 
stiff n e ss 

1 0 0 5 2 9 0 4  

- - - - O es o p h a g e al 
s p as m 

1 0 0 3 0 1 8 4  - - 

- - - - Or o p h ar y n g e al 
s p as m 

1 0 0 3 1 1 1 1  - - 

- - - - P ost ur e 
a b n or m al  

1 0 0 3 6 4 3 6  - - 

- - - - - - P ost ur al r efl e x 
i m p air m e nt 

1 0 0 6 7 2 0 6  

- - - - - - P ost ur al tr e m or 1 0 0 7 3 2 1 1  

- -   P ost uri n g  1 0 0 3 6 4 3 7  - - 

- - Pr o visi o n al ti c 
di s or d er  

1 0 0 7 6 6 9 4  Pr o visi o n al ti c 
di s or d er  

1 0 0 7 6 6 9 4  - - 

P s y c h o m ot or 
h y p er a cti vit y  

1 0 0 3 7 2 1 1  - - - - - - 

  - - - - R e d u c e d f a ci al 
e x pr es si o n  

1 0 0 7 8 5 7 6  

R estl es s n es s  1 0 0 3 8 7 4 3  - - - - - - 

- - - - Ri s us s ar d o ni c us  1 0 0 3 9 1 9 8  - - 

- - S e c o n d ar y ti c  1 0 0 7 6 7 0 2  S e c o n d ar y ti c  1 0 0 7 6 7 0 2  - - 

- - Ti c  1 0 0 4 3 8 3 3  Ti c  1 0 0 4 3 8 3 3  - - 

- - - - T o n g u e s p as m  1 0 0 4 3 9 8 1  - - 

- - - - T orti c ollis 
ps y c h o g e ni c  

1 0 0 4 4 0 7 6  - - 

- - - - - - Tr e m or  1 0 0 4 4 5 6 5  

- - - - - - Tr e m or 
n e o n at al  

1 0 0 4 4 5 7 5  

- - - - U v ul ar s p as m  1 0 0 5 0 9 0 8  - - 

- - - - - - - - 

- - - - - - W al ki n g 
di s a bilit y  

1 0 0 5 3 2 0 4  
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D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 1 0.  P R E D E FI N E D P O T E N TI A L L Y C LI NI C A L L Y S I G NI FI C A N T ( P C S) 

C RI T E RI A I N SI  U NI T S  

S T A N D A R D A D U L T P C S  C RI T E RI A F O R L A B O R A T O R Y P A R A M E T E R S –  SI  U NI T S  

C at e g or y  
P C S L o w  P C S Hi g h    P ar a m et er N a m e  

    A g e/ S e x R e st ri cti o n, if a n y  
H E M A T O L O G Y    
   W B C  ≤ 2. 8 × 1 0 9/ L  ≥ 1 6 × 1 0 9/ L  
   N e utr o p hil s ( a b s)  < 0. 5 ×  1 0 9 / L > 1 3. 5 ×  1 0 9 / L 
   L y m p h o c yt e s ( a b s)  N/ A  > 1 2 ×  1 0 9 / L 
   M o n o c yt e s ( a b s)  N/ A  > 2. 5 ×  1 0 9 / L 
   E o si n o p hil s ( a b s)  N/ A  > 1. 6 ×  1 0 9 / L 
   B a s o p hil s ( a b s)  N/ A  > 1. 6 ×  1 0 9 / L 
   N e utr o p hil s ( r el ati v e)  ≤ 0. 1 5  > 0. 8 5  
   L y m p h o c yt e s (r el ati v e)  N/ A  ≥ 0. 7 5  
   M o n o c yt e s ( r el ati v e)  N/ A  ≥ 0. 1 5  
   E o si n o p hil s (r el ati v e) N/ A  ≥ 0. 1 0  
   B a s o p hil s ( r el ati v e)  N/ A  ≥ 0. 1 0  
   H e m o gl o bi n    
     M al e  ≤ 1 1 5 g/ L  ≥ 1 9 0 g/ L  
     F e m al e  ≤ 9 5 g/ L  ≥ 1 7 5 g/ L  
   H e m at o crit    
     M al e  ≤ 0. 3 7  ≥ 0. 6 0  
     F e m al e  ≤ 0. 3 2  ≥ 0. 5 4  
   R B C  ≤ 3. 5 × 1 0 1 2/ L  ≥ 6. 4 × 1 0 1 2/ L  
   Pl at el et C o u nt  ≤ 7 5 × 1 0 9/ L  ≥ 7 0 0 × 1 0 9/ L  
S E R U M C H E MI S T R Y    
   S o di u m  < 1 3 0 m m ol/ L  > 1 5 0 m m ol/ L  
   P ot a s si u m  < 3 m m ol/ L  > 5. 5 m m ol/ L  
   C hl ori d e  ≤ 9 0 m m ol/ L  ≥ 1 1 8 m m ol/ L  
   C al ci u m  < 1. 7 5 m m ol/ L  ≥ 3. 1 m m ol/ L  
   P h o s p h at e  < 0. 6 5 m m ol/ L  > 1. 6 5 m m ol/ L  
   Bi c ar b o n at e  < 1 5. 1 m m ol/ L  > 3 4. 9 m m ol/ L  
   M a g n e si u m  < 0. 4 m m ol/ L  > 1. 2 3 m m ol/ L  
   A S T  N/ A  ≥ 3 × U L N  
   A L T  N/ A  ≥ 3 × U L N  
   Al k ali n e P h o s p h at a s e  N/ A  ≥ 1. 5 ×  U L N  
   C K  N/ A  > 2. 5 × U L N  
   Cr e ati ni n e  N/ A  ≥ 1 7 7 u m ol/ L  
   B U N  N/ A  ≥ 1 0. 7 m m ol/ L  
   T ot al bili r u bi n  N/ A  ≥ 3 4. 2 u m ol/ L O R > 2 ×  U L N  
   T ot al pr ot ei n  ≤ 4 5 g/ L  ≥ 1 0 0 g/ L  
   Al b u mi n  ≤ 2 5 g/ L  N/ A  
   T ot al C h ol e st er ol  N/ A  > 7. 7 6 m m ol/ L  
   H D L -C h ol e st er ol  < 0. 7 8 m m ol/ L  N/ A  
   L D L -C h ol e st er ol  N/ A  > 4. 9 m m ol/ L  
   T ri gl y c eri d e s  N/ A  > 3. 4 2 m m ol/ L  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

   Uri c a ci d    
     M al e  N/ A  > 5 9 5 u m ol/ L  
     F e m al e  N/ A  > 4 7 6 u m ol/ L  
   Gl u c o s e  < 2. 7 8 m m ol/ L  > 1 3. 9 m m ol/ L  
   H b A 1 c  N/ A  ≥ 0. 0 7 5  
   Pr ol a cti n  N/ A  ≥ 5 × U L N  
U RI N A L Y SI S    
   R B C  N/ A  > 2 5 h pf  
   W B C  N/ A  > 2 5 h pf  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 1 1.  P S QI  S C O RI N G  S H E E T  

P S QI s c ori n g r ef er e n c e a s d efi n e d b y B U Y S S E i s pr o vi d e d i n f oll o wi n g w e b sit e:  

htt p s:// w w w. sl e e p. pitt. e d u/i n str u m e nt s/ # p s qi  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

Pitt s b u r g h Sl e e p Q u alit y I n d e x ( P S QI) 
 

F o r m A d mi ni st r ati o n I n st r u cti o n s, R ef e r e n c e s, a n d S c o ri n g  
 
 
F o r m A d mi ni str ati o n I n str u cti o n s  
 
T h e r a n g e of v al u e s f or q u e sti o n s 5 t hr o u g h 1 0 ar e all 0 t o 3.  
 
Q u e sti o n s 1 t hr o u g h 9 ar e n ot all o w e d t o b e mi s si n g e x c e pt a s n ot e d b el o w.  If t h e s e q u e sti o n s ar e 
mi s si n g t h e n a n y s c or e s c al c ul at e d u si n g mi s si n g q u e sti o n s ar e al s o mi s si n g.  T h u s it i s i m p ort a nt t o 
m a k e s ur e t h at all q u e sti o n s 1 t hr o u g h 9 h a v e b e e n a n s w er e d.   
 
I n t h e e v e nt t h at a r a n g e i s gi v e n f or a n a n s w er (f or e x a m pl e, ‘ 3 0 t o 6 0’ i s writt e n a s t h e a n s w er t o Q 2, 
mi n ut e s t o f all a sl e e p), s plit t h e diff er e n c e a n d e nt er 4 5.  
 
R ef er e n c e  
 
B u y s s e D J, R e y n ol d s C F, M o n k T H, B er m a n S R, K u pf er D J:  T h e Pitt s b ur g h Sl e e p Q u alit y I n d e x:  A n e w 
i n str u m e nt f or p s y c hi atri c pr a cti c e a n d r e s e ar c h.  P s y c hi atr y R e s e ar c h  2 8: 1 9 3 -2 1 3, 1 9 8 9.  
 
S c o r e s –  r e p o rt a bl e i n p u bli c ati o n s  
 
O n M a y 2 0, 2 0 0 5, o n t h e i n str u cti o n of Dr. D a ni el J. B u y s s e, t h e s c ori n g of t h e P S QI w a s c h a n g e d t o s et 
t h e s c or e f or Q 5 J t o 0 if eit h er t h e c o m m e nt or t h e v al u e w a s mi s si n g.  T hi s m a y r e d u c e t h e DI S T B s c or e 
b y 1 p oi nt a n d t h e P S QI T ot al S c or e b y 1 p oi nt.  
 
P S QI D U R A T   D U R A TI O N O F S L E E P  
   I F Q 4 >  7, T H E N s et v al u e t o 0  
   I F Q 4 < 7 a n d >  6, T H E N s et v al u e t o 1  
   I F Q 4 < 6 a n d >  5, T H E N s et v al u e t o 2  
   I F Q 4 < 5, T H E N s et v al u e t o 3 

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI DI S T B  S L E E P DI S T U R B A N C E  
 I F Q 5 b + Q 5 c + Q 5 d + Q 5 e + Q 5f + Q 5 g + Q 5 h + Q 5i + Q 5j (I F Q 5 J C O M i s n ull 

or Q 5j i s n ull, s et t h e v al u e of Q 5j t o 0) = 0, T H E N s et v al u e t o 0  
 

I F Q 5 b + Q 5 c + Q 5 d + Q 5 e + Q 5f + Q 5 g + Q 5 h + Q 5i + Q 5j (I F Q 5 J C O M i s n ull 
or Q 5j i s n ull, s et t h e v al u e of Q 5j t o 0) >  1 a n d <  9, T H E N s et v al u e t o 1  

 
I F Q 5 b + Q 5 c + Q 5 d + Q 5 e + Q 5f + Q 5 g + Q 5 h + Q 5i + Q 5j (I F Q 5 J C O M i s n ull 
or Q 5j i s n ull, s et t h e v al u e of Q 5j t o 0) > 9 a n d <  1 8, T H E N s et v al u e t o 2  

 
I F Q 5 b + Q 5 c + Q 5 d + Q 5 e + Q 5f + Q 5 g + Q 5 h + Q 5i + Q 5j (I F Q 5 J C O M i s n ull 
or Q 5j i s n ull, s et t h e v al u e of Q 5j t o 0) > 1 8, T H E N s et v al u e t o 3  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI L A T E N   S L E E P L A T E N C Y  
   Fi r st, r e c o d e Q 2 i nt o Q 2 n e w t h u sl y:  

I F Q 2 >  0 a n d <  1 5, T H E N s et v al u e of Q 2 n e w t o 0  
I F Q 2 > 1 5 a n d <  3 0, T H E N s et v al u e of Q 2 n e w t o 1  
I F Q 2 > 3 0 a n d <  6 0, T H E N s et v al u e of Q 2 n e w t o 2  
I F Q 2 > 6 0, T H E N s et v al u e of Q 2 n e w t o 3 
N e xt  

   I F Q 5 a + Q 2 n e w = 0, T H E N s et v al u e t o 0 
I F Q 5 a + Q 2 n e w >  1 a n d <  2, T H E N s et v al u e t o 1  
I F Q 5 a + Q 2 n e w >  3 a n d <  4, T H E N s et v al u e t o 2  
I F Q 5 a + Q 2 n e w >  5 a n d <  6, T H E N s et v al u e t o 3  

 
Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  

 
P S QI D A Y D Y S   D A Y D Y S F U N C TI O N D U E T O S L E E PI N E S S  
   I F Q 8 + Q 9 = 0, T H E N s et v al u e t o 0 
   I F Q 8 + Q 9 >  1 a n d <  2, T H E N s et v al u e t o 1  
   I F Q 8 + Q 9 >  3 a n d <  4, T H E N s et v al u e t o 2  
   I F Q 8 + Q 9 >  5 a n d <  6, T H E N s et v al u e t o 3  

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI H S E   S L E E P E F FI CI E N C Y  
  Diff s e c = Diff er e n c e i n s e c o n d s b et w e e n d a y a n d ti m e of d a y Q 1 a n d d a y Q 3  
  Diff h o ur = A b s ol ut e v al u e of diff s e c / 3 6 0 0  
              n e wti b =I F diff h o ur > 2 4, t h e n n e wti b = diff h o ur –  2 4  
            I F diff h o ur <  2 4, T H E N n e wti b = diff h o ur  

( N O T E, T H E A B O V E J U S T C A L C U L A T E S T H E H O U R S B E T W E E N G N T ( Q 1) 
A N D G M T ( Q 3))  

  t m p h s e = ( Q 4 / n e wti b) * 1 0 0 
 
  I F t m p h s e >  8 5, T H E N s et v al u e t o 0  
  I F t m p h s e < 8 5 a n d >  7 5, T H E N s et v al u e t o 1  
  I F t m p h s e < 7 5 a n d >  6 5, T H E N s et v al u e t o 2  
  I F t m p h s e < 6 5, T H E N s et v al u e t o 3 

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI S L P Q U A L    O V E R A L L S L E E P Q U A LI T Y  
   Q 6  

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI M E D S   N E E D M E D S T O S L E E P  
   Q 7  

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 3 ( w or s e)  
 
P S QI    T O T A L  
   D U R A T + DI S T B + L A T E N + D A Y D Y S + H S E + S L P Q U A L + M E D S  
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T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c o r e = 2 1 ( w or s e) 
I nt er pr et ati o n:   T O T A L <  5 a s s o ci at e d wit h g o o d sl e e p q u alit y  

     T O T A L > 5 a s s o ci at e d wit h p o or sl e e p q u alit y  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

A P P E N DI X 1 2.  C L A S SI FI C A TI O N O F P A TI E N T T Y P E F R O M U P S M  F A C T O R S C O R E S  

G ui d e d m a c hi n e l e ar ni n g vi a li n e ar s u p p ort v e ct or m a c hi n e ( L -S V M) al g orit h m i n M A T L A B will b e u s e d t o 
cl a s sif y s u bj e ct s i nt o 5 p ati e nt t y p e s b a s e d o n U P S M f a ct or s c or e s.  T h er e ar e 5 di sti n ct p ati e nt t y p e s 
d e s cri b e d i n t h e t a bl e b el o w .  

T Y P E  P A TI E N T T Y P E  
1  Pr o mi n e ntl y Di s or g a ni z e d  
2  Pr o mi n e ntl y N e g ati v e  
3  Pr o mi n e ntl y H o stil e  
4  Pr o mi n e ntl y P o siti v e  
5  Pr o mi n e ntl y Aff e cti v e  

T h e cl a s sifi c ati o n will o c c ur i n t w o st e p s:  

•  St e p 1: Tr ai n L -S V M i n M A T L A B t o cl assif y s u bj e ct s i nt o 1 of 5 p ati e nt t y p es usi n g 7 c ol u m n s of U P S M 
d at a. Tr ai ni n g d at as et i s gi v e n i n t h e t a bl e b el o w. 

•  St e p 2: Us e t h e n o w tr ai n e d cl assifi er f u n cti o n i n M A T L A B t o cl assif y s u bj e cts i nt o 1 of 5 p ati e nt 
t y p es usi n g 7 c ol u m ns of U P S M d at a. 

T a bl e 7 : Tr ai ni n g D at a s et  

U P S M -H O S  U P S M -DI S  U P S M -P O S  U P S M -N A A  U P S M -A N X  U P S M -N D E  U P S M -D E P  T Y P E  
0. 1 1 0 1 3 8  1. 9 6 0 8 1 3  0. 4 7 8 9 2 7  3. 2 9 8 2 9 3  1. 3 8 2 8 2 8  2. 1 1 4 7 7 1  0. 3 9 1 5 0 4  1  
1. 4 3 1 7 6 9  1. 6 1 6 8 7 4  3. 3 1 0 7 2 6  2. 2 2 5 8 1 2  0. 5 4 1 1 2 7  1. 5 4 2 8 2 1  0. 2 2 7 2 1  4  
0. 5 3 7 4 6 2  2. 2 9 3 8 9 8  3. 3 5 8 5 1 9  2. 7 1 3 0 7 7  2. 5 8 2 3 0 9  1. 5 8 4 1 3 7  2. 7 6 2 6 2 4  5  
1. 4 5 8 8 0 1  0. 5 1 3 7 1  3. 1 6 2 6 3 2  4. 1 7 9 4 1 5  2. 3 6 7 1 6 9  0. 6 8 7 0 5 6  2. 0 1 4 0 9 8  5  
0. 4 9 1 2 8 2  1. 4 7 4 2 9  0. 5 8 3 5 6 6  2. 6 3 3 9 4 4  4. 2 2 7 8 7 3  1. 1 2 8 3 7  3. 7 3 5 9 0 9  5  
2. 1 2 4 3 0 7  2. 6 2 1 5 0 8  2. 5 5 3 0 9 6  1. 8 1 6 1 9  1. 4 6 3 6 4 2  0. 8 5 7 0 6 1  1. 8 0 1 3 8 8  3  
0. 2 2 9 7 4 9  4. 3 5 6 6 8 2  3. 9 0 0 1 3 2  2. 9 8 0 6 1 1  1. 5 9 1 0 4  2. 8 2 5 4 5 6  2. 4 8 7 5 6 9  1  
0. 6 5 8 7 2  1. 4 9 2 0 0 3  3. 9 8 7 2 8  1. 5 5 8 7 2 9  1. 7 2 1 1 5 3  1. 7 1 6 7 3 5  2. 5 6 7 4 1 9  4  

4. 3 1 1 7 8 5  3. 1 3 2 5 8  3. 2 6 3 9 7  -0. 5 3 4 5 6  3. 5 8 3 8 9 5  0. 2 4 6 8 6 3  3. 0 6 3 7 3 7  3  
1. 6 7 3 6 7 3  2. 9 8 2 2 2 4  2. 3 8 1 8 0 4  0. 1 6 8 3 0 1  2. 0 1 7 6 3 4  2. 2 2 3 6 1 6  2. 4 2 0 7 6 1  3  
-0. 2 8 9 1 1  1. 1 1 7 7 1 6  3. 3 2 5 5 0 4  4. 3 9 4 7 2 2  0. 7 1 0 6 4 3  2. 6 1 9 8 9 1  1. 7 7 4 4 9  4  
-0. 4 0 2 5 8  1. 1 6 4 4 1 1  3. 6 8 8 8 4  2. 6 9 9 1 3 6  3. 3 9 5 2 1 2  2. 0 3 2 1 4 7  2. 1 3 1 5 4 4  5  
0. 1 2 0 4 6 2  2. 6 6 0 4 6 4  3. 3 9 5 2 5 4  2. 0 7 8 1 9 7  2. 9 0 0 2 6 8  0. 2 6 1 2 9 6  2. 7 2 5 0 0 2  4  
1. 3 6 1 9 9 2  3. 4 1 1 7 9 5  4. 6 4 5 0 8  0. 1 8 8 1 9  1. 2 2 3 7 4 6  2. 5 3 2 4 6 8  1. 3 6 6 8 1 1  4  
3. 6 6 7 9 0 4  3. 1 3 6 4 4 6  2. 3 2 1 7 1 5  2. 1 2 5 1 0 3  3. 4 0 9 3 7 1  1. 5 3 7 4 3 2  -0. 2 2 1 8  3  
4. 8 7 9 8 8 7  3. 4 7 5 8 6 2  2. 0 7 6 8 3 8  -0. 5 9 3 4 9  1. 1 1 3 8 4 9  1. 6 8 8 0 7 6  0. 1 2 3 9 9 6  3  
-0. 0 2 1 6 4  2. 4 1 7 2 9  2. 7 7 9 1 2 1  3. 0 7 9 3 3 1  2. 1 0 8 4 4 3  1. 9 5 1 2 5 6  1. 6 7 6 7 1 5  1  
-0. 3 0 9 2  2. 1 5 7 2 1 5  2. 6 7 4 0 3 4  2. 8 0 3 4 8 9  1. 0 8 4 3 0 7  0. 9 9 6 3 3 2  1. 9 9 4 3 2 1  4  

0. 1 9 6 0 8 3  2. 4 7 5 0 0 4  2. 8 7 8 7 9 3  1. 3 5 1 6 8 2  1. 2 0 1 5 5 9  0. 8 1 6 8 2 5  2. 1 8 1 6 3 5  4  
0. 0 3 0 2 3 8  3. 5 2 6 9 6 7  4. 5 3 2 1 2 9  0. 3 8 0 5 4 7  0. 3 2 6 1 4 9  1. 9 8 6 2 2 2  1. 5 1 7 0 8 2  4  
2. 2 7 5 8 7 3  2. 6 4 0 1 9 3  3. 2 5 1 6 6 7  0. 8 3 9 3 4 3  2. 0 5 1 5 6 7  0. 5 8 4 1 7  2. 1 7 0 7 4 5  3  
0. 6 6 4 9 0 9  2. 0 4 2 0 5 9  2. 7 6 5 9 5  2. 3 6 6 4 9 5  1. 4 4 0 1 9 2  0. 7 3 3 8 2 2  2. 4 0 2 9 2 5  5  
1. 2 4 3 3 0 6  1. 3 3 7 1 4 5  4. 0 7 4 2 1 8  2. 7 9 3 0 5 7  2. 6 9 8 3 8 1  2. 5 1 7 4 7  3. 3 1 8 2 8 9  5  
3. 2 2 9 4 7  2. 8 6 0 1 8 1  3. 5 7 7 4 9 2  3. 5 0 2 0 8 2  2. 6 2 8 5 8 4  0. 2 9 8 0 5 1  3. 3 9 0 1 5 7  5  

0. 9 0 1 1 9 5  1. 6 6 3 4 1 2  2. 1 4 2 3 0 4  3. 6 8 8 4 6 9  1. 3 3 0 5 5 2  2. 5 6 2 5 7  2. 6 4 0 3 8 7  5  
2. 5 9 3 1 6 4  3. 6 4 8 8 8 2  3. 7 0 9 8 2 3  3. 2 0 6 2 8 3  1. 0 1 1 2 4 7  1. 0 9 4 1 8 6  3. 5 5 8 6 4 4  3  
-0. 5 1 1 1 8  2. 4 4 8 0 9 3  2. 4 3 7 8 0 6  1. 1 5 0 0 6  2. 7 9 7 6 6 3  3. 0 6 3 2 6 8  2. 0 6 5 8 8 7  1  
-0. 1 1 2 2 6  1. 6 6 6 8 8 5  2. 7 4 3 5 0 9  1. 4 1 5 3 4 6  0. 8 5 0 0 1 3  2. 3 0 5 1 1 1  1. 4 0 1 5 1 6  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 4 6 1 3 4 3  2. 6 2 7 4 6 7  4. 2 2 4 4 7 6  0. 2 7 3 3 6 1  1. 8 7 4 8 1  0. 6 2 6 3 9 9  1. 9 8 1 4 8 3  4  
2. 9 8 4 8 1 8  3. 1 1 9 9 4 3  1. 8 1 7 0 1 8  0. 7 6 6 6 3 8  2. 0 9 3 4 3 6  1. 5 2 9 7 8 7  0. 3 2 0 2 2 8  3  
3. 7 7 9 1 8  4. 6 3 4 4 0 6  1. 5 6 5 8 6 9  3. 2 8 3 6 1 9  0. 2 3 9 2 4 1  1. 9 5 4 6 9 8  0. 0 4 4 5 8 3  2  

2. 1 4 4 6 5 3  2. 7 8 2 7 3 7  3. 4 9 8 7 2 7  0. 5 3 8 9 6 7  1. 5 4 5 4 5 7  0. 7 1 0 8 6 8  0. 7 9 2 1 1 3  3  
0. 8 9 4 3 2 1  4. 5 1 7 1 3  0. 3 2 8 1 9 2  4. 0 3 8 4 7 8  0. 4 6 1 8 4 8  4. 2 0 2 6 4 8  0. 1 5 3 0 9 3  2  
-0. 3 6 7 5 3  4. 4 3 1 2 2  3. 9 4 5 5 0 8  3. 3 1 4 8 4 1  3. 4 4 7 2 0 7  2. 0 9 2 2 8  1. 2 7 7 8 1 3  1  
-0. 5 4 0 7 5  4. 7 7 8 5 4 3  0. 8 6 3 2 4 8  4. 5 1 8 7 8 2  2. 5 8 4 5 9 1  3. 6 7 5 6 7 5  1. 1 0 2 2 4 8  1  
0. 5 6 7 5 0 3  3. 2 4 1 4 8  3. 0 5 0 3 3 5  3. 6 1 6 1 5 1  2. 4 8 5 3 0 9  1. 2 3 5 5 9  1. 1 9 4 0 2 7  1  
-0. 1 4 3 6 1  3. 8 1 1 7 1 8  1. 9 3 4 8 7 8  4. 1 0 6 6 7 3  2. 4 9 6 6 1 9  1. 8 8 3 6 4 5  1. 2 5 5 9 0 9  1  
2. 0 7 4 8 9 9  4. 3 0 9 0 8 3  3. 6 7 4 9 4  2. 9 3 1 8 2 9  2. 1 5 8 3 3 6  1. 5 6 4 6 5 6  0. 5 3 2 6 3 5  2  
-0. 1 9 7 5 5  3. 5 6 7 2 6  2. 4 4 3 0 4 9  2. 4 6 9 0 0 7  2. 5 2 2 9 2 4  2. 5 5 1 8 6 6  4. 8 7 6 1 7 6  1  
1. 7 7 4 1 3  1. 5 3 7 5 3  2. 8 4 7 1 3 9  1. 8 8 2 9 8 5  0. 2 7 2 1 0 8  1. 8 1 2 5 1 8  3. 5 4 2 8 8 1  5  

1. 6 2 0 4 4 2  2. 6 2 9 0 5 5  2. 6 6 7 6 2  -0. 0 9 4 2 6  2. 1 1 2 0 3 8  0. 7 8 1 5 5 8  3. 5 2 8 0 8 8  3  
0. 2 8 4 3 9 6  1. 7 7 0 9 5 6  2. 0 3 3 6 1 9  2. 0 0 9 2 0 7  3. 4 6 9 8 5 8  0. 5 2 8 6 5 5  2. 2 2 7 3 4 4  5  
3. 9 3 2 8 5 4  4. 5 2 8 3 2 4  2. 8 6 1 7 6 2  1. 4 3 0 4 7 5  2. 8 3 7 7 7 8  1. 2 0 0 2 4 9  2. 2 5 4 8 8 5  3  
-0. 5 6 9 6 9  0. 6 9 2 1 1 1  4. 1 7 9 6 8 9  2. 4 3 7 9 9 5  1. 9 5 2 3 9  1. 8 7 4 1 2 7  3. 1 4 6 6 6 3  5  
4. 7 5 0 6 8 9  2. 4 2 7 2 8 2  4. 8 5 6 5 9 4  3. 1 8 7 7 1 1  1. 4 5 2 1 5 7  -0. 4 1 9 1 5  0. 7 9 3 1 4 1  3  
3. 4 0 5 6 9 7  1. 3 5 5 6 6 3  3. 0 0 2 6 5 6  3. 8 3 2 7 8 5  3. 0 4 4 0 5 8  1. 0 5 0 0 7  2. 0 1 2 1 2 3  5  
3. 2 4 6 5 8 6  1. 0 9 4 7 7 7  3. 2 7 4 3 4 9  3. 6 7 0 5 2 3  2. 7 9 7 3 2 2  0. 5 3 6 4 3 8  3. 1 9 3 3 4  5  
-0. 7 3 9 5 4  2. 0 7 3 5 2 9  3. 5 1 7 2 3 6  4. 0 6 3 9 9  3. 1 1 4 6 8 9  3. 6 8 2 4 2 3  3. 8 6 0 4 4 5  5  
-0. 5 2 0 1 9  1. 7 6 1 0 0 8  4. 5 1 0 4 6 7  2. 3 2 7 0 2 1  2. 3 0 4 6 7 8  3. 1 4 8 1 6 4  2. 9 7 4 4 0 5  4  
2. 0 1 4 7 5 6  2. 4 0 7 8 9 5  2. 2 9 5 3 3 6  2. 0 0 6 1 0 2  1. 2 4 8 6 2  3. 5 6 7 5 0 1  2. 0 4 0 1 3 9  2  
0. 6 1 7 7 5 8  2. 6 6 1 6 0 8  1. 5 3 6 6 8 7  3. 7 3 8 1 5 1  1. 6 7 2 2 2 1  2. 3 9 2 4 8 6  -0. 2 3 3 2 3  2  
2. 2 0 7 1 5 5  1. 5 1 7 6 0 4  2. 6 2 5 4 5 4  1. 8 0 4 1 5 4  0. 7 6 3 3 3 5  0. 9 0 1 5 7 4  1. 8 7 3 6 6 8  3  
1. 2 3 4 2 2  2. 2 1 0 9 1 6  2. 5 6 1 1 9 7  2. 5 2 8 0 9 3  1. 5 2 7 8 5 1  1. 1 8 3 3 2 4  0. 2 5 5 2 6 1  4  

0. 0 2 1 0 9 2  1. 4 0 2 1 8 8  2. 3 3 1 6 5 5  1. 8 1 2 0 5 1  2. 7 2 3 5 9  0. 2 7 2 5 2 5  2. 2 5 8 9 7 1  5  
-0. 9 5 4  5. 3 2 8 8 1 2  2. 8 3 9 3 0 9  3. 1 9 4 6 2 6  2. 9 2 3 7 6 5  1. 6 0 2 4 9 1  3. 1 3 3 9 0 7  1  

3. 1 6 7 0 5 7  3. 1 2 5 1 5 2  1. 1 4 6 5 5 4  4. 5 3 3 7 3 9  1. 6 4 8 5 0 5  1. 4 5 6 1 6 3  2. 4 0 9 4 4 4  2  
0. 0 7 6 6 1 4  2. 3 3 7 7 6 4  1. 2 4 7 8 1  1. 6 3 2 6 1 7  2. 3 0 7 2 3 7  1. 4 9 4 6 9 4  0. 0 9 2 5 0 5  1  
1. 7 6 9 8 6 5  3. 0 5 0 3 5 5  3. 5 8 4 7 7 4  3. 0 5 0 4 5 5  0. 4 3 5 4 5 4  0. 9 6 5 9 8 5  1. 4 1 4 7 3 2  4  
-0. 1 4 3 4 5  2. 2 7 4 4 8 5  3. 3 6 3 2 0 5  2. 5 1 6 2 2 3  1. 2 9 8 4 1 9  0. 8 4 6 8 3  0. 9 3 9 4 8 9  4  
0. 7 3 0 0 8  2. 1 0 9 6 5 9  1. 3 5 3 2 5 4  2. 2 6 7 8 5 3  1. 6 8 3 6 4 4  1. 5 4 7 8 7 8  2. 3 8 5 0 8 1  1  
1. 9 9 6 1 1  2. 8 4 5 8 6 6  2. 7 7 6 4 7 7  2. 2 5 3 9 8 7  2. 5 1 9 9 9 3  1. 2 9 3 2 0 8  0. 8 3 0 3 9 8  3  

0. 0 7 0 7 4 8  2. 9 7 3 2 3 7  2. 4 5 8 2 0 6  2. 6 7 0 7 7 7  0. 9 3 3 5 3 2  0. 4 9 8 7 4 1  0. 6 8 4 6 9  4  
0. 8 7 6 8 3 8  1. 7 0 2 2 6 7  2. 5 0 0 2 9 6  1. 2 0 5 2 3 8  1. 9 8 8 3 5 8  1. 7 3 4 2 8  1. 8 8 3 1 2  5  
2. 5 3 9 8 7 9  1. 8 6 6 4 4 6  1. 1 9 4 9 8 6  2. 3 8 0 6 4 2  1. 5 0 3 7 7 6  2. 9 7 0 6 6 2  0. 6 0 7 6 0 4  2  
1. 3 9 4 1 3 4  3. 3 2 9 2 9 7  3. 0 2 9 8 6 7  2. 3 4 7 6 7  2. 0 8 9 6 9 2  0. 6 1 0 0 3 6  3. 1 7 5 9 5 8  5  
1. 3 7 0 1 5 8  3. 6 7 3 8 5 1  0. 8 5 3 0 3 8  2. 5 4 2 0 6 6  2. 9 3 7 9 9  2. 3 7 7 4 5 1  1. 6 6 6 4 7 6  1  
1. 8 7 3 0 5 9  1. 6 5 6 5 4 4  2. 2 8 2 5 0 9  0. 8 7 0 6 6 6  2. 6 3 2 2 0 8  0. 4 3 1 2  1. 3 6 2 9 6 5  3  
2. 5 8 7 3 0 9  1. 7 6 6 5 6 6  1. 9 7 2 8 7 1  2. 4 5 1 8 6 5  2. 2 0 0 7 0 3  1. 0 2 6 3 5 7  0. 8 0 2 1 7 7  3  
3. 8 3 7 8 8  1. 8 3 3 0 1  2. 2 4 1 7 1 1  3. 8 1 4 4 7 9  1. 2 7 0 1 2 4  0. 8 2 6 6 4  0. 0 1 0 0 2 6  3  

1. 1 3 9 7 2 7  1. 0 0 9 2 4 6  2. 1 7 1 0 2 3  2. 8 6 1 6 1 8  1. 9 4 2 0 2  1. 4 6 9 1 0 5  2. 3 1 0 9 8 7  5  
0. 3 9 9 3 7 5  1. 2 6 9 9 5 8  3. 1 8 5 1 4 3  3. 4 5 1 3 6 6  2. 5 3 6 6 1 2  1. 8 7 3 5 5 9  3. 8 9 1 3 9 1  5  
1. 1 5 5 2 8 2  0. 7 2 0 0 7 6  1. 9 7 8 4 0 6  2. 5 5 0 9 5 7  1. 6 7 6 0 1 1  2. 2 2 7 2 8 6  1. 9 3 1 0 7 2  5  
1. 3 4 4 2 3 7  1. 3 2 9 1 6 5  2. 1 7 6 4 0 8  2. 5 2 2 7 4 9  2. 3 6 8 5 8  1. 1 1 3 2 5 4  1. 8 6 2 4 5 2  5  
1. 8 8 4 3 9 7  0. 8 1 1 1 6 2  2. 3 6 6 8 9 7  3. 1 9 3 5 6 1  1. 9 0 3 1 6 7  0. 5 2 9 5 8 6  3. 0 3 9 5 4 9  5  
0. 8 5 7 1 3 8  1. 9 9 1 8 4 6  4. 1 4 3 5 8 8  3. 2 0 3 7 4 1  2. 5 6 7 4 6 7  1. 7 2 3 3 8 9  2. 6 6 2 2 0 5  5  
0. 3 1 6 0 3 7  0. 9 1 3 3 6 9  3. 2 6 5 1 9 1  3. 9 0 8 4 5 9  2. 0 2 7 6 9  2. 8 0 5 9 0 4  3. 2 2 6 1 7 9  5  
0. 9 4 1 5 5 7  1. 6 1 1 5 3 4  3. 5 5 0 3 1 9  2. 3 9 7 7 9 5  2. 4 6 5 6 0 4  1. 6 3 7 1 1 2  2. 2 6 8 4 2 5  5  
1. 0 0 1 3 7 3  0. 0 5 3 4 1 5  2. 5 9 3 8 6  3. 2 4 3 3 1 5  2. 7 6 5 5 4 5  1. 7 4 5 5 3 5  1. 0 7 0 2 7 7  5  
0. 5 0 3 8 5 7  0. 7 3 1 2 3 2  2. 8 5 9 4 6 2  3. 2 2 1 4 1 1  1. 9 9 9 7 0 9  0. 6 1 7 2 8 1  0. 7 8 5 1 0 1  4  
0. 6 0 6 5 8 2  1. 6 4 4 9 8 7  2. 6 1 7 4 7 8  3. 8 7 9 9 8  1. 7 9 8 9 5  0. 5 2 0 7 5  1. 9 3 1 5 4 1  5  
0. 0 2 8 9 5 9  0. 0 5 1 6 3 6  2. 6 7 9 6 6 2  3. 7 4 3 5 9 6  1. 2 5 8 7 8 6  0. 7 9 6 1 5 8  2. 6 8 4 6 5 5  5  
1. 3 4 6 6 4 1  0. 8 7 4 8 2 3  2. 3 6 7 7 0 7  3. 0 8 1 8 2 1  1. 9 2 2 2 1 3  0. 2 0 4 5 8 6  1. 5 3 5 1 4 2  5  
1. 8 6 0 8 2 8  2. 6 0 5 3 4 9  3. 6 6 7 3 2 3  4. 3 6 5 7 8 4  -0. 0 9 2 4 9  1. 2 6 5 3 6 3  1. 2 3 8 4 1 6  2  
3. 8 4 1 4 7 6  0. 7 1 9 4 2 4  2. 2 5 7 7 0 1  4. 4 7 8 4 9 1  1. 3 3 1 7 6 5  0. 1 0 0 8 3 1  1. 8 9 6 0 5 8  5  
1. 6 6 1 8 3 7  1. 5 7 2 4 3 2  2. 8 9 4 3 8 4  4. 1 8 4 7 5 7  1. 2 9 6 3 9 4  0. 9 2 2 9 9  2. 1 9 4 9 9  5  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 6 3 9 5 1 8  1. 4 6 3 1 0 3  2. 6 5 2 6 4 2  1. 5 8 4 5 1 7  2. 1 5 6 1 5 6  1. 3 7 1 6 0 9  1. 9 6 1 6 4  5  
0. 4 2 2 7 2 1  1. 2 3 5 1 1 8  2. 9 1 5 6 6 2  1. 8 0 6 3 7 8  1. 7 7 4 9 6 1  1. 4 6 1 8 9 8  1. 7 8 2 5 1 4  5  
1. 7 0 6 5 6 1  2. 2 5 5 2 1 4  2. 0 1 3 1 1 9  3. 3 3 5 5 9 2  1. 4 3 2 4 9 2  1. 1 0 6 2 4 6  0. 3 7 8 3 5  2  
1. 4 0 0 7 5 9  1. 1 1 0 3 5  3. 1 7 6 5 1 8  2. 7 2 7 2 2 6  1. 6 8 3 4 3 2  1. 4 8 4 3 5 4  2. 0 7 2 1 5 9  5  
0. 2 6 1 7 4 3  1. 8 4 6 8 5 6  2. 9 5 0 6 9  1. 6 0 4 3 6 5  1. 3 1 3 1 9 6  2. 2 0 1 6 8 8  2. 0 4 5 1 5 3  4  
0. 5 8 9 3 6 3  1. 6 3 2 4 8  2. 6 0 7 0 9 3  3. 1 1 7 4 0 1  1. 9 8 5 8 6 2  1. 9 6 2 9 6 5  2. 2 2 6 9 8 1  5  
-0. 2 5 1 9 8  1. 2 2 1 1 2 3  3. 0 2 5 1 6 9  3. 3 6 1 7 8 3  1. 7 6 7 4 6 4  1. 6 3 0 3 3 5  2. 3 9 0 1 2 4  5  
2. 2 9 1 0 7 1  0. 2 9 3 8 3 8  3. 2 7 0 1 6 5  3. 2 4 3 7 1 2  2. 4 4 2 3 0 6  -0. 0 0 4 5 2  2. 3 8 7 4 8 1  5  
1. 5 3 7 4 8 7  0. 0 6 8 8 1 8  3. 1 0 8 6 1 4  1. 5 4 6 0 7 4  2. 0 2 3 2 4 6  1. 6 9 6 5 7 9  2. 7 0 6 2 4 2  5  
0. 5 8 2 4 9 6  1. 9 0 8 6 5 3  2. 3 6 6 8 6 7  2. 5 1 4 3 3  1. 4 7 5 0 4 1  0. 4 1 5 5 3  1. 2 6 3 4 7 3  4  
2. 1 8 1 4 5 7  1. 9 1 7 9 7 4  2. 4 2 9 8 6 4  2. 9 2 2 0 8 1  1. 5 1 4 3 8 5  -0. 2 1 7 7 9  1. 9 7 3 4 4 4  3  
2. 2 6 3 9 5 1  0. 2 9 5 4 7  3. 3 3 1 3 1 4  1. 4 1 5 3 8 3  2. 3 4 6 6 1 2  1. 0 3 1 3 6 4  2. 8 9 2 7 5 6  5  
2. 0 0 9 3 5 6  1. 1 1 3 3 3 5  3. 1 3 8 8 8 9  3. 3 4 1 6 5 2  1. 8 8 3 8 1 7  0. 1 0 9 1 6 6  1. 9 5 8 6 7 8  5  
0. 1 7 2 4 3 9  1. 4 8 9 9 9 9  3. 2 9 2 4 7 5  2. 7 2 0 5 2 2  1. 1 7 6 2 3 1  1. 6 0 5 5 5 8  2. 6 4 1 5 5 9  5  
-0. 1 7 3 1 4  1. 3 5 6 6 5 2  4. 4 4 2 0 6 1  3. 1 0 6 3 3  2. 0 4 9 3 1 7  0. 7 9 1 9 9 1  1. 9 1 2 5 0 6  4  
1. 3 8 8 3 3 5  1. 0 9 5 1 8 8  3. 2 2 0 8 6 5  1. 6 2 8 6 6 2  1. 7 3 2 3 1 1  1. 3 5 2 0 5 2  2. 4 0 5 4 4 7  5  
1. 2 0 5 1 3 8  2. 0 2 4 4 0 9  3. 7 9 1 4 9 2  2. 3 9 8 9 4 1  3. 0 0 6 6 6 8  1. 7 8 7 4 1 6  2. 9 2 0 2 5 6  5  
0. 4 6 4 3 9 7  1. 6 8 4 2 1 8  3. 4 0 2 6 2  2. 7 2 6 8 6 2  3. 0 1 3 9 3 3  1. 1 8 9 6 6 2  3. 6 1 5 3 5  5  
1. 6 2 8 7 6 8  1. 3 0 8 0 4 9  2. 9 5 2 1 7  2. 7 4 5 0 5 4  1. 3 2 7 0 7 7  2. 0 2 8 9 2 5  3. 3 5 7 9 5 7  5  
0. 5 8 6 5 9 7  2. 5 3 6 7 6 6  2. 9 1 6 7 4 8  3. 2 5 2 8 0 1  2. 3 9 2 6 4 6  2. 2 0 7 3 3 3  3. 3 7 4 4 9  5  
0. 6 6 8 6 7 2  0. 2 1 4 9 6  3. 4 0 1 8 0 7  3. 4 9 9 0 5 9  2. 7 4 7 6 5 8  2. 2 6 4 9 2 8  3. 7 0 8 9 3 8  5  
1. 8 5 8 4 2  1. 0 3 2 2 9 3  3. 8 1 4 7 3  3. 0 1 7 6 9 2  2. 5 6 0 8 0 4  1. 0 6 0 3 9 3  2. 6 8 7 1 7 9  5  

0. 4 2 1 4 7 7  1. 1 9 3 2 0 3  3. 0 7 2 7 1 8  3. 1 9 7 0 4 2  2. 4 1 0 1 8 2  2. 3 2 7 6 5 3  3. 3 4 2 2 8 5  5  
0. 7 0 5 0 0 7  2. 0 9 4 8 7 4  1. 7 5 8 9 4 2  2. 9 9 3 5 8 9  1. 6 3 1 1 6 8  1. 7 6 9 0 5 2  2. 1 7 5 2 3 3  1  
1. 3 4 1 3 1 9  2. 5 1 1 1 5 4  2. 4 8 7 0 5 3  0. 7 3 7 5 7 9  1. 3 0 9 7 2 7  1. 1 7 2 3 1 4  2. 2 1 0 3 9  3  
-0. 1 0 4 7 5  3. 2 0 1 9 9 1  2. 4 9 4 1 3 2  3. 3 1 2 0 5 3  0. 9 1 1 7 8 5  2. 5 6 1 9 8 4  0. 5 4 3 7 3 5  2  
1. 2 6 4 1 8  1. 3 4 0 8 3  2. 5 0 9 6 3  3. 1 6 4 4 7 3  0. 6 6 5 1 2  1. 8 8 3 4 8 8  1. 4 8 6 2 3 7  2  

2. 1 3 5 5 1 6  2. 1 4 0 9 6 9  2. 1 5 5 3 0 6  4. 1 1 1 7 2 4  2. 4 3 3 8 7 4  1. 2 7 2 7 4 6  2. 9 1 0 0 9 9  5  
0. 1 1 1 8 1  3. 0 2 9 0 3 3  2. 2 4 1 8 1 7  4. 0 7 4 0 7 8  2. 2 2 9 1 6 2  1. 4 8 5 6 2 6  1. 8 0 1 6 6 6  1  
0. 5 7 0 7 5  4. 3 0 9 4 7 6  3. 0 4 2 6 3 1  3. 6 4 0 6 6 8  1. 1 2 1 4 4 4  1. 6 7 6 7 6 3  0. 9 8 5 2 3 6  2  

2. 3 6 8 8 2 8  2. 0 7 8 1 5 2  1. 7 5 7 9 9 5  3. 6 8 9 1 8  2. 2 3 8 1 5 8  0. 8 3 2 0 5 6  3. 2 0 2 5 1 7  5  
0. 4 6 0 5 9 2  3. 3 4 3 6 0 1  1. 3 6 9 6 5 3  3. 5 9 1 8 9 2  3. 0 5 2 1 4 9  1. 5 9 0 1 1 1  1. 8 5 3 2 8 3  1  
1. 0 3 9 5 1 9  2. 7 3 4 1 3  2. 7 9 7 4 5 2  4. 7 9 4 5 5 9  3. 1 8 8 4 7 7  1. 3 2 1 7 1  2. 0 6 9 8 0 4  1  
-0. 1 0 8 5 6  3. 2 8 3 5 5 3  2. 2 2 1 4 7 6  2. 8 6 1 3 9 2  2. 9 1 6 7 7 1  1. 6 7 0 1 7 6  1. 4 9 5 8 5 6  1  
1. 6 3 5 7 2 1  1. 6 7 0 9 9 4  2. 7 7 6 5 3 1  3. 4 8 1 0 2 1  3. 6 4 8 9 2 3  1. 0 9 1 6 8  3. 5 1 7 5 2 1  5  
-0. 2 8 7 2 8  1. 5 5 0 4 2 8  3. 0 2 7 0 4 7  1. 5 6 9 1 7 9  3. 4 9 5 3 0 2  1. 6 7 5 1 4 3  3. 7 2 5 4 2  5  
0. 6 2 9 9 7 7  1. 3 5 6 1 3 8  4. 0 7 6 4 0 4  1. 7 0 5 0 4 7  2. 2 2 8 1 3  1. 4 2 3 9 5 5  2. 0 6 3 2 6 9  4  
2. 3 0 7 6 4 6  2. 2 3 6 4 4 8  2. 6 8 0 4 8 9  0. 9 6 9 7 3 6  2. 5 6 9 0 1 3  -0. 0 8 5 3 6  2. 2 7 7 7 0 1  3  
2. 4 7 7 0 6 9  3. 2 6 3 6 5 1  2. 1 6 3 5 6 5  2. 1 3 9 4 9 7  1. 7 2 1 0 6 1  -0. 0 0 3 5 8  0. 6 5 7 9 9  3  
1. 2 4 3 6 3 8  2. 9 1 3 0 7 5  4. 1 0 7 9 7 9  2. 6 6 4 6 1  0. 9 9 5 0 9 3  -0. 1 4 4 3 7  1. 2 2 6 8 7  4  
0. 5 2 7 3 8 8  1. 9 5 8 4 4 6  1. 2 7 9 9 6 5  3. 0 8 1 7 7 5  0. 6 4 3 0 3 6  1. 8 5 3 6 3 9  2. 1 7 2 6 4 2  1  
0. 4 2 4 6 2 8  2. 1 3 7 7 3 5  2. 0 8 8 9 1 7  1. 1 5 6 8 7 8  1. 7 6 6 8 7 2  1. 2 1 9 2 3 4  1. 5 3 9 7 7  1  
2. 5 2 7 0 4 4  0. 7 6 9 5 7  4. 0 1 3 7 4 7  2. 3 6 0 5 1 2  3. 0 3 4 4 1  -0. 3 7 8 9  4. 0 0 7 1 4 4  5  
-0. 1 9 3 0 4  1. 2 6 1 0 6 3  2. 3 4 0 4 9 7  2. 7 7 6 2 4 3  2. 0 5 2 2 9 1  1. 9 2 2 0 5 3  3. 9 6 2 6 9 3  5  
0. 5 3 3 5 0 1  1. 8 7 0 6 1  4. 4 1 7 3 4 6  2. 0 7 5 6 7 2  3. 3 2 3 9 5 1  -0. 2 7 0 0 6  4. 2 2 5 1 0 7  5  
2. 4 1 1 6 6 1  1. 8 8 2 8 5 3  4. 3 5 5 5 8 7  1. 0 3 6 1 1 2  1. 9 8 6 0 7  0. 0 5 5 8 4 4  1. 3 1 1 0 8 2  3  
-0. 4 8 5 7 8  1. 7 5 2 7 9 3  4. 4 5 5 3 5  3. 9 4 7 3 2 1  1. 0 9 4 4 4 1  2. 9 0 2 3 5 8  2. 0 3 3 4 0 6  4  
0. 4 6 4 8 6 9  3. 4 1 3 2 5 3  2. 6 3 5 7 9 6  2. 1 2 1 8 2 5  2. 8 9 0 6  1. 9 9 6 7 4 6  3. 2 2 6 4 2  1  
4. 1 3 2 4 4 1  0. 4 0 1 0 8 1  2. 3 8 1 9 2 3  3. 4 5 6 1 0 9  0. 9 5 3 3 1 5  3. 0 9 6 0 9 6  0. 5 5 5 4 3 4  2  
0. 2 1 8 2 4 7  3. 4 3 5 9 4 1  1. 8 4 9 4 2 2  1. 1 9 6 0 6 5  2. 5 1 1 0 0 3  1. 3 6 3 4 7 8  0. 3 5 2 3 7  1  
-0. 3 2 9 8 1  4. 5 4 4 4 8 9  1. 3 6 0 3 9 2  3. 0 2 4 8 8 7  1. 1 0 6 1 9 4  2. 7 2 7 3 1 7  0. 5 7 2 7 3 6  1  
0. 5 4 4 8 1 3  4. 2 8 2 1 9 6  2. 1 1 6 8 7 6  2. 2 9 0 3 6 6  2. 5 4 1 9 6 4  1. 3 6 9 5 5 9  1. 8 1 8 9 7 8  1  
-0. 4 7 2 3 4  4. 0 8 8 9 8 5  0. 5 7 7 2 4 4  2. 9 6 7 9 3 6  2. 6 3 3 8 8  2. 8 7 7 6 0 9  2. 3 8 1 3 9 9  1  
-0. 5 5 5 2 7  4. 8 4 0 0 8  1. 9 6 0 6 8 6  2. 9 8 2 3 4 2  2. 0 9 4 4 2 3  1. 6 2 6 1 7 8  1. 1 8 4 5 0 6  1  
0. 2 6 3 5 1 3  3. 7 3 6 0 1 8  1. 9 5 9 5 4 9  1. 7 5 8 2 3 9  1. 6 4 0 3 4 3  1. 0 0 4 3 7 6  1. 4 7 2 6 6 6  1  
0. 7 0 5 8 9 3  3. 7 1 8 1 9 6  2. 3 0 1 3 7 8  0. 9 2 6 4 3 9  1. 7 7 4 4 8 8  0. 9 9 4 9 3 2  1. 7 9 7 9 3  1  
0. 0 6 9 4 0 5  3. 0 2 6 2 6 1  2. 4 3 9 8 3  3. 1 7 1 0 7  3. 1 9 7 9 2  2. 8 8 3 7 6 1  1. 9 7 2 7 5  1  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

-0. 3 2 6 9 5  0. 3 3 0 8 7 9  2. 5 1 0 5 2 7  3. 4 4 1 6 5 4  2. 0 5 7 7 6 5  2. 3 0 4 8 6 6  2. 8 7 8 3 0 7  5  
2. 6 9 0 0 1 7  0. 6 9 3 1 3 3  1. 7 3 0 1 3 3  3. 8 8 5 0 9  2. 5 6 2 4 5 8  1. 4 5 5 0 3 5  1. 2 1 3 3 4 4  5  
0. 4 6 5 4 7  1. 2 8 7 9 3 6  2. 9 3 9 1 8 1  1. 3 9 4 4 9 2  3. 3 9 6 3 9 9  2. 0 1 5 2 9 5  2. 0 8 0 7 3 4  5  

1. 3 9 4 9 8 2  1. 5 5 9 5 7 8  2. 4 7 1 0 3 2  3. 1 6 1 2 3 2  2. 5 7 5 2 2  0. 9 9 2 4 4 1  2. 4 0 6 2 6 3  5  
0. 6 7 2 3 0 9  2. 3 9 3 3 5 9  1. 8 9 6 5 0 2  2. 5 9 8 2 1 8  0. 9 9 3 0 5 3  3. 1 5 4 6 7 8  1. 6 9 6 2 3 5  1  
1. 6 9 3 7 1 6  1. 3 2 5 8 8 6  0. 8 8 0 0 1 4  5. 3 7 4 4 8  1. 1 6 4 3 2 3  3. 6 5 3 4 3 3  2. 8 9 5 2 4 8  5  
1. 3 5 6 1 5 9  2. 4 0 6 7 3 3  2. 0 3 7 3 0 1  2. 9 1 9 9 3 5  1. 8 6 9 5 1 1  3. 4 6 5 4 0 6  1. 1 3 7 8 8  2  
1. 0 2 7 0 1 5  1. 0 6 2 6 0 3  0. 6 5 9 2 9 4  4. 3 5 7 4 9 9  2. 8 2 0 0 1  3. 2 6 6 3 4 7  4. 1 3 2 8 7 8  5  
1. 4 3 6 6 9 8  -0. 5 8 6 4 9  1. 9 6 4 8 6 3  3. 9 5 0 1 1  3. 1 9 1 8 0 4  0. 3 7 7 8 1 3  4. 4 8 8 5 5 5  5  
4. 0 5 8 9 5 6  -0. 6 6 8 8 6  1. 3 1 7 5 1 7  4. 6 0 6 7 0 2  1. 1 6 0 9 1 4  2. 7 3 1 8 2 7  3. 0 9 9 0 3 3  5  
1. 4 1 6 7 8 3  1. 4 9 0 5 0 5  2. 9 3 3 0 9 1  1. 7 3 0 7 6 3  3. 5 6 0 4 9 9  0. 4 3 0 5 1 8  2. 8 2 1 1 6 2  5  
0. 8 2 4 2 3 1  -0. 1 9 3 8 7  4. 7 4 8 2 1 5  0. 2 0 2 2 0 8  2. 8 9 6 4 4 5  0. 6 9 9 7 7  4. 8 7 3 9 8 5  5  
-0. 3 6 9 2 4  2. 6 7 8 1 0 9  3. 1 6 3 0 9 6  1. 5 9 6 3 5 8  0. 5 9 5 0 6  3. 3 4 6 2 3 3  1. 6 1 6 1 7  4  
2. 3 2 7 8 0 8  1. 7 1 5 9 2 7  3. 3 9 0 2 4 9  3. 3 2 7 1 9 7  -0. 0 7 0 9 9  1. 6 4 7 0 3 3  1. 8 7 6 4 0 6  2  
1. 1 4 6 9 5 7  1. 7 3 2 1 8 6  2. 4 6 7 2 9 4  4. 3 1 2 6 9 4  0. 9 6 7 4 3 9  3. 6 0 6 2 2 3  2. 3 6 4 7 6 3  2  
-0. 0 8 4 3 4  2. 3 7 1 2 3 4  1. 9 2 3 5 5 9  2. 5 5 1 6 6 1  2. 7 8 0 0 9 9  -0. 4 1 4 9 6  2. 6 0 7 4 4 1  5  
2. 3 3 0 9 3 5  1. 2 4 9 2 8 5  1. 9 7 7 9 4 2  -0. 2 9 3 6 5  1. 7 5 0 8 5 4  1. 8 8 7 9 5 2  3. 3 4 3 1 3  5  
-0. 2 9 0 9 7  2. 5 7 9 9 3 6  4. 0 3 5 0 1  2. 4 5 3 2 2 6  1. 2 2 3 3 4 5  1. 7 5 6 0 8 4  1. 5 7 8 9 6 5  4  
2. 4 3 3 4 1 8  1. 5 8 6 4 0 2  2. 7 4 4 0 3 1  2. 9 4 3 1 4 8  2. 5 9 5 2 2 1  -0. 1 5 0 4 5  4. 4 5 6 7 8 4  5  
1. 6 8 6 2 1 9  2. 1 3 3 5 7 5  3. 0 6 3 0 0 4  2. 6 2 5 0 8 4  1. 8 3 7 6 1 5  0. 1 3 8 8 5 9  2. 5 0 5 0 7 2  5  
2. 1 8 2 8 1 1  2. 4 8 0 8 9 4  3. 5 1 2 3 3 1  2. 5 2 8 0 4 5  3. 3 5 9 5 0 1  1. 1 7 4 8 9 3  2. 3 5 8 9 9 2  5  
1. 7 2 6 7 0 1  2. 6 1 1 4 6 9  3. 0 8 8 7 5  2. 9 1 4 0 4 8  3. 5 8 1 2 3 7  1. 0 5 6 0 1  1. 5 2 2 2 6 2  1  
0. 6 0 4 7 9 3  3. 1 2 3 0 6  2. 1 2 4 1 5 1  2. 6 3 7 1 9 8  2. 7 2 4 4  2. 4 7 2 4 9 4  1. 2 0 0 5 8 9  1  
3. 2 3 6 4 3 3  3. 2 9 0 1 5 3  2. 7 0 2 0 3 3  2. 3 1 4 0 2 3  3. 3 1 6 9 9 2  0. 3 8 1 6  1. 8 9 5 0 8 2  3  
1. 4 2 5 0 4 3  3. 6 9 2 0 4 6  3. 4 7 2 1 5 8  4. 0 5 7 1 9 6  2. 4 0 5 9 7 2  0. 4 3 4 0 7 9  2. 8 6 9 7 6 5  1  
2. 2 0 1 7 0 7  3. 0 8 4 5 7 8  2. 1 5 1 0 7 6  4. 0 2 1 6 4 7  2. 1 8 2 5 7 4  2. 3 0 1 8 9 3  1. 4 0 7 5 4 9  2  
1. 8 1 5 6 9 3  2. 1 3 4 8 6 9  4. 3 0 3 0 9 9  4. 3 6 9 0 0 5  1. 8 8 2 0 3 8  0. 9 4 9 0 9 8  1. 8 4 7 4 5 7  4  
1. 2 0 2 0 9  3. 0 6 4 7 5 5  4. 2 1 7 0 9 5  3. 6 4 9 7 8 3  2. 9 1 5 9 7 1  0. 3 5 7 7 0 1  1. 2 2 5 1 5 9  4  

0. 0 4 6 3 7 3  2. 9 1 6 9 6 8  4. 4 5 5 8 0 8  2. 8 8 5 2 4 8  3. 1 0 7 3 5 8  0. 4 2 6 3 5 2  2. 0 0 8 2 5 2  4  
-0. 0 1 8 4 4  3. 8 9 3 5 8 5  3. 0 2 6 7 8 4  1. 8 1 7 7 0 9  0. 9 1 3 1 4 4  3. 2 5 4 4 7 7  2. 6 7 0 7 0 9  1  
0. 1 5 4 1 2  3. 3 2 8 4 4 3  1. 6 2 0 7 7 1  1. 8 7 9 7 1 9  2. 6 7 3 8 1 9  2. 6 6 8 9 7 1  2. 4 3 1 2 6 8  1  

-0. 0 7 3 3 2  4. 3 5 9 2 4 4  3. 5 2 4 6 8  1. 7 2 3 1 7 8  0. 5 5 3 9 7 3  1. 8 6 2 6 7 2  0. 9 7 0 3 6 3  4  
0. 7 0 8 9 7 9  3. 6 5 6 8 7  2. 2 9 5 1 3 2  2. 0 8 4 2 2 7  1. 1 7 8 0 3 3  3. 6 7 3 5 5 6  0. 6 0 3 6 2 4  2  
1. 4 5 4 9 4 7  3. 4 3 0 2 3 1  2. 2 3 2 8 9 5  2. 4 4 7 0 6 9  2. 3 0 9 4 5 6  2. 6 3 1 1 5 1  2. 3 2 5 9 1  1  
0. 5 8 3 8 5 2  3. 4 7 3 8 6 9  2. 4 1 6 5 6 8  2. 1 4 1 4 2 7  0. 4 7 9 3 5 1  2. 9 7 7 2 8 3  1. 9 4 7 4 7 3  2  
0. 2 8 4 9 0 4  3. 7 4 9 3 2  2. 0 8 6 6 2 7  3. 2 0 4 1 4 4  -0. 0 7 8 3 1  2. 2 8 3 6 7  1. 5 1 9 9 9 7  2  
0. 8 8 2 4 4 9  3. 8 6 3 6 1 5  3. 0 4 4 8 3 6  2. 1 9 5 7 7 1  -0. 1 0 5 7 2  1. 7 3 0 7 2 7  0. 1 8 1 9 2 8  2  
0. 1 8 0 4 4 5  1. 8 8 3 5 1 6  1. 5 6 2 0 4 7  2. 6 6 3 0 3 6  2. 6 3 2 1 6  2. 2 5 0 7 1 8  2. 4 3 6 3 0 9  1  
0. 3 7 8 7 8 2  2. 9 3 1 7 9 1  1. 7 0 8 7 1 1  2. 9 8 0 8 5 2  2. 7 7 1 3 9 6  2. 1 1 1 0 6 9  0. 6 1 0 3 4 3  1  
0. 3 5 2 7 3 2  1. 8 9 9 7 2  2. 2 6 5 8 5 4  3. 2 3 0 4 4 8  1. 1 1 3 9 9  1. 2 1 3 8 1  2. 0 1 9 5 0 3  5  
-0. 0 7 9 0 5  1. 7 1 8 7  0. 8 1 3 2 4  3. 2 1 3 8 6 4  2. 5 8 1 3 2  2. 0 7 2 8 2 5  1. 5 9 6 0 5 3  1  
-0. 0 4 2 6 8  2. 1 6 1 4 7 6  1. 8 5 4 8 4 1  2. 9 0 6 7  2. 5 7 2 2 9 2  2. 0 5 6 5 5  3. 2 5 0 1 1 4  1  
0. 5 3 2 9 7 8  3. 4 7 8 2 5 4  2. 0 4 9 0 4 7  1. 9 5 2 4 0 8  2. 8 0 7 3 0 2  1. 6 9 6 2 6 8  1. 8 2 4 1 8 2  1  
0. 1 5 5 6 5 6  3. 9 9 9 6 2 9  3. 1 4 6 0 4 7  1. 3 4 9 0 0 7  2. 7 9 2 5 4 7  1. 4 7 8 1 5 3  1. 4 6 1 3  1  
0. 7 9 6 1 4 8  2. 6 3 4 8 3 7  3. 1 3 2 6 0 3  3. 2 2 2 5 8 1  2. 6 8 0 8 8 3  1. 8 5 4 8 0 5  2. 0 3 0 1 5 7  1  
0. 8 6 5 9 4  2. 6 0 9 5 5 7  2. 5 4 6 8 1 3  1. 7 5 1 3 6 7  1. 7 4 0 9 5 1  1. 5 3 3 9 2 3  2. 2 2 8 5 1 2  1  
1. 0 1 1 8 5  2. 8 1 6 3 0 7  2. 9 1 2 8 3 7  1. 6 6 9 1 1 6  2. 5 4 2 5 3 7  1. 3 3 0 7 1 6  1. 1 6 8 3 2 3  1  

1. 3 5 0 6 4 5  1. 9 8 9 7 8 8  1. 7 4 7 5 7  3. 1 9 8 0 1 9  2. 2 1 3 1 1 7  0. 8 0 4 6 6 4  1. 3 4 7 7 3  1  
0. 3 4 9 1 4 5  2. 7 5 6 3 0 5  1. 7 1 6 0 7 6  2. 6 8 9 7 3  2. 7 3 9 9 0 7  1. 6 5 6 9 7 4  1. 6 2 3 3 0 6  1  
0. 3 4 2 7 0 5  1. 6 7 9 8 0 3  1. 8 3 3 4 0 2  2. 0 3 2 9 9 4  2. 9 6 0 6 7 6  1. 6 6 3 8 4 1  2. 1 2 0 3 6 4  1  
1. 4 8 4 2 0 1  1. 5 3 9 4 1 2  1. 5 0 6 8 8  2. 9 2 4 4 6 4  2. 4 7 5 3 5 9  1. 7 0 5 1 2 7  1. 6 8 3 5 3 6  5  
1. 5 6 2 9 5 1  3. 0 3 0 5 3 2  1. 6 4 4 4 3 7  2. 0 1 4 3 3 9  1. 5 9 5 5 2 1  1. 6 4 4 1 7 9  1. 1 6 4 4 0 6  1  
3. 0 2 9 6 1 9  2. 8 1 9 3 8 6  1. 8 7 4 2 9 6  2. 7 4 2 9 8 2  1. 7 8 8 3 4 3  2. 2 6 9 8 7 4  1. 5 4 2 4 3 6  2  
0. 7 8 3 5 2  1. 8 7 7 2 3 8  2. 0 7 4 4 8 3  2. 6 2 7 2 1 6  2. 2 4 0 6 4 4  2. 1 9 4 7 0 9  2. 3 7 7 7 4 8  5  

0. 7 1 0 6 6 5  2. 8 4 9 7 7 6  2. 3 6 4 6 8 1  1. 9 1 9 0 5 7  2. 7 4 7 8 3 9  1. 6 4 8 8 2 6  1. 2 3 3 8 2 7  1  
0. 7 9 8 1 7 8  2. 9 3 3 7 9 1  3. 3 5 4 7 1  2. 7 0 5 4 4 6  0. 7 9 6 6 8 5  3. 1 9 2 3 9 3  0. 4 8 8 3 7 4  2  
1. 9 0 5 8 8 9  4. 8 3 9 2 3 7  3. 4 5 6 3 4 6  0. 7 2 4 0 9 7  2. 1 6 4 5 2 4  0. 9 9 9 0 8 3  1. 8 3 3 6 6  3  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
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T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

-0. 4 2 8 9 3  2. 3 5 4 3 1 8  2. 4 8 4 5 1  3. 3 5 8 1 6 2  0. 7 1 4 5 6 9  2. 7 9 4 5 7 7  2. 6 0 7 2 7 6  1  
2. 1 9 7 6 8 1  2. 9 5 3 1 3 4  3. 8 4 4 4 2 6  1. 0 8 6 8 7 6  0. 8 0 7 3 6  -0. 0 1 2 2 7  2. 0 5 0 9 9 1  3  
1. 1 7 5 2 9 9  4. 8 5 0 5 9 1  4. 1 8 1 5 6 9  1. 5 3 9 4 5 2  1. 4 9 0 1 8 2  0. 7 3 4 0 6 1  1. 2 3 9 3 9 7  4  
-0. 5 0 9 3 5  3. 1 3 1 0 5 1  2. 4 6 5 4 7  2. 5 5 0 8 6 2  1. 5 1 4 9 4 8  3. 7 4 0 8 4 4  1. 9 4 2 2 0 3  1  
-0. 4 7 8 7 2  2. 4 3 2 5 2 1  2. 6 7 0 0 8 9  3. 3 4 5 0 9 2  1. 8 9 6 5 2 2  3. 0 6 6 4 7 9  3. 3 9 2 8 1 4  1  
1. 6 4 7 4 0 4  2. 2 1 2 8 8 9  0. 9 2 2 0 9 4  2. 5 6 5 2 7 9  2. 7 6 6 1 8 1  2. 7 3 7 9 5 5  1. 5 9 9 0 6 2  1  
2. 4 6 6 1 1 2  2. 0 1 0 5 5 7  3. 6 2 6 7 4 9  3. 8 4 7 3 4 4  2. 5 1 4 4 5 7  1. 5 6 0 6 9 9  3. 4 4 2 8 4 4  5  
3. 0 0 4 5 0 2  2. 6 3 7 1 7 6  2. 7 9 8 8 0 4  3. 7 1 1 1 8 4  2. 4 6 3 5 4 4  1. 5 7 8 4 3  2. 1 2 3 7 8 4  3  
1. 2 4 1 4 3 7  2. 7 7 8 6 5 5  1. 5 8 9 6 0 5  2. 5 6 3 0 3 8  2. 0 1 2 8 3 4  1. 9 1 1 6 9  3. 4 9 1 9 8 5  1  
2. 3 9 1 9 2 4  2. 6 3 7 7 4 6  2. 3 7 4 5 8 2  0. 7 5 5 0 8 3  2. 6 2 9 4 2 5  2. 3 3 0 7 1 6  2. 9 4 1 0 8 7  3  
1. 4 8 6 5 7 8  3. 1 2 8 6 2 6  2. 4 8 7 8 3 7  1. 7 4 3 5 7 1  2. 0 0 3 0 7 3  1. 7 3 7 5 1 6  1. 3 2 9 5 4 8  1  
2. 5 8 6 5 3 5  2. 8 7 7 1 2 4  2. 2 8 7 8 0 1  2. 6 3 2 8 4 1  1. 3 8 7 2 8 2  2. 3 6 3 5 9 8  2. 4 5 3 7 6 4  2  
1. 6 6 6 5 5  2. 8 3 8 3 1 8  2. 3 5 9 1 1  1. 9 7 3 3 1 4  1. 8 5 9 2 7 9  2. 2 2 5 3 1 1  2. 9 1 5 3 8 7  1  

1. 5 8 9 9 3 8  3. 6 5 2 5 5  2. 9 5 6 4 8 2  2. 5 6 5 4 6 6  0. 9 7 5 1 3 3  1. 6 1 5 9 4 8  0. 4 9 9 5 0 1  2  
1. 9 4 5 6 1 8  3. 0 5 0 8 3 9  2. 5 1 4 2 9 2  3. 2 3 4 8 6 2  2. 2 0 3 4 7 3  1. 8 2 2 2 7 9  1. 9 9 8 0 5  1  
1. 7 5 5 4 6 9  2. 0 7 5 9 4 5  3. 4 8 0 5 5 6  2. 9 4 4 7 9  1. 5 1 9 3 3 4  1. 6 8 1 1 9 9  0. 7 5 8 0 0 4  4  
2. 9 3 5 0 5 3  2. 7 1 8 7 5 6  3. 3 1 5 5 2  2. 5 0 4 7 1 7  1. 8 8 9 8 8 6  1. 2 0 1 8 4 9  1. 4 6 0 1 3 6  3  
2. 1 1 9 7 7 5  3. 3 9 4 8 0 6  2. 5 0 6 3 3 8  2. 1 2 0 5 5 2  2. 6 1 4 3 0 2  0. 6 7 9 5 7 5  0. 8 9 5 2 5  3  
2. 4 5 8 9 6 1  2. 3 2 9 0 1 6  2. 1 5 4 7 8 8  3. 3 1 0 5 9 6  1. 4 7 4 6 7 5  2. 5 9 3 4 7  1. 5 9 1 7 2 5  2  
1. 2 4 4 6 5 4  1. 7 3 0 2 1  1. 8 2 7 9 2 3  2. 4 8 9 3 3 4  1. 3 8 3 5 7 5  2. 0 7 3 0 8 1  1. 3 6 0 6 7 5  1  
-0. 2 0 7 4 4  1. 9 4 6 7 7 2  4. 2 7 6 2 6 8  1. 5 8 4 4 9 4  1. 2 5 2 2 9  0. 5 1 9 5 8  1. 2 7 6 4 6 3  4  
1. 0 7 4 9 7 4  1. 9 7 3 0 7 4  1. 2 6 5 6 7 1  1. 8 9 7 7 5 5  2. 9 4 8 8 6 5  0. 8 7 0 8 6 4  1. 7 3 7 0 4 3  1  
-0. 1 4 1 8 9  -0. 0 4 3 7 4  3. 1 6 4 9 3 2  3. 5 3 1 2 5 6  1. 9 8 0 7 2 5  0. 6 3 2 4 9 9  3. 8 7 7 1 2  5  
3. 3 7 6 9 8 4  0. 8 3 1 5 6 7  2. 2 7 5 1 8 1  2. 7 7 9 6 7 3  1. 9 8 0 5 9  1. 3 0 8 5 0 5  1. 9 6 8 0 3 6  5  
0. 4 1 0 4 0 8  1. 2 9 5 4 7 3  3. 2 1 1 6 7 9  2. 9 9 1 1 8 2  2. 9 9 2 6 5  1. 3 9 4 8 6 1  2. 9 7 9 2 1 6  5  
0. 4 1 2 8 3 1  0. 7 2 8 3 0 5  2. 7 7 4 3 4 7  3. 4 7 6 1 0 8  2. 4 8 5 1 2 6  0. 1 4 3 7 7 9  1. 3 2 5 3 1 6  5  
0. 3 9 5 3 8 3  1. 2 6 6 6 3 6  3. 5 4 7 0 7 7  3. 8 4 8 5 9 3  2. 4 1 8 4 1  0. 2 3 3 6 3 1  1. 3 3 0 1 5 3  4  
0. 3 0 3 0 1 1  0. 6 8 1 1 5  3. 4 3 1 1 4 9  2. 8 9 6 1 3 8  2. 8 4 5 0 7 6  0. 2 9 0 2 0 5  2. 9 8 7 5 1 8  5  
0. 6 2 3 2 6 3  2. 8 4 4 4 6 7  2. 0 1 1 1 0 2  3. 1 3 8 3 7  1. 7 4 8 2 9 6  2. 0 3 9 8 4  2. 5 1 6 0 7  1  
0. 4 3 0 8 4 9  2. 0 2 4 0 0 6  2. 3 8 7 2 6 1  2. 9 3 8 4 9 6  1. 8 3 0 3 3 8  1. 7 2 5 6 6 1  1. 6 0 2 1 3 5  1  
0. 3 0 2 6 4 6  3. 0 7 8 6 6 8  1. 8 0 9 5 6 5  2. 0 2 4 0 4  2. 8 7 4 7 4 8  0. 9 8 6 5 6 1  3. 0 2 2 3 6 6  1  
0. 2 1 7 9 6 9  2. 2 3 4 1 2 5  3. 0 8 6 5 5 1  2. 8 0 1 2 1 5  2. 8 8 1 3 5 9  1. 9 2 5 1 2 2  2. 6 4 8 3  1  
1. 1 4 8 0 2 4  4. 7 1 5 5 2 9  1. 7 1 2 5 3 7  1. 1 4 3 1 9 1  1. 4 4 8 0 7 5  0. 7 3 5 6 9 6  1. 2 5 5 7 1 3  1  
0. 1 7 3 2 1  2. 7 1 4 3 0 1  3. 0 9 3 7 7 3  2. 7 3 1 8 4 5  3. 5 5 5 0 7 7  0. 3 0 4 7 2  1. 9 6 4 6 9 2  1  

1. 6 2 8 5 0 5  1. 3 3 3 5 6 3  2. 2 7 9 5 1 7  3. 0 2 3 1 7 4  2. 1 6 6 5 0 3  1. 9 0 9 4 4 5  2. 0 6 2 1 5 4  5  
1. 4 6 0 1 8 3  2. 1 7 3 3 8 5  1. 8 0 3 1 9 2  2. 7 9 3 0 0 2  2. 4 4 4 0 9 9  0. 9 4 1 7 1 5  2. 2 2 1 6 6 4  5  
0. 4 4 3 0 3 7  2. 9 6 4 0 6 6  1. 9 1 5 8 8 7  2. 6 7 8 9 1 5  1. 7 9 2 0 2 1  2. 5 7 7 0 7 4  1. 4 5 5 7 5  1  
0. 4 6 2 1 2 3  1. 1 3 6 7 6 6  3. 1 6 3 5 9 3  3. 6 9 9 7 9  3. 0 2 4 3 0 2  -0. 0 6 7  2. 0 9 8 0 6  5  
-0. 0 0 9 3 3  2. 5 3 0 8 0 4  3. 2 5 5 3 3  3. 3 1 5 9 8 8  1. 5 1 7 1 3 6  0. 6 7 7 3 6 2  2. 6 4 2 9 3 3  4  
1. 0 4 0 8 6 9  1. 9 6 9 2 3 3  2. 7 0 5 0 4 8  4. 0 8 4 5 9 1  2. 3 1 8 2 0 5  0. 8 2 0 5 8 1  2. 4 8 3 2 4 5  5  
0. 1 4 6 1 1 8  1. 4 0 9 7 6 9  2. 7 9 2 8 4 3  2. 8 5 2 6 4 7  2. 9 6 6 7 1 9  0. 7 9 2 1 8 5  2. 7 9 7 1 1 1  5  
0. 9 5 7 5 3 9  1. 8 1 4 6 8 1  2. 7 1 1  3. 0 4 3 2 9 3  1. 6 6 5 6 1 6  0. 1 9 7 3 6 2  2. 8 2 2 8 4 4  5  
1. 5 5 2 9 6 1  2. 0 0 8 6 9 1  3. 0 3 6 3 1 1  3. 6 3 3 7 3 1  2. 4 9 7 5 8 9  -0. 0 0 8 8 7  1. 0 0 3 5 6 6  4  
1. 2 5 0 2 7 3  3. 1 2 2 4 2 9  2. 4 0 3 3 5 5  3. 1 8 9 9 5 8  1. 7 9 5 6 7 6  0. 1 0 7 7 4 5  0. 9 2 4 3 6 3  1  
1. 3 2 2 0 3 6  1. 2 1 5 8 8 2  3. 9 2 1 6 0 2  3. 0 0 3 5 0 9  2. 2 8 4 1 1 9  -0. 2 4 9 3 3  1. 8 0 6 2 9 1  5  
0. 2 5 1 9 5 2  2. 1 1 3 8 2 9  2. 6 6 4 7 8 2  3. 0 3 4 5 0 2  1. 6 4 8 7 3 7  0. 2 5 9 4 1 9  2. 6 5 0 2 6  5  
0. 5 9 8 9 5  3. 3 2 9 1 5 5  2. 8 3 6 8 5 2  2. 2 0 2 8 4 2  1. 4 9 7 7 8 4  1. 6 0 7 4 7 2  2. 5 8 3 7 5 4  1  

0. 5 6 5 3 9 9  5. 1 9 1 2 1 1  2. 5 8 2 3 2  2. 2 7 1 0 0 6  2. 7 7 8 3 6 9  1. 7 9 8 4 3 8  0. 7 6 7 2 5  1  
1. 8 9 1 5 1 4  1. 0 3 0 6 7 1  2. 3 7 8 4 8 9  2. 5 2 1 7 3 9  2. 4 7 0 4 7 4  1. 7 1 3 4 0 8  1. 8 3 0 0 4 9  5  
2. 2 5 1 3 4 3  1. 9 6 4 8 3 3  2. 7 8 2 6 5 3  2. 1 7 3 1 0 2  2. 5 5 2 8 9 7  0. 9 2 8 9 4 3  2. 4 2 0 5 0 9  5  
0. 8 2 7 2 7 3  1. 6 7 6 0 4 5  1. 7 9 4 1 3  2. 5 9 9 3 8 3  2. 9 3 6 7 3 6  2. 2 9 0 9 8 9  1. 0 6 9 8 5 9  1  
0. 9 3 3 0 6 2  4. 8 7 2 1 7 5  1. 8 5 8 9 0 3  3. 4 1 3 5 7  1. 4 8 3 2 4 6  3. 4 8 1 1 8 3  0. 7 1 7 3 5 2  2  
1. 3 1 9 7 9 8  3. 1 7 0 3 9 7  2. 4 6 7 1 6 4  3. 5 5 9 1 7 2  3. 2 5 9 4 0 5  2. 3 2 9 1 9 6  0. 7 7 9 6 1 1  1  
1. 1 5 9 9 8 1  2. 8 8 7 2 6 8  2. 0 4 8 9 9 8  1. 8 6 4 7 8 7  1. 7 1 4 4 8 5  1. 9 6 4 0 1 5  0. 8 5 1 2 5 2  1  
2. 5 9 4 3 4 9  4. 4 7 2 0 2  1. 9 3 5 2 2 6  2. 3 9 3 9 7  0. 8 0 7 1 2 5  1. 4 4 3 8 1 9  1. 0 1 0 0 0 1  2  
2. 2 5 9 6 7 4  2. 8 1 7 4 0 9  2. 2 4 1 4 7 8  3. 2 3 2 7 7 9  1. 2 6 5 9 7 7  2. 9 0 4 7 7 5  1. 0 0 5 7 6 4  2  
3. 8 5 3 2 3 4  3. 4 4 2 0 0 7  3. 4 8 3 6 2 2  1. 2 5 4 1 1 1  2. 0 3 5 1 3 9  0. 9 5 8 4 8  2. 2 2 0 8 2 8  3  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 1 0 7 2 4 2  2. 3 1 6 1 2 8  1. 7 8 7 8 6 2  2. 9 1 3 0 6 1  2. 6 4 7 0 4 1  1. 8 5 2 6 5 9  1. 7 9 6 4 9 9  1  
4. 5 4 0 1 2 1  2. 0 3 4 2 9 4  1. 2 7 3 2 1 6  4. 1 9 5 7 7 8  0. 8 1 2 7 9 7  3. 9 0 1 6 3 4  2. 4 1 4 2 3 9  2  
1. 9 4 0 4 0 9  1. 7 4 4 7 5 9  2. 3 3 4 5 3 3  3. 0 4 8 7 7 3  2. 0 3 2 3 2 5  1. 6 7 3 5 7 3  2. 1 5 6 1 1 6  5  
1. 7 7 1 3 2 6  1. 1 3 6 7 6 3  2. 6 0 7 6 8 3  3. 8 8 0 7 7 1  1. 9 3 1 0 5 4  1. 6 6 5 4 5 1  2. 4 6 2 5 7 3  5  
2. 0 5 6 6 3 8  0. 5 9 6 3 4 4  2. 6 7 6 3 4 2  3. 6 5 2 9 1 7  1. 9 5 4 0 2 8  1. 5 7 5 2 8 1  2. 3 5 9 1 3 2  5  
1. 9 9 8 0 9 9  1. 0 8 0 4 3 3  2. 5 9 3 3 2 7  4. 2 0 0 9 1 5  1. 9 1 6 6 6 4  1. 4 9 4 7 1  2. 3 8 0 6 1 7  5  
1. 9 7 3 6 4 4  0. 4 5 5 1 3 4  3. 0 8 0 7 2  4. 1 6 7 0 8  1. 8 2 9 0 9 4  1. 6 8 3 2 8 8  2. 4 4 7 0 5 6  5  
1. 8 3 6 6 0 2  0. 7 0 7 8 3 1  2. 4 6 0 1 0 4  4. 1 8 4 5 3 7  1. 8 3 0 8 6 3  1. 6 1 5 4 6 7  2. 4 8 8 5 8 1  5  
1. 9 7 0 7 4 7  1. 0 7 1 0 8 5  2. 2 6 6 9 2 4  3. 6 4 9 0 6  3. 0 3 8 6 3 5  1. 1 7 7 2 6 4  2. 8 3 8 9 1  5  
2. 0 4 8 9 1 3  1. 3 9 0 0 7 5  2. 2 1 0 9 1 3  3. 5 6 7 0 3 3  2. 0 0 3 7 5 4  1. 3 6 3 3 0 2  2. 0 7 5 1 1 3  5  
1. 0 1 7 3 3 1  2. 1 8 2 4 7 3  3. 5 6 4 9 2 3  0. 4 4 8 7 5 8  2. 3 5 2 8 3 3  2. 3 7 6 0 4 9  3. 2 5 5 0 3 5  5  
1. 7 2 5 9 4 5  3. 0 0 9 1 1 9  2. 6 9 4 3 1 2  0. 1 1 2 8 7 4  3. 0 4 6 8 4 9  1. 0 4 6 6 7 7  2. 5 9 7 6 8 9  3  
0. 6 3 1 7 0 9  2. 4 2 9 3 7 3  2. 9 0 4 6 4 8  1. 8 4 5 7 5 6  1. 7 5 3 7 7 7  3. 5 1 3 2 6 1  1. 9 3 3 3 5  1  
-0. 2 3 1 6 3  3. 0 0 2 0 4 9  3. 3 4 5 7 9 4  2. 5 4 7 4 9 8  3. 5 5 4 4 1 4  1. 5 9 3 5 1 1  3. 2 6 5 8 4 5  1  
-0. 2 1 4 7 7  2. 9 2 3 0 9 2  2. 3 8 8 0 1 6  3. 3 9 5 1 3 7  2. 9 3 6 3 1 5  2. 4 1 7 2 1 7  2. 6 0 8 6 4 9  1  
2. 2 9 2 1 5 3  2. 4 1 2 3 0 9  2. 8 9 1 0 0 3  2. 2 9 7 7 4 2  1. 8 8 4 9 4 2  0. 8 2 1 5 1 1  1. 9 3 8 6 3 2  3  
1. 8 2 6 4 3 4  3. 1 9 5 5 7 8  1. 8 6 1 4 2 9  3. 2 8 5 7 0 2  2. 6 0 4 3 7  0. 3 3 7 5 4 1  1. 9 8 2 7 5 2  1  
1. 0 8 1 7 4 7  2. 0 2 4 0 3 6  3. 0 5 1 1 2 4  2. 7 5 9 2 9 6  2. 6 8 9 6 2 3  2. 4 1 1 1 3 9  3. 5 2 3 4 3 5  5  
1. 7 2 6 3 6 8  2. 2 3 8 4 9  3. 1 3 2 3 4 6  2. 3 1 6 3 6 9  2. 4 5 9 3 5 7  2. 1 9 4 4 1 3  2. 9 2 1 5 7 9  5  
0. 2 7 3 0 4 7  2. 9 1 6 4 5 7  1. 7 6 1 4 0 2  3. 3 4 2 9 0 3  1. 3 5 7 1 4 2  2. 4 4 7 4 8 6  1. 6 4 2 0 8 8  1  
2. 0 6 1 3 6 4  2. 2 4 6 5 7 4  2. 2 7 4 4 7 6  2. 8 4 2 2 3  2. 5 1 3 4 6 1  1. 4 3 5 5 9 9  1. 6 6 3 6 1 9  5  
-0. 4 4 3 9 4  1. 9 9 0 8 8 4  2. 1 2 0 8 0 4  2. 7 8 6 6 3 4  1. 9 7 3 8 9 7  3. 1 5 6 5 9 9  3. 4 5 3 8 4 3  1  
0. 9 6 5 2 0 6  1. 9 0 1 0 0 4  1. 4 3 1 6 4 2  3. 0 4 2 1 0 5  2. 1 8 3 7 4 2  2. 3 3 6 9 2  2. 3 6 5 4 4 6  1  
1. 6 5 8 9 9 3  1. 3 9 2 3 4 1  3. 1 7 9 0 1 6  2. 7 2 5 5 4 4  1. 2 7 0 4 5 6  1. 6 0 9 0 2 3  2. 1 8 8 5 1  5  
1. 8 4 1 8 1 5  2. 1 9 0 8 2 8  2. 2 4 2 8 6  3. 8 1 1 4 4 3  2. 1 9 5 6 1 6  0. 7 5 8 5 9 1  2. 9 2 2 7 9 6  5  
1. 2 2 6 5 3  1. 4 2 1 0 2 9  2. 2 6 1 8 0 3  2. 7 6 5 9 3 1  2. 4 2 5 5 6 1  1. 7 3 2 3 1 1  3. 3 7 2 2 8 8  5  

-0. 2 3 4 8 7  2. 0 6 2 7 7 2  2. 5 5 9 6 6 3  2. 7 9 0 1 1  1. 4 4 5 8 0 5  2. 6 5 7 8 0 1  2. 7 6 0 4 2 2  1  
0. 2 4 5 2 2 7  2. 6 8 9 1 7 6  1. 4 4 3 7 9 7  1. 9 7 3 4 5 8  2. 8 8 7 2 1 3  1. 2 5 9 8 9  2. 3 7 4 1 8 9  1  
2. 2 1 5 8 6 4  1. 7 5 4 7 6 2  2. 8 5 9 7 0 5  4. 1 6 9 3 2 8  2. 4 4 5 9 2 2  1. 1 8 5 0 3  2. 1 9 7 2 5 7  5  
2. 8 2 7 6 5 6  1. 6 7 2 0 3 7  1. 2 7 2 9 4 9  2. 7 0 4 2 8 2  2. 6 1 6 8 4 6  2. 7 2 5 4 3 2  3. 7 2 0 6 8 7  5  
3. 1 9 9 1 8 9  1. 4 2 2 0 1 6  2. 6 5 4 1 0 5  4. 3 0 2 1 2 8  3. 5 4 4 4 0 7  1. 7 1 8 5 6 5  4. 0 5 1 8 3 4  5  
2. 4 0 3 0 9 8  2. 9 6 8 4 6 9  4. 0 3 6 3 8 9  2. 4 3 8 6 7 1  1. 2 9 4 9 7 9  0. 5 6 3 8 2 3  1. 7 0 3 8 2 9  3  
2. 4 5 2 3 9  3. 2 3 4 0 6 8  2. 7 5 9 7 4 8  1. 0 2 4 6 9 8  1. 5 6 2 6 8 4  1. 1 1 2 4 2 3  2. 3 7 5 8 5 3  3  

1. 5 0 2 0 1 9  2. 2 8 1 2 2 9  1. 3 4 0 3 8 1  1. 6 1 0 7 9 3  2. 4 2 3 3 0 6  1. 0 4 7 6 3 9  1. 6 2 4 3 6 5  1  
1. 7 7 4 7 9  1. 9 2 1 9 2 2  3. 2 3 7 5 6 6  1. 3 5 2 7 7 4  2. 4 9 2 6 7 8  1. 0 4 9 4 6 7  2. 5 1 2 0 4 3  5  

1. 6 6 3 4 3 2  3. 0 1 9 7 7 1  1. 8 9 7 0 4 9  0. 7 5 9 9 0 6  3. 5 0 1 3 0 6  1. 5 6 9 3 2 6  1. 9 1 4 4 6 6  1  
2. 9 4 3 5 2  2. 3 5 0 1 6  2. 2 8 1 4 4 9  0. 9 5 1 5 9 8  2. 5 1 1 0 5 9  1. 0 1 9 1 6 2  1. 5 2 6 3 6 3  3  
1. 6 8 0 0 9  2. 0 4 5 5 7 9  1. 8 8 7 1 9 4  2. 3 5 7 7 4 8  1. 9 7 8 0 9 2  1. 6 3 5 5 9 3  2. 8 1 1 8 3 4  5  

0. 8 0 8 1 2 4  -0. 1 3 7 3 8  2. 9 5 3 7 3 5  3. 9 0 6 6 9 4  1. 9 4 7 3 2 3  1. 3 8 0 4 3 1  2. 9 0 1 0 2 6  5  
1. 2 0 9 5 4 9  -0. 6 7 6 3 4  4. 0 8 4 0 1 9  3. 4 2 8 1 5 7  1. 2 8 9 3 1 8  1. 2 6 4 0 3 5  2. 4 8 0 6 6 4  5  
1. 7 3 3 7 4 5  -0. 3 4 1 4 4  2. 9 9 6 3 5 9  2. 7 2 9 7 5 3  1. 7 8 4 4 8 2  -0. 0 3 6 3 1  2. 4 6 2 5 4 3  5  
1. 6 1 9 0 5 2  0. 1 5 0 9 0 2  4. 3 5 9 0 2 2  2. 3 3 4 8 8 7  2. 9 1 4 1 9 5  -0. 1 1 2 8 5  1. 3 3 8 2 5  5  
-0. 1 3 0 4 3  0. 9 2 3 0 6 2  2. 3 4 2 6 2  2. 3 4 7 5 4 9  0. 1 3 8 3 5 2  3. 1 6 1 5 2  1. 5 9 7 4 8 5  4  
1. 3 2 3 1 5  0. 0 1 2 2 0 5  4. 8 6 5 4 8 6  0. 7 7 9 9 9 4  1. 7 1 4 4 6 9  0. 3 6 7 1 5 9  2. 0 1 1 7 4 3  4  

2. 6 5 0 6 5 2  1. 2 2 4 0 5 5  2. 7 2 2 8 7 1  2. 2 7 4 9 1 1  1. 3 7 1 6 3  1. 6 3 0 7 0 7  1. 8 4 5 7 6 4  3  
1. 6 0 7 4 1 5  2. 2 8 7 4 1 6  2. 5 8 0 6 3 4  1. 2 2 1 7 7  2. 2 3 8 8 1 1  1. 5 1 8 2 6 3  0. 8 4 1 1 2 4  3  
0. 4 0 7 9 7 1  0. 9 7 4 9 8 4  2. 5 3 4 8 4 1  2. 2 2 8 2 5 2  3. 5 8 5 5 2 7  2. 0 1 3 9 5 5  3. 4 8 5 6 5 6  5  
1. 5 7 6 5 2 7  1. 6 9 7 7 7 2  2. 5 7 5 9 1 5  3. 4 7 0 1 9 9  2. 2 8 2 2 7 1  1. 3 7 5 1 1  2. 9 6 2 3 6 9  5  
1. 9 5 6 1 7 8  -0. 4 6 0 2 8  4. 5 4 6 9 7 7  2. 4 4 8 7 2 1  1. 3 3 4 7 8 2  1. 1 4 8 1 0 9  3. 9 1 8 2 0 5  5  
0. 1 8 7 0 1  2. 2 7 3 3 8 6  4. 2 8 2 3 0 4  2. 1 1 9 9 6 8  2. 1 8 5 0 4 5  2. 6 7 4 9 0 3  1. 8 4 1 3 3  4  

0. 3 5 4 5 6 1  1. 3 1 4 9 3 3  4. 0 5 6 1 5 8  2. 9 1 0 1 6  1. 7 1 9 7 3 3  1. 7 9 1 5 1 6  -0. 1 6 2 5 9  4  
0. 7 9 7 9 9 3  0. 8 5 7 4 9 3  3. 6 8 8 8 5 1  3. 2 2 9 7 1 3  3. 4 7 4 7 3 4  2. 3 7 2 4 3 4  1. 5 3 3 9 9 6  5  
1. 8 5 6 8 0 4  2. 0 5 3 8 7 9  1. 9 2 0 6 4 7  2. 2 2 0 3 4 1  2. 8 9 8 1 7 3  0. 9 1 8 7 6 8  1. 7 6 4 5 0 7  5  
-0. 1 3 8 7 2  3. 2 9 9 8 5 6  3. 4 8 9 7 8 1  2. 2 2 0 5 3 6  1. 7 1 1 9 5 5  1. 7 0 4 4 1 3  3. 0 8 5 8 5 2  1  
0. 7 2 8 0 2  2. 6 5 5 0 3 4  3. 1 0 6 1 6 6  2. 8 7 2 1 8 5  1. 6 4 7 0 1 5  1. 1 7 6 4 7 9  0. 8 4 6 0 6 1  4  

0. 2 2 5 6 2 6  1. 8 7 4 4 0 6  1. 8 2 5 9 8 9  3. 0 5 8 3 6 5  2. 8 6 8 8 6 1  3. 5 0 9 0 0 8  2. 0 4 2 1 3 5  1  
2. 0 5 1 6 2 1  1. 8 1 8 3 7 3  4. 0 1 7 9 4 9  2. 1 0 4 3 9 1  1. 2 0 1 1 5 1  0. 5 7 5 9 7 5  1. 7 2 4 5 7 9  3  
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0. 5 9 5 0 4  1. 9 5 4 2 8  5. 2 0 4 5 9 5  1. 7 8 3 9 6 8  1. 4 9 7 2 7 8  1. 7 3 1 7 3 3  1. 6 7 8 5 5 9  4  
1. 5 8 4 8 2 7  0. 9 3 5 2 8 2  3. 3 2 7 1 6 6  1. 9 4 1 2 5  2. 1 7 9 9 6 8  0. 3 5 8 3 6 9  3. 2 4 5 2 9 1  5  
0. 9 2 8 6 1 8  0. 6 5 8 0 3 5  3. 0 7 6 1 3 1  3. 1 1 3 1 6 8  2. 1 7 2 9 1 6  1. 0 0 4 1 4 5  3. 4 3 0 1 3 1  5  
2. 2 0 1 8 0 3  1. 1 3 5 8 7 6  4. 0 0 1 5 6 1  1. 7 9 1 9 1 2  1. 7 5 7 2 3 5  0. 2 5 5 4 8 8  2. 8 4 0 3 8 2  5  
3. 8 0 7 7 7 3  3. 5 9 4 5 3 8  1. 8 8 9 8 4 4  0. 9 3 1 8 9 1  1. 7 1 4 1 7 9  -0. 2 2 7 6 1  0. 1 7 6 6 7 1  3  
0. 2 4 2 0 2 5  1. 8 4 3 7 8  3. 4 6 8 0 9 8  2. 7 1 1 6 5 8  2. 4 2 2 4 1 9  0. 1 2 9 6 1 3  1. 8 0 4 3 8 4  4  
2. 0 0 1 5 6 4  1. 6 8 2 0 2 1  3. 0 1 4 1 4  2. 0 0 0 5 1 8  1. 8 1 1 7 0 4  0. 2 9 8 2 9 2  1. 4 5 1 7 6 5  3  
1. 5 6 3 1 2 6  0. 9 5 6 5 1  2. 5 0 5 2 8 6  2. 5 7 9 5 5  1. 9 1 5 2 0 8  0. 4 3 8 8 4  3. 5 9 5 4 1 5  5  
0. 1 6 6 3 5 7  2. 3 9 2 8 9 9  3. 0 6 9 3 7 5  2. 7 7 0 5 5 2  1. 7 0 8 7 9 7  3. 0 0 4 7 7 1  0. 5 3 4 7 7 4  1  
0. 5 3 7 0 1 5  2. 4 8 1 7 5 9  5. 5 6 7 5 8 4  0. 7 3 5 3 7 6  1. 2 1 2 8 7 2  0. 5 9 6 6 9 9  1. 8 0 4 8 4 7  4  
1. 4 1 9 9 4 3  3. 3 1 1 5 9 6  2. 1 4 6 6 5 7  1. 1 9 7 7  1. 4 4 5 5 3 2  1. 5 8 8 5 7 5  0. 4 9 3 7 4  3  

1. 6 2 8 2  2. 7 1 7 8 4 6  3. 4 4 9 8 4 8  2. 0 8 3 8 9  0. 5 4 8 1 0 7  3. 3 2 0 7 7 8  3. 1 0 9 2 5 8  2  
0. 7 4 5 6 4  4. 3 2 9 7 1 7  3. 4 6 5 3 1 6  2. 5 8 6 5 5 8  0. 8 7 4 3 8 2  2. 3 3 1 3 4 3  0. 9 5 2 7 3 6  2  

-0. 5 3 7 7 7  2. 1 8 4 3 0 1  1. 4 6 5 8 2 3  2. 4 4 3 8 6 5  3. 2 1 5 7 8 3  3. 6 1 4 7 1 8  3. 5 2 2 1 9 5  1  
0. 5 1 7 9 6 1  4. 6 3 9 7 7 6  1. 6 9 3 9 8 3  2. 7 6 0 2 7 4  1. 5 3 5 1 9 1  2. 3 3 9 1 7  2. 7 7 7 6 0 3  1  
3. 4 6 4 6 2 2  3. 3 0 5 7 4 7  3. 1 4 8 4 0 4  1. 8 7 4 9 2 1  1. 3 5 6 1 9 7  0. 4 8 3 5 7 1  0. 5 8 7 6 8 2  3  
1. 8 3 1 0 5 4  3. 2 1 7 9 4  1. 9 8 0 4 3 4  1. 1 4 8 1 9 4  2. 6 9 3 1 2 2  0. 3 5 1 5 1 5  2. 3 1 1 6 5 1  3  
1. 3 3 4 2 0 1  2. 4 5 2 6 8  3. 1 9 6 9 5 7  1. 7 6 6 9 9 1  1. 6 1 7 0 7 6  0. 2 1 8 0 6 2  2. 1 7 8 2 1 4  4  
1. 9 2 5 3 6 3  1. 2 0 1 0 3  1. 4 3 4 3 2 2  1. 6 7 0 4 2 7  2. 8 3 1 5 3 2  1. 9 2 4 3 0 1  2. 4 4 3 7 1 5  5  
2. 3 7 9 7 7 6  1. 2 6 5 3 3 5  2. 8 7 2 7 4 1  2. 0 9 0 6 2 3  3. 2 9 7 9 2 3  2. 6 7 9 2 0 7  2. 6 7 7 9 3 1  5  
-0. 5 0 0 6 9  3. 7 8 4 0 0 5  2. 7 2 5 6 7 3  3. 5 5 3 3 3 8  0. 0 4 2 0 3 7  2. 1 5 8 0 4 2  2. 0 4 8 8 1 5  2  
0. 3 1 5 6 8 5  2. 0 3 5 5 5 9  1. 8 1 0 8 5 2  3. 1 6 4 3 8 7  0. 4 9 1 6 8 1  3. 1 1 0 4 4 5  2. 9 8 5 7 1  1  
1. 7 9 1 1 7 6  1. 0 0 5 4 7 3  2. 1 3 9 7 6 7  2. 5 3 2 6 9  1. 7 8 9 9 4  2. 2 1 4 1 3 7  2. 7 2 3 7 9 8  5  
1. 9 7 9 5 6 7  1. 7 4 8 5 4 5  1. 7 7 6 1 5 3  2. 8 4 6 2 1 4  2. 0 0 2 0 5 1  1. 0 0 3 3 0 2  2. 4 2 9 9 6 9  5  
1. 8 5 3 4 1 8  3. 5 3 5 8 5  3. 8 3 5 7 3 4  0. 8 5 6 9 7 8  1. 4 0 0 5 9 9  3. 7 1 2 7 0 2  2. 9 1 7 0 4  1  
1. 6 3 3 1 5  1. 3 1 6 7 2 2  2. 6 1 9 3 1 8  2. 9 3 7 3 1 8  1. 9 1 6 6 7 9  1. 4 9 6 7 0 1  3. 1 8 0 8 1 6  5  

1. 8 8 4 7 6 8  1. 5 5 1 8 8 1  2. 1 2 3 1 2 2  4. 4 0 1 7 9 2  3. 4 5 9 8 2 7  1. 9 4 5  2. 2 6 9 9 4 9  5  
3. 0 2 0 4 2 6  2. 4 1 1 1 2 9  2. 6 3 3 1 7 8  2. 0 7 5 5 4 2  1. 6 6 7 0 3 7  2. 1 9 4 5 2 6  2. 9 1 3 4 6  3  
1. 4 4 9 3 7 1  3. 4 3 1 2 3 5  3. 0 1 8 3 2 8  1. 1 2 5 5 3 1  3. 2 5 9 0 5 8  1. 1 0 1 6 8  1. 7 6 4 4 8 4  3  
0. 8 4 9 5 3  1. 9 3 2 8 6 8  3. 0 2 0 3 4  1. 8 6 2 2 5 2  3. 6 8 8 9 2 8  2. 4 4 4 5 1 1  1. 6 9 8 4 9 3  1  

2. 2 2 8 4 1 3  1. 9 1 2 4 4  2. 3 0 5 4 0 6  2. 5 1 3 0 4 4  2. 2 0 2 7 6 4  1. 6 7 0 8 4 9  3. 2 7 0 5 4 5  5  
1. 2 0 8 4 6 8  2. 7 0 7 5 9 5  4. 2 6 9 0 0 7  2. 5 6 6 7 8 6  2. 4 5 1 7 2 7  1. 5 2 0 4 2 3  1. 4 2 3 0 3 2  4  
2. 0 6 1 9 3 1  1. 9 0 3 8 2 2  2. 8 5 6 9 6 4  2. 3 2 7 1 2 3  1. 6 2 0 5 6 8  0. 1 1 7 3 9 1  1. 8 4 0 7 1 1  3  
0. 2 6 2 2 3 3  3. 4 3 0 4 6  3. 1 9 6 5 1 6  2. 7 8 8 7 2 9  2. 2 6 6 7 4 2  1. 7 5 9 3 0 9  -0. 0 0 9 8 6  1  
1. 3 5 7 9 7 3  0. 7 8 0 8 3 8  2. 7 2 2 5 9 6  2. 2 4 6 0 4 3  2. 3 2 1 4 3 1  1. 6 9 1 7 8 7  2. 0 7 2 0 7 9  5  
0. 1 1 4 8 0 7  2. 5 0 9 8 0 3  2. 6 9 2 3 9 8  3. 1 2 8 3 6 6  1. 1 8 1 3 9 2  2. 5 4 5 5 9 7  1. 1 4 8 0 6 7  1  
1. 2 8 3 0 9  0. 9 0 3 4 7  3. 0 0 1 3 1 8  4. 1 0 9 7 1 4  0. 0 8 3 3 2 5  2. 3 3 8 9 8  1. 9 5 0 5 4 9  2  

0. 5 0 6 5 3 4  1. 7 8 2 5 9 1  2. 3 9 9 1 4 8  2. 9 0 7 1 2 4  2. 3 1 3 6 4 4  1. 8 9 8 5 6 5  1. 3 0 5 2 0 3  1  
1. 2 1 3 0 7 2  0. 5 2 9 0 8 7  4. 0 4 8 9 4 9  2. 6 8 8 2 1 9  1. 6 1 2 9 8 8  2. 4 0 3 9 4 3  1. 7 8 3 4 2 2  5  
1. 3 1 3 9 8 2  1. 2 0 3 2 1 8  2. 3 5 4 1 7 8  3. 8 6 7 6 2 4  1. 7 5 2 9 5 4  2. 8 0 3 6 3 2  0. 7 2 0 6 7 8  2  
1. 8 7 2 3 8 6  0. 3 5 7 2 5 8  3. 2 7 8 9 4 8  2. 1 0 3 5 2 1  0. 6 7 3 2 5 7  2. 4 1 8 4 2 1  2. 7 6 7 1 3 8  5  
0. 7 2 1 4 0 9  1. 3 6 0 1 2  2. 0 9 9 4 8 5  2. 7 7 7 9 1 4  1. 5 1 1 8 7 1  1. 2 6 3 1 0 5  3. 0 7 8 1 6 6  5  
1. 8 0 3 0 5 7  1. 5 7 9 7 1 3  2. 0 9 3 8 2 2  2. 9 1 6 0 9 7  2. 6 1 5 3 7  2. 3 8 1 3 3 3  1. 9 7 5 0 5 4  5  
1. 5 1 1 4 1 4  2. 7 1 4 8 0 1  2. 4 7 7 8 7 8  2. 3 5 6 4 8 9  1. 6 0 8 2 2 5  2. 4 2 2 3 0 6  1. 5 7 6 2 9 6  1  
3. 7 8 4 0 6 5  1. 8 6 2 0 5 4  1. 7 1 3 3 8 9  0. 2 1 3 8 3 8  2. 9 3 3 2 8 5  1. 5 5 6 0 4 2  1. 6 0 9 1 5 8  3  
1. 2 0 5 7 7 9  3. 3 0 9 7 7 2  2. 4 7 8 4 3 2  0. 8 8 0 9 7 9  1. 0 4 8 9 9 6  1. 8 5 2 5 1 3  1. 5 7 2 6 7 9  1  
3. 8 1 0 0 5 7  2. 1 1 6 6 9 7  2. 3 9 7 5  -0. 0 4 4 0 6  3. 0 7 7 0 8 4  1. 4 1 6 2 0 4  1. 1 4 5 4 6 2  3  
2. 5 0 7 3 0 6  2. 2 9 1 5 6 6  2. 1 8 9 9 0 1  3. 0 3 8 7 7 8  1. 5 7 1 1 5 1  1. 5 5 7 1 6 5  1. 0 5 6 9 0 6  3  
0. 1 0 3 9 2 6  2. 7 2 5 5 0 1  3. 8 2 6 0 6 7  2. 1 9 4 3 3 5  1. 8 6 4 9 5  2. 2 6 3 9 5  1. 1 7 7 2 6 9  4  
0. 8 0 9 1 7 8  1. 0 4 0 1 8 9  1. 7 3 0 5 7 6  2. 8 9 4 4 9 6  3. 2 1 1 0 6 8  2. 4 7 8 9 5 1  1. 6 9 8 5 0 9  5  
0. 8 3 8 9 2 8  1. 7 8 4 7 9 9  2. 8 4 1 6 0 8  0. 7 9 4 0 4 2  1. 8 4 4 6 3 5  1. 7 5 3 3 4  1. 7 3 2 2 5 4  4  
2. 5 6 9 5 5 5  0. 4 7 4 6  3. 3 4 5 0 8 6  1. 1 3 6 8 8 8  2. 1 2 0 0 4 8  1. 2 9 9 8 2 6  1. 9 9 9 7 4 1  5  
1. 3 2 2 0 6 1  -0. 1 1 9 0 7  2. 7 7 5 2 7 1  1. 9 5 9 7 9  2. 8 9 9 4 0 1  1. 7 8 3 8 8 6  3. 3 7 9 2 8 7  5  
-0. 7 6 5 0 6  4. 7 2 4 6 3 1  2. 8 9 3 8 0 8  2. 7 7 4 2 4 5  2. 5 0 1 5 7  3. 2 3 7 4 4 1  2. 4 8 4 9 7 5  1  
2. 8 0 4 1 3 1  1. 7 1 9 6 4 9  1. 5 7 0 8 6 9  1. 9 3 6 5 9  2. 7 4 2 1 9 5  1. 1 3 9 4 2 7  2. 0 3 6 4 1 6  3  
1. 2 0 5 4 3 6  1. 5 1 2 2 8 6  3. 5 3 0 4 6  1. 3 7 9 4 0 9  2. 9 9 3 9 1 8  0. 6 5 7 2 7 2  2. 4 1 8 1 2 6  5  
0. 0 5 1 6 7 2  0. 8 7 9 8 0 4  2. 6 5 0 3 1 7  2. 3 8 4 8 9 5  3. 2 8 3 6 7 5  1. 3 9 5 1 6  3. 2 5 7 0 6 2  5  
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-0. 3 9 6 0 7  1. 1 9 0 1 8 6  2. 6 4 9 0 4 6  2. 5 7 5 0 6 2  2. 0 7 6 6 6 4  2. 5 7 6 4 1 9  3. 4 2 6 2 8 6  5  
-0. 4 0 3 1 5  0. 4 2 5 8 8 6  3. 8 1 5 7 4 4  3. 9 4 2 5 6 9  2. 3 9 5 2  1. 9 8 9 1 5 2  2. 8 3 3 2 7 4  5  
-0. 0 7 9 2 4  2. 6 2 2 8 1 7  4. 0 5 2 6 1 7  1. 2 6 6 4 5 6  1. 1 7 0 4 3  1. 8 6 7 0 2 5  1. 4 4 8 1 4 9  4  
-0. 1 3 5 6 7  2. 3 6 2 1 5 5  4. 0 0 4 6 6 1  2. 4 6 2 4 0 5  1. 2 9 7 8 3 3  2. 1 4 0 4 8 8  0. 6 8 1 6 2 5  4  
0. 4 7 7 1 9 5  1. 1 7 2 9 5  2. 9 1 3 2 5 1  2. 4 8 3 7 0 4  2. 8 4 8 0 2 7  2. 0 5 6 6 8 6  1. 7 5 8 3 2 2  5  
0. 5 6 2 7 1  1. 6 1 6 4 7 9  1. 8 3 0 5 2 6  2. 9 2 3 6 6 9  3. 6 8 4 9 8 4  0. 8 4 9 8 8 9  3. 4 2 3 4 7 3  5  

1. 5 7 9 4 6 4  2. 1 7 3 7 6 9  2. 5 2 7 4 1 1  3. 2 1 9 9 9 1  1. 7 6 7 2 7 3  2. 6 2 3 5 2 1  2. 8 8 8 9 1 1  5  
2. 7 0 0 5 6 8  1. 3 2 0 2 2 7  1. 2 3 9 9 2 9  2. 2 0 7 6 3 2  2. 0 3 8 5 7 5  1. 6 4 6 8 9 6  1. 5 5 5 6 5 3  3  
2. 1 5 1 7 8 2  1. 9 7 4 4 3 9  4. 2 1 3 6 8 1  2. 6 1 2 4 9 6  2. 4 5 9 1 6 2  0. 9 1 1 7 7  1. 3 9 9 6 0 8  3  
1. 5 7 6 2 4 9  1. 4 5 2 7 0 4  4. 0 5 8 9 3 8  2. 5 7 5 5 1 1  2. 3 9 4 3 1 4  1. 0 6 3 5 9 4  2. 6 0 3 7 3 6  5  
3. 7 8 0 4 2 6  1. 7 3 4 4 5 4  3. 8 4 9 1 7 8  2. 8 9 7 6 3 7  2. 0 8 3 9 2 6  1. 8 2 5 2 7 6  1. 0 9 2 6 0 8  3  
1. 3 9 0 3 2 7  2. 0 7 5 7 6 4  4. 2 4 3  3. 1 2 5 0 6 1  1. 2 7 3 4 4 5  2. 8 4 0 6 7 1  1. 8 5 9 4 6 8  4  
1. 6 0 7 1 5 7  2. 9 6 8 4 8 3  3. 2 4 8 4 9  2. 0 7 6 4 0 4  2. 6 2 9 9 2  2. 6 9 6 0 1 6  2. 1 9 5 7 3 1  1  
2. 5 6 9 1 7 9  2. 2 7 2 4 4 7  4. 4 4 1 1 7 7  2. 2 4 9 5 1 3  1. 3 7 2 3 6 2  2. 4 3 2 1 2 4  0. 5 1 1 0 7 7  3  
3. 7 5 7 1 6 2  1. 9 0 6 6 9  4. 0 2 3 3 9 4  2. 0 5 6 5 4 8  2. 0 9 2 3 1 6  0. 7 0 2 5 7 9  2. 3 5 7 6 8 7  3  
3. 2 0 0 3 9 6  1. 8 2 2 5 1 5  4. 4 4 3 2 4 2  2. 1 0 9 3 9 6  2. 2 2 6 7 2  1. 3 9 1 6 7 5  1. 5 3 9 0 2 9  3  
2. 2 5 0 0 5 2  3. 0 1 6 6 7  3. 0 6 6 8 4 9  1. 5 2 3 4 0 5  2. 0 8 6 6 9 6  1. 9 3 8 5 7  1. 3 6 2 5 5 3  3  
3. 5 6 4 2 8 6  1. 6 2 2 0 4 8  4. 3 9 3 7 6 2  2. 3 2 3 4 4 9  1. 0 2 3 3 0 9  0. 7 4 2 9 4 6  1. 7 9 9 3 7 5  3  
1. 8 2 0 9 1 7  1. 7 5 0 1 1 7  4. 5 3 6 3 4  2. 2 8 2 6 4  1. 2 2 8 0 0 9  2. 0 7 0 4 7 6  1. 3 6 6 1 6 5  4  
3. 8 3 7 8 2 4  3. 4 6 9 0 1 5  3. 3 9 9 4 6 1  1. 5 0 8 1 1 1  2. 1 0 6 1 3 3  0. 6 4 6 9 6 5  1. 8 7 7 1 8 5  3  
3. 0 8 6 2 8 7  3. 3 1 1 4 9 4  3. 3 8 4 5 7 7  1. 0 0 7 0 9 4  2. 3 4 2 1 4  0. 7 0 4 3 0 4  1. 7 1 6 3 6 8  3  
0. 7 3 5 3 4 8  2. 4 3 1 5 4 5  4. 2 6 5 2 8 6  3. 1 3 5 6 1 7  1. 1 8 7 6 4  1. 2 4 6 1 4 4  1. 8 0 0 4 2 7  4  
1. 0 6 1 3 7 9  3. 5 1 1 9 7 7  3. 2 3 3 2 1 9  1. 5 9 8 4 8 8  1. 5 3 8 9 6 5  1. 7 0 1 6 6 3  1. 1 3 3 5 9 5  4  
1. 4 8 1 5 5 2  3. 9 9 5 9 6 2  3. 0 9 0 6 7 7  1. 7 0 5 8 7 1  2. 7 4 7 9 1 9  0. 0 0 2 4 6 7  1. 1 8 8 8 5 6  3  
-0. 0 0 1 8 2  3. 2 6 0 2 3 9  3. 6 6 9 0 3 4  1. 4 8 9 1 1 5  1. 6 6 0 0 8 8  3. 0 7 1 5 4 7  1. 8 9 5 6 1 6  1  
2. 3 6 4 3 3 2  3. 4 2 3 7 6 9  3. 7 3 0 8 0 1  0. 4 6 4 0 2 8  1. 4 4 9 7 7 3  0. 0 3 4 6 3 6  0. 4 9 1 1 8 4  3  
1. 7 9 0 9 1 1  3. 0 2 0 8 0 7  2. 3 9 7 5 0 4  2. 5 0 4 0 6 4  3. 1 5 9 5 7 3  2. 1 1 0 3 7 4  2. 8 3 9 3 5 4  1  
1. 8 4 5 5 2 5  2. 3 3 6 9 4 1  3. 1 0 8 3 0 8  2. 9 2 5 8 6 9  1. 3 9 8 2 8 6  1. 0 0 4 5 3 8  1. 2 7 7 9 4 6  3  
3. 7 7 4 4 5 2  3. 2 8 3 6 6 2  2. 6 0 1 6 1 3  1. 3 1 9 9 4 1  3. 0 9 5 0 3 6  0. 2 4 6 8 4 5  0. 7 3 7 7 7 3  3  
1. 5 0 5 7 4 2  3. 8 2 5 9 3  3. 4 0 1 1 5 2  2. 3 4 4 6 0 6  1. 0 7 0 4 1 3  1. 1 8 9 5 9 7  1. 3 8 7 0 9 2  4  
1. 6 1 2 5 7 3  2. 4 0 0 4 5  3. 2 9 7 1 8 8  2. 9 0 2 0 4 9  2. 0 7 4 8 4 2  2. 2 8 4 8 8 5  2. 0 2 4 6 0 5  1  
1. 0 8 8 5 1 2  2. 7 8 4 2 9 8  3. 6 2 9 5 9  2. 5 0 0 3 4 9  2. 3 4 3 8 3 2  3. 1 1 3 1 0 5  2. 4 0 4 9 3 8  1  
1. 4 2 4 1 3  2. 2 5 3 8 0 3  3. 3 4 3 3 7 9  2. 0 5 1 8 9 8  2. 4 2 5 8 0 4  0. 5 7 9 3 2 4  1. 4 7 3 2 2 2  3  

0. 9 0 5 8 2 9  3. 9 8 6 1 2 4  2. 7 6 4 3 6 4  2. 6 5 8 9 9 3  1. 4 2 8 7 7 8  2. 0 0 3 0 9 8  0. 4 3 1 2 1 9  2  
1. 7 7 8 8 3 1  2. 5 2 3 3 3 3  3. 3 7 5 3 1 4  2. 0 3 0 8 9 9  0. 6 9 2 3 7 8  2. 0 6 1 2 3 1  0. 7 0 4 3 3 5  2  
1. 7 6 5 2 3 4  2. 8 1 8 1 3 1  2. 8 8 7 7 9 6  3. 4 3 3 2 1 1  1. 1 8 3 7 3 5  2. 4 3 5 8 9 4  2. 1 7 1 1 2 8  2  
1. 9 6 0 7 3 1  4. 0 6 9 9 9  4. 0 0 8 4 5 7  3. 3 9 4 1 1  0. 0 2 6 7 6 7  1. 5 4 2 5 7 3  1. 2 7 0 1 3 2  2  
0. 7 6 4 4 4 5  3. 8 9 7 9 8 3  3. 3 7 9 0 2 7  3. 0 5 5 9 1 3  0. 4 2 6 0 0 9  3. 2 3 4 0 6 9  0. 9 2 9 0 1 9  2  
3. 6 8 7 3 6 7  1. 5 2 2 4 5 8  4. 2 5 8 2 3 2  2. 5 0 0 0 1 9  0. 9 4 5 1 3 4  1. 6 2 4 3 8 3  0. 8 8 3 8 4 4  3  
2. 6 4 9 3 4  2. 3 2 3 3 3 7  3. 8 7 4 6 4 4  2. 7 4 4 6 0 3  1. 5 7 5 3 3 2  0. 3 0 5 1 0 9  0. 5 2 5 8 6 5  3  

1. 7 8 9 7 7 8  3. 0 3 8 1 5 5  3. 0 2 4 0 2 3  3. 7 6 9 4 4 4  0. 3 2 3 1 0 3  2. 5 2 8 4 2 6  1. 1 4 2 3 0 1  2  
4. 6 7 2 1 6 2  3. 0 6 9 3 8 2  3. 6 8 8 4 1 3  2. 4 4 0 9 5 2  1. 4 0 5 4 6 6  0. 0 2 0 8 8 9  1. 7 0 8 2 9 8  3  
2. 3 4 0 3 3 4  2. 5 0 2 0 8  3. 6 5 3 2 7 2  2. 6 7 2 2 9 9  1. 3 6 0 5 9 6  1. 2 1 9 2 8 3  1. 6 4 3 2 9 2  3  
1. 8 9 8 1 2  3. 1 4 5 0 0 9  2. 6 4 9 5 4 6  3. 5 7 1 7 2 3  1. 7 3 9 5 6 7  2. 1 6 2 0 0 5  2. 4 3 2 0 1 2  1  

2. 4 0 5 6 9 1  2. 5 5 7 8 2 8  2. 2 3 4 2 2 8  3. 7 7 7 1 7  0. 9 1 8 6 9 1  2. 0 5 5 8 7 1  1. 8 7 0 5 1 6  2  
1. 9 9 1 0 8 4  3. 0 4 5 7 8 1  3. 0 9 7 6 0 3  3. 2 4 6 5 2 4  0. 5 6 0 4 1 4  3. 3 5 4 7 7 2  2. 3 6 2 8 0 9  2  
2. 6 5 2 2 8 4  2. 6 9 2 0 7 3  2. 7 8 2 3 7 1  1. 6 3 7 2 3 3  2. 0 1 7 9 9 7  0. 2 7 8 8 2 3  1. 1 2 8 7 8  3  
2. 0 7 8 7 4 6  2. 5 5 8 6 8 2  3. 3 7 5 8 2 3  2. 6 6 6 2 1 2  0. 6 7 2 8 3 5  2. 3 2 3 4 1 5  1. 7 1 4 4 6 4  2  
2. 2 7 2 8 8 7  3. 2 9 9 7 8 1  2. 9 3 4 9 4 6  3. 4 1 5 6 3 2  1. 6 0 1 6 2 9  2. 5 5 3 7 6 7  1. 5 3 8 9 2 1  2  
2. 1 7 4 7 4 2  2. 0 2 0 8 3 4  3. 2 0 0 3 5 7  3. 3 0 4 6 1 5  1. 9 6 2 2 4 7  1. 7 8 1 8 0 6  1. 5 7 7 7 3  5  
1. 5 5 4 8 4 5  3. 4 1 1 5 6 7  3. 6 9 6 4 7 5  1. 8 1 4 9 0 8  2. 1 4 4 3 6 5  0. 4 2 4 0 4 3  1. 0 2 6 5 6 9  3  
2. 6 0 1 6 5 3  2. 2 7 7 1 2 3  4. 0 8 3 7 0 2  3. 7 7 2 8 3 1  -0. 4 2 8 2 7  1. 5 4 1 2 4 1  1. 4 8 0 3 1 1  2  
1. 8 5 3 8 6 6  4. 3 6 8 6 3 5  2. 0 8 7 1 5 5  1. 6 7 7 3 7 4  1. 1 4 2 6 7 8  1. 2 8 7 6 0 9  1. 8 0 8 3 5  3  
2. 6 8 1 6 9 9  3. 5 5 8 9 7 8  3. 4 0 6 0 5 5  1. 4 1 7 8 3 9  1. 3 4 3 3 2 1  0. 4 2 6 5 7 2  0. 4 7 4 6 1 3  3  
2. 2 4 9 8 9  0. 8 2 2 3 2 4  3. 1 3 1 5 2 9  2. 8 0 2 1 6 5  1. 1 3 5 1 5 7  0. 6 4 8 3 7 4  2. 3 0 8 5 5 4  5  

2. 1 1 1 6 0 9  1. 9 0 8 8 9  2. 5 8 4 3 7 1  2. 7 7 7 0 2  1. 5 9 5 9 2 5  0. 4 8 5 0 0 8  2. 9 0 7 2 6 2  5  
0. 1 7 3 8 5 8  1. 3 4 7 1 4 4  2. 3 9 9 4 4 5  2. 2 9 2 9 9 3  2. 8 7 1 6 3 9  2. 0 9 9 1 8 8  3. 2 3 1 8 3 6  5  
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1. 5 4 6 5 6 8  2. 5 8 5 0 4 4  3. 2 7 2 6 5 9  0. 4 7 7 6 6 1  1. 8 0 7 2 9 8  0. 7 2 6 0 5 8  1. 8 9 9 3 7 6  3  
1. 1 5 6 3 4 2  1. 7 6 5 7 4 4  2. 8 6 6 6 6 7  1. 7 1 8 0 8 2  2. 9 5 4 7 6 4  1. 1 1 3 4 8 8  2. 1 1 0 8 2 1  5  
1. 4 9 4 6 4 9  1. 8 0 6 5 1 7  2. 8 5 6 7 7 4  1. 3 5 4 1 1 5  2. 0 0 9 1 7 8  1. 1 1 7 3 6 7  2. 1 9 2 0 5 5  5  
1. 3 6 4 5 5 1  1. 6 1 5 6 8 2  2. 7 7 7 1 7 8  1. 9 9 7 0 4 7  1. 8 5 0 1 8 7  1. 1 5 4 8 6 7  1. 9 7 5 2 2 1  5  
1. 4 1 2 8 9 5  1. 9 3 8 8 3  2. 5 6 0 2 2 5  1. 5 7 1 8 6 9  1. 1 7 7 9 7 9  1. 0 3 7 1 5 5  1. 5 5 5 1 9 3  3  
2. 2 0 5 5 2 1  1. 6 9 2 7 3 9  2. 6 3 3 7 9 5  2. 8 1 2 2 0 3  1. 7 7 0 7 6 3  1. 1 2 8 2 4  3. 0 1 4 0 3 7  5  
0. 7 4 5 1 9 3  1. 4 9 0 0 9 7  3. 3 7 9 7 9 8  2. 2 2 9 7 5  2. 2 4 5 2 0 5  1. 5 1 2 0 2  1. 5 5 7 4 5  4  
1. 3 7 8 2 9 8  2. 6 6 2 7 0 3  1. 8 5 8 3 1  1. 9 8 1 7 8 8  1. 2 8 3 5 5 4  1. 2 8 2 4 3 3  1. 5 1 2 7 7 4  1  
1. 8 8 4 1 2 5  2. 0 7 5 5 0 8  2. 1 6 4 8 7  1. 5 5 4 8 5  2. 2 9 4 0 3 7  1. 4 2 1 7 7 6  2. 0 2 1 9 0 8  3  
0. 9 8 5 7 3 8  2. 3 2 3 0 3 1  3. 3 4 4 2 4 9  2. 1 8 6 2 3 4  1. 0 4 6 6 1 3  1. 1 3 9 7 0 3  2. 0 8 6 8 1  4  
1. 3 3 9 4 9 3  2. 1 7 1 6  2. 6 4 0 4 1 6  1. 6 4 3 3 6 3  1. 8 9 0 2 6 5  0. 8 6 2 0 7 5  2. 4 5 2 2 1 6  5  
1. 4 1 1 2 0 4  1. 7 6 8 3 7 5  2. 5 0 9 1 5 5  2. 0 7 1 3 6 6  1. 0 6 9 8 1 9  1. 2 7 0 2 9 4  2. 1 3 8 5 4 3  5  
1. 6 0 3 9 5 7  2. 3 9 3 1 2 4  4. 6 0 0 1 0 4  1. 4 7 9 6 6 5  0. 3 6 8 6  1. 2 5 7 5 9 9  1. 6 7 1 1 4 3  4  
1. 5 9 3 8 9 4  1. 8 0 8 9 9 5  1. 2 7 6 5 9 8  2. 5 4 2 7 9 3  2. 6 6 8 6 8 9  1. 2 3 4 4 4 7  3. 0 1 1 3 5 1  5  
0. 4 3 7 2 0 5  2. 0 5 3 2 5  2. 2 3 3 5 8 5  2. 3 4 2 7 7 7  2. 8 6 3 3 0 1  0. 9 8 9 0 2 4  3. 1 3 2 8 9 2  5  
1. 7 9 6 2 4 8  1. 9 2 1 8 0 8  4. 2 5 3 7 1 2  0. 9 8 7 0 7 6  2. 7 0 3 0 9 9  0. 2 6 4 3 2 8  0. 9 9 6 8 5  3  
1. 6 3 7 4 9 1  2. 6 0 5 3 6  2. 7 8 2 9 9  3. 1 7 6 6 6 3  3. 1 8 5 9 0 8  0. 9 4 5 9 4 2  1. 6 8 1 1 8 3  1  
2. 3 9 7 3 0 2  1. 8 8 7 0 2 4  1. 9 1 8 1 6  2. 1 9 7 2 6 8  2. 5 8 1 8 0 8  1. 7 7 1 0 0 2  2. 3 6 9 9 8 4  5  
2. 3 2 8 2 6 9  2. 2 7 7 9 8  2. 1 2 5 4 7 4  3. 0 0 5 2 0 4  0. 0 9 9 0 4 6  1. 7 1 3 3 9 8  1. 0 2 6 6 5 7  2  
0. 1 1 4 1 6  2. 3 9 6 5 9 9  2. 8 5 3 0 3 6  3. 1 7 8 8 3 3  1. 0 3 1 3 0 6  1. 8 9 9 9 3 7  0. 5 5 2 9 2  4  

0. 6 4 6 2 7 2  2. 4 0 9 4 1 4  3. 9 4 9 8 4 1  1. 6 2 7 0 3 3  1. 1 3 2 1 1  1. 3 8 5 2 2 2  1. 2 4 6 3 3 1  4  
1. 8 1 9 8 7 3  2. 5 7 2 0 0 2  1. 8 4 3 4 4 9  1. 6 0 9 1 9  3. 0 1 3 8 4 6  0. 3 0 1 8 0 8  1. 9 1 9 2 0 4  3  
2. 8 9 3 9 3 3  1. 1 9 9 1 6 2  2. 1 6 4 4 4 2  2. 5 4 5 3 5 8  2. 8 3 9 4 5 9  1. 8 5 6 5 6 2  2. 9 7 9 8 9 2  5  
1. 6 5 7 3 8 7  -0. 0 4 1 0 4  2. 8 1 7 1 1 5  2. 8 8 5 7 2 1  2. 2 5 2 1 1 7  2. 2 5 8 3 8 4  3. 2 4 4 8 8 9  5  
3. 2 2 3 9 1 8  1. 1 0 4 2 6 6  2. 8 1 8 8 9 3  1. 8 2 9 4 3 2  1. 3 8 5 7 4 1  2. 3 4 8 7 2 8  3. 3 5 0 8 4 3  5  
1. 5 6 7 8 8 3  1. 6 9 0 9 7  2. 6 7 8 6 3 6  3. 5 7 6 6 3 5  1. 6 9 9 2 7  2. 3 7 3 8 0 8  1. 6 6 5 3 6 1  5  
1. 4 4 4 4 6 6  2. 1 6 4 4 4 8  3. 1 2 9 1 0 6  2. 1 0 5 3 0 1  1. 0 2 5 4 5 9  3. 2 8 6 1 1 5  2. 6 7 9 3 7 3  5  
0. 7 8 9 2 3 7  2. 7 5 1 4 1 4  4. 5 0 3 4 4 8  2. 2 7 9 7 4 1  0. 5 9 4 9 3 7  1. 4 7 0 5 2  1. 2 5 8 7 4 5  4  
1. 3 2 1 0 3  1. 7 3 9 7 5 9  2. 9 1 2 6 9  1. 9 7 0 6 3 7  1. 6 7 0 9 6 6  2. 3 2 5 3 6 3  1. 7 3 4 5 4 3  5  

1. 4 1 7 8 6 3  1. 5 6 5 3 1 3  2. 9 4 2 0 5 2  2. 7 1 6 9 3 1  2. 0 3 1 6 9 6  2. 6 6 5 5 8 8  1. 5 0 4 9 9 2  5  
0. 1 0 5 7 4 4  2. 7 0 1 5 0 6  3. 9 3 5 6 1 1  3. 0 8 1 2 7 4  0. 1 4 0 0 4 2  2. 6 1 2 5 3 2  1. 2 1 3 8 7  4  
0. 0 9 3 9 2 6  1. 3 2 8 8 5 1  3. 6 5 7 1 5 2  2. 0 2 1 2 1 5  2. 7 4 8 0 4 2  1. 7 9 9 6 5 9  2. 5 0 3 1 7 7  5  
2. 0 5 8 2 5 3  1. 4 0 9 0 9 2  3. 3 8 5 5 1 4  1. 7 2 0 8 6 2  1. 3 5 9 9 8 4  2. 9 4 0 4 7 6  2. 3 6 8 5 5 7  5  
0. 6 1 0 9 5 1  2. 6 1 7 6 1 2  2. 6 1 8 7 4 4  2. 9 5 9 0 0 6  1. 0 7 9 4 7 4  1. 7 0 3 6 0 7  0. 6 0 2 3 2 8  2  
1. 6 2 0 4 1 9  1. 4 5 2 2 8 6  3. 2 2 0 0 2 5  2. 0 4 8 5 2  1. 6 2 0 6 1 9  2. 7 0 7 1 7  2. 0 1 1 1 5 7  5  
1. 2 6 4 2 5  2. 4 9 2 4 9 2  2. 2 5 4 2 0 8  3. 1 4 9 0 0 3  0. 2 0 4 6 1  2. 6 8 0 4 4 2  0. 9 6 3 5 2 1  2  

0. 9 3 1 6 0 3  0. 7 7 8 7 8 4  3. 8 1 6 2 3 2  2. 4 1 1 4 4 9  1. 5 8 8 9 0 1  1. 7 4 9 6 9 1  2. 9 0 3 3 8 4  5  
1. 8 8 3 6 7 1  1. 9 5 8 2 6 2  2. 6 6 2 1 7 9  2. 0 6 7 2 2  1. 5 9 3 2 4 1  2. 2 6 0 5 5 7  1. 9 3 2 4 5 8  5  
1. 6 1 6 8 6 6  1. 1 4 8 8 9 8  3. 1 6 5 8 6 4  2. 7 0 0 7 1 1  2. 1 3 3 7 6 9  2. 7 7 9 1 0 7  2. 0 6 0 4 0 9  5  
1. 9 6 8 9 6  1. 1 7 3 5 3 8  3. 4 0 8 0 7 7  1. 9 1 6 7 0 9  1. 6 2 7 1 3 1  2. 5 6 2 4 7 2  2. 2 2 7 4 3 7  5  

0. 7 7 5 0 1 9  3. 5 3 9 8 2 1  1. 9 4 8 1 0 9  1. 4 7 4 0 3 9  1. 5 1 2 1 3 7  2. 1 9 2 3 3 6  0. 3 5 6 9 8 2  1  
-0. 4 8 4 3 4  2. 8 0 1 7 9 2  3. 3 4 1 8 0 1  1. 2 5 3 8 9 9  2. 2 3 0 9 6  2. 7 9 2 8 6 9  3. 2 1 1 5 1 1  1  
1. 7 3 5 9 2 4  3. 6 9 2 7 2 9  4. 1 7 6 9 3 1  0. 8 7 1 4 2 4  2. 2 0 4 3 2  -0. 0 9 8 7 1  1. 8 0 3 3 0 9  3  
2. 4 3 6 9 6 7  2. 2 4 2 6 9 2  2. 9 5 6 5 3  2. 4 2 7 8 1  1. 8 6 1 7 5 7  1. 7 6 4 8 0 7  2. 6 1 4 8 6 7  5  
1. 6 5 8 1 6 6  2. 2 5 0 2 1 3  2. 2 7 2 3 6 6  3. 7 0 9 9 2 7  2. 7 4 1 5 3 5  2. 9 2 8 5 5 9  1. 3 7 6 7 6 9  1  
1. 3 3 3 8 0 9  3. 2 8 7 1 4  1. 9 2 3 6 5 8  2. 7 0 4 4 0 4  1. 8 7 4 8 2 6  2. 9 4 2 0 9 4  1. 9 5 6 1 5  1  
0. 3 0 4 4 4 5  2. 4 3 1 6 1 9  3. 2 4 2 8 4 6  1. 1 6 4 3 4 3  2. 6 1 6 0 4 1  2. 1 7 9 6 1 5  2. 5 1 2 2 6 3  1  
1. 0 9 3 7 6 9  2. 7 0 8 4 6  3. 1 8 8 4 4 4  1. 4 5 2 0 4 9  2. 7 0 4 2 7 6  2. 8 3 7 8 6 9  3. 5 5 8 7 1 5  1  
0. 9 7 9 0 7 5  2. 9 3 2 7 7 7  2. 2 3 6 7 6 2  1. 8 3 4 6 1 3  3. 0 2 4 4 9 3  1. 9 2 3 4 4  3. 1 5 6 1 3 3  1  
1. 5 0 4 8 7 9  2. 1 1 8 9 6 6  1. 7 4 1 5 6  1. 4 8 7 1 7 9  3. 3 9 2 8 8 3  2. 6 8 0 4 2 1  2. 1 1 7 3 5 8  1  
0. 2 3 5 7 4 2  1. 5 1 4 8 7 1  2. 6 4 0 2 0 3  4. 2 4 4 4 7 6  1. 9 5 6 1  1. 2 7 4 9 3 8  3. 1 4 4 9 2 3  5  
0. 7 2 1 3 4 6  2. 6 2 4 9 0 8  2. 5 0 3 4 0 4  1. 7 8 3 0 8 1  2. 0 7 0 9 8 8  2. 3 5 4 7 5 7  2. 0 5 0 8 3 2  1  
1. 5 1 1 8 7 3  1. 6 1 1 8 4 5  2. 6 8 6 7 5 7  2. 2 4 8 1 9  2. 3 9 8 4 2 8  0. 8 5 7 7 2 9  2. 3 4 0 6 7 3  5  
1. 4 8 3 8 1 7  1. 7 4 2 1 2 2  2. 3 8 0 1 7  2. 1 1 5 2 7 7  2. 4 6 6 8 6  0. 8 8 5 3 1 5  2. 4 1 1 1 4 5  5  
1. 4 1 2 8 2 4  2. 0 2 3 7 9 9  2. 3 9 4 2 0 5  2. 2 4 4 0 7 1  2. 5 6 6 3 3 8  1. 0 6 6 2 8 2  1. 9 5 7 8 9 5  5  
0. 9 6 6 5 6  1. 9 5 6 8 8 9  2. 5 0 3 9 5 4  1. 8 8 9 4 2 7  2. 5 8 4 6 7 8  0. 6 3 5 3 0 3  2. 4 8 6 1 0 9  5  

1. 4 4 5 5 8 3  1. 6 5 9 6 2 9  2. 8 2 0 3 1 3  2. 2 9 1 0 0 1  1. 9 9 5 4 0 5  1. 6 1 5 8 5 4  2. 3 2 6 6 7 3  5  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 2 6 4 2 2 7  1. 5 5 9 2 5 1  2. 5 3 0 8 9 2  2. 3 5 1 9 4 1  2. 0 0 5 2 0 4  1. 9 0 8 4 0 8  2. 0 8 3 1 6  5  
1. 3 0 0 5 7 2  1. 5 0 6 2 0 8  2. 4 5 6 6 5 6  2. 4 7 6 2 6 5  1. 9 3 0 0 8 4  1. 8 2 6 2 8 8  2. 2 3 8 1 8 3  5  
1. 3 9 5 4 9 4  2. 6 8 1 8 2 1  2. 3 9 9 6 3 8  1. 8 6 1 9 5 4  1. 6 7 0 5 2 7  2. 3 3 6 8 5 7  1. 3 4 8 0 2 6  1  
1. 0 7 1 3 7 2  1. 6 4 5 8 7  2. 3 3 5 1 4 4  2. 0 4 9 4 0 3  2. 1 3 4 3 0 2  1. 1 0 3 4 3 3  2. 1 9 2 9 9 5  5  
0. 9 7 2 5 4 9  2. 2 1 3 1 0 3  2. 4 5 3 2 3 5  1. 9 6 5 7 3 6  1. 8 2 0 2 9 3  1. 2 1 0 5 9 6  1. 2 6 9 8 2 4  1  
1. 4 9 2 3 3 5  1. 7 9 5 0 9 8  2. 3 0 6 6 5 9  1. 9 2 8 5 9 6  2. 0 3 4 7 1  1. 2 0 6 8 1 1  2. 3 3 6 0 4 1  5  
0. 2 9 0 9 5 2  2. 1 7 0 5 5 3  2. 2 7 1 3 9  3. 1 2 1 1 7 1  1. 8 5 8 3 5 5  1. 7 9 5 9 4 8  1. 1 4 4 8 0 5  1  
1. 5 7 5 4 2 9  2. 0 3 2 2 1 3  2. 4 6 5 8 1 5  3. 1 9 3 4 7  1. 5 5 0 5 4 8  2. 0 0 6 9 0 4  0. 8 3 7 6 0 1  2  
-0. 2 8 3 6 5  2. 7 6 8 5 2 8  2. 8 9 2 8 4 6  2. 0 1 0 7 8 8  3. 1 9 9 7 1 5  1. 1 1 1 8 5 8  1. 7 8 4  1  
1. 6 9 9 1 0 7  1. 7 2 6 3 3 4  2. 9 8 9 6 7  2. 6 5 9 6 4 4  1. 1 7 2 6 9 3  1. 4 5 1 4 7  1. 1 7 6 4 3 4  4  
2. 3 1 0 3 2 6  1. 0 8 4 3 5 6  3. 2 1 2 8 5 2  0. 9 9 1 3 6 1  2. 3 8 3 9 3 3  1. 0 1 7 8  3. 2 2 3 3 3 5  5  
0. 5 3 8 9 8 5  0. 6 8 4 5 4 4  2. 8 7 2 1 3  3. 3 1 9 8 6 3  0. 4 7 1 0 4 8  1. 1 4 6 4 8 5  3. 0 3 7 4 5 5  5  
1. 3 2 0 4 8 3  0. 3 7 0 3 9 2  2. 9 5 9 4 1 4  2. 8 9 3 5 0 2  3. 2 0 8 9 6 9  0. 4 8 7 0 2 2  2. 1 5 9 8 5 1  5  
0. 6 3 2 7 4 6  0. 9 6 2 3 9 2  3. 7 8 6 2 5 1  3. 6 7 4 7 8 1  1. 6 3 6 7 2 3  0. 9 7 6 1 1 9  0. 4 3 5 8 9  4  
1. 2 6 0 5 7 2  1. 1 1 4 5 1 7  3. 4 7 1 5 2 9  3. 1 4 7 7 0 4  2. 5 0 9 4 9 9  0. 7 8 4 4 2 6  0. 7 3 9 5 7 1  4  
1. 8 1 4 3 1  0. 9 0 8 9 3 7  3. 4 3 7 8 2 7  3. 1 1 5 3 3 4  1. 0 8 9 1 8 3  0. 8 5 4 3  1. 5 3 6 9 6 7  5  

0. 4 8 0 4 9 1  1. 6 0 3 9 3 7  3. 4 9 7 1 6 1  3. 1 7 1 8 4 9  2. 8 5 8 5 6 7  1. 0 4 5 4 6 1  0. 7 9 6 1 0 3  4  
2. 4 4 8 2 7 6  0. 9 5 0 7  3. 1 1 3 5 7  2. 2 4 2 6 0 4  2. 5 1 3 8 8 6  1. 0 9 2 0 7 8  1. 0 0 1 2 1 8  3  
1. 6 6 7 6 2 1  0. 7 2 0 5 6 4  3. 0 6 5 7 8 7  2. 7 8 9 5 5 4  2. 6 0 1 9 1 4  1. 0 0 4 6 3  1. 6 4 6 0 8 4  5  
1. 3 6 5 4 9  0. 4 7 1 0 3 1  3. 6 7 0 1 0 6  2. 3 2 9 0 8  2. 8 1 2 4 2 8  0. 6 9 2 9 8 1  2. 3 7 7 9 3 1  5  

1. 7 8 2 8 3 1  0. 6 6 8 6 9 9  4. 3 0 3 0 7 5  2. 9 5 0 5 7 8  1. 1 9 6 9 5 4  1. 4 7 3 6 1 3  2. 4 1 0 1 6 3  5  
1. 7 7 9 4 2 2  1. 8 0 4 8 9 8  2. 3 7 2 9 7 8  2. 2 3 6 0 3 1  1. 7 9 6 1 6 4  1. 1 0 1 0 9 5  2. 4 0 8 5 5 6  5  
0. 7 5 2 1 9 7  1. 2 2 1 9 2 8  3. 6 0 1 8 6 7  1. 9 1 3 0 0 2  2. 9 1 7 3 8 4  0. 4 8 5 0 4 8  2. 1 8 4 3 7 8  5  
1. 0 9 0 2 0 7  0. 3 7 1 7 6 7  3. 6 5 7 9 0 6  3. 1 0 3 3 1 3  2. 6 9 5 5 8 6  1. 0 8 8 5 5 7  2. 1 3 0 4 0 9  5  
1. 4 4 9 6 2 6  1. 4 4 6 8 1 9  4. 5 6 5 3 5 3  2. 2 0 1 2 3 2  1. 5 8 9 8 1 1  1. 2 8 5 7 9  1. 4 5 5 9 3  4  
1. 5 3 8 9 9 3  0. 4 3 2 9 4 4  3. 8 8 0 1 8 8  2. 9 7 3 5 8 8  2. 3 6 9 8 8 2  1. 2 2 0 2 5  3. 0 7 9 2 4 3  5  
1. 2 6 7 3 6 8  0. 9 5 6 7 2 8  3. 7 7 1 3 3 5  2. 5 7 3 0 5 9  2. 0 6 0 6 4 2  1. 3 5 4 0 3 8  2. 1 1 1 8 3 7  5  
0. 8 1 2 9 0 3  2. 1 0 0 7 2 7  2. 0 0 3 4 0 4  2. 8 4 1 4 3 7  1. 1 7 6 8 4 5  4. 0 4 2 1 0 3  2. 3 0 8 4 0 6  1  
-0. 1 2 4 2 1  2. 6 0 7 0 6 3  2. 9 3 2 9  2. 2 0 2 8 4 3  1. 6 4 0 9 2 8  2. 1 0 3 7 3  2. 3 8 7 4 0 2  1  
0. 5 4 2 0 6 8  2. 5 5 1 9 3 7  3. 7 4 4 8 2 6  2. 3 7 6 1 7 5  0. 7 5 3 7 3 8  3. 5 0 5 4 1 9  2. 1 3 4 8 9  4  
0. 3 7 2 4 5 6  3. 3 5 4 3 5 2  3. 7 1 2 6 4 8  1. 4 7 9 2 8 3  0. 7 1 5 5 8 9  1. 4 4 5 3 3 2  0. 6 3 5 2 1 1  4  
0. 3 0 5 2 1 5  2. 2 8 9 7 8 3  4. 4 6 5 1 7  2. 3 4 0 3 8 1  1. 9 9 9 4 6 9  2. 1 6 4 0 7 7  1. 8 6 9 3 7 6  4  
2. 7 5 5 4 8 6  3. 5 7 3 5 1 7  3. 8 5 3 6 9 5  1. 9 4 1 2 9 9  2. 0 5 1 2 2 8  1. 4 5 0 8 6 2  2. 1 1 8 2 0 3  3  
1. 6 2 6 7 2 9  2. 7 7 8 7 5 5  1. 8 2 6 4 9 5  3. 4 5 1 3 8 8  1. 8 7 3 1 2 9  3. 1 5 8 7 9 3  0. 8 2 6 2 1 1  2  
0. 0 7 6 9 4 6  1. 6 4 6 1 1 9  2. 2 2 2 7 7 5  2. 7 3 7 3 5 1  1. 2 0 3 7 2 9  2. 5 8 7 1  4. 4 6 8 3 0 2  5  
1. 0 1 3 2 3 2  2. 1 6 2 2 9 9  3. 0 8 8 2 0 1  2. 4 9 5 1 2 7  1. 3 2 1 4 4 5  0. 9 3 8 6 8 7  1. 9 1 0 2 8 2  4  
1. 2 0 5 1 9  -0. 0 7 5 4 5  2. 8 8 5 3 8 2  1. 9 5 6 8 2 2  2. 2 6 6 9 8 6  2. 4 1 6 1 8 3  3. 0 1 9 2 1 2  5  
1. 3 9 8 1 7  1. 8 5 2 9 8 7  3. 1 9 7 3 0 5  2. 1 3 6 3 2 1  1. 3 9 4 0 4 9  0. 4 4 2 6 4 2  2. 0 5 1 9 2 2  4  

0. 8 7 3 2 4 9  2. 5 5 5 2 4 8  2. 5 4 2 0 8  2. 0 4 1 0 5 6  2. 1 6 7 7 4 1  0. 8 0 8 3 5 9  1. 2 1 3 7 5 1  1  
0. 8 0 6 7 8 6  1. 2 5 6 6 4 1  3. 5 1 2 6 3 8  2. 7 7 2 0 8 9  1. 4 3 9 1 9 2  2. 4 2 8 6 3 4  3. 1 6 0 8 8 7  5  
0. 0 2 6 5 5 6  1. 2 9 9 0 4 7  2. 2 5 4 7 3 4  2. 7 5 8 6 6 7  2. 1 0 2 0 3 2  2. 0 5 9 0 7 2  2. 9 2 5 6 0 2  5  
-0. 3 7 4 5 6  1. 5 7 7 2 7 2  2. 3 5 6 1 0 2  3. 5 3 2 5 9 1  1. 5 2 1 4 1 8  2. 1 6 1 3 3 8  1. 7 1 2 7 0 6  1  
0. 2 9 4 2 2 5  1. 8 8 3 9 6 6  2. 9 1 5 7 5 2  2. 1 7 1 5 3 7  1. 9 8 6 6 7 9  0. 5 9 5 5 2 2  1. 1 5 0 3 3 3  4  
1. 3 3 2 0 8 5  0. 6 9 8 8 2 2  2. 7 2 2 3 4 7  3. 8 1 0 1 4 8  1. 2 4 0 0 1 2  1. 9 5 3 5 9 3  2. 2 8 9 5 5 1  5  
1. 5 3 1 2 0 7  1. 6 3 9 3 3 4  2. 2 0 8 9 5 4  2. 5 8 0 1 5 9  1. 4 2 4 9 9 1  1. 3 8 8 1 6 7  2. 8 6 4 2 0 6  5  
0. 6 4 9 5 2 6  1. 9 8 3 3 7 8  3. 0 0 4 3 7 2  2. 7 6 3 1 9 7  0. 6 4 4 9 5 7  1. 4 6 5 7 5 4  1. 6 4 1 1 5 4  4  
1. 0 6 2 1 6 5  1. 7 0 3 4 2 7  4. 1 3 7 1 5 3  3. 5 2 3 5 7 7  -0. 2 5 4 7 1  0. 2 7 4 7 8 5  2. 4 1 4 1 0 1  4  
1. 6 1 3 6 1 5  1. 5 6 7 9 6 8  2. 0 1 0 0 6  2. 9 0 9 6 4 9  1. 0 8 4 0 1 2  1. 6 4 6 7 2  3. 0 8 2 6 0 2  5  
2. 6 1 1 3 1 7  1. 3 6 0 3 8 1  2. 5 7 2 0 5 2  3. 8 4 2 6 9 7  2. 3 1 8 5 7 1  1. 2 6 7 5 8 8  1. 4 4 2 2 6 6  5  
0. 2 4 4 8 1 4  0. 9 8 3 0 5 4  2. 6 1 9 7 2 1  3. 3 2 8 5 6 2  3. 6 7 0 0 1 4  1. 2 2 0 1 7 1  3. 9 5 9 3 4 9  5  
0. 2 1 2 6 3 3  1. 4 7 0 2 4 5  3. 7 3 6 6 1 8  2. 2 6 8 5 4  3. 5 3 4 9 2 2  1. 1 6 3 5 3 5  2. 7 5 2 7 4 9  5  
0. 2 1 0 4 9 4  2. 0 0 0 1 8 9  3. 3 5 6 0 2 4  2. 1 8 7 8  2. 1 3 4 8 2 4  1. 0 9 9 0 7  3. 1 0 4 3 6 8  5  
1. 9 2 6 4 9 4  2. 7 2 0 8 6 8  1. 7 4 3 7 9 1  1. 3 9 8 2 8 7  2. 1 7 3 0 3 8  3. 3 5 2 5 6 8  2. 5 6 1 9 2 4  1  
1. 0 7 2 1 9 8  3. 3 1 2 1 8  4. 4 2 3 6 0 6  0. 4 8 0 7 7 5  1. 2 4 7 2 2 5  1. 5 6 2 6 2 2  3. 1 7 3 4 7 3  4  
1. 3 5 7 4 9 9  2. 1 8 9 5 6 1  2. 2 5 5 6 3 3  3. 3 5 3 8 2  1. 8 7 4 9 4 7  3. 2 5 8 7 6 5  3. 4 3 7 0 2 3  5  
1. 4 9 7 4 2 3  1. 9 6 2 1 8 3  2. 2 1 0 3 2 4  1. 4 5 4 9 2 7  2. 6 1 7 7 5 4  2. 2 4 9 8 1 5  2. 7 4 8 3 6 8  5  
1. 7 0 4 5 4 7  1. 3 5 8 5 6 4  2. 5 8 9 9 3 7  2. 1 8 0 1 8  2. 3 4 3 2 2 2  1. 4 6 7 0 7 8  3. 6 0 9 1 0 1  5  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 3 3 9 5 6 3  2. 5 2 6 2 3 6  2. 4 9 0 6 7 9  1. 0 1 6 6 9 9  2. 7 8 0 9 6 1  2. 6 6 1 5 8 4  2. 3 6 1 9 5 3  1  
2. 3 2 8 5 8 1  2. 3 9 4 6 1 6  2. 5 5 2 0 0 2  1. 1 4 2 8 2  2. 8 4 2 2 9 3  0. 4 8 4 6 8 3  4. 3 0 8 2 2 6  5  
1. 8 5 3 1 7  1. 9 3 4 2 5 1  3. 8 6 9 4 1 5  0. 4 9 9 0 1 6  2. 3 6 3 0 5 2  1. 6 7 4 2 7 6  1. 0 2 9 9 9 7  3  
1. 4 5 4 6 9  2. 1 9 0 7 0 8  3. 7 6 0 8 4 7  1. 7 2 2 1 4 8  1. 7 6 8 3 7 2  3. 1 1 6 6 2 8  3. 4 7 8 7 8 8  5  

3. 4 7 0 9 6 7  3. 4 3 9 4 3 8  3. 3 6 0 4 4 5  0. 7 2 1 9 4 2  -0. 2 0 5 7 5  -0. 0 6 1 6 4  0. 0 0 9 9 2 2  3  
1. 2 9 6 2 9 8  2. 0 9 0 9 9 4  1. 9 6 3 9 8 6  3. 3 2 4 4 1 8  1. 3 5 9 1 6 1  1. 9 5 0 1 9 4  4. 1 8 9 7 4  5  
0. 8 1 4 9 5 1  2. 6 9 8 5 7 5  2. 9 8 6 3 1 8  0. 9 3 2 0 6 7  2. 7 8 2 5 1 5  1. 4 2 6 7 6  0. 9 9 8 8 6 5  1  
0. 7 0 1 8 1 2  2. 8 1 6 2 3 6  4. 5 0 3 6 3 2  3. 1 1 8 4 3 4  1. 8 0 9 5 7 1  2. 1 3 6 3 2 5  1. 2 2 0 6 6 8  4  
-0. 1 0 9 6 2  4. 7 4 8 0 5 7  1. 3 1 1 3 5 8  3. 0 2 7 0 5  1. 0 8 5 8 4 9  3. 7 0 5 5 4 1  2. 6 6 2 0 4 3  1  
1. 4 5 8 1 6 5  3. 6 1 9 0 0 7  2. 4 6 1 4 7 7  1. 6 0 2 8 2 2  1. 4 1 1 7 4 4  2. 2 6 4 7 7 9  2. 5 4 7 6 5 9  1  
0. 8 0 0 9 1 7  4. 2 6 2 4 3 8  2. 5 4 4 6 4 3  2. 8 9 4 2 2 2  0. 6 1 3 5 3 3  3. 9 5 6 8 6 2  1. 6 7 1 7 2 6  2  
0. 7 1 7 5 9 1  4. 0 2 1 0 9  1. 8 7 9 3 3 2  2. 4 4 1 7 2 1  1. 4 9 0 5 7  2. 8 7 7 8 3 4  0. 4 2 9 2 8 4  2  
0. 6 4 3 6 9 1  3. 8 5 5 7 1 4  1. 0 0 5 8 5 8  3. 1 7 5 6 2 9  0. 1 0 3 2 4 6  3. 5 5 8 9 4 5  0. 7 9 5 8 0 6  2  
0. 4 6 0 5 3 3  3. 6 9 8 0 0 6  2. 5 7 2 4 3 7  2. 3 8 7 3 8 1  2. 8 5 0 4 4 1  2. 8 0 8 8 8 4  3. 0 9 4 8 5 8  1  
4. 0 4 3 2 9  2. 5 7 8 2 0 1  0. 7 9 9 2 2 6  1. 2 4 4 4 2 3  1. 6 3 2 0 8 1  1. 3 1 1 0 6 7  1. 7 3 5 9 8 6  3  

1. 7 7 4 1 6 5  4. 0 5 8 9 4 7  4. 4 0 5 5 4 6  1. 7 8 5 7 2 4  2. 2 8 3 7 8 2  0. 7 5 8 0 5 8  0. 7 9 1 2 9  3  
2. 7 2 4 3 3 4  4. 7 8 9 9 6 1  1. 9 1 7 8 8 6  3. 6 6 3 0 2 3  0. 8 6 0 0 1 1  2. 9 0 5 8 0 4  -0. 2 2 0 3 4  2  
1. 8 9 0 0 4 5  3. 0 7 0 0 5 6  2. 1 2 1 0 0 2  2. 6 3 0 3 2 4  1. 4 7 1 7 6 1  1. 4 5 3 3 8  1. 3 9 9 1 5 4  2  
1. 1 7 9 0 5 3  2. 2 4 1 6 1 6  2. 4 6 4 3 2 5  1. 7 4 3 8 7 4  2. 3 9 8 3 5  0. 4 8 3 3 4 9  2. 7 3 9 1 0 5  5  
0. 9 1 0 3 2 7  1. 1 0 9 9 2 1  3. 3 9 2 5 5 7  1. 8 4 0 0 2 3  3. 6 4 9 9 8 4  0. 2 3 0 0 8 9  2. 7 2 7 3 6 3  5  
-0. 7 6 4 6 7  2. 6 3 0 5 3 5  4. 0 8 2 8 4  1. 3 7 2 6 0 3  1. 5 1 2 7 9 8  2. 6 1 4 8 0 1  1. 8 7 8 9 6  4  
0. 0 1 8 3 6 1  2. 9 1 0 3 0 9  2. 6 0 8 2 9 7  1. 6 0 2 2 5 4  2. 2 2 8 5 1 5  -0. 1 0 3 8  2. 3 2 7 3 8 2  4  
2. 3 1 2 2 3  2. 1 4 0 4 1 1  3. 7 3 0 2 3 9  2. 4 6 2 7 8  1. 8 2 4 9 9 2  1. 4 2 8 4 2 6  2. 4 7 6 5 4 8  3  

2. 0 0 0 3 7 5  2. 1 8 9 9 8 2  3. 7 2 4 5 3 4  2. 1 6 1 5 0 9  1. 6 3 5 0 5 4  1. 5 7 3 4 2  0. 2 0 0 7 8 2  3  
3. 5 6 6 4 3 7  0. 9 1 3 9 1 2  4. 2 4 0 2 2 7  1. 9 2 3 8  2. 0 1 7 5 7 5  2. 3 9 9 8 8 5  0. 3 9 1 1 0 7  3  
1. 6 2 8 5 2  1. 0 1 8 6 1 5  3. 4 2 5 3 0 7  2. 0 6 9 3 9 4  2. 7 5 2 7 3 8  2. 8 9 3 6 0 8  1. 4 7 1 0 6 9  5  

2. 4 5 6 1 2 8  1. 9 2 4 3 7 5  4. 6 1 1 6 7 9  1. 5 4 3 3 7 3  2. 6 7 5 1 3 9  1. 2 1 5 8 6 7  0. 8 1 9 4 8 7  3  
2. 9 5 5 3 2 2  1. 1 3 8 2 6 4  3. 7 4 7 8 7 3  1. 7 0 7 2 1 6  2. 5 7 3 1 0 2  0. 4 8 3 7 8 8  0. 8 0 5 5 6 9  3  
2. 6 2 8 8 5  1. 7 5 5 1 2 7  3. 0 4 4 6 0 7  2. 3 2 5 7  3. 1 6 2 4 9 5  2. 4 1 5 3 3 7  1. 1 5 5 6 7 2  3  

2. 3 1 0 3 6 7  1. 5 2 4 5 3 5  3. 5 4 3 8 0 8  2. 1 5 0 5 7 2  2. 3 6 9 3 8 9  2. 0 5 7 3 9 7  0. 8 9 9 8 2 2  3  
2. 8 2 7 5 5 7  1. 9 5 1 9 7 7  3. 0 6 9 9 4 7  1. 9 1 9 6 9 6  2. 6 8 2 5 3 1  1. 7 3 0 8 7  1. 3 0 1 4 7 7  3  
2. 3 5 4 3 3 8  1. 8 5 2 5 2 7  4. 1 8 6 8 7 5  2. 7 6 2 1 4 7  2. 7 2 7 3 9 8  1. 5 2 6 5 4 6  1. 3 4 8 2 6 7  3  
3. 1 3 3 8 6 6  1. 1 2 6 8 6 8  3. 5 7 8 0 9 1  2. 2 5 0 3 7 7  2. 2 2 2 1 8  0. 9 8 9 6 1 2  2. 0 5 2 8 8 3  3  
3. 9 0 2 4 1 7  1. 3 4 4 0 9 1  2. 9 6 3 5  2. 3 9 2 0 5 8  2. 2 3 8 2 2 5  1. 1 3 9 2 6 3  1. 9 2 5 9 4 4  3  
4. 0 4 4 7 9 9  2. 5 6 0 8 8 9  2. 6 6 3 0 0 6  2. 1 6 9 5 9 3  0. 9 0 1 1 9 2  1. 7 7 0 1 2  1. 9 6 6 7 9  3  
4. 1 5 5 0 5 6  3. 6 0 9 0 3 7  2. 4 2 4 9 0 6  2. 4 3 7 3 4 3  0. 6 7 0 0 0 8  2. 7 5 1 4 0 3  1. 0 2 3 3 5 1  2  
3. 2 2 9 5 6 9  3. 0 6 0 9 5 6  1. 0 7 2 7 9  2. 6 7 4 0 5 7  0. 6 6 1 1 8 9  2. 7 1 5 7 6 8  2. 1 1 5 4 4 2  2  
2. 9 2 1 2 6 9  3. 2 7 9 4 8 8  2. 0 6 6 3 3 2  2. 2 3 6 5 7  1. 8 4 2 3 2 7  2. 1 2 3 8 2 7  1. 8 0 9 8 0 1  3  
3. 0 4 4 7 7 9  4. 0 7 4 5 6  3. 8 9 8 8 7  1. 4 6 0 3 2 9  1. 2 8 8 0 3 6  0. 3 8 4 5 0 7  1. 1 7 8 2 6 1  3  
2. 7 4 0 0 8 3  1. 6 4 4 6 2 9  2. 5 5 4 3 5  3. 6 2 4 4 6  1. 9 5 5 8 3 2  2. 0 6 6 7 5 6  0. 8 1 5 1 7 7  2  
3. 6 7 2 0 9 6  3. 4 2 3 3 2  1. 3 6 5 7 3 5  3. 9 3 2 6 2 3  0. 1 9 0 2 7 4  3. 8 5 5 5 1 7  0. 7 5 8 2 6 5  2  
3. 1 7 9 9 5 3  3. 5 6 8 0 0 1  2. 6 2 0 3 5 9  2. 6 9 6 9 1 7  -0. 8 7 4 6 7  3. 3 6 9 7 7 7  0. 5 4 1 3 6 3  2  
2. 5 1 9 5 1 8  3. 2 6 8 0 7 4  3. 6 0 7 1 7 7  2. 9 3 0 3 8 7  1. 0 7 8 2 3  3. 2 3 7 7 3 2  2. 4 3 7 6 0 6  2  
2. 2 2 5 0 3 9  3. 7 7 5 5 3 5  1. 1 2 3 7 4 8  3. 6 8 9 8 6 8  1. 8 1 9 6 9 7  3. 9 3 9 9 2 3  2. 5 8 6 3 8 8  2  
3. 7 0 9 6 0 9  3. 5 3 6 0 4 6  2. 1 4 6 8 0 1  3. 1 3 1 2 9  1. 5 2 5 0 3 3  3. 0 5 1 8 4 4  1. 0 7 7 1 5 1  2  
3. 9 2 2 8 3 6  3. 5 3 7 0 9 4  2. 3 5 2 6 2 1  3. 8 1 7 7 5 2  0. 3 4 4 0 8 5  3. 9 9 7 4 6  1. 6 0 1 1 9 2  2  
2. 5 5 9 6 4 1  4. 3 6 3 9 2 4  3. 0 8 1 2 2 5  3. 9 4 0 2 2 5  1. 0 4 9 7 4  4. 1 4 7 5 8 1  1. 9 5 5 4 2 3  2  
2. 5 0 6 5 3 5  3. 5 1 1 3 3 2  2. 6 8 6 2 1 8  2. 6 7 1 1 7 1  0. 3 5 1 2 2 9  3. 1 3 5 2 3 1  1. 5 3 4 4 2 3  2  
3. 6 1 1 0 6 8  4. 1 4 0 8 7 3  2. 7 5 9 8 9 9  3. 5 6 7 6 7 9  0. 3 2 7 8 9 8  3. 4 9 6 1 4 2  1. 9 1 5 5 8 4  2  
5. 0 4 1 1 0 9  4. 0 3 0 3 4 7  2. 8 1 1 5 5 3  1. 8 9 8 1 0 2  0. 6 2 3 5 6 2  2. 4 8 1 3 2 6  0. 3 1 8 0 5 6  3  
3. 9 8 7 5 5 5  3. 8 6 2 4 5 7  2. 7 3 1 6 1  2. 8 1 5 8 6 2  0. 2 5 3 1 9 9  2. 5 3 0 5 6 5  0. 1 1 6 6 7 5  2  
3. 2 0 6 5 8 7  3. 3 7 6 8 2 7  1. 5 4 7 7 0 6  3. 0 4 7 0 8  0. 9 4 1 5 2 6  3. 0 2 6 7 9 5  1. 4 4 2 3 6 9  2  
2. 6 8 7 1 8 3  3. 3 3 6 3 8  2. 7 3 7 1 9 3  3. 1 6 0 2 3  0. 4 0 7 8 6 8  1. 8 0 3 2 5 7  1. 0 1 8 5 7 6  2  
4. 2 2 4 7 9  4. 0 2 4 7 0 5  2. 7 1 5 4 0 7  2. 9 7 4 7 8 1  0. 6 2 2 4 6 9  2. 1 0 0 8 7 3  0. 0 7 8 5 5  2  

3. 4 8 5 5 7 1  4. 1 2 4 5 1 6  1. 7 9 9 4 8 5  1. 5 5 0 5 5 4  0. 8 6 5 3 0 2  2. 8 3 5 8 4 5  0. 5 1 2 2 1 9  2  
3. 6 8 9 0 9 3  2. 9 9 2 0 1 2  2. 7 5 0 5 4 4  2. 1 2 6 7 0 5  0. 9 5 1 0 2 9  1. 8 4 1 6 8 6  1. 1 5 4 4 8 5  3  
1. 5 0 7 0 2 2  1. 7 0 0 0 4 8  3. 6 4 3 0 0 6  1. 9 2 0 5 8 6  1. 7 2 1 0 1 9  1. 6 7 0 4 7 7  0. 8 8 3 6 4  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

2. 2 7 6 9 9 8  1. 8 7 2 1 6 1  3. 0 7 1 9 3 7  1. 5 5 1 5 4 7  1. 7 5 8 0 9 3  1. 4 5 6 6 5 6  3. 0 3 6 0 3 3  5  
1. 7 2 2 5 4 3  1. 7 4 2 9 8 8  3. 1 9 5 8 9 7  1. 7 7 6 4 4  1. 6 2 3 8 3 8  1. 7 0 7 6 1 1  1. 6 9 1 5 4 1  3  
2. 0 6 5 4 4 1  1. 8 5 5 0 8 2  2. 5 6 0 6 4 9  1. 4 2 9 0 1 8  1. 6 7 7 6 7 6  1. 6 3 5 5 4  1. 4 6 2 5 1 3  3  
1. 7 4 5 6 8  2. 3 5 6 0 8 3  3. 4 5 5 8 8 2  1. 9 4 0 3 3 6  1. 4 9 8 6 3 6  1. 4 6 2 3 2 6  1. 9 1 9 9 2 3  3  

0. 1 5 8 7 7 2  2. 5 1 3 5 4 4  4. 2 4 7 8 3 8  2. 5 5 1 5 8 3  1. 0 4 5 5 1 2  1. 2 9 9 6 0 5  1. 5 8 7 5 3 5  4  
1. 8 0 1 1 9  2. 0 7 1 6 4 1  4. 0 4 1 2 3 4  1. 9 0 2 5 7 6  1. 2 9 6 5 9 8  1. 0 5 7 2 1 3  0. 7 3 1 6 6 1  4  

2. 2 1 5 4 2 9  2. 5 5 3 7 1 2  3. 0 9 2 7 9 8  1. 8 7 0 0 8 6  2. 0 1 6 4 8 6  1. 7 1 3 5 5 6  1. 2 1 1 1 9 7  3  
2. 5 6 1 7 6 7  1. 3 5 9 7 6 2  3. 2 1 5 6 6 6  1. 7 2 3 3 4 7  2. 6 4 9 1 1 1  1. 5 0 6 8 7 6  1. 2 1 2 1 1 6  3  
2. 0 0 8 4 0 7  2. 3 2 6 9 3 1  2. 6 9 9 7 4 4  1. 7 9 7 0 9 4  2. 0 5 9 0 4 3  1. 6 2 1 6 1 5  1. 5 9 5 7 7 8  3  
2. 0 6 3 9 3 8  2. 2 9 8 7 6  3. 5 7 6 0 8 7  1. 6 8 3 7 6 3  1. 5 3 6 1 9 7  1. 5 0 9 2  1. 6 0 4 5 4 7  3  
1. 8 7 0 3 1 4  3. 0 5 0 3 3  2. 8 3 2 3 2 4  1. 1 2 0 5 3 9  1. 5 3 4 3 6 1  0. 9 3 7 6 4 7  1. 5 3 3 2 7  3  
1. 5 4 5 3 8 6  2. 6 9 9 1 5 3  2. 9 0 1 5 8  1. 9 8 7 2 7 8  1. 5 7 2 3 9 3  0. 9 7 9 3 5 8  2. 3 2 6 7 1 2  3  
1. 4 5 9 8 3 3  2. 7 9 3 2 9 8  2. 5 3 6 4 9 5  1. 5 2 5 1 1 1  1. 6 7 1 5 1 9  1. 3 8 2 7 1 5  1. 1 3 0 5 8 9  3  
2. 8 8 3 2 3 9  1. 2 2 9 6 7 2  3. 9 7 8 4 0 6  2. 6 4 9 2 5 3  1. 3 1 1 8 9 1  0. 2 8 6 9 5  1. 8 7 5 8 0 1  3  
3. 5 5 5 5 1 2  0. 7 5 6 2 8 9  4. 8 5 9 4 3 9  2. 5 9 1 2 2 4  -0. 0 0 1 3 6  1. 0 0 7 8 4 2  1. 2 3 3 8 7 9  3  
0. 5 0 8 1 7 5  3. 1 7 8 7 9 1  4. 7 8 8 6 9 8  1. 2 9 0 1 0 5  -0. 2 7 0 0 8  1. 1 6 6 4 8  1. 2 5 6 6 3 6  4  
-0. 4 3 3 7 5  2. 4 9 0 5 3 2  4. 7 4 9 2 6 3  2. 3 5 2 6 8 6  -0. 3 7 6 1 5  2. 1 8 7 1 1 7  0. 1 0 5 8 1 3  4  
3. 9 6 4 9 0 4  4. 0 8 9 1 3 7  4. 4 1 5 4 4 2  3. 2 4 4 9 9 9  -1. 1 6 9 0 8  1. 2 3 6 2 1 3  -0. 0 5 4 5 5  2  
2. 3 5 9 1 5 2  2. 9 9 5 8 5 3  2. 3 9 1 4 7 6  2. 3 7 8 6 3 5  0. 1 8 5 8 7 9  0. 8 1 3 5 6 1  0. 1 9 0 3 2 5  2  
1. 0 1 5 3 3 3  3. 2 4 4 7 0 9  3. 9 1 8 8 4  1. 1 7 0 9 8 8  -0. 8 3 9 3 5  0. 7 0 9 0 2  1. 3 8 9 0 2 2  4  

-0. 1 3 1 7  3. 3 7 1 3 7 6  2. 4 1 0 0 5 7  3. 4 3 7 2 0 1  0. 2 9 7 4 3 6  2. 4 8 7 0 1 8  0. 1 9 9 5 4 8  2  
1. 4 7 9 5 5  1. 0 6 4 2 4 5  4. 9 2 2 5 4 4  1. 3 0 1 3 6 9  0. 9 7 4 2 7 4  2. 1 5 8 2 6 9  1. 3 3 2 6 3 2  4  

1. 1 3 7 8 2 8  1. 9 7 0 3 3 4  4. 5 4 5 3 7  1. 7 7 0 4 8  0. 9 6 2 4 2 4  1. 6 7 6 0 5 5  0. 8 7 9 0 7 6  4  
1. 9 7 8 5 9 6  2. 0 5 0 6 0 5  4. 2 2 2 8 9 3  1. 5 4 5 0 3 8  2. 6 2 0 6 9 1  1. 1 8 0 9 7 1  2. 3 8 0 4 9 1  3  
1. 6 2 1 6 9 5  1. 6 8 1 8 6 9  2. 9 4 1 4 2  2. 4 6 7 8 3 8  -0. 3 4 8 0 2  1. 8 6 9 4 4 1  0. 3 6 8 9 8 1  2  
1. 2 1 8 5 2 3  1. 8 1 1 6 8 9  4. 9 9 4 0 0 2  2. 1 1  -0. 6 9 8 9 9  2. 8 8 0 0 3 6  1. 5 5 0 5 6 3  4  
2. 0 6 4 3 9 5  1. 1 7 3 7 9 1  3. 9 3 2 1 3 4  2. 7 0 8 8 0 3  1. 2 5 0 6 0 5  1. 1 1 5 8 4 5  0. 5 5 7 8 8 2  4  
0. 5 3 2 0 7 1  1. 3 5 6 3 3 5  3. 9 4 8 8 7 3  2. 2 5 4 2 8 7  2. 4 6 8 4 3 3  1. 4 6 6 8 6 5  1. 9 9 2 0 7 5  4  
1. 4 2 9 9 1 2  3. 2 5 3 4 8 2  2. 0 9 3 2 6 7  3. 0 9 7 0 0 8  2. 0 2 6 4 3 9  2. 3 2 5 4 9 2  1. 0 5 9 8 3 7  1  
1. 4 6 2 9 9 9  2. 9 1 5 6 6 8  2. 5 1 6 6 6 4  3. 6 7 4 4 9 6  3. 0 0 4 6 6 2  1. 5 8 9 8 2 4  0. 7 4 8 0 6 2  1  
0. 7 3 3 5 3 7  2. 8 9 2 4 5 1  2. 6 4 3 2 9 5  3. 0 9 3 5 5  3. 1 5 1 5 8 2  1. 6 5 1 9 6  1. 3 3 7 7 8 2  1  
0. 7 9 1 8 7 5  2. 8 8 4 6 9 3  2. 7 7 9 2 3 7  3. 4 1 3 4 1 7  2. 4 4 9 0 7  2. 6 0 1 2 5 6  1. 4 2 4 1 7 2  1  
-0. 1 0 5 1 7  3. 0 4 0 3 1 6  3. 3 6 0 1 1 2  2. 8 5 5 7 1 8  2. 8 7 3 6 7 8  1. 1 8 8 5 9 3  0. 3 2 2 9 6 4  1  
0. 8 7 5 7 1 9  2. 9 2 4 0 5 3  3. 6 1 0 6 1 6  2. 7 4 1 7 2 6  2. 1 3 2 8 2 6  1. 5 8 5 9 6 4  0. 4 9 3 4 7 9  4  
2. 1 7 6 5 1 8  4. 0 6 7 6 4 7  1. 9 3 4 1 1 5  2. 5 5 9 8 6 8  2. 2 5 4 1 1 8  2. 0 8 3 6 7 7  1. 3 8 0 0 0 8  1  
-0. 1 7 3 5 8  3. 5 0 3 4 3 8  2. 4 2 3 0 8 5  3. 0 5 1 1 8 5  2. 1 4 7 6 6 3  1. 9 5 3 7 5 4  2. 7 0 6 1 6 9  1  
1. 6 7 9 4 7 1  2. 5 3 7 4 9  2. 7 0 5 3 8 7  2. 0 1 1 3 4 9  3. 2 1 9 4 3 4  1. 7 0 4 8 2 3  2. 5 9 2 9 4 7  5  
-0. 6 2 1 3 4  3. 3 0 7 7 5 2  3. 0 7 3 5 4 5  2. 2 7 5 5 7 7  1. 1 8 6 5 6 6  2. 3 2 9 0 7 4  1. 1 2 1 9 3 5  1  
-0. 5 8 9 5 3  4. 1 0 7 9 3  2. 4 5 9 0 2 9  3. 0 7 8 2 7  1. 6 2 7 4 1 5  1. 9 6 0 0 1 7  0. 4 7 4 5 5 9  1  
-0. 4 5 6 6  3. 7 4 8 1 0 6  2. 4 8 1 6 3  1. 7 0 3 4 3 6  2. 0 3 1 3 4 4  2. 4 3 9 9 3 4  2. 0 8 5 5 2 3  1  

-0. 4 0 3 0 5  4. 6 2 9 8 8 8  1. 8 0 3 6 0 5  2. 7 1 9 5 2 9  0. 1 0 9 0 9 8  2. 4 4 9 2 1 3  0. 3 7 6 0 8 5  2  
-0. 1 3 3 6 2  3. 2 9 8 5 3 8  2. 0 9 4 8 7 1  2. 6 5 7 3 6 1  2. 0 6 8 0 9 7  2. 1 1 9 9 5 7  1. 4 6 3 2 8  1  
1. 0 5 1 6 8 1  3. 0 4 4 1 2 5  1. 8 6 0 5 9 5  2. 4 1 4 6 8 2  1. 7 5 0 7 0 6  2. 1 2 7 8 4 2  0. 6 2 4 4 4 3  1  
-0. 4 6 7 5 6  3. 6 7 2 6 8 4  2. 6 0 9 3 0 6  2. 7 9 8 2 4 2  2. 7 2 7 3 9 7  2. 0 8 4 1 4  1. 9 2 7 9 7 1  1  
-0. 2 2 2 5 7  3. 4 0 3 9 7 4  3. 9 9 2 0 2 6  1. 5 9 4 2 3 3  0. 9 5 1 2 2 6  1. 7 9 9 4 5  1. 5 6 4 2 0 2  4  
0. 8 7 9 5 9 9  2. 5 5 9 5 3 7  2. 6 8 2 9 8 5  2. 4 3 6 5 2 8  1. 7 3 2 7 5 1  1. 6 8 5 0 4 8  0. 4 7 8 3 5 8  1  
2. 0 6 8 7 9 7  4. 0 8 3 4 3 3  2. 6 4 1 3 6 6  3. 4 2 1 4 1 1  2. 2 9 9 6 2 2  2. 0 7 7 6 9 6  0. 3 3 1 5 4 1  2  
3. 2 1 6 2 2 8  3. 0 9 9 1  2. 1 4 1 9 2 8  3. 0 9 5 7 9 1  1. 8 5 8 5 1 8  2. 5 5 0 2 9 8  0. 0 8 8 0 6 5  2  
3. 2 9 1 8 7  3. 3 0 1 8 5 4  1. 8 6 7 0 5 5  2. 8 0 7 8 3 2  2. 6 0 1 2 6 8  1. 7 2 6 8 1 1  0. 4 0 2 8 0 9  3  

3. 1 4 4 0 5 4  3. 6 9 3 2  1. 4 2 4 6 2 2  1. 4 9 4 0 5 9  2. 4 8 6 7 0 8  2. 3 7 0 8 7 2  0. 5 7 4 5 3 3  3  
2. 4 5 7 1 1 4  2. 6 8 6 7 1 8  2. 0 7 7 5 3 6  2. 5 3 7 3 5 5  2. 7 3 5 4 1 6  1. 7 6 4 8 1 7  0. 3 2 9 1 6 1  3  
1. 3 9 0 1 8 2  3. 4 4 9 5 0 5  1. 9 2 2 2 5 9  2. 7 3 8 9 2 3  2. 5 9 1 6 7 1  0. 9 8 5 4  1. 0 0 8 4 6  1  
2. 1 2 0 1 5 6  2. 5 7 9 0 9 5  2. 8 8 2 2 2 4  2. 7 2 5 3 4 1  2. 0 0 6 4 8 8  1. 0 5 5 2 0 9  0. 1 1 7 9 3 1  3  
1. 9 7 0 8 9 1  3. 7 0 0 6 6 3  1. 4 6 8 1 8 6  1. 3 9 6 6 6 7  1. 4 0 2 7 9  2. 8 1 7 1  2. 0 0 9 9 0 6  1  
2. 3 3 6 2 1 6  3. 7 6 4 3 2 2  2. 4 7 3 5 7 2  2. 3 2 9 8 6 3  2. 5 7 6 3 6 3  1. 0 8 4 0 9 8  1. 3 6 5 2 3 2  3  
-0. 1 0 3 8 1  3. 3 8 9 9 5 9  2. 5 4 7 5 3 6  3. 5 4 3 4 5 3  2. 2 8 3 1 1 6  2. 6 1 9 1 4  1. 5 8 9 8 6 7  1  
1. 5 3 0 0 1 2  3. 4 2 7 0 7 8  3. 1 9 4 5 0 1  2. 7 0 1 9 4 1  1. 6 7 8 8 2  0. 9 6 8 4 3 9  1. 0 2 5 1 2 9  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 8 5 7 7 1 8  3. 3 9 2 3 5 6  0. 4 7 2 5 3 6  3. 2 7 9 6 7 5  2. 2 3 0 8 6 2  2. 2 3 3 6 4 2  1. 2 1 8 8 4 4  1  
1. 5 0 5 9 6 8  2. 6 2 1 8 2 3  1. 7 4 3 0 9 1  2. 2 1 5 4 0 8  1. 9 5 8 2 2  2. 6 3 9 9 6 6  2. 9 1 2 5 5 7  1  
0. 7 2 5 0 1 5  3. 9 8 4 8 3 9  1. 1 8 2 6 3 5  3. 7 0 1 6 9 5  1. 5 9 4 4 3 1  2. 0 8 4 0 0 2  1. 7 4 1 0 4 8  1  
1. 4 7 3 2 2 9  3. 4 5 9 4 3 9  1. 6 3 8 0 3 1  3. 4 0 6 3 2 9  1. 3 3 3 6 9 1  1. 7 0 2 2 7 7  0. 5 6 0 3 3 4  2  
1. 0 6 0 8 3 8  4. 1 8 1 4 3 6  2. 2 4 7 9 9 3  3. 3 2 3 9 6 3  1. 1 7 2 5 7 4  1. 8 9 8 1 3 2  0. 3 3 9 3 1 3  2  
2. 9 9 0 4 0 1  2. 2 8 1 8 0 4  3. 0 7 0 2 1 5  3. 6 8 7 2 9 8  -0. 3 1 1 8 4  1. 2 7 9 3 7  0. 2 8 5 3 4 7  2  
0. 7 6 9 1 6 6  3. 8 4 0 1 9 4  2. 7 3 1 7 5 6  3. 8 4 1 7 0 5  1. 7 4 7 5 4 2  2. 1 3 7 9 9 3  1. 2 5 2 2 4 5  1  
0. 7 5 4 1 5  3. 5 5 8 5 7 9  3. 2 6 3 1 2 5  2. 6 4 7 1 0 8  1. 4 2 9 3 2 6  2. 3 3 3 7 8 5  1. 4 9 2 6 1 9  1  

1. 3 0 3 3 7 9  3. 7 9 5 1 6 1  1. 5 3 0 8 7 1  3. 3 7 7 1 3 6  2. 0 7 2 4 4 9  1. 9 9 2 4 8  1. 0 8 3 7 8 8  1  
0. 5 2 4 4 0 7  3. 8 5 9 9 1 5  0. 8 5 3 7 6 6  3. 0 7 4 9 7 5  2. 4 3 5 6 4 5  3. 3 1 7 0 7 2  2. 8 2 6 8 1 9  1  
0. 1 2 6 4 5  3. 7 8 5 3 0 7  2. 6 2 9 4 0 6  3. 6 7 4 9 7 2  1. 2 6 5 8 2 9  3. 5 2 4 0 8 3  1. 2 7 1 3 4 1  2  

0. 3 4 3 9 6 3  3. 9 8 3 4 1 4  2. 5 0 2 8 1 1  1. 9 0 6 5 8 8  1. 6 4 5 7 0 6  0. 4 1 7 9 3 5  0. 8 4 5 1 0 7  1  
1. 7 1 0 3 1 6  3. 0 7 6 9 6 9  2. 0 6 0 9 3 7  1. 6 1 0 0 1 7  1. 0 5 9 6 6 9  2. 1 2 8 2 0 5  0. 7 0 3 3 6 1  2  
0. 4 1 7 4 4 6  3. 6 4 8 4 7 3  1. 4 2 4 3 2 8  3. 7 1 1 0 7 3  2. 1 9 7 9 5 8  3. 1 1 4 1 0 4  3. 1 8 1 4 5 3  1  
2. 0 4 9 2 7  3. 7 5 0 5 7 1  1. 4 6 2 2 6 8  2. 2 6 2 0 7 1  2. 1 8 9 9 2 5  2. 1 0 8 6 5 7  0. 7 9 2 8 0 3  1  
0. 6 9 8 0 3  2. 2 0 5 0 0 2  2. 1 1 1 4 4 5  2. 5 6 8 2 3 8  1. 6 4 9 9 9 2  2. 4 8 8 5 6 7  2. 2 3 7 4 4 5  1  

0. 9 5 1 9 3 5  2. 5 8 3 1 9 7  3. 0 9 5 0 9 1  1. 7 3 5 2 5 6  2. 7 0 7 0 4 2  2. 1 9 9 1 5 7  0. 6 4 5 3 7 7  1  
1. 0 6 8 5 9 4  2. 8 1 8 6 0 6  1. 1 5 2 6 2 5  2. 5 7 3 5 3 8  1. 7 7 4 4 9 3  3. 0 3 4 2 1 7  1. 3 3 4 0 0 8  1  
1. 3 0 8 3 9 7  2. 5 6 9 9 0 1  3. 0 8 0 4 0 8  2. 5 2 5 0 8 6  2. 0 0 7 0 6 4  1. 7 0 0 5 6 1  0. 9 7 6 3 7 8  1  
1. 7 1 2 7 0 8  2. 4 3 3 6 6 9  2. 6 9 1 3 7 3  2. 5 8 0 6 5 2  1. 5 2 3 9 9  1. 3 7 8 8 2 6  1. 1 9 4 6 5 8  3  
0. 9 1 9 1 6  2. 3 7 1 9 6  2. 7 7 5 3 5 2  2. 3 3 0 6 0 3  1. 5 9 9 2 2 2  2. 7 0 2 0 7 4  0. 8 9 0 7 2  1  

0. 8 1 7 1 4 9  3. 1 2 3 0 6  2. 7 8 4 6 2 2  2. 6 6 1 2 0 3  1. 7 6 8 7 9 7  1. 5 6 0 0 5 7  1. 0 3 6 9 0 2  1  
0. 7 9 1 9 6 7  2. 5 9 5 1 7 9  1. 8 4 7 4 9 9  3. 2 6 3 6 8 2  2. 4 1 4 2 7 4  2. 3 7 5 9 8 5  1. 8 1 8 8 8 2  1  
0. 8 4 9 9 6 7  2. 0 7 1 1 8 6  2. 3 2 0 5 2 7  2. 1 0 1 8 7 8  1. 5 8 9 1 6 6  3. 0 1 6 0 3 3  2. 3 1 9 8 3 5  1  
1. 6 0 6 4 7  1. 9 9 3 9 9 6  2. 8 9 1 4 0 2  2. 5 6 2 9 9 8  2. 4 3 8 1 2 2  2. 6 2 5 5 4 6  1. 0 8 3 2 6 3  1  

0. 9 4 2 8 2 6  2. 9 7 5 0 3 2  2. 0 0 8 0 9 4  2. 7 3 0 4 3 2  1. 6 1 3 8 3 4  2. 4 9 3 3 5 8  0. 1 6 9 1 3 3  2  
1. 0 7 5 1 1  2. 9 1 9 0 0 6  2. 3 7 9 1 9 4  3. 3 2 8 9 8 3  1. 7 7 3 5 0 8  2. 1 3 9 6 2 9  0. 7 6 6 7 2 9  2  

1. 3 2 5 0 4 5  2. 6 9 0 4 0 6  2. 5 9 5 7 2 4  1. 7 2 6 5 5 9  2. 1 0 6 1 4 4  2. 4 7 4 3 4 2  0. 9 7 4 1 8 2  1  
1. 4 1 1 1 7 8  2. 4 4 8 1 3 9  2. 7 1 3 6 2 6  1. 8 2 5 3 7 6  2. 0 9 1 0 9 3  2. 5 1 2 3 3 3  0. 9 8 7 3 7 3  1  
1. 4 3 3 9 0 8  3. 1 3 1 5 1 6  2. 7 8 8 8 1 5  2. 2 5 0 3 9 2  0. 9 9 0 7 0 8  2. 5 7 0 2 6 1  0. 6 0 5 7 5 2  2  
0. 8 8 0 3 4 6  2. 4 2 5 5 9 8  2. 6 7 8 0 5 8  1. 8 8 7 8 5  2. 0 2 4 2 1 6  2. 6 4 0 5 1 9  1. 3 6 6 9 5 3  1  
0. 2 6 0 3 6 4  2. 9 0 6 4 8 7  2. 6 8 3 0 7 4  2. 9 6 9 8 5 1  2. 8 7 1 4 5  1. 6 0 2 3 3 1  0. 4 9 1 4 9 6  1  
0. 4 2 3 6 5 4  3. 9 7 4 5 0 4  2. 4 0 0 2 1 8  2. 1 5 6 8 1 7  1. 8 9 6 9 1  1. 2 6 7 8 7 3  0. 4 7 3 4 2 2  1  
0. 4 2 7 6 5 1  3. 4 4 7 3 1 6  3. 1 1 7 1  2. 7 0 0 7 8 9  0. 7 0 8 4 8 2  1. 3 3 3 6 7 9  0. 1 4 9 1 7 1  4  
0. 5 7 9 6 3 5  3. 5 8 5 6 8 9  2. 2 1 7 2 1  2. 6 6 7 7 7 4  2. 9 4 0 8 0 1  2. 4 6 2 7 3  0. 5 3 7 0 4 5  1  
-0. 0 2 0 2 9  3. 8 4 0 2 4 3  2. 5 2 2 0 0 9  2. 5 3 0 2 8 4  1. 5 0 0 2 0 4  2. 8 6 2 9 4  0. 0 8 1 3 6 3  1  
-0. 0 6 3 7 2  4. 2 3 0 1 6 6  3. 5 9 7 1 5 7  1. 8 4 3 0 4 7  0. 9 8 3 0 7 2  1. 5 1 5 2 4 9  -0. 0 7 6 7 6  4  
-0. 2 6 0 2 9  3. 8 7 3 2 3 1  3. 0 8 3 1 6 4  2. 4 3 7 4 5 7  1. 9 5 4 1 4 3  1. 4 0 4 2 5 2  0. 4 1 4 9 1 6  1  
-0. 0 9 9 4 2  2. 7 7 6 4 4 2  2. 7 5 0 9 1 8  2. 7 0 7 5 3 7  3. 1 4 5 2 0 3  1. 5 7 0 5 6 7  0. 3 7 7 6 9 5  1  
0. 2 7 5 2 5 5  2. 7 6 8 9 5 4  4. 0 2 8 5 4  3. 1 8 1 4 6 2  2. 9 9 1 1 2 8  2. 1 0 9 9 9 3  1. 4 0 2 9 5 3  1  
0. 1 1 3 4 0 2  2. 6 0 5 4 3 5  3. 7 6 3 2 2 7  2. 1 1 9 8 8 9  2. 8 2 6 3 9 3  0. 8 6 5 5 8 9  0. 9 0 7 4 3 3  4  
0. 1 4 9 2 1 3  2. 5 0 8 3 6 3  3. 8 4 6 1 3 4  2. 2 9 8 8 5 6  2. 8 9 9 7 6 8  0. 6 1 8 0 8 5  1. 5 4 3 7 4 8  4  
0. 3 4 0 5 5 7  2. 5 4 1 8 8 2  3. 9 7 6 9 2 8  2. 6 8 1 4 4 4  2. 8 9 2 6 8  1. 1 4 5 4 1 7  2. 7 7 6 9 4 1  5  
-0. 2 2 2 0 2  2. 8 4 4 3 1 2  3. 6 6 3 4 6 7  3. 0 4 9 9 8 3  2. 7 8 5 4 2  0. 6 1 7 8 2 4  1. 9 1 9 9 6 1  4  
-0. 4 2 1 7 8  2. 1 9 2 2 7 5  3. 6 9 0 9 2 3  2. 8 9 1 7 2 6  2. 7 2 8 7 7 6  1. 2 0 2 5 8 6  1. 7 5 9 6 3 8  4  
0. 4 5 7 5 5 3  2. 4 9 2 1 7 8  3. 5 7 6 2 9 7  2. 3 0 9 8 4 2  2. 7 4 4 1 0 3  1. 4 8 8 3 1 6  0. 7 6 5 2 7 2  4  
-0. 0 7 6 6 1  2. 6 0 9 9 3 4  2. 6 8 8 1 6 8  3. 1 1 9 0 7 2  3. 3 1 4 4 9 2  1. 0 1 1 7 2 8  2. 0 0 9 1 9 7  1  
-0. 3 0 6 2 4  2. 7 7 0 3 8 4  3. 6 4 7 7 8 5  2. 9 2 5 6 6 1  2. 6 5 1 4 1 4  1. 3 2 3 0 1 4  1. 7 5 1 4 0 5  4  
0. 1 4 0 7 5 2  2. 5 9 4 2 0 1  3. 2 5 8 7 9 5  3. 0 6 9 8 7 1  3. 4 7 0 1 7  0. 9 0 3 4 6 1  0. 6 5 1 9 3 1  1  
1. 4 9 4 9 5 2  2. 9 9 9 9 6 4  2. 3 0 0 8 4 9  1. 9 9 5 3 1 1  1. 4 2 5 5 3 1  2. 7 7 5 1 9 6  1. 7 7 3 1 0 8  1  
1. 4 1 0 3 9  2. 9 4 9 3 2 3  2. 3 8 7 5 9 5  1. 6 9 2 5 4  2. 1 8 5 1 6 4  2. 4 8 7 0 5 3  1. 7 3 1 2 7 4  1  

1. 1 1 8 9 2 4  2. 4 8 8 9 6 9  3. 4 1 5 3 1 8  2. 8 0 1 8 9 9  2. 1 7 8 7 1 2  2. 2 0 8 9 4  1. 7 0 9 3 3 2  1  
0. 6 8 0 5 7 2  3. 2 5 8 8 6 9  2. 9 3 6 0 3 9  1. 9 1 8 4 4 6  2. 4 6 4 0 9 4  2. 0 7 1 8 6  1. 3 0 9 6 1 8  1  
1. 1 4 1 9 2 9  3. 0 6 9 3 6  2. 6 2 4 6 1 1  2. 4 0 2 9 7 1  2. 3 6 3 6 3 8  2. 6 4 0 4 5 6  1. 4 2 6 4 6 6  1  
0. 7 4 6 4 8 3  3. 5 3 4 7 0 8  3. 0 5 4 1 2 2  2. 2 8 6 8 2 4  2. 7 9 2 0 5  2. 2 0 5 4 4 2  1. 2 6 7 0 2 4  1  
1. 0 1 1 0 9 1  3. 0 3 1 6 5 7  2. 5 7 1 2 8 8  2. 2 2 3 5 4 7  2. 5 7 5 5 5 7  2. 4 7 8 6 4 4  1. 6 5 6 4 5 4  1  
1. 4 0 9 1 7  2. 3 3 5 5 3  2. 0 6 1 8 4 9  1. 6 8 9 9 8 5  1. 9 9 9 3 5  1. 7 0 1 7 8 2  1. 4 0 4 1 4 9  1  
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D o c u m e nt:   
 

A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 7 6 8 6 9 1  3. 0 5 8 9 5 3  2. 9 1 7 6 5 7  1. 7 1 7 8 7 1  2. 8 0 3 3 4 6  1. 9 3 3 4 6 3  1. 8 2 6 4 0 6  1  
0. 6 2 3 2 5 9  3. 1 0 4 2 4  3. 3 5 5 9 4 2  1. 9 9 8 9 8 5  2. 6 3 9 1 0 3  2. 3 0 7 0 2 3  1. 3 2 9 4 9 3  1  
1. 3 5 7 9 6 6  3. 2 3 6 0 4 1  1. 6 2 8 0 0 6  1. 7 7 9 1 2 4  2. 0 0 9 9 4 8  2. 1 2 6 5 4 6  2. 9 2 3 3 7 5  1  
2. 0 7 3 4 1  2. 9 5 3 4 9  2. 7 5 2 9 7 7  0. 9 6 9 5 8 1  1. 4 3 1 4 1 8  1. 7 4 6 0 5  0. 8 0 2 4 2 2  3  

0. 7 9 2 0 3 1  2. 6 4 9 2 4 6  3. 2 1 4 0 2  2. 8 3 5 0 9 1  2. 3 9 1 1 2 7  1. 7 9 9 0 7 6  1. 4 8 3 7 7 1  1  
0. 8 5 8 4 5 7  3. 1 3 0 5 3 2  3. 0 1 5 1 9 3  2. 6 5 4 0 7 4  2. 6 4 0 7 5 9  1. 5 2 7 4 1 8  0. 3 2 2 8 8 5  1  
0. 8 0 7 3 8  2. 7 3 2 5 0 1  1. 6 5 2 5 9  2. 6 6 5 0 7 2  1. 6 2 7 3 3 5  2. 7 2 8 4 1 6  2. 0 1 3 3 0 5  1  

2. 1 2 1 4 6 1  3. 1 1 0 7 2 3  1. 1 6 9 0 4  2. 6 9 8 3 6 1  2. 4 3 0 2 0 1  1. 8 7 9 4 5 5  2. 2 2 9 3 8 5  1  
1. 3 5 9 2 2 2  3. 1 7 4 6 5 5  1. 4 3 5 0 6 9  2. 5 3 0 7 8 9  2. 2 4 4 5 0 4  2. 4 5 0 3 9 4  2. 1 2 2 0 2 3  1  
0. 8 0 1 1 1 8  3. 0 7 4 1 7 8  2. 9 9 7 5 8 5  3. 8 3 8 2 5 2  1. 6 8 5 8 2 3  1. 3 3 5 4 7 6  0. 3 5 6 8 3 2  2  
0. 0 8 0 8 7 9  2. 3 6 1 7 9 3  4. 2 7 4 0 7 3  3. 6 8 6 5 2 6  2. 2 2 1 5 1 7  1. 2 6 8 1 1 5  0. 4 7 9 0 9 6  4  
-0. 1 7 2 3 5  2. 8 8 1 7 8  4. 4 8 3 0 2  3. 7 2 8 2 0 2  1. 7 1 9 8 7 5  1. 1 3 5 4 7 5  0. 3 5 0 0 2 1  4  
1. 7 6 1 0 0 6  2. 2 9 7 7 4 4  2. 4 5 9 6 4 9  3. 0 5 3 7 9 2  1. 6 1 8 9 4 9  1. 8 7 8 4 6 3  0. 1 0 4 2 3 2  2  
0. 2 1 6 5 9 9  2. 1 7 3 0 0 8  3. 7 7 0 5 3 5  2. 9 3 0 3 9 7  2. 3 0 4 7 6 1  1. 3 5 8 9 9 4  0. 3 7 2 4 3 3  4  
0. 2 6 9 0 8 5  2. 0 4 8 1 5 6  4. 4 2 4 6 4 5  2. 4 3 4 5 5  2. 3 3 3 6 5 7  0. 9 7 0 8 8 5  0. 4 6 9 4 6 5  4  
0. 0 6 5 3 6 9  2. 6 4 0 1 1 7  2. 5 9 7 3 4 5  2. 5 8 1 4 7 6  2. 2 0 9 6 5 9  2. 7 5 3 8 1 5  1. 5 5 8 2 3 9  1  
0. 3 4 5 1 6 3  2. 5 6 9 0 9 3  3. 2 4 9 6 6 4  3. 0 7 5 3 4  2. 4 9 3 9 5 1  1. 0 7 8 8 3 1  0. 4 9 9 2 6 3  4  
0. 0 5 2 5 1 3  2. 5 1 8 4 0 4  3. 1 1 0 8 1 1  3. 1 3 4 0 8 1  3. 3 1 9 5 9 4  0. 8 7 1 9 5 4  0. 6 8 0 4 2  1  
0. 3 0 7 7 1  3. 1 0 4 7 7 6  3. 5 6 0 6 9 4  3. 1 3 2 0 4 1  2. 3 8 3 7 6 7  0. 8 0 0 7 1 9  0. 4 8 2 1 3 8  4  

1. 1 5 4 2 8 4  3. 5 5 7 1 0 2  1. 5 9 3 7 8 1  2. 1 2 9 4 5 4  2. 5 9 1 0 3 1  2. 6 0 8 6 1 1  1. 7 3 2 7 8 9  1  
3. 5 4 8 5 8 1  3. 0 6 5 9 0 2  3. 3 6 4 9 8 9  2. 8 7 0 2 6 9  -0. 1 9 7 9 2  0. 5 7 6 9 8 1  0. 8 0 7 0 4 8  3  
1. 2 6 5 6 6 6  2. 8 6 5 3 3 7  3. 3 0 6 4 1  1. 6 1 0 4 3 8  0. 7 3 7 5 3 6  0. 9 2 3 7 4 9  1. 0 9 0 9 3 7  4  
1. 3 9 9 6 3 1  3. 4 5 0 5 6 5  3. 6 0 2 6 9 8  2. 9 9 3 0 6 8  1. 3 2 1 1 2 1  3. 4 3 6 8 2 4  2. 8 5 9 3 0 7  2  
2. 0 7 1 8 8 9  4. 1 2 4 9 8 5  2. 2 7 3 2 1 9  3. 7 2 1 4 0 1  1. 3 3 2 6 6 1  2. 3 5 1 5 2 4  0. 6 8 7 6 2 6  2  
0. 8 7 6 0 1 2  3. 1 0 7 2 6  5. 1 5 7 0 5 2  2. 5 0 2 2 8 9  1. 4 3 1 4 1 5  0. 6 7 4 5 9 5  1. 3 3 0 9 7 2  4  
2. 3 4 9 3 0 8  2. 5 8 3 8 6 3  1. 7 7 6 0 0 8  3. 6 6 2 9 1 2  2. 0 4 1 6 2 8  1. 7 4 9 8 9 8  2. 5 3 1 9 2 5  5  
2. 6 3 6 5 1 9  2. 3 3 4 4 8 8  2. 9 2 5 4 4 5  2. 9 9 5 4 2 2  2. 2 4 3 1 5 5  2. 3 0 8 2 5 3  1. 3 1 8 9 0 5  3  
2. 9 8 7 4 8 7  2. 8 5 2 5 9 6  2. 4 3 4 1 7 3  2. 4 6 7 2 3 7  1. 8 3 8 2 4 9  2. 7 5 5 1 3 6  1. 3 5 8 2 0 5  2  
0. 8 1 9 0 5  1. 8 2 5 3 9 7  3. 3 4 8 1 6 5  4. 5 2 2 7 9 8  1. 3 5 0 3 0 9  1. 5 9 5 6 1  1. 8 4 8 6 6 5  5  

1. 7 7 4 0 3 8  2. 8 6 2 8 7 7  2. 6 8 5 8 7 4  2. 4 3 5 5 9 6  2. 1 0 7 6 4 9  1. 2 8 0 5 0 6  0. 9 1 0 7 9 7  3  
2. 4 7 1 0 9 6  2. 6 0 4 3 4 2  2. 6 9 1 0 3 4  2. 8 1 7 6 3 6  1. 9 1 9 3 6  2. 0 0 6 9 9 2  1. 1 6 0 1 3 3  3  
3. 0 6 0 0 0 3  2. 3 8 9 6 8 7  3. 9 8 7 3 3 8  3. 6 7 7 6 0 6  1. 3 0 9 7 4 9  0. 3 6 5 4 1 7  0. 6 1 4 4 3 3  3  
3. 2 6 2 9 6 6  3. 3 9 6 5 3 6  4. 4 1 9 3 2  0. 7 2 6 0 9 1  2. 2 4 4 9 4 1  0. 7 2 6 7 1 4  0. 1 2 8 8 0 1  3  
2. 4 9 4 4 1 1  3. 0 1 2 3 4 5  4. 5 5 0 3 6 1  1. 2 2 4 5 7  1. 9 5 0 4 5 4  1. 0 9 0 1 6 7  0. 3 2 2 0 9 2  3  
2. 0 7 9 4 3 3  2. 1 4 2 3 9  3. 4 6 9 3 3 4  1. 0 7 0 2 7 1  2. 4 8 9 1 3 7  1. 9 3 2 3 0 2  0. 4 3 8 5 6 2  3  
2. 2 6 8 4 0 3  1. 8 7 3 6 5 4  4. 2 8 2 9 9 4  1. 3 1 3 8 2 1  1. 4 1 8 5 8 1  2. 4 6 4 5 7 4  0. 2 7 6 1 9 9  3  
3. 0 8 8 0 2  1. 7 4 8 8 2 6  4. 5 6 5 0 2 3  -0. 3 3 5 1 9  2. 0 5 5 9 8 8  2. 0 9 2 3 0 9  0. 2 1 7 9 8 8  3  

2. 7 7 7 4 4 8  1. 0 7 8 5 9 5  4. 1 0 7 2 3  2. 4 5 5 1 1 3  1. 3 9 7 7 9 3  2. 1 3 4 9 5 1  0. 7 4 1 9 3 7  3  
3. 1 0 2 7 5 7  1. 5 9 2 9 2 1  3. 0 5 5 2 1 3  1. 0 5 4 1 6 4  2. 0 0 5 0 6 9  1. 8 7 8 5 9 8  0. 2 1 4 1 4 8  3  
3. 4 7 9 7 5 9  1. 3 3 6 8 7  3. 1 7 4 0 9 4  1. 2 1 9 6  2. 1 7 5 6 8 6  2. 5 1 9 8 5  -0. 0 6 8 2 7  3  
0. 6 2 3 4 5 7  2. 8 4 1 4 0 8  1. 2 9 5 3 8 5  3. 8 5 5 2 0 6  2. 8 3 8 6 3 6  3. 3 5 6 9 0 9  2. 3 5 4 0 4 5  1  
1. 8 4 7 5 7 2  3. 3 5 4 1 9 1  3. 8 6 1 3 4 8  3. 1 0 3 1 0 5  0. 4 0 5 5 0 2  2. 4 6 7 4 5 2  1. 5 5 7 3 3 4  2  
2. 3 2 0 0 6  2. 2 6 6 5 8 2  2. 2 2 0 4 2 8  2. 2 6 4 0 8 5  0. 9 4 0 9 3 6  1. 3 2 7 7 3 9  1. 0 4 1 9 5 9  3  

2. 9 5 9 9 0 3  2. 9 5 2 2 7 2  3. 3 3 1 0 5 7  3. 0 1 2 3 1 9  0. 1 9 2 0 2  1. 6 5 3 3 4 8  0. 0 9 8 4 4 5  2  
1. 7 0 3 6 6 6  4. 8 2 5 6 4 2  2. 8 1 3 7 7  -0. 1 8 7 7 1  1. 2 7 9 5 3 8  0. 1 2 2 4 2 1  0. 4 0 5 7 1 1  3  
0. 4 7 5 1 8 1  2. 0 3 5 3 8  3. 1 2 4 7 5 6  3. 7 9 3 2 1 7  2. 5 2 2 7 4 3  3. 1 4 8 6 2  3. 0 3 5 7 4  5  
2. 2 0 4 7 0 4  4. 6 8 0 7 6 1  3. 3 9 8 5 9 2  -0. 0 6 3 8 7  1. 4 5 9 8 6 2  0. 0 5 6 3 7 1  0. 7 2 9 2 6 4  3  
2. 0 0 2 6 0 7  2. 7 5 5 3 5 3  3. 3 7 6 2 0 9  0. 0 3 6 3 5 1  1. 4 0 7 1 1 3  0. 5 5 5 0 2 3  2. 2 4 7 8 5 9  3  
0. 9 0 7 1 1 9  1. 7 0 8 7 0 6  4. 9 1 2 4 1 6  2. 1 4 0 9 8 8  1. 9 2 2 9 8 5  2. 2 8 9 5 3  1. 1 1 6 4 7 2  4  
1. 8 2 5 8 0 9  2. 1 2 8 2 1 4  4. 7 4 1 4 6 4  0. 1 5 9 7 9 6  1. 6 3 6 2 3 6  2. 0 6 3 1 2 4  0. 3 5 2 3 3 3  3  
0. 1 5 3 6 4 8  2. 8 8 9 4 3 7  2. 8 0 0 6 6 7  0. 3 5 2 7 9 5  2. 0 8 0 9 5  2. 0 8 2 5 5 5  1. 2 3 4 4 6 8  1  
0. 5 8 7 9 9 4  3. 8 6 1 8 7 4  2. 2 6 9 3 6 6  1. 6 8 2 8 4  1. 6 0 5 6 3 7  1. 8 9 4 1 7  0. 8 0 2 8 3 5  1  
1. 0 2 4 5 0 8  3. 6 6 4 6 1 8  2. 8 7 4 2 0 2  0. 6 6 1 8 0 2  1. 5 5 6 2 0 9  1. 2 0 4 3 7 4  0. 1 3 0 6 9 5  3  
0. 2 8 3 0 4 1  3. 8 1 7 6 1 7  2. 2 8 8 0 7 5  1. 9 1 3 8 5 1  1. 8 7 7 9 7 8  1. 8 0 8 8 6 3  1. 8 1 5 7 1 5  1  
0. 3 1 1 8 2 3  3. 2 7 3 9 1 7  2. 5 1 4 1 5  3. 8 1 6 2 1 8  1. 4 5 8 3 1 6  2. 7 6 2 0 3 3  2. 0 4 3 6 9 9  1  
0. 7 1 8 9 4 2  4. 2 5 6 3 4  4. 4 5 9 6 6 8  2. 0 7 2 5 9 9  1. 6 3 8 0 7 5  0. 1 0 0 7 1 6  1. 7 1 6 8 3 9  4  
0. 0 0 8 5 4 5  2. 1 9 5 2 3 7  3. 2 3 4 1 0 8  2. 9 9 6 6 6  2. 5 4 8 5 7 4  1. 6 8 1 7 6 2  2. 1 7 1 5 4 9  1  
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A ut h or:   V er si o n N u m b er:  V 1. 0  
  V er si o n D at e:  1 4 J U L 2 0 2 3  

T e m pl at e N o:  C S _ T P _ B S 0 1 6  R e vi si o n 4  R ef er e n c e:  C S _ WI _ B S 0 0 5  
Eff e cti v e D at e: 0 1 A pr 2 0 1 6  

 
C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

-0. 4 7 1 3 3  4. 2 4 6 0 8 3  1. 5 2 8 6 4 1  2. 3 3 6 4 8 5  0. 7 3 2 9 1 3  3. 6 4 6 7 8 3  -0. 4 1 3 2 1  2  
1. 0 7 7 0 4 8  4. 5 3 0 6 2 2  3. 1 4 1 1 7 2  1. 8 5 1 6 3 4  0. 8 4 5 1 3 1  1. 3 2 2 2 0 1  -0. 0 8 5 8 5  2  
1. 7 0 5 0 6 5  3. 2 3 9 6 8 9  4. 0 5 0 8 7 8  1. 4 0 1 7 4 5  0. 0 4 8 1 9  0. 2 3 8 8 5 6  0. 7 5 8 2 5 4  4  
2. 0 2 5 4 4 7  3. 0 3 3 3 0 7  2. 6 7 5 9 3 3  2. 1 1 3 9 8 3  1. 5 2 9 0 1  0. 9 4 2 6 5 8  2. 1 2 9 1 2 4  3  
0. 2 4 4 7 5 1  4. 0 9 2 0 0 2  3. 4 2 4 9 0 6  1. 3 3 0 8 3 6  2. 2 3 6 1 2 5  0. 8 7 6 3 7 6  0. 4 7 4 3 7 4  4  
0. 1 5 1 1 1 9  2. 9 8 7 5 8  3. 5 6 8 7 5 1  1. 4 5 1 5 6 3  1. 6 5 6 5 2 6  1. 8 0 5 5 9 5  1. 4 6 8 1 6 8  4  
-0. 2 4 3 6 8  2. 7 5 0 3 0 9  3. 5 2 6 5  1. 8 6 0 3 9 5  1. 7 1 5 8 3 4  0. 9 8 7 1 0 4  1. 8 9 5 4 3 6  4  
2. 6 4 8 0 7 4  3. 6 2 1 5 2 9  3. 4 8 6 6 0 6  2. 9 3 3 2 7 9  0. 3 7 3 7 1 8  2. 7 0 9 9 8 6  -0. 2 2 8 0 9  2  
2. 0 6 6 5 8 6  3. 0 6 6 3 1 6  3. 5 8 0 3 3 3  2. 2 4 6 9 0 9  1. 1 8 0 9 4 6  1. 0 5 5 5 3 8  0. 6 5 6 8 0 4  3  
1. 9 4 4 4 2 5  1. 9 9 8 5 5 5  3. 5 6 7 2 9 4  2. 5 9 4 9 3 8  1. 5 3 6 0 4 6  2. 9 7 5 5 0 2  0. 6 1 3 7 3 5  2  
1. 1 2 1 2 7 4  2. 7 2 4 6 6 4  2. 6 3 8 4 1 7  2. 4 8 6 7 6 1  2. 4 3 1 0 1 5  2. 3 8 4 8 4 1  1. 5 6 5 0 1 1  1  
2. 8 5 0 8 1 5  1. 6 5 4 4 5 2  3. 9 9 2 0 9 2  2. 2 6 3 0 6 6  2. 4 1 8 2 3 8  1. 2 7 6 8 6 9  1. 2 2 1 4 9 2  3  
0. 6 8 4 1 7 3  2. 5 9 7 5 5  4. 0 9 3 9 4 5  1. 0 4 6 0 6 4  3. 0 8 3 3 2 7  0. 3 6 2 4 8 3  1. 3 8 2 9 6  4  
0. 1 7 4 2 0 6  3. 4 9 3 5 8 8  3. 3 1 6 3 3 2  1. 8 1 6 6 3 5  2. 9 5 1 7 6 8  0. 9 6 9 1 2 8  0. 7 3 3 6 5 3  1  
1. 8 6 0 8 1 5  1. 6 8 0 1 9 6  2. 4 7 6 9 7 3  1. 9 4 1 2 8 1  1. 7 5 3 7 4 2  1. 3 4 4 0 2 5  1. 4 2 6 3 9 5  3  
1. 7 5 2 0 9 2  2. 0 2 4 1 6 8  2. 6 6 6 4 4  1. 8 9 8 8 0 2  1. 6 5 9 6  1. 2 0 9 5 7 7  1. 4 7 7 2 4 1  3  
1. 3 2 1 3 1 1  2. 0 6 3 3 8 7  2. 1 6 3 4 3 2  2. 9 0 8 8 7 9  1. 3 3 0 9 7 3  1. 8 8 3 6 2  2. 3 6 1 5 3 2  5  
1. 6 4 7 9 4 8  2. 2 7 0 0 7 6  1. 8 6 0 4 1  1. 8 6 7 9 9 9  1. 4 5 4 3 8 6  1. 9 6 9 1 7 9  2. 5 6 8 7 7 4  5  
1. 3 2 5 0 1 9  2. 3 6 1 8 2 9  1. 4 7 8 4 1 2  2. 2 6 6 8 8 7  1. 7 6 4 5 1 8  2. 6 4 2 4 8 4  1. 7 0 2 1 8 6  1  
1. 0 8 8 0 5 5  2. 8 5 6 5 9  2. 2 4 6 9 2 2  2. 8 8 0 2 3 8  1. 5 5 5 6 2 3  1. 0 5 1 0 8 9  1. 8 1 7 4 4 3  1  
1. 0 6 2 7 5 2  2. 8 6 4 6 9 2  2. 0 6 8 0 5  2. 8 5 4 4 0 8  1. 6 4 8 1 3 3  1. 4 1 4 4 3 9  1. 9 4 0 9 0 7  1  
1. 8 9 8 7 4 8  2. 9 3 7 8 0 5  2. 1 4 5 8 2  2. 1 0 8 3 9 9  1. 5 3 3 9 5 8  0. 9 2 6 1 7 1  1. 7 3 4 1 0 7  3  
1. 1 6 4 5 0 5  3. 0 3 9 5 2 8  2. 1 3 2 0 5 3  2. 8 5 5 4 8 4  1. 4 1 6 8 7 1  1. 0 4 3 5  2. 1 5 2 1 2 7  1  
1. 2 1 7 7 2 6  2. 4 5 9 0 6 9  2. 3 6 9 9 3 7  2. 8 9 4 8 5 9  1. 5 9 6 4 4 8  1. 2 9 1 6 5  1. 2 9 4 1 2 7  1  
1. 2 0 5 1 6 9  2. 9 9 5 2 3  2. 2 3 8 9 5 8  2. 6 9 5 2 9  1. 1 0 9 9  1. 6 4 5 4 6 9  0. 9 2 0 8 9 7  2  
2. 2 4 7 6 3 6  1. 5 5 9 8 7 1  2. 3 5 9 8 5 1  2. 3 4 5 9 8 8  0. 7 5 2 4 5  2. 3 2 6 8 3 1  2. 0 1 1 7 7 4  2  
0. 5 1 5 8 0 9  3. 2 0 9 0 1 8  2. 9 7 4 7 7 8  0. 0 8 8 0 3 7  0. 3 5 4 3 9 5  2. 1 8 4 2 6 4  0. 3 7 7 6 6 9  4  
2. 6 6 4 9 1 3  2. 2 5 8 4 4 6  2. 4 5 3 2 6 6  2. 8 3 5 1 3 1  0. 9 4 2 3 6  1. 0 9 3 0 2 9  1. 4 5 0 4 6 2  3  
2. 3 3 2 7 0 2  2. 9 0 4 3 1 4  2. 1 0 2 2 6 3  3. 8 0 9 1 4  4. 4 2 3 8 4 6  2. 5 4 5 8 3 8  2. 1 9 7 8 1  1  
0. 8 5 8 2 7 7  2. 7 8 9 0 3 2  2. 6 7 5 9 5 3  3. 9 7 5 4 7 1  2. 9 4 0 1 9 2  3. 1 9 9 9 2 3  1. 7 5 6 4 9 5  1  
0. 1 3 5 3 2 6  3. 1 3 0 8 1 9  1. 7 8 7 0 7 2  3. 3 2 2 8 5 8  3. 5 6 9 1 7 7  3. 0 6 7 8 2 7  1. 9 0 1 5 7 1  1  
0. 2 1 0 2 7 1  2. 7 1 5 8 1 9  3. 3 3 7 8 3 3  3. 9 4 5 3 2 4  2. 1 1 8 0 8 1  3. 0 8 9 9 3 1  2. 2 9 0 2 7 8  1  
-0. 1 0 6 9 2  3. 3 0 5 0 8 4  3. 8 8 3 7 8 3  3. 7 3 8 7 6 5  2. 2 7 1 6 4 9  1. 0 9 5 5 7 2  2. 3 7 2 0 5 2  4  
2. 9 4 0 5 1 4  2. 0 4 5 5 2 7  1. 6 5 5 6 4 5  3. 3 3 7 9 8 7  2. 3 2 5 9 3 1  1. 9 9 5 3 4 2  2. 5 2 3 6 9 8  5  
0. 0 1 7 0 3 1  3. 4 7 1 1 1 4  2. 7 8 1 5 4 9  3. 4 4 9 2 7 3  3. 0 6 3 4 2 4  1. 9 8 2 6 8 4  2. 8 1 0 3 9 6  1  
0. 2 1 7 0 4 5  3. 1 0 2 4 9 4  2. 2 5 7 0 9 5  3. 7 1 2 2 3 6  3. 2 2 7 4 0 8  2. 4 2 4 9 4 7  2. 7 0 6 7 0 7  1  
1. 1 6 8 3 9 4  3. 1 5 8 3 8 2  2. 3 9 7 0 3 9  2. 8 7 5 7 8 8  3. 1 9 5 2 1 4  1. 6 6 7 2 3 2  2. 2 3 7 0 7 9  1  
2. 1 6 6 3 6 5  2. 3 2 8 8 5 6  3. 4 0 6 5 5 8  3. 8 8 2 2 8 5  2. 3 4 1 7 0 9  1. 6 1 0 2 9 9  1. 9 8 5 1 5 8  5  
1. 2 0 7 2 6 6  3. 7 0 1 2 8 7  3. 5 3 6 2 7 7  2. 4 7 1 5 0 3  2. 4 4 5 3 9 2  1. 4 5 5 1 0 7  1. 9 4 3 8 5  1  
0. 3 5 0 9 6 1  3. 2 1 6 4 5 2  3. 7 5 6 6 0 8  3. 3 6 9 8 9 7  2. 6 3 3 4 6 8  1. 7 1 5 4 1  1. 9 6 8 0 4 4  1  
2. 1 4 2 9 2 4  3. 0 2 1 7 3 6  4. 2 6 5 5 5 2  2. 1 2 0 6 4  0. 2 6 5 9 1 6  2. 9 6 2 1 4 8  1. 4 5 5 1 4 8  2  
0. 3 3 6 6 7  1. 9 4 4 0 7 1  2. 4 5 5 7 9 2  1. 1 1 9 5 9 3  2. 8 0 6 7 3 7  2. 9 5 4 1 4 6  1. 1 9 7 5 2  1  

-0. 3 7 4 5 6  4. 6 8 4 6 7 2  1. 8 5 7 9 9 5  2. 6 7 3 4 3 2  2. 4 3 4 0 9  1. 6 7 5 5 0 7  0. 6 1 5 0 3 4  1  
-0. 4 5 7 6 5  2. 9 5 1 2 4 2  3. 5 7 4 1 3  2. 6 7 3 0 6 4  2. 3 1 0 0 4 9  1. 4 9 4 0 6 8  1. 2 0 4 7 8 5  4  
2. 2 4 1 5 4 3  3. 2 9 5 2 1 9  1. 7 6 1 7 9 5  -0. 4 6 6 7 4  2. 0 6 2 2 0 7  0. 6 5 8 9 5 4  3. 0 8 5 2 0 2  3  
2. 2 7 4 3 5 2  3. 9 0 4 8 7 7  0. 9 6 5 3 8 3  1. 0 9 0 1 0 3  2. 1 7 7 5 3 9  1. 0 0 8 0 2 7  1. 6 1 5 3 0 3  3  
0. 5 4 2 0 8 6  1. 2 4 6 4 0 5  4. 7 7 1 9 5 7  2. 9 3 2 7 0 8  1. 6 2 6 2 5 6  0. 3 5 9 1 3  2. 1 9 5 5 8  4  
1. 4 0 5 1 6 4  4. 0 1 7 4 2 2  2. 5 0 2 0 2 1  2. 6 4 5 7 6 2  2. 1 9 9 2 0 1  0. 9 7 4 8 3 8  1. 1 0 5 4 8 4  1  
1. 5 9 6 4 4 5  2. 8 2 0 4 8 6  2. 3 5 0 9 1 2  1. 4 5 3 8 1 1  3. 0 4 2 0 2 5  1. 6 4 7 3 2 9  1. 9 2 1 8 5 9  1  
-0. 1 0 5 5 2  2. 8 1 8 7 5 9  2. 9 7 1 9 9 6  3. 0 8 0 7 0 8  1. 9 0 7 2 9 7  0. 0 8 3 1 4 7  0. 8 2 3 9 3 6  4  
-0. 3 2 4 8 7  3. 2 6 0 9 0 4  3. 5 3 4 9 9 1  2. 2 5 3 7 8 9  0. 8 4 9 6 9 1  0. 5 1 6 6 7 5  1. 9 6 7 2 8 1  4  
-0. 1 6 8 2  2. 3 5 8 7 5 3  3. 0 8 7 2 2 7  0. 9 8 6 1 2 4  3. 4 3 5 7 4 6  2. 7 7 9 1 9 9  2. 7 2 9 6 0 4  1  

2. 2 4 7 6 4 5  4. 2 8 6 2 1 4  0. 0 1 9 4 4 6  3. 5 8 4 8 5 6  2. 0 6 8 9 1 1  1. 8 6 6 8 7 3  0. 8 0 7 3 4 5  2  
0. 4 7 3 0 2  1. 4 4 6 0 7 7  0. 6 6 3 5 4 2  3. 7 5 0 7 1 5  1. 4 1 4 8 5 9  3. 6 0 5 4 5 8  1. 9 3 9 2 5  1  

-0. 5 9 7 0 1  1. 6 7 5 5 8 5  3. 9 2 5 2 2 4  1. 7 1 6 5 2 9  2. 4 5 9 5 6 4  3. 2 1 9 3 3 8  0. 8 8 0 1 3 6  4  
0. 8 6 1 6 9 8  3. 0 4 0 8 5 7  2. 5 5 3 1 0 8  1. 3 3 6 3 4 6  1. 4 3 5 9 5  1. 1 3 6 4 6 6  0. 6 0 4 0 5 8  4  
0. 9 5 7 1 1 7  2. 7 8 7 0 2 8  3. 6 5 8 1 5 4  0. 8 0 1 2 8 9  -0. 6 1 6 0 2  1. 3 3 0 4 3 1  0. 8 3 5 5 3 7  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 1 2 4 3 0 1  2. 4 2 1 1 0 5  2. 7 0 5 5 3 4  2. 4 6 0 8 0 9  1. 7 9 7 1 8 7  2. 1 8 0 4 8 8  1. 7 5 3 9 4 9  1  
1. 0 0 6 4 7 3  1. 9 9 7 1 7 5  1. 0 2 9 7 4 6  2. 7 9 6 5 4 1  2. 7 7 6 2 6 8  0. 9 8 4 4 1 7  2. 7 7 9 2 1 6  5  
0. 3 6 6 0 5 3  2. 3 2 2 1 6 8  4. 0 6 0 7 8 8  1. 5 5 9 5 2 5  1. 5 1 9 2 0 4  0. 2 5 3 4 9 9  2. 1 6 9 9 3 8  4  
1. 5 8 3 4 2 7  3. 2 7 7 9 6  2. 5 6 2 1 4 8  1. 5 0 7 8 6 4  2. 0 1 4 6 4 5  0. 8 5 2 8 2 5  2. 4 3 9 8 1  3  
0. 7 5 1 1 7 2  3. 4 9 2 4 1 6  4. 4 8 7 1 7 2  2. 5 0 7 8 7 2  1. 8 4 8 0 0 5  0. 4 7 6 0 9 9  2. 1 7 6 7 8 2  4  
0. 8 5 9 5 6 4  2. 1 2 1 9 6 8  3. 5 7 0 6 1  2. 0 7 1 8 6  1. 6 9 4 8 8 5  2. 3 8 1 7 3 9  1. 7 7 1 0 0 4  4  
1. 1 5 0 2 8 1  2. 2 2 9 3 7 5  3. 9 9 3 2 4 7  1. 5 3 8 7 2 6  1. 7 1 3 6 0 9  1. 2 6 3 2 0 8  2. 9 8 4 5 2 9  4  
1. 0 0 9 3 2 9  2. 5 2 3 1 0 4  3. 6 3 2 7 1 1  1. 7 5 1 9 5 3  2. 4 9 7 0 9  0. 7 4 7 8 3 5  1. 9 7 3 8 4 4  4  
0. 8 0 0 0 9 2  2. 3 1 3 6 1 8  1. 9 4 7 5 4 9  2. 1 2 9 7 7 8  2. 7 7 9 5 2 3  2. 7 3 6 5 4 7  1. 2 8 7 0 7 4  1  
0. 5 0 7 8 4 2  2. 1 2 6 1 8 2  3. 7 0 9 3 8 2  2. 0 2 5 1 8 2  2. 0 1 4 4 8 3  2. 4 9 9 4 4 8  1. 9 4 9 5 6 2  4  
1. 7 0 7 6 2 7  1. 7 8 4 6 4 8  3. 4 1 2 4 0 1  2. 0 8 1 6 0 9  1. 5 4 3 8 7 6  1. 9 8 2 3 7 9  2. 2 5 2 0 2 4  5  
1. 5 2 0 2 7 9  2. 0 5 3 0 3 2  3. 1 0 2 3 5 5  2. 3 4 1 0 5 7  1. 5 4 7 8 1 2  1. 0 4 5 7 6 3  2. 0 4 5 4 4 9  5  
2. 0 5 1 1 7 6  1. 7 0 9 7 7 5  3. 4 8 1 1 3 7  1. 3 9 1 4 1 8  1. 7 0 9 2 3 6  1. 6 3 5 4 9 3  3. 7 5 9 3 2 7  5  
0. 9 1 1 1 1 9  1. 7 3 4 9 2 2  3. 4 8 4 6 9 5  1. 9 8 6 0 0 6  2. 1 2 1 0 2 7  3. 0 6 5 7 8 9  1. 9 2 5 3 7 9  1  
1. 4 0 1 2 1 5  1. 5 2 4 1 0 7  2. 9 7 9 9 9 4  1. 9 3 8 8 2 2  2. 0 3 7 4 7 2  0. 8 0 6 4 9 4  2. 6 6 6 5 9 1  5  
1. 0 8 2 5 8 9  1. 5 9 4 2 2 7  3. 4 6 1 0 0 5  1. 8 6 1 1 8 8  2. 0 4 7 4 2 6  1. 8 2 4 0 8 3  2. 2 0 5 3 0 9  5  
0. 7 8 2 2 7 3  1. 5 0 4 9 2 8  3. 9 8 0 1 2 4  1. 1 9 8 7 8 6  2. 1 6 7 9 0 6  1. 9 0 4 6 4 2  2. 4 5 8 1 2 3  4  
1. 1 3 0 0 8 9  1. 6 1 8 1 9 4  3. 5 5 8 4 3 1  1. 8 4 2 3 2  1. 2 2 4 0 0 4  2. 5 1 3 9 4 5  1. 9 6 1 6 0 9  4  
0. 7 7 7 9 5 9  2. 3 3 0 4 4 4  4. 1 3 4 8 3 1  2. 3 0 2 4 8 2  1. 5 7 3 9 2 1  1. 8 9 5 5 7 2  1. 7 8 9 8 6 2  4  
1. 7 0 8 7 6 6  1. 2 9 8 9 4 3  2. 5 6 3 4 4 2  2. 0 5 3 5 1 4  2. 0 9 6 8 8 3  1. 7 2 1 5 3 8  2. 9 2 7 5 1 8  5  
1. 1 5 4 0 6 3  2. 6 8 8 8 7 5  2. 4 2 5 2 4 2  2. 7 1 8 1 4 7  2. 2 5 3 3 4 5  1. 1 5 9 1 3 7  1. 1 9 8 4 4 7  1  
0. 8 0 9 9 9 9  1. 5 9 9 3 0 1  2. 6 1 9 0 8 1  2. 2 4 3 5 0 7  1. 1 9 8 2 3 4  2. 3 7 9 0 6 5  3. 1 1 1 1 2 6  5  
1. 9 8 4 8 2  1. 3 5 6 9 1 9  3. 4 0 1 5 4 7  2. 8 7 0 2 7  2. 8 8 8 6 8 8  0. 9 1 7 6 9 5  1. 5 5 9 0 2 6  5  

2. 6 2 3 0 5 5  0. 0 6 7 9 3 6  2. 5 5 1 4 1 3  1. 7 9 5 4 2 5  2. 4 2 0 0 0 2  0. 6 8 5 1 1 3  3. 0 2 3 3 0 9  5  
0. 1 0 4 5 0 3  0. 9 4 1 9 9 1  2. 7 3 6 1 1 3  4. 9 0 0 3 7 1  2. 2 2 3 8 4 9  2. 1 1 2 6 7 1  1. 5 1 1 1 5 8  5  
1. 3 9 7 3 0 7  0. 3 4 1 3 2 4  2. 8 4 0 6 0 2  2. 2 9 1 8 4  2. 5 0 5 1 8 8  0. 1 6 9 1 1 5  3. 2 5 9 4 9 5  5  
1. 2 7 0 6 2 1  0. 4 9 6 4 6 1  2. 7 4 6 4 5 2  2. 3 1 2 2 4 3  3. 0 4 4 2 9 3  0. 3 0 3 7 4 3  3. 1 7 4 3 7 5  5  
2. 2 7 4 5 6 5  0. 0 0 5 3 6 9  2. 7 6 4 8 4  2. 6 6 2 4 5 2  2. 4 1 4 8 3 8  0. 8 8 7 8 0 9  2. 3 1 0 4 6 9  5  
0. 0 8 6 9 4 2  2. 1 8 0 9 6 3  2. 6 5 9 6 2 7  3. 7 2 3 7 4 5  -0. 4 8 0 8  2. 7 9 4 3 6 5  2. 3 5 8 2 5 4  2  
2. 5 5 4 2 0 1  2. 3 8 2 0 3 8  2. 6 1 3 1 2 8  2. 1 9 7 5 0 7  2. 6 2 2 7 7 3  0. 4 1 7 8 5 7  2. 9 3 7 5 8 8  5  
0. 6 6 5 4 3 7  -0. 1 5 3 0 9  3. 0 1 3 4 9 1  3. 5 9 1 4 0 9  2. 3 9 7 7 5 2  0. 9 1 0 8 1 3  3. 1 9 6 0 6 3  5  
0. 2 1 9 1 3 1  0. 9 8 8 9 4 8  2. 9 4 9 2 4 1  2. 8 3 2 9 3 9  2. 8 1 2 9 3 3  1. 9 3 1 9 0 9  2. 3 3 7 4 2 3  5  
0. 0 8 1 9 1  1. 9 0 4 7 4 8  2. 6 9 7 0 5 7  2. 3 9 5 8 1 4  2. 9 0 9 2 8 1  0. 8 4 9 0 5 6  1. 8 1 6 5 4 3  1  
-0. 5 7 5 7  2. 3 6 4 0 0 9  3. 8 1 2 3 9 7  1. 9 0 3 6 1 9  2. 9 5 2 6 0 5  1. 2 4 6 9 3 4  2. 6 9 9 9 6 5  4  

0. 2 8 1 3 9 5  2. 4 1 2 9 9 8  4. 4 9 1 5 0 6  1. 7 1 7 2 6 4  1. 5 2 7 4 6 5  0. 2 0 0 4 8  1. 7 4 3 1 6 9  4  
-0. 3 7 7 9 2  0. 8 5 3 8 0 2  3. 5 0 0 6 3 5  4. 4 4 7 9 4 4  1. 7 7 0 2 9 3  2. 3 7 6 3 1 9  2. 9 4 5 2 3 9  5  
1. 4 3 1 0 1  1. 7 2 9 3 4 2  2. 2 8 5 2 3 4  3. 5 9 4 5 3 9  2. 1 5 8 4 0 6  1. 4 1 1 6 3  2. 3 5 0 8 3  5  

2. 2 4 2 4 4 8  0. 4 5 2 7 7 6  2. 0 3 0 1 1  2. 1 7 5 2 9 2  2. 9 6 0 9 2 2  0. 8 9 2 2 6 6  3. 4 9 0 9 4 6  5  
0. 7 7 2 2 8 7  1. 0 4 4 5 6 2  4. 0 9 9 4 9 5  2. 0 9 9 7 5 5  2. 3 0 3 2 1 6  -0. 0 7 9 5 7  3. 4 0 8 0 1 3  5  
1. 6 8 7 6 8 3  0. 7 0 5 0 3 4  3. 4 8 3 1 0 6  3. 5 0 2 4 1  0. 0 8 4 6 6 3  1. 2 9 6 5 7 3  1. 3 6 0 6 7 7  4  
0. 0 8 1 5 2  2. 4 9 7 9 8 9  2. 6 3 3 6 0 8  2. 1 0 2 2 8 6  1. 9 9 2 0 3 6  2. 4 0 5 2 8 8  2. 8 5 4 9 2 7  1  

0. 5 6 4 1 4 8  0. 2 9 0 4 5 7  1. 8 5 8 4 8 1  3. 4 5 7 9 6 2  2. 0 4 0 1 5 7  2. 6 2 1 0 5 4  4. 0 9 3 5 3 2  5  
1. 4 3 2 2 6 5  2. 2 1 4 1 3 4  2. 2 8 5 5 7  2. 4 4 7 8 2 8  3. 1 1 4 6 0 9  1. 6 9 7 4 8 8  0. 5 6 0 8 7 1  1  
1. 2 2 9 8 6  4. 2 0 9 6 7 6  4. 1 5 2 3 6 8  1. 6 4 8 8 1 8  2. 4 1 4 8  1. 3 8 0 4 7 2  3. 9 8 2 9 6 4  1  

1. 7 9 8 7 3 3  2. 3 2 1 7 0 7  1. 9 4 4 9 9 9  2. 4 8 4 8 8 4  2. 0 9 7 1 3  2. 4 9 7 0 4 5  3. 9 4 5 0 4 9  5  
1. 5 4 8 9 1 5  2. 9 8 6 2 1  2. 4 1 9 9 0 7  4. 1 6 6 2 2 4  1. 8 8 4 8 8 3  3. 0 0 7 1 7 4  1. 3 5 4 2 4 3  2  
1. 7 3 6 6 9 8  2. 1 0 2 2 2 4  2. 7 8 1 8 7 9  2. 6 2 4 9 3 7  1. 2 8 7 0 7 6  1. 1 5 4 9 4 7  2. 0 6 6 4 7 1  5  
1. 8 4 1 4 6 8  2. 7 7 9 3 6 4  2. 0 1 4 6 1 6  1. 9 5 2 0 2 6  1. 8 6 4 0 2 1  0. 8 3 2 8 7 1  2. 8 3 1 1 1 7  5  
1. 8 5 0 7 8 8  3. 5 5 7 1 8 5  1. 2 4 7 1 1 9  2. 7 6 2 1 9 1  2. 3 6 7 1 3 1  2. 0 7 3 1 8 7  2. 3 3 4 6 5 6  1  
1. 9 8 8 1 1 7  1. 8 4 8 3 7 8  1. 6 1 7 9 7 5  3. 2 3 5 8 0 7  3. 5 6 1 7 4 6  0. 8 4 9 0 0 5  3. 2 8 2 2 5 1  5  
2. 9 6 3 1 9 5  1. 8 7 5 4 3 3  2. 2 9 4 5 8 4  2. 0 9 0 2 0 9  1. 3 7 3 8 0 2  0. 7 7 3 4 4 6  1. 7 3 3 7 8 1  3  
1. 2 8 0 4 5 8  3. 5 7 7 6 8 4  3. 1 8 1 8 6  2. 3 4 4 0 3 5  3. 3 7 4 4 3 1  2. 1 5 4 2 7  2. 7 5 1 2 5 6  1  
0. 8 8 4 1 6 1  5. 7 8 4 6 4 4  3. 5 3 4 2 6 4  1. 8 1 9 4 9 7  2. 3 8 6 3 0 1  3. 7 7 7 4 7  0. 1 4 1 6 8 2  1  
0. 0 7 4 2 5 9  3. 5 7 4 5 2 3  1. 6 1 9 7 8 5  2. 5 3 3 0 9 1  0. 9 8 8 8 4 6  2. 9 0 3 0 2 9  2. 8 2 3 7 1 6  1  
3. 0 4 0 0 4  2. 3 1 4 3 1 8  2. 1 3 1 6 3  1. 6 6 0 2  1. 8 6 8 6 9 1  0. 6 5 1 9 3 6  2. 5 2 7 2 7 7  3  

2. 7 1 7 9 6 1  1. 9 8 1 7 7 7  1. 9 3 8 3 3 6  2. 5 3 0 8 8  2. 2 0 9 9 6  0. 2 2 7 0 4 8  1. 9 2 1 9 4  3  
1. 4 6 9 3 6 3  2. 8 1 8 7 6 1  1. 8 8 4 5 8 2  2. 6 4 8 0 2 1  2. 0 8 9 9 3 9  2. 4 1 0 4 6 1  1. 9 9 6 1 1 8  1  
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2. 7 0 9 6 2 3  2. 4 9 3 8 3 2  1. 0 2 5 7 2 3  2. 4 0 8 4 2 4  3. 0 6 2 1 1 7  3. 4 6 4 0 6  1. 1 0 6 7 1 9  1  
2. 1 6 1 1 4 6  1. 1 7 4 3 7 6  2. 3 1 4 9 6 5  2. 2 5 4 5 3 1  3. 2 3 4 9 0 9  1. 2 9 1 2 4 3  2. 5 2 0 1 5 3  5  
2. 2 8 7 6 0 7  1. 8 3 8 9 3 4  1. 8 1 8 0 1 9  2. 9 2 7 3 6 2  2. 3 6 1 1 2 2  0. 8 6 6 0 9 7  2. 0 3 4 9 2 8  5  
3. 3 5 3 5 9 4  3. 5 5 9 7 0 3  2. 0 4 6 5 8  2. 4 0 6 6 4 3  -0. 5 4 0 4 2  0. 1 9 5 3 1 5  0. 0 2 3 8 3 1  3  
1. 3 9 2 4 9 3  2. 0 7 8 8 2 8  2. 6 0 0 5  1. 8 9 7 8 4 4  2. 8 4 1 2 4  0. 3 8 3 2 4 2  0. 9 4 7 4 9 9  3  
1. 7 2 5 8 9 7  3. 3 3 6 5 5 5  1. 5 0 7 2 9 5  1. 7 4 7 9  3. 5 4 7 6 1  2. 8 5 9 7 5 8  2. 6 0 6 2 4 6  1  

1. 2 2 5 2  3. 2 8 7 4 6 5  2. 2 4 5 3 2 7  2. 2 0 8 7 3 2  1. 4 9 6 2 0 8  2. 9 7 5 4 9 5  2. 7 5 3 5 2 9  1  
1. 5 1 8 1 0 2  2. 0 1 0 5 4 3  2. 1 7 3 4 4 6  2. 2 9 9 9 2 8  2. 4 5 5 0 9  2. 8 3 9 3 6 8  2. 8 5 9 9 4 3  5  
1. 2 8 9 5 8 8  3. 3 8 6 3 0 2  4. 2 1 1 4 1 3  2. 1 5 4 5 3 1  1. 3 0 3 0 9 4  0. 4 8 1 7 5 6  2. 9 6 4 0 3 9  4  
1. 0 1 2 4 3 9  4. 3 8 4 0 1 4  3. 3 5 4 2 3  2. 8 7 9 8 9 2  0. 9 1 1 9 6 8  4. 2 3 6 6 9 5  1. 9 3 8 8 9 6  2  
-0. 1 8 3 1 3  2. 3 3 2 9 5 3  2. 8 1 7 4 5 5  2. 9 9 1 6 7 4  1. 4 1 3 4 0 7  2. 4 6 9 9 9 7  1. 7 5 1 6 4 5  1  
-0. 5 0 8 2 4  2. 8 5 1 9 6 8  3. 0 7 8 2 9 9  3. 0 1 7 8 9 3  1. 5 1 1 1 5 7  3. 2 0 4 0 6 9  1. 4 5 2 3 3 6  1  
2. 0 1 5 3 0 6  1. 8 9 2 6 8 4  3. 1 2 2 0 8 5  2. 0 0 5 0 0 2  1. 2 8 2 9 5  1. 4 3 1 3 0 5  2. 2 5 2 7 9 5  3  
1. 8 1 0 4 0 5  2. 3 1 3 1 7 9  2. 7 1 9 9 8 5  2. 2 8 9 2 9 9  1. 4 3 3 0 4 5  1. 9 9 5 6 9 1  2. 2 7 9 7 4 8  5  
-0. 3 6 4 1 7  2. 4 4 1 5 3 4  4. 7 4 1 2 0 4  2. 0 2 9 9 0 3  2. 1 7 9 0 4 1  1. 5 6 0 3 1 3  1. 3 4 4 0 5 2  4  
1. 6 1 2 2 2 8  3. 3 9 8 6 5  3. 7 7 1 5 1 1  2. 5 2 3 2 3 5  1. 7 9 8 7 5 1  1. 3 3 8 7 9 7  1. 6 3 8 5 8 9  4  
0. 4 9 8 3 2 9  2. 0 2 8 3 5 2  3. 8 0 6 7 9  2. 2 4 2 8 9 3  1. 0 2 1 4 5 9  2. 3 8 8 7 3 7  1. 1 7 5 9 3 5  4  
-0. 1 8 4 3 4  2. 3 7 3 1 6 9  3. 6 9 0 5 0 9  2. 5 5 9 5 8 9  2. 1 0 6 6 7 5  1. 8 9 0 0 7 6  2. 1 4 9 5 9 3  4  
1. 5 2 1 2 3 8  2. 1 1 9 7 0 7  2. 9 6 3 2 9 4  1. 8 0 0 3 8 9  1. 5 6 6 1 1 9  1. 9 5 8 1 8 1  0. 7 5 8 3 8 6  3  
3. 7 4 7 6 5 9  1. 2 2 7 0 6 5  2. 8 6 1 7 0 3  2. 4 3 4 0 9 8  1. 4 4 3 7 9 8  2. 7 8 1 3 1 4  2. 5 9 7 3 9 3  5  

-0. 4 8 2 3  1. 9 0 7 9 3  3. 3 7 3 9 6 7  2. 8 7 8 1 7 8  2. 0 0 4 7 2 3  3. 4 0 4 7 8  2. 3 3 2 9 8 5  1  
0. 8 9 9 9 0 4  4. 3 7 7 0 7 8  2. 2 7 6 7 5 9  2. 4 8 7 4 0 3  0. 1 8 4 4 7 1  1. 7 6 1 1 3 9  0. 6 8 5 2 8 8  2  
1. 8 0 1 5 1 6  3. 0 1 9 1 3 1  3. 0 6 0 3 0 7  2. 4 3 1 6 2 5  1. 4 0 9 7 3 8  1. 4 9 0 5 9 9  0. 4 2 8 9 1 1  2  
0. 5 2 4 1 4 9  2. 6 3 3 7 9 8  3. 7 9 6 8 1 5  1. 6 4 4 1 6 9  0. 6 6 7 0 3 8  1. 2 6 5 1 4 6  1. 8 3 6 0 8 7  4  
2. 8 3 2 4 4 6  3. 1 7 0 7 8 5  1. 7 5 9 9 0 3  1. 9 6 1 7 2 3  1. 4 4 4 2 8 6  1. 8 2 3 1 1 2  1. 1 0 5 7 7 8  3  
-0. 0 7 6 3 4  2. 2 2 4 6 8 5  3. 7 7 4 8 9 8  3. 0 3 1 9 7 5  -0. 1 9 1 5  1. 9 1 7 3 3 1  1. 7 1 4 6 4 4  4  
-0. 0 0 8 9 6  3. 6 8 3 8 1 8  3. 3 5 6 3 9 2  2. 3 0 8 6 1 2  1. 3 0 7 7 8 9  3. 6 7 7 8 1 8  0. 3 2 3 8 9 2  2  
1. 7 5 6 6 4 5  2. 9 4 9 4 7  3. 1 0 7 8 0 9  2. 8 8 8 3 3 8  0. 8 2 2 7 0 9  3. 9 5 9 1 6 6  1. 2 7 1 9 4 9  2  
2. 1 3 2 1 3 2  2. 0 3 8 6 7 1  2. 9 3 8 4 5 6  2. 0 7 7 3 0 5  1. 0 1 6 5 3 8  1. 6 9 2 2 6 8  1. 8 6 7 3 7 4  3  
2. 0 2 7 8 0 1  2. 0 9 0 6 6 6  3. 0 4 4 9 6 7  2. 3 9 1 9 2 1  1. 4 6 6 1 5 7  2. 9 9 9 3 7 8  1. 4 5 1 4 2 8  2  
2. 3 6 5 4 3 4  0. 8 8 1 9 4 8  2. 9 0 9 2 1 1  2. 8 7 4 9 8 3  1. 9 7 0 8 9 8  2. 3 6 4 9 6 9  2. 7 1 9 8 1 3  5  
1. 9 5 1 1 0 6  1. 4 1 7 0 4 7  3. 4 9 9 0 1 5  3. 2 7 4 4 5 2  1. 0 5 7 2 9 7  1. 3 6 0 3 5 5  2. 5 4 6 0 4  5  
1. 1 5 5 8 1 6  1. 6 4 8 8 2 7  3. 1 3 6 1 4 4  3. 2 3 1 0 9 5  1. 4 7 9 9 3 5  2. 6 1 2 7 7  2. 3 6 9 6 4 7  5  
1. 7 7 1 1 9 5  1. 9 7 8 2 6 6  2. 4 6 8 3 9 2  2. 8 4 9 7 7 8  1. 9 5 2 4 6 8  2. 6 3 7 1 8 6  2. 5 3 9 5 6 6  5  
2. 1 7 5 5 7 7  0. 9 5 7 8 7 8  1. 7 4 9 7 3 3  4. 3 1 8 9 3 5  2. 4 0 8 9 9 2  2. 3 4 7 0 5 1  3. 0 8 3 7 4 1  5  
1. 7 3 0 5 7 4  1. 4 6 0 4 3 6  2. 3 5 5 9 2 7  2. 8 0 1 0 3 6  2. 4 5 8 1 7 2  2. 8 0 5 6 5 7  3. 0 3 7 7 2 3  5  
1. 6 2 5 8 1 1  1. 1 2 3 8 7 9  2. 5 5 5 1 7 3  2. 9 8 8 3 4  1. 9 3 2 0 3 5  2. 5 9 8 8 7 5  3. 1 0 7 2 2 3  5  
1. 3 0 0 3 3 8  1. 2 7 3 4 7  2. 8 6 3 8 8 9  2. 6 7 0 2 5 1  2. 7 8 8 4 9 5  2. 0 0 9 8 6 7  4. 1 4 4 2 1 1  5  
1. 0 5 8 6 1 8  1. 6 4 0 8 8 6  3. 1 4 4 5 5  3. 1 5 5 4 3 6  1. 5 9 7 8 0 2  1. 7 5 4 5 7 1  2. 8 5 8 8 3 1  5  
1. 7 1 4 2 9 2  1. 1 9 8 5 9 2  2. 3 6 1 8 3 2  3. 6 5 5 1 2 1  2. 9 1 1 2 9 4  2. 1 9 0 2 5 1  2. 9 6 8 6 2 9  5  
1. 2 4 0 0 1 1  1. 5 0 9 9 9 1  2. 9 8 4 0 5 7  1. 2 8 6 5 6 9  2. 7 0 8 6 0 8  1. 8 5 5 3 3 2  3. 9 6 7 6 4 5  5  
1. 1 5 2 6 7 2  1. 7 6 4 4 6 1  2. 5 7 6 4 7 2  2. 8 8 9 2 7 9  2. 7 2 1 7 0 1  1. 6 9 5 3 2 6  2. 6 0 6 2 4 5  5  
1. 2 5 5 7 0 9  1. 3 5 5 8 4 9  2. 5 2 1 3 8 5  2. 8 5 6 8 5 4  2. 5 9 7 1 0 4  1. 8 7 6 4 2 6  3. 2 0 7 6 6 6  5  
0. 7 4 1 5 6  1. 5 7 5 8 8 7  3. 5 7 3 9 6 2  3. 4 3 8 6 0 6  3. 0 7 5 3 0 8  2. 4 0 6 5 9 8  2. 8 4 8 0 8 3  5  

1. 4 8 7 3 8 9  2. 0 8 3 2 6 4  1. 8 7 7 6 4 3  2. 6 1 0 2 3 3  2. 5 8 0 9 7 7  2. 7 3 4 6 9 4  3. 2 2 1 0 4 2  5  
1. 0 2 4 0 2  0. 6 6 6 8 4 9  3. 2 0 0 5 1 5  3. 9 6 7 0 6 7  2. 6 7 9 3 6 6  2. 3 7 4 6 6 5  3. 8 6 5 0 7 9  5  

0. 9 0 4 6 7 2  0. 7 3 8 2 3 2  2. 4 9 0 6 5 6  2. 4 0 3 0 9 5  2. 3 1 0 9  1. 9 8 1 7 8 1  2. 5 0 3 5 4 3  5  
1. 9 7 0 2 3  1. 7 6 4 4 9 6  2. 4 2 2 6 8 1  3. 9 3 6 4 6 7  1. 9 3 9 5 4 8  2. 5 1 2 5 7 6  3. 9 0 1 4 7 6  5  

2. 6 7 6 3 3 1  1. 0 8 3 5 6  3. 4 1 3 5 5  3. 3 3 5 4 1  0. 6 9 8 1 0 2  2. 5 1 9 9 3 1  3. 2 8 7 9 8 6  5  
2. 6 1 4 4 6 2  4. 7 7 5 0 6 2  3. 7 9 3 5 5 7  -0. 1 9 9 1 7  -0. 9 8 1  0. 0 9 3 1 2  1. 2 5 2 9 7 3  3  
0. 0 9 2 5 2 9  2. 2 1 3 8 6 1  1. 6 6 6 8 9 1  3. 1 4 1 2 6 4  2. 5 9 1 6 9 8  3. 0 1 2 3 1 5  1. 8 8 4 5 1 5  1  
0. 6 2 0 2 1  3. 5 0 4 9 3 1  2. 6 3 0 8 0 1  1. 9 6 5 3 0 1  1. 7 3 7 0 8 3  2. 3 3 5 8 6 4  1. 0 3 5 2 8 1  1  

-0. 1 0 8 8 9  2. 9 7 0 3 8 7  2. 0 7 7 2 0 7  2. 4 8 3 2 1 7  2. 6 7 4 5 4  2. 8 1 0 8 4 4  2. 1 2 5 5 1 1  1  
-0. 2 8 4 9 4  2. 8 6 2 4 0 8  4. 9 4 8 8 3 1  1. 4 7 5 1 5 6  1. 2 7 3 0 3 9  0. 0 2 4 3 2 5  2. 1 8 8 3 0 1  4  
0. 1 4 1 2 2 9  1. 8 2 6 1 7 5  2. 5 7 9 0 6  3. 8 2 5 4 0 5  2. 3 3 1 3 3 8  2. 1 7 8 2 8 2  3. 7 3 3 6 5 1  5  
-0. 2 7 3 9 3  1. 7 9 8 1 6 4  2. 2 8 1 0 9 6  1. 0 9 6 0 7 7  3. 4 0 5 1 6 3  2. 2 2 1 1 2  2. 3 6 8 5 9 9  1  
1. 8 8 9 1 1 8  2. 1 9 7 4 1 6  2. 6 6 2 5 5 6  0. 9 3 8 2 9 1  1. 4 5 7 7 8  1. 7 6 8 6 3 3  1. 8 5 0 1 0 4  3  
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2. 0 2 6 8 0 9  1. 4 3 3 3 3  2. 8 5 2 5 7 8  2. 0 6 2 3 8 1  2. 4 9 4 4 0 2  2. 5 1 0 1 3 4  1. 0 0 3 4 1 8  3  
0. 4 5 4 7  1. 8 2 2 8 7 3  1. 6 4 2 9 9 4  1. 6 4 8 9 9 4  2. 4 6 5 0 9 7  2. 3 0 7 4 0 6  2. 2 6 0 0 7 2  1  

1. 1 8 0 5 7 4  1. 9 7 9 4 5 6  2. 1 9 0 5 9 9  0. 6 3 8 0 9 7  1. 8 2 2 1 7 1  1. 6 8 4 5 3 8  1. 9 7 6 4 9 9  1  
-0. 1 5 3 7 6  2. 1 1 3 9 6 3  2. 7 5 5 8 6 1  2. 3 1 1 0 1  2. 4 1 7 0 0 9  2. 1 5 1 0 4 2  2. 1 5 5 6 3 8  1  
2. 9 3 7 3 2 7  0. 5 5 9 0 1 9  3. 2 9 3 0 3 5  1. 7 0 5 6 8 3  1. 7 5 5 5 1 5  1. 5 3 7 8 8 2  2. 3 6 2 8 3 1  5  
0. 3 5 6 6 6 1  2. 2 1 2 5 9 5  2. 0 8 4 0 1 2  1. 9 4 2 3 9 1  2. 0 1 2 9 2 3  1. 7 7 3 3 7  1. 4 9 2 6 3 9  1  
1. 2 5 7 3 3 7  1. 7 0 8 0 0 1  1. 8 0 6 1 2 4  1. 8 4 3 7 8 7  2. 2 8 0 7 9 5  1. 9 6 7 7 9 1  2. 4 8 6 7 5 9  5  
1. 3 0 2 1 7 5  2. 2 9 2 1 1 7  3. 2 7 5 3 2  2. 3 0 9 3 5 7  0. 8 2 8 2 8 5  1. 9 5 2 8 3 3  1. 7 8 3 6 7 5  4  
1. 7 1 4 5 6 6  2. 8 6 6 1 7 4  2. 6 1 4 9 2 7  1. 1 6 5 5 6 9  2. 3 4 6 4 4 3  -0. 4 6 2 0 7  1. 5 8 0 0 5 6  3  
2. 3 3 6 7 7 2  1. 8 2 0 0 6 6  2. 1 0 7 8 1 8  2. 7 7 8 1 2 2  2. 0 2 8 9 8 8  1. 7 2 9 2 0 1  2. 6 4 4 0 7 1  5  

-0. 5 3 1  1. 9 0 5 6 2 6  2. 6 6 3 7 4 9  4. 2 8 8 3 5 7  2. 3 0 8 7 3 6  3. 0 8 9 6 2 5  4. 7 0 7 1 7 3  5  
1. 9 5 5 0 9 7  2. 7 5 5 9 5  1. 7 2 0 1 0 4  1. 4 8 5 4 2 5  2. 4 3 9 2 1 5  0. 3 8 3 8 2 9  2. 1 5 0 1 0 9  3  
0. 4 2 4 3 7 1  2. 7 7 5 6 2 8  2. 6 1 8 7 4 7  3. 1 0 5 3 6 7  1. 2 9 1 9 4 2  1. 3 8 5 7 3 9  1. 8 1 4 5 3 5  1  
2. 6 8 2 8 1 8  1. 9 7 5 0 1 8  3. 0 9 1 6 9 3  2. 3 5 9 6 2 4  2. 0 7 7 2 2 4  1. 0 5 8 9 8 7  2. 1 8 9 5 2 6  3  
1. 6 4 0 2 9 1  2. 2 0 1 2 6 9  3. 6 8 6 2 7 9  2. 4 9 3 9 6 8  3. 0 2 7 8 2 8  0. 3 8 3 3 3 4  1. 9 5 0 1 1 4  5  
1. 9 6 2 2 9 8  2. 5 4 3 2 3 9  1. 4 7 8 0 7 8  2. 8 3 9 6 8 1  0. 8 8 0 4 1 2  1. 9 6 4 1 1 7  2. 5 2 4 7 5 5  2  
1. 5 1 8 6 5 9  3. 1 9 2 8 0 9  2. 6 9 7 4 1 2  1. 9 0 5 1 3 7  2. 5 9 7 9 3 2  -0. 1 5 9 5 4  2. 2 3 2 0 7  3  
1. 8 3 4 2 7 5  1. 6 8 7 7 9 2  3. 8 0 3 7 4 7  2. 3 9 9 9 1 6  1. 4 3 3 6 4 4  0. 5 6 2 5 7 8  1. 0 2 5 6 0 9  4  
1. 5 4 0 2 7 2  1. 9 8 3 6 2 6  2. 9 5 6 7 1 7  3. 3 9 4 0 2 1  1. 8 0 0 0 5 1  1. 6 7 7 7 3 8  0. 6 6 2 1 1 7  2  
1. 5 0 9 9 8 1  2. 6 4 2 6 6 9  3. 1 1 6 7 9 4  1. 5 4 9 8 5 9  1. 9 3 8 7 1 1  1. 8 5 5 6 4 6  1. 9 5 4 8 1 9  3  
2. 1 3 4 2 9 6  1. 9 0 7 7 7 3  2. 6 9 0 5 5 3  3. 2 3 4 9 5  1. 4 9 5 1 5 8  0. 7 7 5 1 2 4  1. 6 1 9 3 4 2  3  
0. 4 2 7 5 1 2  2. 9 8 7 2 5 3  2. 5 6 1 9 3 7  2. 2 7 0 9 9  1. 3 8 4 5  2. 1 1 4 7 2 1  0. 5 6 5 1 1 8  1  
1. 4 6 6 7 0 2  2. 3 0 1 8 3 5  2. 3 7 3 0 8  2. 5 9 9 0 4 8  2. 2 5 4 7 1 2  1. 4 0 7 7 3 1  1. 8 1 3 7 4 3  1  
1. 0 2 7 5 5 2  1. 9 2 3 3 1 8  3. 1 5 6 6 8  3. 2 9 8 8 3 9  1. 7 2 1 1 7 5  1. 3 4 4 6 8 7  1. 4 6 1 9 2 6  4  
2. 9 2 5 2 7 9  2. 1 5 1 2 0 5  3. 2 5 2 4 0 1  2. 1 4 8 9 8 7  1. 7 8 7 0 4 3  1. 1 3 9 8 3 4  1. 4 0 6 6 0 4  3  
1. 8 0 3 6 1 5  0. 8 9 7 0 5 5  2. 3 8 1 7 2 4  4. 0 2 7 3 1 9  0. 6 1 2 2 8 6  2. 1 0 2 6 2 2  0. 4 9 7 5 3 9  2  
0. 5 0 1 0 3 5  1. 5 9 4 7 2 7  3. 7 4 8 3 1 8  3. 2 0 2 1 2 6  2. 7 1 7 8 3 7  1. 2 1 7 4 2 2  2. 0 0 5 6  5  
1. 1 3 5 9 1 3  2. 4 6 0 1 3  2. 6 9 9 9 1 8  2. 0 4 0 3 4 6  1. 0 5 6 0 4  2. 4 0 8 5 5  1. 4 3 7 5 4 5  2  
1. 4 7 7 2 9  1. 5 7 6 5 5 5  2. 7 6 6 0 5 3  2. 4 8 6 8 9 3  3. 0 8 8 3 8 2  0. 2 3 8 3 4 5  2. 2 8 8 5 1 4  5  

2. 3 2 2 1 0 9  1. 8 9 0 3  1. 8 5 6 8 5 3  3. 0 4 3 6 6 9  1. 4 4 8 8 2 4  1. 8 5 4 4 2 5  2. 2 9 2 0 2 2  5  
0. 9 4 3 9 7 9  2. 8 6 5 4 4 5  2. 3 3 4 7 5 5  2. 3 6 1 2 9 9  1. 8 4 4 5 3  1. 5 7 9 7 4  1. 4 5 5 6 3 3  1  
1. 0 9 4 4 1  2. 6 1 9 7 2  2. 5 7 0 2 0 2  2. 2 6 6 8 1 3  0. 8 2 2 9 1 9  1. 0 0 6 5 1 1  1. 1 3 7 5 2 8  4  

1. 4 4 6 5 5 8  2. 8 9 4 1 7 3  3. 7 2 0 8 2 2  2. 3 1 2 9 5 9  2. 5 7 3 7 2 9  1. 2 4 2 1 6 4  1. 4 1 0 2 3 7  4  
0. 7 3 6 8 8 1  2. 0 7 3 2 7  3. 9 0 6 5 5 4  3. 0 6 3 9 9 8  1. 8 8 1 0 5 1  1. 3 6 9 8 8 1  0. 1 6 0 2 6 1  4  
0. 6 6 5 2 3 4  2. 1 8 3 0 4 3  2. 9 4 1 3 7 4  2. 9 9 5 2 1 4  1. 1 4 1 2 6  3. 1 3 9 7 0 9  0. 6 7 0 7 8 3  2  
1. 4 3 1 2 0 9  2. 1 0 2 4 4 7  2. 8 7 7 0 8 9  3. 2 7 2 3 8 3  1. 5 2 8 0 6 3  1. 6 6 7 4 4 4  0. 5 9 7 3 4 5  2  
0. 4 8 8 0 5  2. 1 9 9 4 6 2  2. 7 9 1 7 4 8  3. 0 5 3 4 7 7  1. 2 1 8 6 9 3  3. 2 4 1 7 4 3  0. 8 1 8 3 5  2  

1. 7 2 9 0 3 5  2. 6 0 8 8 7  2. 3 8 2 8 7 4  2. 9 4 6 1 7 9  1. 1 5 4 2 1 6  2. 5 3 9 6 3 1  0. 7 0 5 1 8 8  2  
0. 9 2 3 9 8 2  2. 0 9 8 4 1  3. 1 3 4 9 7 3  3. 0 4 9 0 3 5  1. 5 7 7 6 0 2  2. 2 2 6 7 5 2  0. 5 6 2 9 6 8  2  
0. 4 7 3 3 9 3  1. 8 2 3 6 3 4  2. 6 0 3 8 3 2  3. 2 4 4 8 7 6  2. 4 7 2 7 8 5  2. 3 8 8 3 2 3  0. 7 0 3 3 5  1  
0. 6 4 3 7 1 8  3. 1 6 2 3 4 1  2. 6 2 8 6 8 7  3. 1 2 4 5 8 3  0. 6 9 7 3 1 5  3. 4 8 9 0 7 9  0. 4 4 4 2 8 1  2  
1. 2 3 1 5 9 8  1. 4 8 9 9 2 5  2. 5 7 5 6 0 1  2. 9 5 6 3 2 3  1. 3 9 3 6 9 2  3. 0 5 6 4 9 8  2. 4 1 9 7 7 7  5  
0. 8 8 5 3 1 3  3. 6 0 4 6 9 3  2. 3 3 4 1 5 7  2. 9 0 7 1 4 5  1. 7 8 3 1 8 9  2. 3 8 3 1 8 9  0. 4 7 3 8 7 9  2  
1. 4 8 6 6 6 3  2. 3 8 2 5 5 7  2. 5 2 1 4 5 4  3. 4 0 5 3 0 4  0. 1 2 2 1 6 5  2. 4 5 8 2 4 2  1. 8 9 7 7 7 9  2  
1. 3 0 5 7 4 6  2. 5 3 6 7 0 6  2. 5 0 3 1 0 3  2. 7 2 6 2 7 9  1. 3 7 0 3 7 1  2. 2 7 1 8 9 7  0. 7 6 0 1 8 1  2  
-0. 1 2 1 2 8  2. 9 3 1 5 5 4  2. 9 8 5 7 8 9  3. 4 4 8 8 5 4  2. 3 7 3 7 5 7  3. 0 7 4 8  0. 7 5 0 2 1 4  1  
-0. 3 6 5 1  3. 2 9 0 1 1  2. 8 7 0 1 4 9  3. 0 1 4 1 7 2  0. 7 9 0 5 1 7  3. 2 3 1 8 4 5  1. 2 1 6 3 8 4  1  

1. 3 1 0 9 0 1  2. 9 0 5 6 5 6  3. 2 0 6 5 1 4  2. 7 4 5 5 1 7  2. 3 0 8 9 3 8  2. 3 2 8 8 4 1  1. 6 0 8 6 8  1  
0. 8 1 9 2  2. 0 5 8 6 9 6  3. 3 1 1 6 2 1  2. 9 1 0 8 7 5  2. 0 6 3 9 9 7  2. 2 0 2 4 7  1. 5 2 9 9 2 2  1  

1. 5 7 9 8 4 4  2. 3 1 6 9 1  1. 7 6 4 5 1 9  2. 7 0 0 3 9 9  1. 4 7 5 3 0 3  3. 3 3 8 3 8 8  1. 7 9 9 5 8 8  2  
1. 6 5 0 6 5 1  1. 1 7 2 3 5 3  2. 2 5 3 3 5  2. 3 3 6 5 3 7  1. 4 0 9 9 2  2. 0 9 1 1 4 2  1. 8 4 0 5 6 5  5  
2. 4 0 0 3 2 3  0. 6 1 0 9 4 5  2. 1 4 5 2 1 3  1. 8 1 4 2 6 1  2. 1 5 6 2 6 1  2. 5 9 4 1 3 7  1. 9 8 9 3 0 1  5  
1. 3 3 7 0 7 2  1. 7 8 7 4 1 1  2. 4 3 5 0 3 6  2. 1 8 0 7 2 7  1. 4 7 6 4 2 3  1. 7 0 3 3 5 1  2. 3 9 0 1 6 1  5  
1. 3 3 4 3 1 4  3. 4 9 3 1 8 8  3. 2 0 3 0 9 5  0. 7 3 9 2 3 2  2. 7 5 2 4 7 1  1. 5 7 7 1 5 4  1. 5 0 6 4 0 9  3  
2. 3 9 5 6 6 4  1. 7 8 4 8 9 2  2. 9 9 0 8 3 2  1. 5 9 7 8 0 1  3. 4 5 4 4 0 5  1. 4 3 1 8 3 4  2. 2 2 1 2 3 8  5  
2. 8 3 4 3 7 6  1. 3 7 2 2 0 8  2. 4 6 7 7 1 6  1. 4 8 7 5 5 8  2. 4 2 2 6 8 8  2. 1 7 8 1 5 3  2. 2 9 2 6 6 4  5  
1. 2 7 1 0 1 3  2. 1 9 0 3 2 3  2. 0 2 5 8 2  1. 8 5 4 0 6 1  2. 4 6 6 3 9 1  2. 4 2 3 0 6 9  2. 7 2 5 9 6 1  1  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 1 2 9 4 9 1  1. 9 4 4 9 9 3  3. 6 2 7 9 6 8  1. 6 8 9 9 5 7  1. 3 8 2 2 0 3  2. 0 6 3 1 0 5  2. 3 7 6 6 6 8  4  
0. 9 1 5 9 7 2  2. 0 3 6 5 8 7  2. 3 9 0 1 7 7  2. 8 1 2 8 9 3  1. 8 6 5 7 0 5  1. 9 9 6 4 4 4  1. 4 8 2 8 5 8  1  
-0. 2 9 1 8 3  2. 2 5 4 9 8 7  2. 8 2 9 6 8 4  2. 3 0 0 6 4 7  0. 7 4 7 4 3 8  3. 2 5 9 1 1 4  1. 7 4 4 4 9 7  1  
0. 2 3 4 8 2 3  3. 9 8 4 3 3 4  2. 7 0 9 3 3 8  3. 5 8 3 0 3 5  0. 0 6 2 9 6  3. 2 8 8 9 8 8  0. 7 1 7 4 5 2  2  
-0. 0 3 2 7 9  1. 9 5 6 2 3 4  3. 7 3 3 3 7  2. 4 2 4 7 7  1. 5 1 2 8 7  1. 4 9 6 1 7 5  2. 2 4 3 6 5  4  
-0. 2 2 3 7 4  3. 9 5 4 4 6 5  4. 1 4 7 6 4 8  3. 0 0 0 3 4 2  2. 0 9 5 8 9 3  1. 3 7 5 3 6 7  0. 1 7 4 0 5 8  4  
4. 4 4 6 4 5 2  3. 1 1 2 1 4 6  3. 8 3 4 2 1 3  -0. 5 6 4 4 8  2. 3 2 2 3 3 5  0. 0 8 1 0 9 4  0. 8 1 5 2 7 4  3  
0. 2 5 4 1 9 5  2. 2 1 9 4 8 7  2. 3 4 7 9 6 1  1. 5 9 8 5  2. 9 3 9 9 9 6  1. 6 1 9 1 4 8  2. 0 0 3 3 4 7  1  
0. 7 2 2 0 6 6  1. 8 4 3 5 1  3. 4 3 9 1 0 9  3. 0 2 8 9 1 1  0. 8 5 8 4 1 3  2. 8 2 0 3 4 6  2. 0 5 5 3 2 5  4  
-0. 2 7 7 8 6  1. 6 2 1 3 9 8  3. 8 1 0 6 2 8  3. 4 9 3 5 4 9  1. 6 1 9 3 1  2. 3 8 8 2 9 1  1. 9 5 9 4 3 9  4  
1. 9 5 7 6 3  2. 2 4 3 6 6 5  2. 4 1 9 9 4 1  1. 5 5 0 2 5 6  2. 3 3 9 1 8 5  1. 5 2 6 5 0 4  0. 8 7 8 6 7  3  

-0. 1 7 7 1 2  3. 6 7 9 9 3 1  2. 0 2 7 2 7 5  3. 4 3 8 9 4 9  1. 2 2 7 5 4 9  4. 3 4 6 6 5 5  0. 5 6 5 9 5 3  2  
-0. 5 2 0 1 6  2. 6 4 4 4 7 4  4. 9 8 5 0 6 7  2. 7 7 7 5 7 5  2. 1 2 9 8 5 7  1. 6 0 3 1 6 3  1. 3 2 2  4  
0. 1 3 9 0 9 3  3. 0 7 7 5 5 1  3. 1 5 5 3 1 7  1. 8 4 6 9 9  1. 5 4 4 9 1 6  0. 9 0 9 7 2 7  2. 2 5 5 9 7 4  4  
-0. 2 9 7 4 5  3. 9 2 4 3 7 1  3. 4 2 7 0 8 6  2. 8 1 4 3 1 5  -0. 3 4 2 5 2  2. 5 2 2 7 5  -0. 1 2 3 7 1  2  
1. 1 9 7 7 5 1  1. 1 3 9 7 6 5  2. 9 5 9 8 0 2  3. 7 2 4 4 4 8  2. 0 0 3 6 8  1. 8 7 0 3 3 5  3. 2 4 8 7 8 1  5  
-0. 5 5 2 6 3  2. 8 5 0 4 5 1  3. 6 0 3 6 3 7  2. 1 5 9 7 4 2  1. 6 1 1 8 2  3. 1 3 1 1 4 1  2. 2 1 7 5 3  1  
-0. 0 9 9 2 3  3. 1 4 7 9 3 2  3. 5 1 5 2 1 5  1. 3 0 0 0 2 5  2. 0 2 3 9 5 2  0. 3 4 1 1 0 2  1. 1 4 7 1 8 7  4  
1. 4 8 2 1 7 1  0. 5 9 8 1 1 8  4. 5 2 4 7 6 3  2. 4 9 5 5 2 4  1. 9 2 0 7 5 5  1. 0 1 6 5 2 2  1. 7 5 2 8 4 7  4  
0. 4 3 5 8 0 3  0. 0 3 0 0 4 9  2. 9 9 5 2 5  5. 2 1 2 4 5 6  3. 6 0 0 6 9 6  2. 2 7 8 5 7 8  3. 0 5 1 6 2 5  5  
0. 8 9 6 9 8 6  2. 1 2 3 5 5 5  1. 9 5 6 0 4 8  3. 4 8 3 7 6 3  3. 2 7 3 5 2 5  1. 4 5 0 8 5 5  1. 9 9 5 6 6 1  1  
1. 7 2 7 3 0 7  1. 3 1 4 1 9 8  3. 9 9 5 7 7 8  4. 8 8 0 5 7 9  3. 0 1 8 9 6 6  2. 3 3 7 3 7 1  2. 4 7 9 6 3 3  5  
1. 0 0 7 4 7 9  1. 7 7 9 4 7 1  4. 0 1 1 8 5 5  3. 4 8 5 0 4 4  1. 0 1 9 9 2 6  0. 9 9 2 4 3 7  0. 4 2 7 3 4 2  4  
1. 1 3 3 5 0 1  3. 6 1 2 2 8 2  3. 3 7 1 2 4 9  4. 1 6 6 6 3 1  0. 7 8 3 9 1 2  2. 9 8 0 1 8 9  0. 3 9 0 7 8 6  2  
0. 4 4 7 8 1 3  1. 5 8 4 1 6 8  4. 5 9 5 1 9 8  4. 1 4 6 6 4 7  1. 4 9 1 4 7  1. 1 1 8 8 1 6  2. 1 5 4 0 0 7  4  
1. 3 6 1 4 1  0. 1 6 4 8 5 7  4. 1 8 4 6 0 2  4. 6 1 5 4 5 1  0. 6 8 0 7 9 6  2. 8 2 8 9 1 5  2. 2 1 5 4 8 5  5  

0. 2 3 7 3 1 1  1. 6 6 1 9 2 6  4. 7 1 8 8 5 1  3. 9 1 5 2 9 7  1. 5 3 8 3 5 1  2. 4 6 1 3 1 6  0. 9 7 2 8 7 8  4  
1. 6 7 5 2 1 4  2. 7 0 3 6 3 4  3. 6 6 4 1 2 6  1. 7 8 1 5 4 6  1. 3 8 1 7 5 8  1. 5 8 4 1 3 7  2. 1 7 7 3 0 6  4  

-0. 0 9 3 3  4. 0 0 3 9 4 6  3. 0 9 4 4 8 8  2. 6 0 9 2 4 7  -0. 4 5 8 0 8  3. 4 9 7 6 8 9  1. 2 6 5 1 1 7  2  
1. 1 1 5 9 9 1  1. 9 3 9 9 2  2. 4 4 9 6 9 6  2. 2 0 9 2 6 6  1. 9 8 9 3 8 9  2. 6 0 0 5 3 3  1. 6 3 8 7 2 3  1  
0. 5 6 5 0 8 7  1. 2 6 7 1 5 6  1. 9 7 1 5 0 4  1. 8 2 1 9 6 1  2. 9 4 1 9 9 4  2. 3 6 2 4 6 6  1. 9 4 8 2 9 7  5  

0. 2 8 9 9  2. 4 2 5 6 8 8  2. 5 2 7 7 4 1  1. 6 8 8 0 3 8  2. 8 5 9 6 2 4  1. 1 0 2 2 7 3  1. 3 6 3 9 0 3  1  
0. 0 1 2 5 7 8  2. 7 1 3 5 2 3  2. 7 7 2 0 0 4  1. 6 9 5 5 0 2  2. 5 5 6 4 4 2  1. 4 9 0 6 8 3  1. 1 7 2 7 2 8  1  
0. 4 5 7 5 2 6  2. 2 4 2 8 6 3  2. 6 4 0 5 5 3  1. 3 8 4 8 9  2. 9 7 4 7  1. 1 1 2 3 0 2  1. 7 2 3 1 7 5  1  
0. 2 6 9 4 8 7  1. 8 5 6 3 9 2  2. 3 7 8 9 1 5  2. 3 1 0 3 8 3  2. 2 3 6 4 4  1. 4 6 6 3 5 7  2. 2 9 2 2 2 7  5  
-0. 3 0 2 9 8  2. 0 3 9 9 5 8  2. 4 8 7 7 7 9  2. 4 8 4 3 1 2  2. 8 8 9 5 7 7  1. 7 7 8 0 6 1  2. 6 2 0 5 2 7  1  

-0. 0 5 9  2. 3 2 9 7 4 5  2. 6 6 1 8 8 2  1. 8 0 0 2 3 1  2. 9 4 3 8 9 5  0. 8 4 9 2 6 1  2. 4 2 0 5  1  
3. 2 3 4 0 3 6  3. 1 7 2 9 4 2  2. 1 5 2 6 3 3  1. 2 4 7 8 5 1  1. 8 3 0 1 9 1  0. 7 4 1 0 2 8  1. 3 6 7 2 8 1  3  
-0. 1 4 9 6 2  3. 2 1 2 1 6 6  2. 8 3 8 1 3 1  2. 0 5 2 1 4 8  0. 7 6 6 8 6  2. 9 0 4 9 0 1  0. 9 2 6 4 1 6  1  
1. 0 0 8 2 9 7  3. 6 0 5 5 9 3  1. 5 5 2 4 2 4  2. 5 4 5 5 7 5  1. 4 5 9 8 7 3  2. 4 5 8 2 3 7  1. 0 6 3 8 6 3  1  
0. 0 6 9 6 4 5  3. 4 4 2 1 4 7  2. 5 0 3 4 5 6  2. 8 5 4 7 6 4  2. 5 5 1 1 1 4  2. 4 0 1 8 9 2  1. 8 4 0 5 7 3  1  
-0. 1 9 6 2 1  2. 8 5 6 6 5 4  2. 5 4 6 9 6 3  3. 0 7 8 2 5 1  1. 4 0 9 3 7 9  1. 3 1 2 9 1 3  2. 4 3 5 7 9  1  
0. 9 2 2 1 4 4  3. 3 9 2 0 9 1  3. 4 1 3 0 8 7  1. 7 8 6 9 7 3  0. 8 7 6 9 9 7  1. 9 7 9 5 3 1  0. 8 1 5 4 3 5  4  
0. 4 3 9 5 6 5  3. 6 9 5 8 9 4  3. 2 3 3 8 8 7  3. 1 9 4 6 1  -0. 6 5 1 1 3  2. 9 8 1 8 7 2  0. 0 9 6 4 9 8  2  
0. 4 6 3 7 9 4  3. 1 1 8 3 2 3  2. 9 4 5 5 3 1  2. 1 3 2 4 4 6  0. 6 9 2 0 4 2  1. 6 7 6 7 8 6  1. 8 3 2 3 6 4  4  
2. 0 4 6 1 1 5  1. 8 6 0 4 6 7  4. 5 0 3 2 0 6  1. 4 4 2 1 2  0. 9 4 4 8 1 4  0. 9 6 0 1 5 9  1. 7 0 2 7 0 8  4  
0. 8 2 2 0 8 2  1. 7 5 2 1 6 6  3. 9 6 0 3 1  3. 6 7 0 5 4 2  0. 4 3 2 1 4 2  2. 0 9 4 9 2 6  1. 8 3 5 5 0 6  4  
1. 3 8 4 4 9 9  1. 6 7 6 3 3 8  3. 3 3 5 1 2 1  2. 3 4 4 3 3 4  1. 7 0 8 0 2 9  1. 9 7 3 7 5 7  3. 0 1 5 2 2 6  5  
2. 9 1 3 1 7 1  2. 2 5 1 7 4 3  3. 8 2 8 9 4 2  2. 8 6 2 4 6 5  3. 5 0 6 1 0 9  2. 2 8 8 6 3 6  0. 6 8 2 4 1 1  3  
2. 8 3 8 6 6 7  1. 5 8 7 8 0 2  3. 1 3 9 3 9 8  2. 4 5 5 6 5 1  1. 9 8 6 4 3 3  1. 5 5 9 8 4 5  2. 0 1 0 1 6 8  3  
1. 9 8 4 9 3 9  1. 2 2 6 0 3 2  3. 9 7 4 1 3 5  2. 8 7 1 3 8 1  1. 7 6 4 5 6 9  2. 5 2 8 1 7  2. 2 6 9 7 3 6  5  
1. 8 8 2 5 3 5  0. 9 6 5 8 3 2  3. 6 2 8 0 2  2. 4 2 4 9 8 4  3. 0 8 8 0 0 3  2. 5 7 1 5 8 8  1. 4 4 2 4 4 4  5  
2. 8 3 4 7 6 7  2. 2 9 1 7 3 1  2. 9 1 4 4 2 4  1. 8 2 8 5 9 5  2. 6 7 6 0 5 5  2. 1 9 0 0 1 6  0. 9 0 4 2 9 7  3  
2. 4 0 6 0 4 4  2. 4 2 1 8 7 1  3. 6 7 7 2 3 9  1. 1 0 0 1 8 6  2. 5 2 8 0 8 3  1. 8 5 0 5 1 3  0. 9 0 9 2 6 8  3  
3. 3 3 3 3 0 4  1. 7 3 8 4 5 2  3. 1 4 5 4 1 1  1. 6 9 4 1 5 7  2. 4 3 6 0 7 8  0. 8 6 1 1 1 1  2. 0 5 8 1 8 4  3  
2. 8 0 9 1 9 9  2. 2 0 1 5 6 4  3. 2 6 8 2 2 7  2. 4 3 9 5 9 6  2. 2 1 7 5 4 8  2. 2 0 3 9 9  0. 4 4 3 2 7 6  3  
3. 2 3 2 0 1 9  2. 6 9 5 4 1 7  3. 2 1 7 6 3  1. 3 9 7 7 4  1. 6 4 1 2 2 4  1. 3 8 6 4 9 7  0. 0 2 9 7 6 7  3  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

2. 5 6 2 9 5 5  1. 6 4 9 7 4 2  4. 1 9 1 2 5 7  1. 7 5 2 3 4  3. 4 1 6 6 1 6  0. 0 0 8 2 4 8  0. 9 4 7 4 8 5  3  
2. 6 5 3 3 1 1  2. 2 1 3 0 7 7  2. 6 5 4 1 1 2  1. 9 6 4 3 6 7  0. 9 9 8 6 3 6  3. 2 7 1 0 1 6  3. 0 4 7 2 0 6  5  
4. 0 8 8 2 2 7  3. 5 1 9 6 3 3  1. 4 5 8 4 4 3  1. 5 7 8 1 9 3  0. 7 0 0 9 2 3  2. 1 7 7 4 8 3  3. 0 2 5 5 6 7  3  
1. 6 2 1 4 0 9  1. 4 3 7 9 4 3  3. 7 8 1 3 8 2  2. 4 5 7 5 3 9  0. 5 8 3 0 8 8  1. 3 8 0 6 0 6  1. 3 9 5 8 9 5  4  
2. 9 0 2 6 6 9  2. 2 1 9 2 1 9  2. 5 3 2 0 8 3  1. 7 8 0 6 0 8  1. 7 0 5 0 3 7  1. 4 9 7 2 1 1  1. 2 1 0 7 5 2  3  
3. 0 0 5 8 5 9  2. 2 6 3 6 1 7  5. 6 4 9 2 1  1. 2 4 5 7 7 4  -0. 4 2 1 0 9  0. 6 8 0 3 0 5  0. 2 4 4 1 8 6  3  
2. 3 6 2 5 0 6  1. 1 4 4 0 9 1  2. 3 6 1 2 9 7  2. 4 5 3 1 6 2  2. 1 4 3 1 5 5  1. 7 9 2 3 2  2. 2 8 8 0 2 8  5  
1. 6 6 7 5 9 8  2. 0 6 2 3 5  2. 6 8 9 2 6 1  2. 0 2 2 9 8 2  2. 2 8 0 8 8 1  1. 2 1 9 5 6 5  1. 8 8 7 1 2 1  5  
1. 8 0 8 1 4 9  1. 7 8 8 6 6  4. 0 5 1 3 2 2  1. 8 8 5 4 2 6  2. 1 5 8 3 9 8  0. 8 1 7 2 9 2  1. 6 2 0 4 9 7  3  
0. 6 8 7 6 0 3  3. 2 0 6 9 9 3  4. 0 1 1 1 3 2  3. 3 1 5 9 6 3  -0. 2 0 7 9 7  1. 9 4 6 5 1 7  1. 3 6 2 8 6 8  4  
2. 8 6 2 0 8 4  2. 3 7 7 3 4 9  2. 5 5 5 4 4 3  3. 8 7 6 9 8 9  0. 7 0 2 7 4 6  2. 0 2 4 1 2 6  1. 1 6 5 0 7 2  2  
0. 7 1 0 6 4 3  1. 9 3 6 6 1 2  2. 9 0 0 1 0 9  3. 7 8 1 1 2 5  2. 5 1 5 8 3  1. 7 4 0 0 7 1  2. 0 1 6 4 4 3  5  
2. 0 5 7 2 9 6  3. 5 8 9 3 2 7  2. 5 2 6 4 6 5  2. 8 5 3 5 8 4  -0. 2 8 2 9 8  1. 5 4 8 4 9  0. 1 7 8 0 3 3  2  
1. 7 1 7 7 2 4  3. 3 1 2 2 0 8  3. 2 1 9 5 6 7  3. 8 3 2 0 2 1  0. 4 3 3 1 5 1  1. 3 3 2 9 4 7  0. 3 9 8 8 1 3  2  
1. 7 8 4 3 9 3  3. 4 8 3 9 5 8  1. 9 0 1 0 5 5  2. 4 3 4 4 8 3  0. 5 6 2 6 8 3  3. 0 4 4 0 8 9  0. 8 2 8 1 5 6  2  
2. 3 6 5 9 7 1  2. 2 0 1 8 6 3  3. 5 1 9 9 7 7  1. 5 8 3 4 8 3  1. 1 5 0 9 8 6  1. 3 3 5 7 6 5  0. 6 5 5 7 9 5  3  
4. 3 1 9 1 6 5  1. 5 9 0 4 4 2  3. 0 8 7 6 1 1  1. 6 9 6 0 6  0. 7 7 0 1 1 8  0. 5 9 9 4 6 2  1. 2 8 2 8 9 3  3  
3. 3 4 6 2 1 7  1. 0 9 8 8 5  4. 8 1 2 9 8 8  1. 4 5 5 2 2 7  0. 2 1 2 1 3 9  1. 1 2 8 8 2 5  1. 8 6 5 7 1 5  3  
3. 5 3 0 8 0 7  1. 5 6 7 5 8 4  4. 5 0 4 8 9 1  1. 8 6 5 3  0. 9 4 0 6 1 2  0. 8 2 1 3 1  0. 7 7 2 4 8  3  
2. 8 9 1 2 8 5  1. 8 9 6 4 4  4. 4 3 3 1 7 9  2. 1 9 4 6 5  1. 0 0 6 8 1 7  1. 0 9 1 5 4  0. 4 9 8 3 9 8  3  
1. 9 2 8 5 9 4  2. 2 3 6 5 4 7  4. 6 8 3 1 3 5  1. 9 8 8 0 5 4  0. 5 4 4 9 9 3  1. 2 4 6 7 6 3  0. 5 5 8 8 5 5  4  
2. 2 8 5 3 2 2  2. 1 2 5 5 4 5  4. 5 5 9 2 3 5  2. 2 8 8 2 4 7  0. 6 6 6 2 0 3  1. 0 8 4 3 6 7  0. 4 7 2 9 3 8  4  
1. 8 9 0 0 5  1. 0 1 1 5 1 6  5. 2 6 6 5 7 7  2. 7 9 7 9 5 9  0. 4 1 2 2 4 6  0. 8 8 0 2 2 2  0. 4 8 3 1 5 4  4  

0. 4 1 8 6 6 4  1. 7 3 1 2 0 4  5. 0 6 1 1 0 8  3. 2 5 1 8  0. 6 9 8 3 0 8  3. 0 2 0 1 6 8  0. 7 1 5 5 9 8  4  
1. 3 6 7 0 5 7  2. 9 2 5 1 8 7  4. 6 5 5 2 4 4  3. 3 5 0 5 8 6  -0. 0 1 2 0 1  3. 4 7 0 6 7 6  0. 8 2 1 2 5 4  2  
2. 3 0 9 5 8 5  1. 8 0 4 5 9 5  2. 9 7 8 3 0 3  3. 6 7 6 4 3 5  0. 6 7 6 9 9 5  2. 9 3 5 6 0 4  1. 0 6 6 4 8 8  2  

1. 8 6 8 3  1. 6 0 9 7 8 9  3. 5 8 5 6 7 4  3. 4 1 0 3 4 7  1. 0 9 0 1 1 6  2. 7 6 9 6 6  0. 5 3 8 2 1 2  2  
1. 5 8 2 3 4 3  1. 8 9 3 7 8 6  4. 1 9 4 1 1 7  3. 1 6 1 6 3 3  1. 0 0 8 1 4 1  2. 7 8 3 2 9 3  0. 6 6 9 8 4 9  2  
2. 1 5 0 2 5 7  2. 5 7 2 3 2 9  2. 2 2 3 3 8 2  1. 8 6 7 5 0 5  2. 8 9 5 3 4 9  1. 9 9 4 3 1 3  3. 1 4 9 6 7 1  5  
2. 4 3 8 3 4 6  4. 1 4 8 8 4 2  2. 6 1 2 8 8 2  3. 1 5 5 9 0 2  0. 1 7 1 9 4 9  1. 6 0 7 9 1 5  2. 0 4 1 1 5 6  2  
2. 6 4 3 9 7 6  3. 4 9 2 0 2 8  2. 7 3 4 1 2 1  3. 0 9 3 5 7 4  0. 7 7 9 8 6 3  2. 7 1 1 3 5 8  1. 9 2 5 4 1 2  2  
2. 8 5 5 7 6 9  2. 8 8 0 8 3 6  1. 7 3 9 8 4 8  1. 8 2 8 7 8 5  2. 1 9 4 6 5 9  2. 8 4 7 1 1 9  1. 9 2 6 8 4 7  3  
3. 3 9 9 5 9 7  3. 2 4 5 7 8 6  2. 0 2 3 5 4 3  2. 5 1 2 1 5 9  1. 5 9 5 7 6 8  2. 0 8 9 9 0 1  1. 4 5 5 8 3 8  3  
2. 7 3 7 0 4 6  3. 0 3 7 0 0 4  0. 6 7 9 6 7  3. 5 6 6 2 2 9  1. 8 8 2 4 3 2  3. 6 1 3 2 5 9  1. 0 2 2 6 5 6  2  
2. 9 8 9 0 0 4  3. 0 5 0 1 1 8  1. 2 1 8 3 7 4  2. 3 3 8 3 0 1  1. 7 2 5 2 3  2. 9 3 0 8 8 1  2. 0 0 4 0 9 5  2  
3. 7 3 0 4 1 8  3. 1 3 5 9 8 5  1. 6 4 0 1  2. 0 5 3 8 1 1  1. 0 2 8 6 8 1  2. 8 5 7 2 9 4  2. 1 7 3 0 1 5  2  
2. 4 6 3 6 6 3  0. 8 5 9 6 3 9  5. 1 6 2 6 6 8  0. 8 8 6 5 3 9  1. 5 5 4 1 0 2  0. 5 0 9 5 9 4  2. 3 1 4 7 5 1  3  
2. 9 4 6 9 9 2  0. 4 0 0 4 7 6  4. 6 3 9 1 2 5  3. 1 8 9 6 2  1. 3 5 3 4 3 1  1. 5 2 8 1 4 5  2. 9 0 0 8 0 2  5  
3. 0 4 2 4 2 4  4. 1 0 5 6 8 2  3. 5 7 5 9 2 5  0. 7 0 6 0 3 2  -0. 7 5 6 0 9  -0. 1 3 6 4 1  0. 2 3 0 4 4 6  3  
2. 2 5 3 4 9 4  0. 8 8 5 7 5  4. 0 5 1 8 3  1. 4 7 4 7 0 6  3. 0 7 3 9 1 7  0. 4 0 6 4 7 6  3. 7 6 3 3 2 1  5  
1. 6 7 5 8 9 8  2. 7 2 4 6 6 6  4. 6 4 7 2 4 2  2. 0 9 7 7 8 5  0. 2 3 4 6 7  0. 5 7 4 1 2 7  0. 6 6 3 6 6 9  4  
2. 5 8 2 7 2 5  2. 7 4 1 7 0 2  4. 9 9 4 1  1. 0 5 9 5 3 3  1. 3 5 4 6 2  1. 0 7 7 7 1 5  1. 1 6 5 6 4  3  
1. 0 5 0 0 3 5  2. 2 1 0 0 0 1  5. 0 2 1 9 3 2  3. 4 6 4 0 6 1  1. 3 6 4 6 9 2  0. 3 4 0 9 3 1  1. 6 8 6 6 8 6  4  
1. 5 6 1 2 1 9  0. 5 4 5 1 5 5  4. 0 6 9 0 7 9  1. 6 9 0 4 9 7  3. 1 7 9 6 8 6  0. 0 1 6 4 9 2  3. 5 5 3 3 1 8  5  
1. 2 6 5 4 6 2  3. 0 9 2 7 0 2  3. 5 9 4 9 0 5  2. 8 2 9 1 5 9  0. 7 5 0 0 7 7  3. 1 5 2 9 7 9  1. 6 4 4 2 7 9  2  
1. 0 7 4 4 7 4  3. 0 3 7 1 7 1  4. 6 8 0 6 4 8  3. 8 2 3 0 8 9  0. 7 8 8 3 4 6  0. 9 3 6 4 3 3  0. 8 6 8 5 5 9  4  
1. 0 9 1 4 2 9  3. 6 7 7 5 9 8  3. 4 2 3 4 0 6  2. 7 4 5 6 5 3  1. 0 0 1 9 8 4  2. 4 9 8 8 0 6  1. 6 6 4 8 5  2  
2. 7 2 0 7 7 2  2. 1 0 2 1 3 3  3. 4 0 5 4 0 9  2. 7 9 7 0 6 9  0. 3 6 4 5 3 9  1. 4 6 4 4 1  1. 0 8 7 3 1 8  3  
3. 2 2 6 5 7 7  1. 9 2 2 2 0 5  2. 9 5 3 4 3 5  1. 6 4 7 3 6 9  0. 5 9 3 5 4 6  2. 0 8 3 6 3 8  0. 8 5 1 1 2 3  3  
2. 9 6 9 9 7  2. 2 1 4 0 6 2  3. 5 0 5 6 4 6  2. 4 9 9 1 9 1  0. 8 4 6 0 5 3  0. 9 6 4 9 6 6  1. 3 8 4 2 2 1  3  

3. 6 5 1 7 5 2  1. 7 4 2 1 8 5  4. 1 6 4 5 0 8  2. 6 9 1 8 3 5  0. 5 5 3 8 8 8  1. 1 6 2 5 4 2  1. 6 6 3 4 3 9  3  
1. 7 7 4 3 1 9  2. 6 2 1 3 0 1  3. 8 3 9 7 0 8  2. 9 4 1 7 3 8  1. 1 7 9 8 1 5  1. 9 1 8 9 5 5  1. 7 4 4 6 3  4  
3. 3 2 0 9 1 8  1. 4 8 1 8 5  3. 2 8 9 6 0 2  2. 3 7 9 9 4 4  0. 6 5 3 7 6 2  1. 8 0 1 4 1 5  1. 4 6 6 3 9 8  3  
2. 6 0 4 6 3 1  2. 1 9 8 7 4 8  3. 5 6 6 3 8 4  3. 7 8 7 4 9 6  0. 0 9 5 6 7 9  1. 1 1 5 4 8 8  1. 2 4 1 1 9 9  2  
3. 8 3 3 0 6 5  2. 3 5 9 6 9 9  3. 0 2 8 0 0 4  2. 9 6 4 5 6  0. 9 7 9 5 2 6  1. 3 3 7 7 8  1. 3 1 2 1 0 5  3  
3. 0 0 4 6 5 8  1. 9 9 4 4 6 7  3. 3 4 0 5 8 6  3. 1 2 3 4 5 3  0. 1 6 8 3 7 4  1. 1 8 3 9 5 4  1. 3 0 3 8 2 7  3  
3. 5 5 7 2 3 3  1. 9 0 8 4 2 3  3. 9 0 7 4 2 5  3. 3 7 8 8 5 9  0. 3 9 3 8 9 8  1. 6 8 2 9 2  1. 0 7 7 3 8 1  3  
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2. 4 1 1 4 6 4  2. 1 6 8 1 7  3. 9 8 5 1 6 6  2. 7 9 0 4 6 6  1. 1 1 1 2 7 3  1. 7 9 7 1 0 5  1. 5 8 4 1 3 1  3  
1. 4 9 1 6 1 2  2. 6 9 2 8 2 4  3. 4 4 6 3 9 1  1. 6 1 0 8 5 9  2. 1 3 6 3 0 8  1. 5 9 7 0 1 2  0. 6 7 3 6 6 7  3  
1. 5 7 0 9 2 5  1. 5 7 9 9 1 2  3. 9 3 9 8 3  2. 7 3 6 1 1 2  1. 8 6 8 8 7 3  0. 5 1 1 0 0 5  2. 4 7 6 1 0 3  5  
1. 7 4 6 6 4  1. 2 6 6 3 9 9  2. 7 5 2 9 1 1  3. 2 9 0 5 4 7  2. 3 4 6 3 9 6  2. 3 8 7 0 0 8  4. 0 2 2 2 8 4  5  

1. 1 5 4 3 9 8  2. 1 4 9 2 5 2  1. 9 6 5 3 5 5  2. 9 9 2 8 8 2  1. 9 7 8 2 3 5  3. 1 2 7 6 3 9  0. 8 6 0 7 8 4  1  
0. 6 8 8 7 7 4  2. 9 7 4 4 8 8  1. 6 9 4 8 2 7  3. 1 9 3 3 2 1  2. 1 2 2 0 8 4  3. 3 3 8 0 5 5  1. 0 2 8 9 2 9  1  
1. 1 3 1 3 5 6  2. 4 0 9 5 0 4  3. 3 1 6 0 1 1  4. 2 9 7 0 2 7  -0. 4 6 3 2 5  1. 7 8 0 4 8 6  0. 5 0 5 0 5 2  2  
2. 4 7 8 4 2 6  4. 0 4 7 2 8 3  2. 0 5 0 1 0 3  4. 2 2 6 2 3 3  -0. 2 7 8 2  3. 3 9 4 5 4 2  -0. 2 3 2 5 3  2  
2. 0 8 3 6 8 9  3. 6 5 7 6 5 2  2. 9 2 1 7 4 7  3. 5 8 3 1 6 9  -0. 0 1 8 6 4  2. 6 1 4 1 2 1  -0. 0 5 1 7 4  2  
0. 4 3 6 8 8 3  4. 7 7 5 9 1 7  2. 6 3 3 9 9 1  3. 6 9 4 6 5 7  -0. 6 0 2 2 9  3. 1 0 9 1 4 7  0. 1 7 0 6 1 9  2  
4. 0 1 0 3 4 4  4. 1 4 1 0 6 9  2. 6 3 0 3 1 3  3. 0 4 7 4 6 5  -0. 9 5 2 4 5  2. 0 7 5 1 2 1  -0. 1 7 6 7 6  2  
-0. 1 2 9 9 2  3. 3 9 3 7 1 8  5. 3 9 7 8 2 4  0. 8 5 4 2 9 2  2. 3 5 0 0 4  0. 1 0 0 5 5 4  2. 4 7 2 0 9 8  4  
1. 5 9 0 3 5 8  2. 2 7 7 7 9 3  1. 2 7 9 8 8 5  3. 5 5 3 1 6 3  2. 9 8 7 2 8 5  1. 8 4 3 2 7 9  1. 9 2 6 8 4 8  1  
0. 7 2 3 7 3 6  3. 2 9 1 8 4 6  0. 9 5 0 1 9 3  3. 9 9 0 6 7 4  0. 0 0 1 0 9 8  3. 0 5 9 6 8 5  0. 5 6 8 4 4 4  2  
2. 1 8 2 1 9 7  3. 8 4 1 7 4 2  3. 5 8 5 5 1 6  1. 8 9 4 9 4 5  -0. 1 7 2 6 5  1. 7 4 4 1 5 2  0. 3 6 4 1 5 5  2  
3. 3 5 2 9 4 2  2. 8 8 2 3 2 6  3. 8 6 6 5 1 5  1. 5 4 6 3 2 4  0. 7 7 3 3 9 7  0. 6 9 6 6 3 9  1. 2 3 3 5  3  
2. 3 8 9 5 8 2  2. 1 9 9 8 9 5  5. 2 1 6 2 2 4  1. 6 6 0 4 9 1  0. 9 9 1 4 6 7  0. 3 6 4 6 4 9  1. 5 4 6 6 7 5  4  
1. 2 1 2 8 5 7  3. 8 8 2 3 2 4  5. 0 5 0 1 3 1  1. 2 6 3 1 4 6  -0. 4 4 6 1 3  1. 5 2 2 9 7 3  1. 1 1 8 2 7 4  4  
0. 4 7 2 4 6 8  3. 7 5 3 6 9 5  4. 9 9 5 1 2 2  2. 8 1 5 4 9 2  0. 0 2 7 1 1 4  1. 4 3 6 4 6 3  0. 0 5 6 0 6 2  4  
0. 9 3 8 9 1 9  3. 1 6 4 9 5 5  5. 1 5 9 9 4 6  0. 6 7 0 0 8  1. 5 6 9 0 8 6  0. 0 4 3 5 8 7  1. 3 1 3 5 6 1  4  
1. 2 9 8 7 8 6  3. 0 8 3 5 6 8  1. 8 3 0 1 6 9  2. 2 3 6 3 6 2  2. 0 0 0 5 1 8  3. 1 7 9 4 4 9  1. 5 9 4 7 1 7  1  
0. 3 6 6 9 1 3  2. 0 4 4 9 3 7  2. 6 1 7 0 6 6  3. 0 3 8 2 0 3  3. 5 9 3 6 2 6  1. 9 7 0 3 3 3  0. 4 0 7 6 0 5  1  
-0. 2 0 4 3 7  3. 5 3 1 7 3 8  2. 1 8 2 9 5 2  2. 0 3 6 2 8 2  1. 8 9 2 2 9 4  2. 8 0 1 3 2 9  1. 6 6 8 1 4  1  
0. 2 8 5 6 3  2. 5 8 7 0 2 1  2. 6 4 3 7 8 7  2. 4 4 5 7 3 4  3. 9 2 5 4 4 5  0. 7 9 2 2 7 6  0. 3 5 0 4 2 7  1  

0. 9 9 6 5 0 4  3. 1 0 6 4 3 6  2. 6 9 2 8 0 7  1. 9 0 2 5 9 2  3. 5 7 5 8 3 3  1. 5 6 8 1 7 1  -0. 2 5 8 5  1  
2. 2 6 0 5 0 8  3. 0 1 7 9 0 8  2. 1 3 7 2 0 7  1. 6 7 4 8 0 3  1. 1 9 6 4 5 7  2. 8 7 3 8 6 1  1. 8 4 8 8 3 8  2  
-0. 0 3 5 0 6  3. 6 0 9 4 6 5  2. 6 2 5 2 9 9  2. 3 6 8 7 6 2  1. 6 7 1 2 2 2  3. 0 1 2 1  1. 9 1 6 7 1 6  1  
0. 8 5 4 3 3 1  1. 9 9 8 6 2 5  3. 0 0 0 0 4 2  3. 0 0 4 4 7 9  3. 7 2 6 5 3 7  1. 2 4 6 3 2 5  0. 5 2 4 3 5 2  1  
0. 2 6 2 8 9 1  2. 7 4 1 4 9 3  2. 4 6 5 5 1 1  3. 5 9 3 5 4 6  2. 7 3 9 7 3 8  1. 5 3 0 3 7 4  0. 2 9 8 8 5 1  1  
2. 2 7 0 7 8 1  2. 5 6 1 7 5 8  2. 5 3 9 4 6 7  0. 2 7 1 1 3 7  3. 6 0 2 7 8 6  0. 4 0 7 4 4 3  0. 3 2 8 9 5 5  3  
1. 3 1 8 6 7 2  2. 6 2 1 6 1 3  2. 4 3 0 4 8 7  2. 2 0 2 0 9 8  3. 1 1 2 6 8 5  0. 9 2 6 3 3 7  0. 3 8 2 5 8 8  1  
1. 4 7 3 3 3 6  3. 6 1 7 2 0 4  2. 0 2 6 8 8 4  3. 5 6 9 9 0 3  3. 1 9 0 7 5 4  1. 5 2 8 4 5 1  0. 7 5 4 6 4 8  1  
3. 0 2 9 6 0 9  3. 4 1 9 4 1 4  0. 7 8 6 6 2 5  4. 3 2 7 0 3 9  3. 5 9 8 5 5 1  1. 7 3 4 8 3 4  0. 5 1 4 8 1  1  
1. 7 9 2 8 4 9  2. 8 8 4 7 7 2  2. 0 8 1 4 9 5  3. 6 4 5 5 3 5  2. 8 2 9 5 9  1. 9 5 3 7 9 6  0. 6 2 3 7 7 9  1  
1. 3 3 4 4 6 4  2. 8 7 4 8 3 7  2. 5 4 4 0 7 6  3. 1 5 3 2 2 5  2. 8 5 6 3 9 6  1. 3 9 5 0 1 3  0. 5 8 1 5 7 8  1  
1. 3 6 8 7 2 7  3. 3 8 3 9 8 5  2. 7 3 0 7 6 2  3. 1 2 5 9 1 4  3. 8 5 3 1 4 1  1. 1 8 1 8 5 5  0. 7 9 3 4 1 5  1  
1. 1 5 8 6 1 4  2. 6 4 6 4 5 6  2. 1 4 6 8 1 8  2. 3 9 2 8  2. 7 6 6 5 6 8  2. 1 4 2 4 2 9  1. 2 9 1 9 9 3  1  
0. 8 8 0 4 8 6  3. 0 3 1 5 3 6  2. 8 2 1 4 7 8  1. 4 2 3 4 5 1  0. 7 3 3 4 2 3  2. 5 4 5 6 8 7  1. 1 4 2 5 8 6  2  
1. 1 7 4 2 8 5  2. 7 2 1 0 8 1  2. 4 4 1 7 9 1  2. 2 0 7 9 4 8  1. 8 2 7 1 6 7  2. 1 5 7 3 2 5  0. 9 6 4 7 7 1  1  
0. 8 7 0 1 8 8  3. 3 9 8 9 9 9  2. 2 7 1 4 3 4  2. 4 5 0 3 5 9  2. 1 5 4 2 0 8  1. 6 8 6 5 0 2  0. 2 0 5 5 9 2  1  
1. 6 5 3 4 9 5  3. 6 7 1 9 0 9  1. 8 9 9 1 3 3  3. 2 1 1 4 2 3  3. 1 5 1 9 1  1. 7 3 5 5 2 7  0. 6 9 9 9 5  1  
0. 6 8 2 7 7 4  4. 5 0 3 0 6 3  1. 4 8 9 4 5 3  2. 2 2 2 4 4 4  1. 3 0 2 9 5 7  2. 6 9 8 3 6 8  1. 2 5 9 9 8 5  1  
2. 6 6 3 7 5 7  3. 0 5 4 0 6 6  3. 2 5 0 9 5 8  2. 1 8 4 4 8 8  2. 1 1 4 6 7 2  1. 5 6 5 7 5 1  0. 7 1 4 9 3  3  
-0. 0 3 5 4 9  2. 6 2 7 7 9 2  3. 3 5 3 0 3 3  2. 4 9 0 4 0 2  1. 3 3 3 1 8 9  3. 4 4 9 5 2 7  2. 0 1 4 6 1  1  
0. 1 7 6 9 0 2  3. 3 6 3 5 7 2  1. 7 8 8 9 2 2  2. 6 3 2 4 4 5  2. 0 4 6 9 0 2  1. 6 6 1 2 1 8  1. 8 6 2 9 4 1  1  
1. 6 6 5 0 0 5  3. 0 9 6 2 0 7  1. 8 4 1 9 9 9  2. 7 6 6 5 3  2. 2 4 2 8 9 3  2. 0 0 6 8 1 2  0. 6 9 2 1 0 6  1  
0. 4 3 4 7 9 9  3. 0 5 4 8 0 4  2. 5 1 4 3 1 3  1. 4 6 8 8 3 6  0. 7 1 5 9 1 3  1. 8 6 4 5 7 5  0. 7 7 8 8 3 7  4  
2. 4 1 4 4 5 6  2. 3 6 0 3 3 4  2. 3 0 6 6 2 3  2. 0 5 2 5 1 8  1. 9 0 5 4 4 4  2. 0 8 4 3 3 9  1. 4 1 1 4 1  3  
1. 5 4 8 7 1 9  2. 6 4 5 2 1 8  2. 6 4 7 5 8 8  3. 0 1 7 1 1 9  1. 3 0 7 3 4 4  2. 6 0 3 6 8 8  1. 4 0 2 9 6 3  2  
1. 0 4 3 5 1 3  2. 5 6 3 9 9 2  0. 7 6 8 5 2 6  3. 5 6 3 1 1 6  1. 3 3 8 7 4 6  4. 0 7 2 9 4  0. 7 3 7 7 8 1  2  
2. 7 5 5 6 3  2. 3 4 6 2 5 2  3. 2 3 1 3 5 6  2. 0 5 9 7 8 4  2. 3 0 5 6 9 1  0. 9 9 9 6 4 8  2. 3 5 0 6 9  3  

1. 6 1 8 2 2 9  1. 5 5 9 0 3  2. 6 6 3 8 2 4  2. 0 7 1 0 6 2  1. 2 6 9 6 0 6  2. 1 8 4 5 5 5  2. 9 4 6 3 6 4  5  
1. 9 2 7 0 5 6  2. 0 6 2 9 3 3  2. 7 0 8 2 4 9  2. 4 2 2 2 8 2  0. 6 7 0 9 3 8  1. 6 5 2 8 7 2  0. 7 8 7 4 2  2  
1. 8 8 8 0 3 2  1. 7 3 9 4 5 1  3. 0 2 2 2 1 9  0. 7 3 1 8 9 2  0. 9 0 1 0 5 1  1. 4 8 4 2 8 8  2. 4 9 3 2 8 3  3  
1. 3 7 3 0 5 8  3. 7 2 6 2 8 8  2. 1 7 3 9 9 3  1. 6 1 1 5 2 2  1. 4 1 9 7 6 4  1. 3 5 5 2 0 6  1. 3 3 2 4 4 6  1  
1. 5 8 7 7 1 1  4. 8 4 5 6 8 1  1. 6 3 3 7 8 8  2. 2 7 6 3 6 4  0. 6 1 3 3 2 7  2. 9 5 1 6 0 9  0. 7 7 4 9 2 3  2  
1. 1 0 7 8 8 2  4. 1 8 9 6  0. 6 6 2 1 0 6  3. 0 1 7 6 4 8  2. 5 4 2 9 8  3. 1 8 9 4 7  1. 8 1 1 6 2 4  1  
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0. 8 0 7 4 8  4. 1 2 8 6 0 2  3. 0 5 3 6 8  0. 7 5 3 1 8 2  1. 5 2 3 9 7 1  2. 2 1 8 4 8 6  1. 5 5 1 8 2 6  1  
1. 7 9 2 0 6 9  5. 2 9 7 0 2 9  -1. 4 5 8 4  4. 5 1 7 6 6 5  0. 4 2 0 5 5 5  3. 7 5 5 6 8  -0. 2 2 3 5  2  
0. 2 9 6 8 1  2. 1 5 4 5 6 2  4. 2 9 1 8 8 1  -0. 7 1 3 0 9  3. 1 9 2 1 5 6  4. 1 4 9 2  2. 8 8 4 0 9 5  1  

2. 6 4 1 9 3 3  4. 8 0 8 6 0 4  1. 6 9 7 3 8 2  3. 1 9 2 1 6 6  0. 2 6 2 4 7 1  2. 3 9 5 3 8 8  1. 4 1 2 0 2 1  2  
1. 8 6 2 0 4 3  3. 0 9 6 7 2 2  2. 9 4 2 9 6 4  1. 8 7 3 1 1  2. 4 6 3 4 0 7  1. 0 2 7 9 1 2  2. 6 1 0 9 5  3  
2. 8 4 2 5 3 8  4. 8 8 1 2 1 2  0. 0 8 4 8 6 4  3. 6 5 6 3 1 1  1. 1 3 9 2 4 9  2. 4 9 2 1 7 6  1. 8 5 5 2 0 5  2  
-0. 5 6 8 9 1  4. 0 0 3 5 7 8  3. 1 9 6 2 3 6  3. 3 8 4 1 9 4  0. 4 1 9 8 6 3  2. 2 3 8 5 4 2  0. 0 5 7 3 1  2  
2. 8 8 1 6 2 9  2. 6 0 5 6 0 2  4. 1 4 6 1 2 1  2. 6 8 3 1  -0. 6 9 5 0 1  1. 2 9 6 7 4 4  1. 3 5 1 4 0 7  2  
1. 0 6 6 5 4 7  2. 2 6 9 0 2 6  3. 1 7 6 2 9 5  3. 9 3 3 3 5 5  0. 9 0 5 6 4 9  3. 7 8 8 4 1 5  2. 0 1 2 8 1 5  2  
-0. 2 7 7 0 2  5. 2 1 4 5 0 5  3. 9 6 4 3 0 5  -0. 4 2 5 4 8  3. 6 4 9 7 3 2  1. 3 9 9 8 1 7  2. 0 6 4 4 1 4  1  
3. 2 4 7 2 3 3  1. 2 5 0 7 9 8  1. 9 3 3 7 9 6  3. 5 1 9 2 5 8  1. 2 9 0 0 7 7  3. 2 1 6 2 2 9  3. 3 5 0 2 5 2  5  
5. 2 6 9 1 5 6  3. 5 9 5 3 3 6  1. 5 7 8 5 4  4. 5 6 3 5 1 7  3. 3 2 2 3 2 1  2. 0 0 8 9  2. 2 5 3 2 2 1  3  
0. 4 0 2 3 8 5  3. 9 8 8 6 7 7  1. 8 8 8 7 8 3  3. 0 4 5 9 6 3  2. 4 1 5 7 4 8  2. 1 6 1 5 5  2. 2 8 3 6 3 6  1  
1. 3 0 5 1 4 1  3. 6 6 9 4 6 7  2. 5 9 6 8 3 3  3. 3 5 6 9 8 5  1. 2 4 4 6 5 4  1. 8 3 2 7 9 5  2. 3 5 8 6 8 1  1  
1. 1 9 8 4 5 3  3. 4 8 2 6 1 8  2. 3 1 5 6 1 8  2. 9 5 9 2 4 6  0. 0 1 3 9 4  2. 1 6 2 5 7 4  0. 7 8 5 3 8 7  2  
2. 3 4 4 3 1  4. 1 2 6 8 1 9  2. 2 2 3 7 3 3  1. 3 9 0 9 8 1  1. 3 5 3 6 7 7  1. 7 7 2 2 9 5  1. 9 2 9  3  

1. 1 2 5 5 8 2  2. 2 5 2 3 1 4  3. 4 7 5 5 0 7  3. 0 0 5 1 0 4  1. 4 9 3 7 6 1  0. 5 9 8 8 8 8  1. 6 8 2 5  4  
0. 5 4 0 5 2 4  2. 3 3 7 9 6 2  4. 4 7 4 7 1 4  1. 1 8 0 0 3 7  1. 1 3 7 3 2 2  1. 4 0 1 1 7 7  1. 3 5 0 3 9 7  4  
0. 6 0 5 0 2 2  2. 4 9 3 4 7 9  3. 0 0 7 6 7 8  3. 4 1 6 6 9 2  1. 8 3 5 6 1 9  3. 1 5 3 6 4 3  1. 2 0 8 2 1 3  1  
1. 7 0 5 7 9  2. 9 0 0 6 3  2. 7 6 3 1 3 6  3. 2 2 8 1 7  2. 7 3 6 0 3 5  1. 4 5 3 3 4 6  1. 0 6 5 6 0 6  1  

1. 7 7 4 5 0 5  2. 9 6 4 9 2 9  4. 0 5 0 0 9 8  0. 4 8 3 4 1 5  1. 6 2 0 1 7 6  2. 1 0 6 9 6 1  1. 4 6 9 9 0 5  3  
0. 3 7 9 4 9  3. 7 9 8 1 0 5  3. 2 5 3 9 1 2  2. 6 1 8 2 2 3  2. 8 9 3 4 2 6  1. 9 3 1 2 2 1  1. 6 6 2 6 6 2  1  

4. 0 8 8 3 2 3  4. 0 8 6 7 0 8  1. 2 0 3 5 4 2  3. 4 0 1 4 8 6  1. 0 0 6 4 9 4  1. 8 8 9 7 0 7  1. 6 2 6 6 0 8  2  
1. 1 1 9 5 0 8  1. 6 9 9 6 5 4  3. 5 8 6 9 5 6  2. 9 9 7 5 6 2  1. 2 5 8 6 2 6  1. 9 8 9 8 2 6  0. 9 0 3 2 5 5  4  
0. 6 1 3 6 0 4  3. 7 5 9 8 2 7  3. 8 5 6 9 5 2  2. 1 2 5 7 3 7  1. 1 5 4 7 7 5  0. 9 0 7 4 7 8  1. 7 6 1 8 8 8  4  
0. 9 0 7 8 3 3  2. 5 3 0 2 8 9  2. 3 9 5 0 7 3  2. 9 5 8 4 7 3  0. 7 3 6 1 3 2  1. 7 5 1 9 6 3  0. 5 4 9 8 4 6  2  
3. 1 7 3 4 8 9  3. 5 9 1 8 3 6  4. 3 3 0 1 8  2. 3 8 4 6 1 1  3. 1 8 9 1 4 2  3. 3 8 8 1 4 8  1. 2 6 7 6 6 3  3  
0. 1 9 8 9 8 4  2. 6 6 4 9 6 9  2. 8 6 9 3 7 3  4. 6 1 0 0 1 1  0. 3 1 3 0 2 2  2. 8 2 4 2 0 4  0. 6 2 5 3 9 4  2  
0. 6 3 0 2 5 3  2. 0 9 5 5 6 2  4. 6 1 2 6 3 5  3. 1 0 2 5 1  0. 4 0 3 1 7 1  0. 5 8 6 1 3 5  1. 5 2 4 3 5 4  4  
1. 1 7 2 0 7 8  3. 4 0 4 1 9 5  2. 2 5 8  4. 6 8 8 6 2 3  0. 0 1 8 0 0 5  3. 7 4 9 9 8 1  0. 1 1 3 9 3 4  2  
4. 0 0 7 7 3 4  4. 4 1 6 9 3 9  3. 6 5 9 5 8  2. 1 5 6 6 9 6  1. 6 6 8 1 6 4  2. 1 3 6 6 6 6  -0. 4 6 7 5 1  3  
1. 8 6 8 8 9 8  3. 1 4 9 3 3 6  2. 2 7 5 3 4 2  3. 5 2 0 5 8 5  0. 3 0 9 9 4  2. 8 3 2 4 3 4  1. 3 8 6 0 8 8  2  
0. 7 8 0 4 7 2  3. 0 7 4 6 6 4  2. 2 0 9 6 6 4  2. 9 2 3 8 0 5  1. 2 3 4 5 3 5  3. 1 3 0 3 1 3  0. 7 1 5 8 4 7  2  
4. 8 4 8 9 2 6  2. 9 5 2 4 5 5  3. 8 2 3 9 9 5  0. 5 9 1 6 4 1  1. 5 8 7 5 3 7  2. 1 8 5 9 4  -0. 8 3 4 1 2  3  
1. 2 1 1 9 1 1  3. 2 7 6 5 9 9  1. 1 6 0 3 5 2  3. 7 6 0 8  0. 1 7 2 5 8 8  3. 3 0 2 6 9 2  0. 9 0 0 3 1 6  2  
1. 3 4 5 6 9 5  4. 4 0 7 9 8 2  2. 2 4 7 0 6 6  3. 5 7 7 1 2 3  1. 5 9 2 0 0 1  1. 5 6 4 0 8 7  2. 0 9 4 4 3 3  1  
1. 2 2 4 4 7 5  3. 1 4 7 6 3 4  2. 9 4 1 9 4 2  3. 7 9 8 9 9 9  1. 5 3 5 2 4 8  2. 3 4 4 3 9 4  1. 4 7 8 6 5 2  2  
3. 8 1 4 5 9 7  3. 3 3 4 8 4 7  3. 0 9 7 2 4 1  4. 3 8 3 3 0 1  1. 5 9 4 0 8 8  3. 5 7 5 0 0 3  2. 1 9 3 6 2 7  2  
2. 6 1 8 4 5 3  3. 3 1 7 2 5 5  1. 9 4 1 2 1 4  3. 6 3 0 2 4 8  2. 6 9 8 4 7  3. 5 2 2 0 5  2. 6 4 8 0 5 1  1  
1. 2 9 4 2 7 5  1. 5 6 3 7 1  3. 0 4 3 6 1 1  2. 4 1 2 0 4 7  2. 4 9 8 0 5 7  1. 6 4 7 3 0 9  1. 6 9 3 6 2 1  5  
0. 7 8 9 6 7 2  3. 3 8 3 0 4 4  3. 3 3 7 8 8 1  3. 4 5 1 9 5 5  2. 6 8 0 5 0 2  1. 7 9 1 7 6 8  -0. 3 3 4 6 1  1  
5. 5 6 5 3 6 8  3. 1 8 1 6 5 2  3. 7 1 1 3 4 8  1. 3 6 5 4 6 7  3. 1 6 5 4 4 2  0. 6 3 3 5 9 6  1. 5 7 7 2 9 3  3  
0. 6 6 9 1 2 9  2. 1 1 8 3 5 1  2. 1 1 7 8 8 4  2. 7 0 9 9 4 1  1. 7 8 5 7 4 9  2. 3 5 3 9 1 9  1. 3 9 6 3 0 8  1  
2. 1 2 2 8 7 4  2. 3 7 0 5 2 8  4. 0 3 9 1 6 8  0. 0 4 4 9 0 6  1. 4 0 4 2 3 9  0. 0 5 4 0 6 1  1. 2 1 0 2 1 7  3  
-0. 3 1 3 6 7  1. 4 2 9 2 4 9  3. 6 0 8 4 8 7  3. 1 5 3 2 3 8  3. 4 3 5 3 8 5  2. 5 9 5 2 5 2  1. 5 6 2  1  
2. 9 9 8 4 3 1  3. 0 7 1 4 9 5  3. 9 3 5 0 0 8  -0. 0 3 6 6 3  1. 4 9 3 0 6 8  -0. 0 4 6 9  0. 9 6 9 0 3 6  3  
1. 2 0 8 6 3 6  1. 1 9 8 6 7 9  3. 7 9 7 9 5 7  1. 9 4 2 2 9  3. 1 5 4 7 4 9  1. 1 8 1 4 9 8  1. 5 8 7 8 0 1  5  
1. 2 3 8 4 8 3  2. 9 8 4 3 1 4  4. 1 0 2 5 5 8  1. 0 2 0 3 3 1  1. 7 4 6 7 3 5  0. 2 1 0 6 0 2  0. 5 9 6 2 0 2  4  
0. 7 2 1 2 1 1  2. 5 7 0 9 7 4  4. 7 8 9 8 7 9  1. 5 1 0 9 1 5  0. 4 7 0 6 5 2  0. 4 9 5 5 7 5  0. 7 7 3 9 3 4  4  
2. 1 8 2 4 7 8  2. 3 1 8 5 4 8  4. 1 8 0 7 3 9  2. 2 1 7 6 3 5  1. 4 0 0 8 1 3  1. 1 8 1 3 4 5  1. 3 6 6 4 1 1  3  
4. 9 7 3 1 9 6  1. 2 5 8 4 5  3. 1 8 1 5 5 5  1. 9 3 0 6 0 6  1. 7 5 4 2 4 7  0. 5 0 2 1 4 5  0. 8 0 8 4 3 1  3  
1. 2 9 9 8 5 9  3. 3 5 8 8 9 8  2. 9 6 3 7 8 3  2. 9 9 6 6 9 3  1. 2 1 0 2 4 2  2. 8 3 7 6 8 7  2. 6 6 1 2 8 7  1  
1. 7 2 1 6 0 4  4. 7 4 7 8 4 4  2. 9 3 8 9 8 4  3. 2 4 6 9 4 1  0. 2 8 0 3 5 8  1. 5 7 7 8 2 1  -0. 1 8 5 5 3  2  
2. 1 5 1 2 4 6  2. 4 7 5 1 8 9  2. 3 2 7 6 8 3  1. 9 9 3 1 2  0. 5 0 0 7 1  1. 4 7 8 1 8 1  2. 3 6 7 4 8 8  3  
-0. 5 2 8 0 3  2. 9 4 6 0 2 2  3. 7 4 5 7 7  3. 4 5 3 6 2 2  1. 3 6 6 6 6 5  1. 5 3 0 8 9 1  2. 8 9 8 3 8 6  4  
2. 5 2 0 4 7 4  2. 8 4 0 8 9 1  4. 6 0 5 0 0 5  2. 4 9 2 2 3 3  1. 5 0 5 9 3 5  0. 9 3 3 6 9 3  1. 5 4 7 9 4 9  3  
1. 9 5 3 5 6 8  4. 7 1 0 9 6 1  2. 0 5 9 4 1 5  3. 2 1 8 4 3  0. 4 0 4 1 8 2  2. 0 7 2 2 9 8  -0. 4 8 1 5 8  2  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

0. 6 7 3 2 2  2. 0 5 9 8 2 7  3. 3 7 8 4 6 3  3. 2 6 3 0 5 1  1. 5 9 3 9 4 2  1. 4 1 1 9 9 7  3. 4 7 8 8 5 3  5  
0. 4 8 2 8 4 9  1. 6 6 9 8 4 6  5. 3 3 7 1 1 4  3. 9 2 2 8 6  0. 8 5 7 6 8 1  2. 0 9 8 7 6 5  1. 2 7 6 0 3 1  4  
1. 4 3 6 9 0 8  3. 0 0 6 3 4 1  2. 1 1 1 4 4 5  3. 6 3 5 7 6  1. 1 7 8 3 3  2. 6 9 6 4 8 9  -0. 0 3 4 6 8  2  
-0. 1 6 4 6 9  3. 0 3 7 4 6 4  2. 5 9 3 7 4 7  2. 1 9 1 2 6  1. 1 5 0 8 1 4  1. 1 8 3 9 6 5  2. 8 8 5 2 7 3  1  
3. 0 9 8 2 4 4  2. 5 9 1 9 2 5  4. 5 5 3 6 8  2. 7 7 1 8 3 6  0. 4 0 9 7 1 7  4. 1 0 0 4 6 5  1. 1 6 1 7  2  
0. 2 8 7 1 3 8  2. 6 3 8 8 3 6  3. 8 6 3 1 4 1  2. 4 1 0 3 9 1  1. 9 5 2 4 8 1  0. 4 8 0 4 1 3  3. 1 2 1 4 7 2  4  
0. 8 8 1 8 4  3. 6 2 5 7 2 2  4. 8 9 2 3 8 6  0. 7 9 2 8 5 2  -0. 3 8 7 7 9  0. 5 9 9 9 0 7  0. 3 1 9 5 0 5  4  

2. 1 5 0 2 6 7  2. 5 3 1 0 0 1  1. 7 9 8 7 4 2  1. 7 3 4 5 0 5  2. 5 6 9 1 3 8  1. 4 7 4 9 7 7  1. 9 4 3 5 0 3  3  
0. 0 8 0 2 3 2  1. 9 4 4 2 2 9  2. 8 9 9 4 1  3. 0 9 1 8 5 2  1. 2 9 7 5 5 3  1. 1 3 0 4 8 1  1. 4 7 9 5 8 8  4  
1. 3 0 7 5 5 8  3. 2 4 2 0 2 5  3. 9 2 8 5 7 9  0. 5 5 0 1 7 9  0. 4 8 9 3 0 2  -0. 2 1 6 7  1. 5 6 9 6 0 7  4  
-0. 2 3 3 4 5  2. 5 0 8 5 8 2  4. 1 3 5 5 9  3. 0 1 9 6 9 2  1. 0 1 2 5 1 4  0. 8 0 3 0 1 4  2. 1 6 3 8 3 1  4  
0. 4 5 2 2 8 7  4. 0 9 5 7 9 6  2. 9 3 8 0 2 4  2. 7 5 5 9 5 9  1. 1 9 7 2 6 7  1. 7 3 6 3 6 4  1. 4 8 9 4 6  1  
0. 3 3 3 1 4 6  3. 4 9 1 9 7 5  2. 9 9 8 4 7 4  2. 3 4 8 1 8 5  2. 8 6 3 1 0 5  2. 0 0 5 4 4 1  1. 9 9 9 9 6  1  

-0. 2 0 2 1  2. 3 8 0 0 4  4. 1 1 9 3 4 1  2. 2 6 8 6 4  1. 4 0 7 2 2  0. 2 4 7 8 6 2  1. 4 9 5 9 7 1  4  
1. 2 7 6 4 8  2. 7 1 0 5 6  3. 4 1 6 1 9 9  3. 5 7 3 6 3 9  1. 1 2 4 9 5 6  2. 4 7 5 9 5 1  1. 1 1 0 4 9 2  2  

1. 0 7 1 6 2 2  0. 0 5 8 3 9 2  4. 1 7 5 3  3. 0 3 5 7 6 1  3. 1 4 7 5 1 6  0. 4 6 3 0 4 1  3. 4 3 4 2 6 7  5  
0. 7 6 7 0 5 8  2. 9 0 2 1 4 1  2. 8 1 5 3 9  1. 0 4 6 3 6 6  3. 4 8 1 8 2 4  2. 3 1 4 7 2 2  3. 4 5 6 7 4 5  1  
3. 1 9 9 2 0 5  1. 7 9 4 0 7 8  3. 0 9 4 1 3 8  0. 6 6 6 1 8 4  2. 6 8 0 8 3 1  0. 9 6 9 6 5 6  3. 0 1 2 8 0 9  3  
0. 3 8 1 6 0 6  1. 8 5 5 7 1 2  2. 1 8 0 8 9 9  2. 2 8 5 4 3  2. 6 9 6 8 1  2. 1 2 9 1 9 8  3. 0 6 1 7 7 8  5  
1. 1 9 9 2 5 2  1. 7 7 1 8 6 4  3. 2 1 0 7 8 1  2. 0 4 8 2 0 3  2. 1 1 7 3 7 8  1. 3 7 3 8 9  2. 3 7 7 9 5 5  5  
0. 9 1 1 3 2  1. 9 8 1 7 4 1  2. 1 9 9 6 0 1  2. 4 1 9 3 4 1  2. 2 1 5 3 5 3  2. 0 5 9 6  2. 9 8 9 3 9 7  5  

1. 4 6 5 2 8 5  2. 9 9 7 4 2 1  3. 1 3 7 4 4 3  1. 0 3 6 6 1  2. 1 0 1 2 5 9  0. 4 1 2 7 5 7  0. 5 5 6 0 0 6  3  
1. 4 4 5 9 5 7  2. 3 3 1 5 7 3  1. 9 1 6 2 1 8  2. 8 9 9 5 1 4  1. 8 1 8 4 8 9  2. 8 4 3 0 5 7  2. 6 5 4 7 3 6  1  
2. 1 9 0 4 3 4  2. 7 8 1 9 6 4  2. 6 9 7 7 2 5  2. 2 1 5 7 6 8  1. 9 3 5 8 2 1  3. 0 8 6 3 0 3  2. 3 8 2 5 8 3  1  
3. 0 6 0 5 1 5  2. 8 9 3 7 1 5  3. 8 4 3 1 9 2  1. 2 7 4 3 5 1  2. 7 7 6 9 3  1. 9 9 9 9 6 7  1. 6 2 5 4 4 4  3  
3. 4 3 9 1 8  4. 6 8 5 9 7 5  2. 5 1 1 2 0 7  0. 6 0 6 1 4 2  2. 4 8 9 6 4  0. 8 9 9 2 1 6  2. 1 2 6 6 4 3  3  

2. 2 4 8 8 5 8  3. 0 7 8 3 4 9  2. 5 3 6 6 2 2  1. 2 8 9 6 9 1  2. 2 4 0 4 6 2  3. 0 8 4 2 1 8  2. 5 1 9 3 3 9  1  
3. 3 7 9 9 8  3. 3 2 9 4 6  4. 4 5 7 8 2 3  2. 1 4 4 6 3 1  1. 2 1 3 0 9  0. 4 0 4 2 7  0. 7 5 0 1 1  3  

1. 4 8 5 5 7 5  0. 6 5 3 1 3 3  3. 5 7 3 3 3 7  1. 8 0 4 7 8 6  2. 6 1 4 7 3 5  1. 7 0 0 2 0 6  2. 2 9 4 7 6 8  5  
-0. 1 1 6 3 9  1. 6 9 7 4 9 6  3. 8 9 4 9 5 4  1. 1 6 3 9 9 7  2. 8 0 3 6 7 7  1. 6 2 0 8 4  3. 1 7 0 2 0 9  5  
0. 2 6 5 3 3 7  0. 7 9 4 6 7 4  3. 4 8 3 1 8 8  3. 1 9 6 5 3 2  2. 2 7 0 6 7 3  0. 7 3 3 3 0 5  3. 1 0 5 3 3 5  5  
0. 4 8 7 4 6 7  2. 1 3 4 0 1 8  3. 5 0 9 7 3 9  2. 1 5 8 8 1 5  1. 6 7 0 3 2 6  3. 0 8 6 9 4 1  1. 7 6 6 9 9 6  1  
1. 7 8 5 9 7 4  2. 3 2 5 7 8 3  3. 9 7 5 4 7  1. 0 9 7 8 9  1. 5 3 3 6 0 2  0. 0 0 6 6 2  0. 6 6 1 0 8 7  3  
2. 1 9 9 6 6 2  1. 0 4 3 7 3 1  3. 2 3 0 4 5 5  1. 4 7 1 4 8 1  1. 5 9 4 1 0 8  0. 1 9 6 0 8 7  1. 6 9 9 9 6 8  3  
0. 4 3 2 7 7 4  0. 4 7 3 2 4 2  3. 7 4 9 2 1 6  2. 0 0 0 7 8 7  2. 2 6 0 5 2 7  2. 0 0 2 8  2. 9 3 6 0 8 9  5  
-0. 0 3 2 2 5  1. 8 2 3 5 1 8  3. 4 6 0 9 3 5  2. 0 2 6 7 0 9  2. 0 7 3 4 9 3  1. 8 2 2 9 5 7  2. 1 9 9 5 2 1  4  
2. 9 2 2 6 4 1  1. 9 1 2 7 9 2  2. 8 6 9 1 9 1  1. 9 2 4 7 3  2. 2 3 1 7 1  1. 4 6 3 3 1 2  1. 7 7 1 0 8 6  3  
1. 9 5 8 5 1  2. 6 2 0 6 9 1  3. 2 0 9 7 1 1  2. 4 0 8 8 5  2. 1 6 7 5 0 2  1. 4 1 0 4 3 5  0. 7 8 0 6 5 1  3  

1. 6 7 3 3 7 3  3. 1 5 3 5  3. 3 8 4 7 8 3  2. 6 6 5 6 8 6  2. 3 8 6 6 0 9  3. 0 4 5 0 4 6  1. 3 0 6 6 3 2  1  
2. 0 5 2 1 4 2  2. 8 0 1 7 1 3  3. 6 1 6 6 7 2  2. 3 7 6 7 7 8  2. 1 9 8 5 1 4  2. 5 7 1 2 8 4  2. 1 0 9 6 7 1  1  
2. 3 9 8 7 5 5  2. 6 5 6 1 1 7  3. 5 9 9 1 2 3  2. 1 1 3 1 4 5  1. 8 5 3 6 8  1. 9 5 5 3 6 9  1. 0 2 9 5 3 1  3  
1. 6 0 0 7 4 9  2. 7 7 2 3 7 3  2. 9 7 5 5 9  2. 3 5 6 2 0 7  2. 1 7 9 0 8 8  2. 7 2 7 0 5 6  2. 9 6 3 0 3 1  1  
2. 4 0 7 4 3 6  2. 8 7 6 7 9 3  3. 5 8 8 0 6 9  2. 3 4 9 7 3 6  2. 6 0 3 4 5 4  1. 4 7 2 8 4 7  1. 4 8 1 7 6 2  3  
1. 4 7 7 0 9 2  2. 3 6 7 9 7 5  3. 2 7 9 3 2 3  3. 7 0 6 3 1 4  2. 4 9 6 2 9 4  1. 9 7 0 7 4 8  2. 0 2 7 5 6 9  5  
2. 1 1 7 0 3 2  3. 1 2 9 4 6 1  3. 3 3 8 8 2  2. 3 5 3 7 2 3  1. 3 0 3 8 5 4  3. 2 1 3 8 9 8  2. 0 4 6 5 1 3  2  
0. 8 6 2 8 5 2  1. 7 8 7 8 9 1  4. 6 9 3 7 7 3  3. 9 2 0 3 6 4  1. 5 3 6 5 0 4  1. 5 9 8 5 6 2  0. 8 1 2 8 4 6  4  
2. 1 2 4 9 7 6  2. 5 2 2 9 9 7  2. 1 4 2 1 1 5  2. 0 1 7 7 1 5  1. 3 2 9 3 1 9  1. 3 5 3 4 8 5  2. 0 1 7 2 1  3  
2. 0 5 3 9 4 2  1. 2 8 2 6 6 6  2. 6 0 8 1 7  2. 1 7 3 0 6 7  1. 8 8 3 3 5 5  1. 4 4 6 7 7 1  1. 9 3 2 7 4 3  5  
1. 0 5 1 9 6 8  1. 3 5 1 9 2 4  2. 7 4 3 5 3 5  2. 1 3 3 2 8 9  2. 1 5 6 6 3  1. 2 7 7 4 0 4  1. 9 4 7 4 5 3  5  
1. 7 1 1 2 1 5  1. 4 7 0 0 1 9  2. 4 1 9 2 6 3  1. 7 2 0 7 4 9  1. 8 8 2 5 9 7  1. 2 7 3 4 6 7  2. 3 6 8 5 3 5  5  
2. 9 2 9 0 9 2  1. 3 3 7 4 7 7  2. 2 4 9 8 7 5  2. 1 3 7 5 3 6  0. 7 8 4 3 4 8  1. 3 6 5 0 4 9  2. 0 0 1 4 5 2  3  
1. 1 5 8 9 8 3  1. 4 6 2 8  2. 9 1 5 9 7 5  1. 8 2 3 4 5 9  1. 5 0 9 8 8 6  0. 5 5 1 2 4 8  2. 7 9 3 8 9 3  5  
2. 0 9 1 2 6 8  1. 7 5 0 3 2 4  3. 3 7 7 3 5  1. 2 4 8 9 8  0. 4 5 9 1 6 3  1. 4 1 4 7 6 3  2. 3 1 5 1 3 7  3  
2. 0 7 6 0 4 5  1. 7 7 4 5 8 2  2. 5 1 2 3 0 4  2. 2 5 6 7 3 6  1. 8 6 6 8 8 6  1. 1 4 9 3 6  2. 6 1 1 3 0 7  5  
0. 8 8 8 7 7 2  2. 3 9 8 7 0 3  2. 9 6 2 5 1  3. 0 5 3 8 5 1  0. 4 0 9 2 1 7  0. 7 5 2 5 8 5  2. 7 4 9 1 0 8  4  
1. 3 8 5 8 6 8  2. 7 2 6 6 6 3  4. 7 8 6 9 6 9  1. 9 2 6 7 0 2  -0. 2 9 1 5 1  1. 4 4 7 6 1 9  0. 3 0 0 5 1 1  4  
1. 5 7 3 5 0 4  1. 3 8 5 6 7 7  2. 7 6 5 5 0 9  1. 7 9 7 3 3 9  2. 8 0 3 4 9 7  0. 7 0 6 6 2  1. 8 8 6 1 1 3  5  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 3 6 7 0 9  2. 2 5 0 4 1 6  2. 1 2 0 9 6 9  3. 1 5 6 0 5 9  0. 9 5 3 4 5 3  0. 8 3 4 2 8 6  0. 3 3 2 7 0 7  2  
1. 8 3 9 6 3  1. 0 2 0 2 4 8  2. 2 6 1 2 4 3  3. 0 0 5 7 5 4  1. 9 3 1 7 1 3  0. 3 7 6 0 0 5  1. 8 5 5 8 1 8  5  

1. 6 0 1 5 6 1  1. 2 5 2 6 1  2. 8 9 1 9 2 8  2. 4 8 6 9 4 4  1. 1 9 5 0 3 4  1. 6 3 4 1 8 3  1. 8 8 8 2 8 7  5  
-0. 0 2 3 5 4  3. 2 8 7 4 4 1  3. 0 6 6 1 5  1. 4 7 7 3 1 6  0. 7 8 8 5 6 7  1. 7 6 9 7 4 1  0. 3 8 8 0 5 5  4  
1. 2 1 8 7 4 7  0. 9 6 8 5 0 8  2. 3 1 0 1 2 8  1. 8 4 0 9 3 1  3. 5 9 9 9 9 6  2. 5 4 6 5 1 7  2. 3 5 3 3 3 1  5  
2. 2 7 3 4 3 3  1. 6 9 1 4 8 4  4. 0 4 8 6 9 6  2. 6 0 7 5 5 4  3. 5 8 9 2 6 3  1. 2 5 5 1 1 1  0. 4 3 5 1 3 1  3  
2. 0 8 8 9 6 8  1. 1 4 7 3 8 8  2. 2 1 1 2 1 1  2. 6 6 3 8 3 2  2. 5 1 3 6 2 4  1. 1 5 9 2 9 5  2. 5 1 0 9 0 7  5  
1. 6 7 1 8 1 9  1. 3 7 7 0 3 6  3. 4 4 2 5 2 2  3. 1 1 9 0 8 8  2. 5 3 5 5 6 9  0. 1 4 0 9 9 7  2. 2 0 9 5 6 5  5  
0. 6 5 5 5 9 9  2. 0 4 4 8 9 8  3. 0 2 9  2. 9 7 0 1 6 7  1. 3 1 6 1 4 6  2. 1 1 8 6 0 2  2. 1 0 2 3 3  4  
1. 8 5 7 2 8  0. 1 1 9 8 3 5  2. 5 3 1 1 0 9  2. 3 4 6 7 4 3  1. 5 4 2 3 7 6  2. 0 4 9 2 9 5  3. 6 3 2 2 6 6  5  

0. 8 1 0 0 1 3  0. 5 1 9 8 3 5  2. 2 0 8 6 7 2  2. 6 9 0 9 6 6  1. 7 9 3 8 8 3  2. 2 5 2 7 8 8  3. 3 4 0 7 0 9  5  
-0. 5 3 6 7 2  1. 9 0 4 1 3  3. 7 5 1 9 8 9  2. 8 9 6 3 4 2  2. 6 8 4 3 6 4  0. 7 3 6 4 5 2  2. 2 4 0 2 2 7  4  
0. 9 1 2 0 9 9  0. 8 4 3 4 0 1  3. 8 6 3 2 8 2  1. 4 6 6 2 4 2  1. 9 0 0 9 0 5  1. 5 1 1 6 2 1  3. 0 6 8 3 7 1  5  
0. 7 1 7 6 4 2  1. 8 1 6 2 7 2  2. 2 5 7 4 2 5  3. 0 6 0 5 4 3  1. 1 7 8 0 1  1. 7 5 5 6 5 2  3. 4 5 7 6 6 8  5  
-0. 5 8 6 8 3  3. 0 8 1 1 7 8  4. 1 5 5 0 7 4  3. 3 4 0 2 6 2  -0. 5 2 8 4 4  2. 8 7 0 1 4 6  1. 4 4 8 3 3  4  
0. 9 4 8 8 1 4  1. 3 2 9 9 2 7  2. 3 0 9 5 0 9  2. 6 3 8 6 1 9  2. 4 2 5 3 9 2  2. 0 5 0 6 0 9  2. 0 5 5 0 0 8  5  
1. 4 0 5 3 8 1  2. 5 7 7 6 7 8  4. 2 8 6 1 4 1  1. 9 8 0 8 3 4  2. 4 3 2 6 8 9  -0. 0 9 6 1 3  1. 1 4 8 4 5 2  4  
1. 5 6 7 3 2 8  2. 9 3 3 2 5 3  3. 5 1 3 7 0 8  2. 5 8 5 1 2 6  1. 0 4 3 1 7 9  -0. 1 3 3 4 1  2. 4 2 0 6 9 6  4  
0. 6 5 4 8 4 2  2. 4 9 7 2 8 4  3. 6 0 3 0 8 9  3. 2 3 7 0 3 5  1. 7 0 4 7 2  1. 0 9 9 2 1 1  1. 7 9 7 6 4 9  4  
1. 5 1 2 9 9 9  0. 6 1 1 8 5 4  2. 6 8 3 6 3 4  2. 1 6 9 2 9 1  2. 8 1 6 9 4  1. 7 3 2 6 3 5  3. 7 1 1 2 7 9  5  
1. 7 5 0 5 4 1  0. 9 0 8 3  3. 8 7 4 4 9 4  4. 0 7 6 2 8 7  -0. 0 0 0 4  3. 2 5 3 3 0 8  1. 5 5 8 5 2 6  2  
3. 5 5 4 1 3 8  3. 7 9 8 5 7 2  3. 9 2 9 3 6  3. 1 7 1 3 4 9  1. 1 3 4 5 0 8  -0. 2 7 8 2 4  2. 6 7 4 9 6 7  3  
1. 8 4 3 4 9 3  2. 0 3 5 0 7 4  1. 9 7 5 8 6 8  1. 9 9 1 7 1 9  2. 4 1 7 6 0 6  0. 5 6 3 5 0 3  2. 4 6 9 9 6 5  5  
1. 7 1 7 4 3 6  2. 3 9 2 2 6 2  3. 0 5 1 0 2 6  2. 0 6 0 3 4 3  2. 7 5 3 3 6 2  1. 4 9 5 3 9 7  3. 6 4 1 7 2 9  5  
-0. 4 2 1 6 1  4. 1 7 4 9 1 9  2. 3 8 1 5 5 4  3. 3 8 8 3 5 6  0. 4 3 8 0 5 5  3. 4 4 4 9 2 4  1. 0 3 3 7 5 1  2  
1. 7 6 3 2 4 7  1. 8 2 1 0 2 6  3. 4 5 5 3 3 4  0. 6 3 1 6 6  3. 0 3 2 0 0 2  1. 4 1 0 2 3 7  2. 9 0 9 7 6 7  5  
1. 6 7 6 4 4 4  2. 5 5 2 6 7 1  2. 6 0 4 7 8 4  0. 8 7 5 3 1 6  1. 8 7 8 9 1 4  -0. 1 7 3 0 2  2. 6 8 8 8 0 3  3  
2. 4 2 1 3 5 8  0. 8 9 7 8 5 2  1. 7 5 7 3 3 6  1. 9 4 5 3 2 5  2. 9 7 8 7 7 7  0. 5 8 9 7 1 9  2. 9 6 3 7 8 3  5  
1. 0 9 1 9 8 3  1. 6 6 4 4 3 8  3. 0 9 4 8 3 7  2. 8 1 0 6 4 2  2. 6 6 8 5 3 1  3. 1 7 6 4 7 2  3. 3 6 5 5 3 7  5  
0. 9 5 8 2 5  2. 3 2 2 1 1 2  2. 7 9 3 9 4  1. 3 5 7 4 6 9  2. 8 4 9 9 3 3  1. 4 6 4 4 0 1  1. 6 8 5 8 9 7  1  

1. 6 8 6 8 7 9  1. 2 0 9 3 2 5  2. 3 5 7 9 0 8  1. 5 9 1 7 0 4  2. 3 9 4 9  2. 8 1 5 8 3 5  3. 4 7 3 9 7 7  5  
0. 6 7 9 9 9 1  0. 4 9 0 0 4 5  3. 6 4 9 3 3 8  3. 1 2 1 8 1 4  3. 2 3 3 9 9 7  1. 8 0 3 6 6 8  3. 4 3 3 0 7 6  5  
0. 5 7 6 4 6 5  1. 6 8 3 3 5 7  3. 6 7 9 8 5 1  3. 0 2 1 2 0 4  2. 9 7 2 9 7 6  2. 9 0 5 1 0 7  2. 1 8 0 4 7 6  5  
0. 1 3 6 9 8 6  3. 7 0 9 5 1 9  2. 8 9 5 2 2 8  2. 0 0 6 3 5 2  2. 0 8 7 2 5  0. 5 5 9 7 0 1  0. 5 5 9 7 0 1  4  
1. 9 9 2 1 5 8  1. 8 8 7 1 2 4  2. 7 5 1 8 5 4  4. 0 5 7 0 1  2. 7 8 7 6 7 6  3. 6 1 1 4 6 3  1. 6 1 6 1 0 8  1  
2. 1 8 8 3 1 1  1. 6 7 2 3 6  3. 6 2 4 5 5 2  2. 1 2 0 6 2 9  2. 3 8 5 1 5 7  -0. 4 0 7 3 2  2. 2 9 0 7 4 3  3  
1. 1 0 3 5 0 5  3. 2 1 3 2 4 6  3. 5 6 5 1 7  1. 3 3 5 9 3 4  2. 3 2 2 9 7 9  2. 0 7 3 3 1 6  2. 5 3 3 3 8 9  1  
1. 1 7 2 2 6 6  1. 1 7 9 6 4 7  3. 3 0 5 5  0. 9 3 8 0 8 1  2. 6 3 9  3. 3 3 3 9 7 3  2. 3 9 8 9 0 4  5  
0. 9 4 6 7 7 7  1. 1 2 9 8 3  3. 2 2 4 0 2 4  2. 2 9 5 4 1  2. 9 5 8 1 0 2  2. 7 7 5 7 3 9  1. 6 3 8 1 5 3  5  
1. 1 8 0 7 7 3  2. 2 0 0 7 9  3. 9 0 9 7 5 7  0. 7 8 4 6 4 9  2. 5 3 7 9 9 3  1. 6 5 4 5 7 2  2. 3 5 3 7 6 7  4  
-0. 2 9 8 3 7  2. 7 0 8 1 0 3  4. 0 1 0 2 3 7  3. 2 1 2 3 2 7  2. 7 8 2 7 1 3  2. 5 4 4 0 7 7  2. 6 1 7 4 8 3  1  
0. 9 9 9 9 8 4  1. 6 0 1 7 3 6  3. 1 7 5 7 8 7  1. 8 0 9 0 0 6  2. 0 0 8 3 3 2  2. 5 8 4 3 6 1  2. 9 2 4 5 1 4  5  
1. 1 9 1 2 1 9  1. 6 1 4 6 3  2. 6 4 0 1 7 9  2. 0 9 7 0 7 2  2. 4 6 3 0 7 1  2. 9 2 3 7 1 2  2. 1 2 6 7 5 3  5  
0. 8 1 5 8 4  1. 7 6 6 5 9 1  1. 9 0 1 2 4 1  3. 2 0 1 0 8 2  3. 0 8 9 1 3 2  1. 5 0 7 4 8 1  2. 9 0 6 5 1 9  5  

-0. 5 2 0 0 5  -0. 2 1 1 5 2  3. 8 7 7 0 6 9  3. 1 1 7 8 1 1  2. 4 4 5 8 6 8  1. 9 4 2 3 7 6  3. 5 2 8 1 0 2  5  
0. 6 9 8 5 6 1  1. 5 8 1 8 1 1  3. 2 0 6 0 1 6  2. 9 6 6 6 8 6  2. 1 7 4 5 4 9  2. 6 2 8 2 8 9  3. 4 3 4 6  5  
0. 2 9 4 3 1 9  1. 2 4 3 3 5 9  3. 2 6 4 2 6 4  2. 5 0 4 0 6 7  2. 1 2 5 5 9 5  1. 7 6 4 0 6 3  2. 3 9 9 8 2 1  5  
0. 5 5 2 5 2 2  1. 9 4 1 8 9  3. 6 6 3 7 0 7  2. 6 5 6 1 3 8  1. 6 8 2 9 8 4  1. 3 6 1 7 4 4  2. 2 1 8 4 9 6  4  
3. 1 3 3 1 2 9  -0. 2 7 5 4 6  2. 9 1 2 2 3 6  2. 4 2 4 3 3 5  1. 3 4 5 9 0 3  0. 6 7 0 5 9 9  2. 5 1 7 8 6 1  5  
-0. 2 4 6 3 8  0. 4 8 0 5 4 4  3. 2 4 6 5 6 1  3. 1 8 8 0 9 2  2. 9 2 0 5 3 3  2. 7 1 2 8 5 4  0. 7 3 9 7 8 5  5  
1. 1 4 4 1 2  0. 1 4 9 3 3 5  2. 1 6 3 4 9 7  1. 8 8 4 2 9 3  2. 3 3 3 1 3  3. 0 1 3 6 4 1  3. 0 6 5 4 9 8  5  

1. 1 0 6 2 6 8  1. 4 2 3 7 3  4. 0 3 0 9 0 8  3. 0 5 8 4 6 7  1. 7 8 4 7 2 9  1. 1 5 1 2 4 8  3. 1 4 5 5 4 9  5  
1. 7 4 7 8 9 8  2. 2 8 9 9 2 6  3. 1 9 3 0 3 2  2. 3 4 2 3 4 4  1. 8 3 6 6 6 7  2. 3 4 1 6 4 7  2. 5 7 2 2 5 3  5  
1. 2 4 9 7 8 3  1. 3 6 6 3 5 7  1. 8 9 1 0 0 3  3. 5 0 0 5 7 5  2. 8 7 3 9 6 9  2. 4 2 8 0 0 8  3. 9 7 7 2 6 9  5  
1. 3 6 9 2 0 5  1. 4 2 6 7 1 8  3. 4 8 9 2 5 7  2. 7 2 5 5 7 6  2. 3 8 2 6 6 1  1. 9 1 9 9 1 2  3. 0 8 8 2 0 1  5  
2. 0 4 7 0 6 5  0. 8 2 3 2 2 6  2. 3 4 5 8 6 1  3. 0 6 2 7 8 5  1. 5 3 3 9 2 4  2. 7 5 1 1 1 8  4. 3 6 9 4 9 8  5  
1. 6 6 5 5 6 8  1. 7 5 8 8 5 2  2. 1 0 2 0 2 3  2. 3 6 7 6 4  1. 9 8 5 8 6 8  2. 1 6 4 6 8 3  2. 9 9 7 7 3 6  5  
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1. 2 3 5 9 7 4  1. 3 0 8 5 7 6  2. 9 8 1 0 5 1  2. 4 2 9 4 6 3  1. 9 2 8 4 4 1  2. 4 6 4 0 0 2  2. 9 5 2 1 7 8  5  
1. 8 2 6 1  1. 5 1 2 9 7 1  3. 1 2 3 7 1 1  2. 4 9 7 7 4 5  2. 3 7 3 4 4 3  2. 0 9 4 4 9 7  3. 0 4 4 6 4 3  5  

2. 8 4 0 5 1  1. 1 7 5 3 9 3  2. 5 8 6 9 2 9  3. 2 8 9 8 6  2. 3 3 5 6 7  2. 0 9 0 7 6 3  3. 7 4 2 6 1 9  5  
0. 2 7 9 5 4 8  1. 8 9 5 8 2 5  5. 3 8 8 3 4 1  2. 1 2 0 0 7 3  2. 2 4 7 1 7 4  0. 8 6 8 7 0 1  1. 0 8 1 0 3 2  4  
0. 9 9 6 1 9  1. 0 1 2 6 9 6  1. 9 6 0 5 6 4  3. 8 9 9 2 2  2. 1 6 6 9 8 6  3. 0 1 1 8 2 7  2. 0 1 1 5 3 7  5  
0. 4 0 9 2 8  3. 1 8 5 7 9 4  2. 6 2 3 6 4 7  1. 9 4 0 5 4 9  1. 8 2 5 4 0 7  1. 6 9 8 6 2 1  1. 5 6 8 0 1 5  1  

0. 2 1 5 1 4 4  2. 0 9 1 7 9 7  4. 1 7 1 2 1 1  2. 3 2 0 6 5 4  3. 3 6 9 4 9 4  3. 1 9 1 4 6 7  1. 6 4 8 3 6  1  
2. 5 1 0 5 4 2  2. 0 1 7 1 4 9  2. 2 3 4 8 3 8  3. 7 2 2 9 7 4  3. 5 9 4 2 6 5  1. 5 3 8 4 2 3  4. 5 2 7 2 2 7  5  
2. 1 9 1 7 8 9  2. 2 7 9 9 9  0. 7 5 1 6 6  3. 7 5 0 0 0 2  2. 9 0 1 4 2 2  1. 6 8 6 6 3 6  2. 4 8 1 7 0 3  5  
3. 3 2 6 3 1 3  2. 5 2 8 3 2 8  3. 9 2 8 7 9 2  3. 1 2 1 2 1 6  1. 4 5 3 6 1 5  1. 6 8 2 8 9 7  1. 6 1 7 5 0 6  3  
1. 6 6 4 3 9 4  3. 0 9 3 9 7  1. 7 8 8 7 8  1. 8 8 4 2 3 6  2. 9 2 4 9 4 1  1. 5 1 5 5 5 7  2. 5 2 0 1 3 3  1  
3. 6 3 9 9 7 2  2. 2 9 6 4 7 8  1. 1 5 1 9 7 8  4. 0 5 8 5 3 6  3. 1 1 4 6 1 2  3. 2 4 0 0 4 3  1. 3 9 0 4 3 7  2  
0. 4 4 9 9 2 4  1. 4 8 2 8 4  0. 9 7 5 9 2  2. 9 2 9 8 1 7  3. 7 1 7 6 9 5  4. 4 9 3 1 1 8  4. 4 6 0 9 1 7  5  
2. 0 0 3 7 8 3  1. 6 1 7 2 4 4  1. 4 8 3 1 7 2  3. 1 6 5 2 9 1  2. 8 1 4 8 2 6  1. 5 4 4 8 2 5  3. 4 0 8 5 4  5  
1. 6 4 2 7 0 9  2. 5 9 9 3 1 7  2. 7 4 3 0 9 2  2. 4 7 8 1 8 2  1. 2 1 6 0 3 8  1. 5 6 9 6 8 6  2. 9 5 5 0 9 2  5  
2. 0 2 0 4 7 4  3. 0 3 1 1 3 1  1. 4 5 8 3 7 4  1. 9 6 3 5 1 2  2. 0 0 2 0 5 7  0. 8 6 3 4 6 8  1. 7 9 1 4 3 1  3  
1. 5 8 8 0 8 8  1. 8 3 9 8 1  1. 6 2 1 0 1 1  2. 2 9 6 3 1 2  2. 5 7 6 3 7 4  1. 5 9 5 4 8 8  3. 0 5 0 5 6 2  5  
-0. 0 3 7 0 4  2. 6 1 8 5 7 3  2. 7 3 4 6 8  3. 5 2 3 9 4 4  1. 7 2 8 8 0 3  3. 0 9 2 4 2 3  1. 0 1 1 3 4 1  1  
1. 5 0 7 1 6 8  2. 2 8 9 9 4 9  2. 9 0 7 3 9 4  2. 4 9 4 1 7 5  0. 3 4 2 6 1 9  2. 9 5 5 8 0 6  2. 2 3 8 8 7 6  2  
0. 6 5 7 2 2  1. 9 4 8 0 9 2  3. 3 8 4 6 3 2  3. 5 9 1 1 4 9  1. 0 9 3 0 1 9  1. 9 4 8 0 2 2  2. 2 2 6 3 9 9  4  

0. 9 0 6 9 7 2  2. 3 4 1 6 1 1  3. 4 7 4 0 2 3  3. 7 6 6 2 6 5  1. 3 1 9 2 4 4  2. 0 5 4 8 5 4  0. 8 4 9 8 1 8  2  
1. 0 9 9 9 8 8  2. 3 3 3 7 9 7  3. 2 3 8 9 1 3  2. 9 3 7 2 3 2  0. 4 9 3 9 7 7  1. 7 0 0 4 2 6  1. 4 0 2 9 3 3  4  
1. 2 8 0 0 1 5  2. 5 1 3 5 5 7  2. 2 2 5 7 6 3  1. 8 6 8 4 4 5  1. 7 3 9 7 7 6  1. 3 7 4 6 0 7  1. 7 8 2 2 6 7  1  
-0. 1 1 1 3 9  2. 0 9 5 0 3 5  2. 9 4 7 3 7 6  3. 1 4 2 2 5 6  3. 0 3 2 2 9 3  1. 6 3 9 6 4 3  0. 4 8 0 0 9 9  1  
1. 5 5 1 9 1 2  1. 8 8 7 4 0 2  2. 3 4 4 7 8 2  3. 6 8 6 3 0 8  2. 7 6 8 6 1 3  2. 6 8 1 9 5 6  1. 1 5 7 5 5 2  1  
-0. 0 8 8 6 6  3. 7 4 5 3 1 4  2. 2 2 0 3 3 6  3. 0 7 1 6 6 1  2. 8 4 9 6 7 1  1. 8 6 2 0 1 1  1. 6 9 5 5 5 2  1  
-0. 1 4 0 3 5  2. 4 5 9 1 3 2  2. 9 8 9 5 6 9  2. 9 9 1 6 6 1  2. 6 8 2 9 2 9  2. 5 5 2 5 8  1. 2 7 2 7 0 8  1  
0. 8 6 3 4 7 2  1. 8 0 2 1 5 5  2. 0 7 8 3 6  2. 7 9 3 1 8 2  3. 6 8 6 9 6 5  2. 5 3 5 3 7 3  3. 2 2 3 1 3 5  5  
1. 9 3 9 9 8 2  1. 0 2 8 0 4 3  2. 6 6 1 5 3 5  3. 2 8 3 0 3 1  2. 8 4 9 4 7 8  1. 7 9 1 1 5 9  2. 9 3 5 8 2 7  5  
0. 2 0 2 0 8 8  2. 7 7 2 4 7 2  3. 8 6 0 5 6 4  2. 4 1 8 3 2 1  1. 2 2 1 2 7 1  2. 6 8 6 4 7 3  3. 0 4 5 8 0 4  4  
1. 5 3 6 4 2 3  3. 9 6 3 1 8 9  3. 5 3 9 2 7 1  3. 2 1 3 5 4 6  2. 9 3 4 7 7 3  0. 8 7 8 7 7 2  1. 7 5 0 4 3 9  1  
0. 7 1 6 6 5 4  3. 7 6 9 8 7 2  2. 3 3 7 5 5 8  3. 2 1 9 0 9  3. 2 5 7 4 1 1  3. 0 9 6 5 5  1. 2 0 0 7 5 3  1  
0. 0 0 2 0 5 3  2. 5 7 9 1 4 9  1. 7 0 8 6 1 9  1. 8 2 6 8 4 2  2. 9 0 2 1 1 9  2. 6 9 2 2 7  1. 8 4 6 3 5 4  1  
1. 8 7 8 3 8 4  1. 3 6 7 0 2 9  2. 5 2 9 9 2 7  2. 2 1 9 2 4 2  3. 1 7 0 1 4 4  1. 3 7 2 9 3 2  2. 5 9 5 5 2 5  5  
1. 1 1 3 1 6 5  4. 0 8 3 7 8 8  2. 1 9 7 0 0 8  2. 3 4 7 1 4 4  2. 6 4 0 9 9 3  3. 5 7 1 0 1 4  1. 5 6 5 8 2 9  1  
-0. 5 5 4 1 1  3. 6 7 7 3 3 3  2. 6 0 7 4 5 2  2. 8 6 8 5 6 8  1. 8 9 5 6 3 2  1. 7 4 2 9 8 9  1. 3 5 0 1 6 6  1  
0. 7 2 8 8 1 8  5. 3 8 5 1 2  1. 9 9 9 5 5 2  1. 9 9 5 5 2 1  1. 6 8 8 1 2 4  1. 7 9 4 3 6 4  1. 5 6 7 6 5 4  1  
2. 0 0 0 9 5 7  2. 1 5 6 0 2 5  2. 5 2 9 6 4 8  2. 9 1 6 6 8 2  2. 0 0 7 8 7 6  1. 7 9 6 8 3 8  1. 5 0 7 7 5 6  3  
1. 4 6 4 8 7 6  4. 7 9 4 3 0 5  2. 3 9 9 4 0 7  2. 6 6 1 0 6 5  2. 7 7 4 2 2  2. 3 7 9 9 6 1  2. 5 9 5 1 2 7  1  
1. 6 3 9 0 8 7  2. 0 1 1 9 6 3  1. 9 3 0 4 0 6  2. 6 1 1 2 5 4  3. 5 6 8 2 9 8  2. 5 1 6 5 8 9  2. 8 1 2 2 4 2  5  
1. 4 4 6 4 1 1  3. 6 3 8 0 1 4  2. 5 7 2 2 6  2. 1 6 2 0 7 2  2. 7 9 1 1 4 5  2. 5 7 3 0 7  1. 4 8 8 7 2 1  1  
1. 1 6 7 2 6 5  2. 6 2 6 5 5 8  2. 2 0 3 5 0 2  2. 2 9 6 4 8 6  1. 8 4 2 7 6 2  2. 9 0 6 4 4  1. 8 5 5 4 4 8  1  
2. 7 9 2 8 7 4  1. 7 8 7 9 1 2  2. 7 9 2 3 1 4  2. 6 7 2 0 8 7  2. 4 2 1 1 3 8  2. 2 9 2 6 9 8  1. 8 1 7 5 8 2  3  
1. 6 6 1 3 1 3  1. 5 1 8 3 4 3  3. 3 3 0 5 5 2  2. 9 0 0 8 4 5  1. 6 8 6 5 4 7  3. 2 1 0 3 2 8  0. 9 7 7 4 9 8  2  
1. 8 1 8 5 5 8  1. 9 6 2 4 8 3  3. 0 1 1 1 8 2  2. 9 8 4 7 9 6  2. 4 6 4 5 5 3  2. 2 1 2 5 7 6  2. 2 2 7 4 7 6  5  
2. 3 6 8 9 4 6  1. 7 6 5 4 6 6  2. 8 0 7 8 4 4  3. 0 2 1 5 9 9  1. 9 8 8 1 3 7  2. 7 6 6 6 5 3  1. 2 6 4 2 2 6  2  
1. 5 1 9 6 1 2  1. 3 4 9 8 8 4  2. 7 4 5 0 3 3  2. 5 8 5 4 2 1  1. 4 1 4 5 6 5  2. 7 6 2 9 9 2  0. 6 9 6 0 9 3  2  
2. 5 2 5 4 5 2  1. 9 4 0 2 5 9  3. 2 2 9 1 5 5  2. 4 2 8 2 4  1. 5 1 0 6 9  1. 6 9 9 3 7 1  0. 8 3 8 4  3  
1. 4 7 0 0 2 7  2. 2 1 3 9 0 6  2. 1 7 4 3 1 5  2. 6 4 1 7 1 9  2. 6 2 3 1 9  2. 1 2 4 6 3 2  1. 7 0 1 6 5 6  1  
1. 4 0 0 7 4  1. 0 1 4 4 7 6  4. 2 2 1 0 1 2  2. 0 8 2 2 6 8  2. 3 9 7 2 5 8  1. 5 6 6 8 5 2  2. 2 4 6 5 2 3  5  

3. 3 6 4 5 9 1  1. 2 5 1 3 7 6  3. 2 9 0 8 4 5  2. 5 0 0 4 2 3  2. 2 2 2 5 6 2  2. 4 9 9 5 9 8  1. 6 4 9 8 1  3  
2. 1 2 9 2 6 9  2. 7 1 0 1 3 1  2. 3 1 3 4 3 9  3. 0 1 3 2 4 9  3. 0 3 8 7 0 6  2. 4 6 8 9 1 5  1. 4 6 9 6 7 1  1  
3. 6 4 0 7 8 6  2. 1 1 2 4 7 8  2. 7 4 0 7 9 6  2. 3 5 4 1 0 9  1. 8 6 5 7 5 4  1. 3 9 7 9 3 7  0. 7 3 7 3 1 1  3  
1. 4 2 1 1 2 8  1. 7 1 7 5 2 4  3. 1 4 2 1 7  3. 4 1 2 8 0 6  1. 6 4 3 8 3 3  2. 7 6 7 6 1 9  1. 0 1 4 4 6 1  2  
3. 6 3 4 2 5 9  3. 8 2 9 6 6 1  2. 4 5 5 3 7 1  1. 5 4 4 3 7 7  1. 3 4 0 0 3 4  3. 2 5 6 8 9 1  2. 4 8 5 4 6 1  3  
2. 6 9 7 3 1 7  2. 8 4 0 3 2 5  2. 6 3 6 1 9 1  2. 1 0 3 3 9  1. 2 0 9 5 4 9  2. 4 6 6 4 6 9  1. 8 6 2 6 5 7  3  
2. 1 2 5 6 0 5  1. 7 1 8 3 1 8  2. 8 8 7 2 5 5  2. 4 8 3 2 1  2. 3 9 7 5 3 2  1. 0 6 6 2 0 4  2. 3 7 9 7 7 7  5  
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3. 7 9 2 8 9 2  2. 6 5 0 7 9 3  2. 7 6 4 1 1 4  1. 4 0 0 9 2 5  1. 8 5 1 3 1 9  2. 6 8 1 5 7 6  2. 9 8 6 9 2 2  3  
2. 0 7 2 0 0 1  3. 0 4 5 8 4 6  3. 9 6 2 1 0 5  2. 1 7 7 1 8 6  2. 5 7 3 9 9 9  0. 2 5 0 1 5  0. 8 3 2 6 6 6  3  
3. 4 7 2 8 5  2. 5 9 3 0 4 3  2. 8 9 0 2 6 2  3. 7 9 1 4 2 2  0. 9 7 4 4 1 8  0. 1 0 7 8 6 5  1. 9 0 5 3 1 6  3  

3. 4 4 2 8 5 3  2. 4 9 0 0 1  3. 9 1 7 9 1 1  2. 1 8 2 2 6 2  1. 3 3 1 2 3 6  0. 6 2 4 2 9 2  0. 5 6 6 7 8  3  
2. 2 1 9 9 6 9  2. 7 3 5 7 7 4  2. 6 5 3 0 3 1  1. 3 2 3 7 5 8  1. 2 0 9 6 0 2  2. 1 9 7 1 7 5  1. 8 6 6 3 2 7  3  
3. 5 4 4 7 0 2  2. 3 2 3 8 9 1  2. 2 7 9 1 9 3  1. 8 0 3 0 4 1  1. 5 7 0 9 0 9  2. 1 6 7 0 7 8  2. 1 1 8 6 4 7  3  
3. 4 2 0 4 1 4  1. 9 2 6 2 0 1  3. 1 8 5 5 9 7  0. 6 3 2 8 0 2  0. 6 3 2 6 5 6  1. 5 0 2 6 2  1. 3 8 4 8 6 6  3  
3. 2 0 9 9 1 6  2. 7 0 5 1 9 9  3. 6 2 7 1 1 2  1. 9 8 1 6 2 9  2. 2 9 7 2 7 5  1. 1 4 2 9 9 6  1. 0 4 9 5 4 4  3  
3. 0 4 8 5 5 6  2. 6 6 5 1  3. 1 2 1 0 5 8  2. 0 4 3 5 7 8  1. 4 0 9 7 3 3  1. 0 8 3 9 8 8  0. 6 1 2 2 9 2  3  
2. 7 1 3 8 9 8  2. 7 6 5 8 0 5  2. 6 2 2 9 2 3  3. 0 1 2 7 9 2  2. 3 7 5 6 7 6  2. 0 6 8 8 4 3  1. 5 7 5 3 6 2  3  
2. 4 4 3 9 4 2  2. 6 6 6 9 6 6  2. 4 2 8 5 4 6  0. 8 9 1 0 8 2  0. 7 7 1 6 3 7  2. 6 0 3 4 9 8  1. 6 8 4 1 3 1  3  
2. 9 0 5 2 9 7  3. 3 9 7 6 9 7  2. 9 3 8 8 4 9  1. 2 2 5 1 8 1  1. 1 6 3 7 9 2  1. 6 9 0 7 3 6  1. 4 3 1 2 0 6  3  
3. 5 9 3 2 1 9  4. 5 9 3 6 7 6  2. 8 5 0 6 4  2. 0 3 1 2 1 6  0. 4 8 6 0 1 3  2. 4 6 3 4 2 7  1. 8 5 1 5 9  2  
2. 1 0 2 8 2 7  2. 3 9 6 1 1 3  2. 5 1 3 4 7 7  3. 2 3 2 5 9  0. 0 5 3 8 4 8  0. 6 2 4 7 5 3  1. 8 7 2 8 5 1  2  
1. 0 6 4 3 0 4  1. 8 9 8 9 7 8  2. 0 1 6 7 5 4  3. 1 4 0 2 8 9  0. 9 6 4 3 2 2  2. 5 3 3 7 4 4  1. 1 1 9 2  2  
2. 4 4 4 0 7 1  2. 7 8 3 8 3 5  4. 0 1 3 8 4 3  2. 5 3 8 2 6 4  -0. 9 9 1 3 3  1. 9 1 3 7 0 1  1. 5 1 4 0 9 4  2  
0. 5 9 7 0 5 1  2. 8 4 1 4 3 5  3. 2 6 0 3 2 1  2. 3 3 1 2 2 3  2. 7 7 0 4 2 5  1. 7 6 2 8 7 6  1. 6 5 7 2 9 2  1  
1. 2 7 7 7 9 1  1. 2 2 4 4 7 9  4. 0 2 7 6 0 2  2. 2 2 3 0 9 4  1. 5 2 8 4 3 8  1. 5 5 3 5 5 3  1. 9 8 5 0 6 7  4  
2. 5 4 4 9 6 9  1. 1 3 9 7 8 5  3. 2 6 5 2 5 1  2. 2 6 8 2 3  -0. 4 6 4 5 8  2. 5 9 1 8 2 2  0. 8 8 2 6 3 7  2  
1. 8 2 5 5 4 7  1. 6 6 9 4 4 3  3. 2 2 3 4 5 2  3. 1 7 9 7 8 6  -0. 4 2 5 2 9  1. 8 7 5 9 0 6  1. 4 5 2 0 5 1  2  
2. 9 6 2 2 1 7  3. 6 0 0 5 0 8  5. 1 4 3 4 9 8  1. 3 5 3 7 6 2  0. 6 7 1 8 1 4  0. 2 3 5 1 7 5  0. 5 6 0 6 4 6  3  
1. 4 5 6 1 1 6  2. 0 0 8 4 5 2  4. 3 3 2 7 8  2. 8 5 4 7 5 9  0. 6 0 5 6 5 6  0. 4 0 5 1 5 6  2. 1 6 6 5 7 3  4  
0. 6 2 6 5 5 6  3. 9 4 5 3 0 1  3. 3 2 4 7 7 4  2. 3 7 1 4 9 4  -0. 0 3 1 2 7  1. 1 1 8 9 5 4  0. 2 6 5 5 0 1  4  
-0. 3 1 3 8 3  2. 1 1 3 8 5 6  2. 5 9 6 7 2  1. 9 0 8 9 4 2  1. 6 6 7 4 8 4  2. 5 2 4 6 4 3  2. 4 0 8 8 3 2  1  
1. 2 2 8 3 3 5  1. 3 8 7 9 5 5  5. 1 5 4 6 3 3  1. 4 5 2 4 1 3  1. 1 5 5 3 7 7  0. 7 8 6 8 8 3  1. 8 6 2 0 6 3  4  
1. 2 5 3 8 7  2. 2 5 4 0 7 9  4. 4 7 8 9 2  1. 9 9 9 7 8 5  1. 3 5 9 1 2 9  0. 7 7 1 9 8 5  2. 2 0 4 7 1 3  4  

2. 0 7 7 4 3 2  1. 6 6 3 8 4 5  5. 0 7 2 2 4 6  2. 7 9 5 0 7  -0. 5 1 1 6 9  0. 5 6 8 1 4  0. 6 1 0 6 2 7  4  
0. 5 9 9 4 4 3  1. 2 8 0 5 4 2  4. 8 1 5 2 0 7  2. 7 4 6 9 0 4  1. 8 0 3 9 2 5  0. 6 4 9 3 6 6  2. 4 1 5 1 1 4  4  
0. 5 9 8 8 1 9  1. 5 8 9 0 0 2  4. 7 5 0 2 8 7  3. 0 5 8 7 7 9  1. 4 5 8 1 4 9  1. 5 3 3 2 1 9  1. 6 8 8 2 2 4  4  
0. 9 3 1 2 2 7  2. 8 4 7 9 2 7  4. 1 6 0 6 3 6  2. 1 3 3 6 7  0. 9 8 2 2 3 2  1. 4 5 2 1 9 6  1. 7 2 9 5 2 9  4  
0. 3 1 6 0 1 4  1. 4 8 3 4 4 5  5. 0 6 3 6 8 2  1. 6 2 0 7 8 2  1. 3 6 3 6 8 8  0. 7 4 4 9 8 1  2. 1 8 4 7 8 9  4  
1. 8 0 5 8 5 1  0. 7 5 1 2 6 3  4. 9 0 5 2 7 5  2. 1 2 6 9 3 5  0. 9 2 7 1 0 3  0. 4 1 1 2 1 3  1. 8 7 0 5 4 6  4  
1. 8 1 7 6 5 8  1. 8 7 4 2 9 5  3. 4 0 2 7 9 7  2. 7 3 8 7 8 8  0. 6 3 2 7 3 9  3. 0 8 9 6 8 4  0. 2 8 3 1 2 5  2  
2. 0 8 0 5 0 7  1. 4 7 9 5 8 8  3. 6 9 8 0 9 7  2. 0 1 8 6 7 5  1. 1 0 2 4 4 4  3. 1 2 3 0 3 7  0. 4 9 9 4 5 7  2  
2. 1 5 5 5 7 7  1. 7 3 7 9 5 6  3. 8 3 8 4 3  2. 2 8 6 9 4 6  1. 1 4 9 7 8  2. 6 9 6 3 1 8  0. 4 3 2 0 1  2  
1. 6 0 8 4 7 7  1. 8 0 1 6 0 6  3. 9 0 2 9 4  2. 6 1 6 0 1 6  0. 3 0 7 3 4 2  3. 0 1 3 9 1 7  0. 8 6 7 0 9 8  2  
2. 2 8 1 2 4 2  0. 6 8 5 0 4 5  2. 9 8 6 6 4 6  2. 9 8 5 9 2 5  1. 5 4 6 7 5 3  3. 0 8 7 6 3 2  0. 7 2 0 5 2 2  2  
2. 2 1 4 1 1 7  0. 6 5 7 9 8  3. 9 8 6 1 7 8  2. 3 2 0 9 7 3  1. 0 1 7 2 4  3. 0 1 2 4 8 1  0. 4 0 5 3 2 4  2  
0. 7 8 1 4 3 9  0. 9 1 5 3 6 1  4. 0 9 1 3 8 4  2. 7 4 1 7 0 6  1. 2 0 3 2 6 6  2. 8 5 3 7 9 4  0. 7 1 5 1 2 5  4  
1. 7 2 7 0 4 3  2. 1 0 6 2 3 7  3. 1 5 0 8 1 1  3. 0 0 1 7 4 9  0. 7 0 1 2 0 8  2. 7 8 8 4 9 2  0. 4 8 6 4 0 9  2  
1. 7 2 8 3 3 1  1. 7 7 9 8 1 3  3. 2 7 0 3 2 2  2. 6 1 8 0 9 6  0. 8 8 4 7 9 4  3. 0 6 5 0 5 3  0. 9 7 1 7 9 7  2  
1. 7 4 9 5 6 2  1. 4 0 3 2 6 2  3. 2 2 9 0 6 4  3. 0 0 6 3 7 3  1. 4 7 2 6 0 4  2. 9 0 0 5 6 6  0. 6 4 0 5 6 4  2  
0. 6 7 9 2 9 1  1. 9 5 0 6 5 5  4. 7 4 7 8 3 2  2. 8 3 5 3 7 5  0. 3 8 2 7 2 2  2. 4 9 9 5 8 3  0. 5 9 1 7 8 3  4  
1. 1 4 7 1 5 2  1. 8 2 6 2 7 1  4. 0 3 5 5 2 6  2. 3 2 0 1 2 6  -0. 0 2 2 3 8  3. 1 5 9 6 4 5  0. 7 3 1 2 9 2  2  
1. 9 4 1 8 1 8  2. 0 8 2 5 3 7  2. 9 8 9 7 1 2  2. 2 6 0 1 9 2  -0. 0 0 8 1 8  2. 7 8 7 3 7 1  1. 1 5 1 9 3 7  2  
1. 2 4 9 0 3 1  1. 5 2 7 1 1 4  4. 2 9 9 1 2 9  2. 5 3 5 8 8 5  -0. 5 8 1 8  2. 8 7 9 4 8 6  0. 5 2 5 4 4 7  2  
1. 1 9 3 4 4  1. 0 7 7 1 4 4  4. 4 3 8 5 4  2. 2 1 4 8 3 4  1. 0 1 0 5 0 1  3. 0 0 5 3 3 2  0. 4 9 8 5 7 5  4  
1. 3 8 9 4 6  2. 0 8 6 9 6 5  3. 9 2 5 1 5 7  2. 5 0 6 7 3 8  0. 6 1 5 8 7  2. 5 1 8 7 3 9  0. 5 6 4 2 4  4  

1. 8 7 7 6 7 1  2. 3 7 7 5 5 2  3. 5 9 1 0 4 6  2. 4 4 3 1 1 5  -0. 6 0 8 7 1  2. 7 9 8 4 7 3  0. 6 4 8 8 0 4  2  
2. 9 5 7 2 7 7  2. 9 4 8 7 9  2. 6 2 9 0 7 8  2. 7 1 2 2 9 1  2. 4 3 7 2 1 4  2. 7 4 5 7 3 8  2. 3 0 6 5 7 2  3  
2. 9 9 2 1 0 8  2. 5 9 9 1 1 5  2. 2 9 3 8 5 1  3. 1 2 4 8 0 4  2. 0 1 5 9 0 8  3. 1 3 3 2 0 4  2. 2 6 8 3 0 3  2  
3. 9 2 1 0 0 3  3. 0 1 1 7 9 1  1. 3 6 3 0 5 8  2. 7 5 2 7 1 7  2. 0 5 1 3 5 2  2. 9 8 8 2 3 2  2. 5 5 0 8 5 4  2  
1. 7 2 8 1 3 5  3. 3 8 2 8 8 1  2. 6 0 2 3 8 7  3. 0 7 3 5 6 2  1. 1 2 2 5 3 8  2. 9 7 0 5 0 3  0. 7 6 9 4 7 3  2  
0. 8 9 8 6 6  3. 7 0 8 3 1 1  3. 0 8 0 7 7  2. 2 3 0 1 7 2  1. 3 2 3 1 3 7  1. 2 1 3 1 5  0. 7 7 5 1 8 8  4  

0. 1 0 8 1 5 7  3. 7 0 3 6 5 4  4. 7 5 1 0 9 8  2. 8 3 3 1 4 7  1. 2 2 6 3 2 6  1. 4 9 4 0 6 6  0. 6 5 7 1 6 8  4  
0. 9 4 9 2 8 8  3. 9 0 8 6 3 3  4. 2 1 6 7 1  2. 5 8 4 4 9 9  1. 1 2 4 3 1  2. 3 5 7 1 3 7  1. 3 2 4 0 4 3  4  
1. 6 8 5 0 7 4  3. 3 3 5 9 1 8  4. 2 2 8 8 3  2. 1 6 9 4 2 3  1. 9 7 2 5 5 8  2. 2 0 9 6 0 7  1. 5 3 4 2 7 4  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

2. 3 5 5 3 9 4  2. 9 2 4 3 3 3  3. 3 2 9 3 9 8  1. 8 5 1 9 0 4  1. 4 5 2 7 0 8  1. 7 6 8 2 9 2  1. 3 2 0 8 2 5  3  
1. 3 9 2 2 0 1  2. 6 4 6 0 1 9  3. 2 6 2 2 2 4  3. 0 7 8 5 2 1  1. 3 8 0 3 1 4  2. 1 7 1 2 8 7  1. 5 5 1 1 0 9  2  
1. 8 7 2 2 9 2  2. 8 0 7 4 9 6  3. 3 6 5 2 1 1  2. 9 9 1 7 8 9  1. 4 3 0 2 7 1  1. 6 0 4 2 1 1  1. 3 1 4 7 1  2  
4. 0 6 0 0 7  1. 9 5 2 3 8 9  4. 3 6 6 5 3 4  2. 6 6 6 3 8 4  0. 0 0 4 9 4 5  2. 0 5 8 8 6 9  1. 0 2 2 4 9 9  3  

2. 5 1 5 1 3 6  3. 5 8 2 1 7 5  3. 1 6 4 0 1 5  2. 5 1 1 7 9 2  0. 3 0 3 6 6 2  2. 4 5 6 5 1 3  1. 1 0 6 6 6 2  2  
2. 3 5 3 8 7 2  2. 8 4 4 5 6  3. 2 7 7 3 2 8  3. 0 3 0 1 8 8  0. 6 8 6 3 5 6  1. 7 3 2 7 8 7  1. 0 8 3 6 8 9  2  
3. 0 9 2 8 7 4  2. 9 3 5 4 1 4  3. 0 9 0 1 8 9  3. 0 0 4 4 9 4  0. 2 3 4 0 8 5  1. 9 8 9 4 5 1  0. 9 9 1 1 2 9  2  
2. 9 8 5 0 0 2  3. 0 4 6 2 8 8  3. 1 4 9 2 6 1  2. 9 1 3 9 2 3  0. 2 2 1 5 2 2  2. 0 3 7 3 1 2  0. 9 1 1 5 6 3  2  
2. 9 9 1 0 0 6  3. 1 4 2 3  3. 1 2 8 8 2 2  2. 9 3 0 9 4 4  0. 7 1 3 7 2  1. 9 7 8 1 9  0. 9 4 6 1  2  
2. 4 9 8 6 9 2  3. 0 3 0 3 6 4  3. 7 1 2 6 9 8  3. 2 2 8 3 5 5  0. 0 5 1 8 7 4  2. 4 5 3 5 1 5  0. 8 6 8 7 4 9  2  
2. 9 3 2 4 3 5  3. 2 3 4 3 3 4  3. 2 6 6 2 6 9  3. 8 7 4 8 7 8  1. 7 0 8 3 2 1  0. 2 9 9 8 5 6  2. 4 8 8 8 7 9  3  
3. 7 3 2 8 3 4  3. 4 4 3 9 2 8  4. 9 2 5 6 6 4  2. 4 8 3 5 5 6  -0. 8 4 4 7 8  1. 2 6 9 8 7 8  -0. 2 4 1 8 7  2  
2. 7 6 4 7 5 5  1. 7 6 5 6 4 4  4. 2 8 9 3 6 9  5. 6 6 2 8 1 7  1. 1 6 5 1 3  2. 8 1 4 0 2 8  1. 7 4 5 6 9 5  2  
3. 0 8 9 9 1 9  3. 3 5 6 7 8 6  4. 5 2 0 9 7  0. 5 2 8 7 7  1. 3 5 6 9 2 6  0. 3 4 0 2 2 1  0. 9 1 7 3 4 9  3  
2. 4 7 6 4 3 2  2. 5 6 5 0 1 9  4. 5 5 5 3 6 4  2. 8 2 1 7 8 1  -0. 3 6 8 3 1  1. 5 9 0 7 1 4  0. 4 3 8 1 1 3  2  
2. 9 1 0 1 3 9  4. 0 8 7 8 9 2  3. 9 8 0 4 7 9  1. 7 8 6 3 2 5  -0. 6 6 0 8 9  0. 4 8 1 6 3 7  0. 0 3 2 8 8 2  3  
3. 1 3 5 6 1 2  4. 6 3 0 9 6 1  3. 6 2 8 3 9 9  3. 0 5 1 2 3 3  -1. 1 7 4 2 2  0. 3 5 2 5 6 9  0. 3 8 1 9 8 1  2  
2. 8 7 2 6 9 5  3. 7 2 0 9 5 4  4. 5 1 5 0 4  3. 1 9 9 2 7 9  -0. 9 8 8 9 6  1. 3 8 1 1 0 6  0. 0 1 5 0 6 4  2  
2. 0 8 9 6 7 1  2. 3 7 7 4 4 7  6. 4 1 7 6 9 5  0. 8 2 8 8 0 2  1. 7 4 1 4 4 9  0. 8 5 2 3 9 3  0. 6 8 1 9 7 9  4  
1. 2 8 8 3 5 4  2. 7 1 3 2 8 6  5. 5 0 4 8 2 1  0. 6 1 9 5 3 4  1. 1 6 0 7 8 1  1. 2 2 4 8 7 4  0. 0 5 9 3 4  4  
2. 0 6 8 2 2 1  2. 4 2 2 8 1 3  6. 1 3 1 9 9 5  0. 7 1 5 5 1 1  2. 1 6 7 8 4 8  1. 2 5 5 6 7  0. 8 2 2 8 8 5  4  
1. 6 2 4 0 6 1  3. 8 1 5 1 7 5  6. 2 3 7 5 7 9  2. 0 6 6 1 4 5  -1. 0 0 3 0 5  2. 2 0 8 5 3 7  0. 2 7 7 0 6 9  4  
2. 4 4 5 3 2 4  3. 7 1 4 6 3 5  5. 8 3 7 5 4 3  0. 9 4 6 2 9 8  -0. 3 1 7 3 9  1. 0 3 4 3 4 4  0. 3 9 3 4 4 7  4  
1. 4 4 5 0 2 1  2. 9 5 8 9 4 8  2. 3 9 5 1 2 6  3. 0 9 8 6 6 1  2. 8 7 0 2 2 3  0. 9 2 8 0 7 7  0. 0 9 0 6 6 9  1  
2. 3 7 5 6 4 2  2. 6 8 0 9 6  2. 1 8 3 9 7 7  3. 1 5 7 8 5 4  2. 2 3 5 6 1 4  1. 3 0 6 8 6 1  0. 3 9 3 2 6 8  3  
1. 5 0 5 3 7 4  2. 7 2 3 8 9 5  3. 3 3 0 1 4 7  2. 7 6 7 7 3 7  3. 0 1 5 2 8 8  0. 6 9 6 0 9 2  0. 6 4 0 7 0 6  3  
1. 5 6 7 6 8 7  2. 8 8 8 4 4 8  2. 2 9 5 1 0 4  3. 1 7 6 4 6 3  3. 1 9 3 3 9 4  1. 0 0 5 9 9 2  0. 4 9 5 9 8 5  1  
2. 9 1 2 5 5 7  2. 5 2 3 7 5 7  1. 9 4 9 6 2 5  3. 1 0 7 9 4 2  2. 9 8 7 5 1 1  1. 1 8 8 2 5 2  0. 5 3 1 2 1 4  3  
1. 8 5 1 1 8 1  3. 0 6 9 8 7 9  2. 2 2 7 2 3 4  3. 1 5  2. 6 2 6 4 8 3  1. 0 8 7 3 1 1  0. 4 2 3 9 4 4  1  
2. 3 7 7 5 8 4  2. 8 5 4 8 8 5  1. 9 6 1 1 8 3  2. 9 2 5 0 9 6  3. 2 8 3 8 9 2  1. 3 8 8 5 8 6  1. 1 5 6 0 9 3  3  
1. 4 6 7 0 4 4  2. 6 9 4 9 6 3  3. 1 7 8 8 8 9  2. 9 7 9 3 2 9  2. 5 0 0 0 7 7  1. 2 8 9 8 9 3  1. 3 8 8 3 2 3  1  
1. 4 1 5 6 1 5  2. 3 5 1 9 7  2. 8 7 4 5 2 8  3. 0 1 4 9 3 1  2. 4 3 2 7 1 1  1. 7 7 2 3 2 8  0. 9 8 7 8 6 8  1  
2. 0 3 0 2 8 1  2. 4 3 1 5 4 8  2. 2 2 1 4 2 1  3. 0 9 1 6 8 4  2. 4 7 8 2 2 8  1. 3 5 2 5 5 6  0. 8 7 1 4 1 6  3  
2. 5 5 3 5 9 9  4. 2 6 2 3 6 1  1. 8 7 4 5 1 6  2. 4 7 4 5 8 6  2. 5 1 1 5 0 7  2. 5 2 9 1 9 2  0. 5 0 8 6 7 1  2  
3. 1 8 5 7 2 8  3. 6 9 6 3 2 2  1. 4 9 6 5 1  3. 0 4 6 9 0 2  2. 9 3 4 4 4 3  2. 8 8 0 0 7 4  0. 1 3 5 1 8 6  2  
2. 8 5 0 6 9 5  3. 5 5 9 2 2  2. 5 1 1 4 0 3  2. 5 4 8 4 7 7  2. 8 5 9 2 6 9  2. 4 9 3 7 1 5  0. 4 5 9 5 1 7  3  
3. 5 7 7 8 3 6  3. 5 8 0 9 6 9  1. 6 4 3 5 0 2  2. 8 0 2 1 3 4  2. 5 7 4 4 8 9  1. 7 1 9 9 3 6  0. 2 5 3 4 0 8  3  
2. 9 5 8 0 7 4  3. 4 1 5 2 9 9  2. 2 6 4 8 9 9  2. 6 7 7 2 9 3  2. 4 2 8 1 2  2. 0 8 3 2 6 5  0. 5 8 9 0 9 6  3  
3. 0 8 7 2 5 9  3. 6 1 8 6 7  2. 1 1 5 3 1 3  3. 3 2 6 5 5 7  3. 2 4 3 2 3 5  1. 9 5 4 7 7 5  0. 3 0 0 3 8 2  3  
2. 7 5 1 7 3 9  3. 5 8 5 9 9 6  2. 4 9 7 6 5 8  3. 3 8 2 7 3 7  2. 4 0 7 7 8 4  1. 8 0 5 8 2 6  0. 8 4 8 8 8 3  2  

3. 0 0 4 3  3. 1 5 8 1 5 1  2. 6 4 2 8 3 5  2. 8 1 1 4 3 5  3. 5 5 6 0 0 4  2. 0 7 3 5 9 1  0. 1 9 2 5 2 6  3  
2. 7 0 1 2 7  3. 2 9 4 7 7  2. 0 6 1 8 3 6  3. 5 3 1 6 8 7  2. 3 2 1 3 0 5  2. 1 3 9 0 3 9  0. 2 6 0 4 0 8  2  

2. 8 6 6 9 8 1  3. 4 6 1 0 9 2  2. 5 0 3 8 8 8  3. 0 7 6 6 0 5  2. 3 2 0 1 3 6  2. 3 2 2 8 8 9  0. 1 6 4 2 6 1  2  
3. 0 2 9 0 9  3. 7 9 6 3 7 8  1. 6 2 2 9 7 2  3. 1 0 0 6 9 6  2. 4 2 8 4 5 4  2. 1 1 2 3 7 3  0. 3 0 2 7 5 8  2  

1. 8 3 2 5 6 1  3. 0 3 5 7 2 3  2. 9 2 6 0 6  3. 1 5 2 5 7 2  1. 9 6 9 1 8 2  1. 6 6 8 3 6  2. 0 2 7 2 7 7  1  
0. 3 9 1 1 7 2  3. 7 2 4 7 5 6  1. 9 5 9 7 3 7  2. 5 6 3 2 4 2  2. 1 2 6 8 2 1  1. 4 9 8 9 6 5  0. 5 1 3 3 0 7  1  
0. 5 3 7 5 0 8  3. 2 0 5 0 3 7  1. 6 6 4 4 5 9  3. 4 1 1 9 2 5  1. 9 5 1 1 6 3  2. 1 3 6 0 9 3  1. 8 8 1 2 9 4  1  
-0. 0 3 3 2 3  3. 4 9 6 5 0 2  1. 9 2 1 1 6 7  2. 2 9 6 8 6 4  2. 0 9 2 6 1 3  1. 9 4 7 6 9 7  1. 8 9 4 7 5 7  1  
-0. 2 8 8 6 9  3. 5 3 5 0 6 1  3. 0 3 2 7 8 1  1. 6 8 7 2 7 9  2. 1 7 9 8 1 6  1. 9 8 6 1 3 6  3. 1 8 9 0 2 5  1  
0. 0 4 3 2 6 6  3. 0 9 8 9 9 7  2. 9 3 5 6 7 5  2. 5 8 3 1 6 2  0. 7 9 7 9 5  1. 2 7 4 4 8 2  1. 2 7 9 5 8 3  4  
0. 1 1 1 4 7 2  3. 7 2 9 7 4 2  3. 4 3 8 6 2 5  3. 3 1 5 7 0 9  1. 2 7 0 0 3 7  1. 3 5 1 1 6 9  0. 3 2 3 6 2 1  4  
1. 8 2 4 8 4 3  2. 8 7 8 8 7 6  2. 4 3 9 1 3 4  3. 2 0 5 6 8 7  2. 0 5 6 8 5 9  1. 2 6 0 0 8  0. 2 4 5 7 2 4  2  
-0. 3 4 3 7 2  3. 2 6 0 6 1 1  1. 6 6 9 5 2 7  2. 6 1 1 2 5 9  2. 8 0 2 6 6 1  1. 9 7 5 9 5 3  1. 9 9 6 8 4 8  1  
0. 9 2 9 0 4 2  4. 2 2 9 0 0 1  0. 9 5 8 4 7 6  1. 8 3 7 7 9 1  2. 3 4 5 4 4 1  0. 8 5 9 9 1  0. 2 6 6 0 0 6  1  
0. 8 3 5 0 2 8  4. 0 9 4 5 6 4  1. 6 2 4 8 3 5  3. 7 4 5 2 1 5  0. 6 7 6 6 4 9  1. 5 9 6 7 8 7  0. 6 3 3 2 6 5  2  
0. 5 1 8 0 1 7  3. 4 8 2 6 3 1  0. 0 2 6 9 7 1  3. 2 3 2 4 8 7  2. 5 8 5 9 4 9  1. 7 1 4 2 1 6  1. 2 4 7 2 5 8  1  
2. 1 4 2 0 7 7  2. 7 6 3 2 6 6  1. 7 1 7 9 8 5  2. 1 3 2 6 5 7  1. 9 8 1 8 7 6  1. 6 8 2 5 2 4  1. 3 5 9 7 8 6  3  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
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1. 1 6 3 1 3 6  2. 2 7 8 7 8 1  2. 0 4 0 6 5 6  1. 6 6 0 3 8  2. 2 8 9 3 4  2. 2 4 5 9 2 7  2. 4 8 4 2 2  1  
1. 7 7 3 9 4 5  1. 8 1 5 7 6 2  2. 2 9 6 8 4 1  2. 2 4 1 0 3 6  2. 0 0 3 1 1 1  2. 4 4 0 1 0 7  2. 3 2 9 1 8 5  5  
0. 3 7 0 8 6 4  1. 8 2 8 9 0 4  3. 1 3 5 9 3 8  1. 9 7 7 1 6 8  1. 2 1 3 4 7 6  1. 2 3 3 7 0 8  2. 0 1 1 5 1 8  4  
1. 2 8 6 8 3 2  2. 2 6 0 5 4 4  3. 2 4 7 9 0 4  2. 2 4 4 7 8 9  1. 0 8 7 0 7 8  2. 4 0 9 8 0 8  1. 6 6 6 5 2 4  4  
0. 6 6 5 5 6 9  2. 9 1 9 3 6 5  2. 2 1 8 9 5 3  2. 2 6 7 8 8 4  1. 6 9 4 6 8  1. 8 9 2 5 4 2  1. 3 9 0 2 6 4  1  
0. 4 9 9 6 3 8  1. 9 5 0 2 3 2  2. 0 7 7 1 5 3  2. 1 1 1 4 1 4  2. 3 6 2 7 6 4  2. 2 4 3 7 6 9  2. 6 5 4 7 9  1  
1. 8 1 3 0 1 7  3. 7 7 9 6 1 1  3. 3 8 1 5 0 5  1. 8 8 9 9 5 5  2. 4 9 9 9 3 8  1. 5 6 1 5 1 6  0. 4 6 8 7 3 7  3  
0. 3 9 7 1 3 6  4. 6 8 0 7 8 2  2. 3 9 6 1 5 5  3. 1 8 8 5 6 9  3. 3 5 7 7 8  3. 1 8 8 2 5 6  1. 3 1 6 9 6 3  1  
1. 0 1 9 5 7 3  2. 8 4 4 8 1 4  3. 2 7 1 8 7 8  1. 6 9 3 4 1 9  1. 5 7 6 8 6 8  2. 9 8 0 7 2 8  1. 4 8 4 3 6 9  1  
-0. 1 2 1 0 2  2. 6 4 0 3 9 7  1. 9 3 7 5 9 6  2. 5 0 9 9 9 8  2. 0 8 1 9 4 4  2. 4 6 5 1 7 2  1. 9 2 1 7 0 6  1  
0. 5 2 0 9 4  4. 3 6 5 0 4 7  0. 0 7 9 6 3 1  3. 3 9 6 2 7  0. 6 4 9 7 6 1  3. 1 8 0 0 2 6  0. 0 9 7 2 8 3  2  

2. 7 3 1 1 1 7  3. 1 8 2 7 1 3  2. 0 7 7 6 3 8  3. 0 0 7 3 4  2. 5 8 3 7 7 2  1. 2 6 6 8 4  0. 1 0 3 8 4 9  3  
1. 7 7 1 3 5 4  3. 1 3 0 8 6  2. 3 4 9 3 1 6  1. 0 6 1 8 2 1  2. 4 4 5 8 9 9  2. 3 4 3 0 6 9  1. 0 0 2 9 9 7  1  
2. 0 5 9 9 4 1  3. 0 5 5 2 2 1  2. 6 6 3 5 9 7  1. 8 8 2 7 9  2. 2 1 5 6 9 5  1. 3 2 5 6 6 4  0. 7 0 2 8 6 6  3  
1. 3 0 3 1 6 8  2. 9 5 9 1 7 4  2. 8 2 0 6 9 4  2. 3 9 7 1 5 8  2. 0 3 3 9 6 9  1. 5 7 9 7 6 9  2. 1 2 2 7 1 2  1  
2. 4 2 9 9 3 5  2. 7 8 5 7 1 4  1. 9 6 9 1 5  1. 6 8 8 6 9 9  2. 1 6 5 2 2 7  2. 2 5 3 2 4 7  1. 3 2 5 7 7 4  3  
0. 8 9 1 1 0 7  2. 8 0 4 5 7 1  3. 1 9 1 6 3 8  2. 0 4 8 7 1 3  1. 5 0 8 1 4 5  1. 1 9 4 1 2  1. 8 8 9 7 9  4  
1. 9 0 7 5 9 6  2. 5 4 4 8 4 3  1. 6 5 7 2 5 3  2. 4 2 2 5 8 9  1. 1 5 4 7 9 6  1. 1 8 3 4 7 1  1. 6 6 1 2 1 5  3  
2. 3 8 5 7 3 5  3. 0 2 7 5 5 8  1. 4 8 9 7 0 1  1. 8 8 4 3 3 1  0. 9 9 3 5 4  1. 1 8 0 3 4 7  1. 1 2 7 2 5 8  3  
1. 2 5 1 5 8 1  3. 6 8 0 2 7  2. 7 1 1 7 7 7  2. 1 4 3 5  1. 6 1 9 3 7 4  1. 5 0 9 5 7 8  0. 3 3 3 3 6 4  2  
0. 7 9 8 0 6 5  3. 1 7 8 2 0 4  1. 3 3 7 1 1 8  2. 3 2 3 7 2 2  1. 8 1 3 7 0 7  1. 1 8 0 3 8 6  0. 8 8 6 3 2 2  1  
2. 2 5 2 7 6 9  3. 4 5 2 6 7 4  2. 5 4 4 8 7 7  4. 6 2 2 9 1 8  -0. 0 7 4 2 2  2. 3 5 4 9 4 6  0. 1 1 5 8 5 4  2  
0. 5 8 3 9 9 1  1. 9 9 6 3 4 7  3. 5 2 2 1 4 7  2. 5 5 0 7 9 4  2. 5 0 7 0 8 2  2. 0 3 6 7 2 8  2. 3 8 8 6 7 1  5  
-0. 1 3 5 0 9  2. 8 9 8 3 3 8  2. 4 4 4 2 8 1  2. 5 2 1 5 9 7  1. 8 2 5 6 3 5  2. 8 8 8 2 0 8  1. 9 2 1 3 8 5  1  
-0. 3 6 8 3 8  2. 9 9 5 7 4 4  3. 4 4 1 6 1 2  2. 9 7 6 4 3  1. 5 7 2 2 9 2  2. 6 8 9 7 5  1. 2 3 8 1 2 8  1  
-0. 3 0 3 5 2  3. 1 0 0 9 4 5  3. 4 1 8 4 1 9  1. 9 1 5 0 6 6  2. 1 8 4 1 5  2. 1 4 8 5 5 5  2. 1 5 7 1 8 8  1  
1. 2 4 4 2 9 4  3. 1 1 1 5 6 3  2. 9 3 0 9 9 5  1. 0 5 9 9 7 8  0. 8 4 7 2 3 6  1. 8 0 4 2 0 9  0. 9 0 9 5 1 9  4  
-0. 1 4 2 3 6  1. 6 4 6 4 0 1  3. 4 9 6 4 7 1  1. 4 8 5 0 9 9  1. 6 5 0 0 8 7  0. 9 3 0 8 4 3  2. 0 3 7 2 3 4  4  
1. 1 9 8 2 8  2. 2 0 7 9 0 7  2. 3 4 9 2 1 8  1. 5 5 2 0 5 3  1. 7 2 2 3 5 9  1. 4 9 9 7 7 9  1. 5 9 8 6 6 3  1  
0. 3 8 1 4 9  3. 9 2 8 5 4 1  1. 3 7 2 9 5 7  2. 6 8 7 3 3 6  1. 8 3 8 2 0 6  2. 1 5 4 2 1 4  0. 5 2 4 7 7 8  1  

2. 4 8 1 6 1 1  3. 4 8 1 8 2 7  2. 1 9 7 6 0 3  2. 1 3 0 8 8 1  1. 4 7 6 8 0 9  2. 2 6 0 4 3 7  1. 2 3 4 2 5 4  2  
0. 4 8 1 6 0 8  2. 3 9 2 8 6  2. 3 3 7 1 5 2  1. 8 3 0 1  3. 0 6 4 9 8  1. 3 9 3 7 3 4  2. 6 5 4 1 3 1  1  
2. 0 3 7 4 1 4  2. 0 8 5 0 9 6  1. 4 9 6 6 5 3  2. 4 5 5 5 3 8  3. 8 7 9 8 5 9  1. 6 2 3 6 8 6  2. 8 8 8 8 8 8  5  
1. 5 5 0 2 1 6  3. 1 5 3 2 1 8  1. 7 4 2 1 0 8  1. 9 0 4 5 1 9  1. 7 1 2 3 8 3  1. 8 0 7 0 3 8  1. 3 5 1 7 3 6  1  
1. 6 4 8 0 2 1  2. 6 7 3 1 7 5  1. 6 3 8 7 2 5  3. 0 4 6 7 3 7  1. 6 9 2 7 6 5  2. 3 5 1 4 2 8  1. 8 5 7 8 8 7  1  
1. 3 7 4 1 2 6  2. 4 3 5 0 8 9  2. 2 3 4 8 1 5  2. 1 8 5 8 8  1. 8 9 8 0 9 3  2. 1 9 4 7 9  0. 8 8 9 6 4 6  1  
1. 0 1 9 3 4 2  2. 6 4 7 6 7 9  2. 6 4 8 2 6 3  2. 4 9 8 1 9 8  1. 1 1 5 0 6 2  0. 8 0 4 3 2 5  2. 6 4 7 1 0 9  4  
2. 7 3 6 4 3 5  0. 5 5 1 0 7 8  3. 7 5 2 5 7 1  1. 4 1 7 2 8 1  1. 5 4 9 0 3 1  0. 6 9 1 6 9 7  3. 0 3 3 0 2 4  5  
1. 0 7 6 6 1 6  4. 0 6 7 0 8  2. 0 6 9 2 8 1  1. 8 4 2 0 4 6  1. 9 3 5 2 8 8  1. 9 0 0 5 4 1  2. 8 6 8 0 0 4  1  
1. 3 3 1 9 5  2. 4 8 4 5 8 2  2. 4 1 6 7 5 8  2. 3 7 9 1 1 2  1. 7 6 0 0 0 3  3. 6 9 2 7 3 2  0. 7 3 6 4 4 7  2  
2. 7 7 4 2 7  3. 3 5 5 7 3 7  2. 3 0 4 7 2 9  1. 7 8 5 1 3  0. 7 4 1 5 0 4  2. 7 6 2 6 1 5  1. 8 5 3 7 8 9  2  

1. 1 1 0 7 3 4  3. 6 3 2 8 8 2  3. 2 1 3 9 4  1. 7 7 6 7 9 6  1. 6 1 2 2 6 8  0. 8 5 0 3 9 1  0. 6 4 1 5 5 7  4  
2. 3 8 9 1 8 5  2. 8 8 1 6 9 5  1. 7 9 5 1 3 1  3. 2 0 6 9 9  0. 4 1 9 4 2  3. 4 9 4 3 0 8  1. 2 7 3 1 6  2  
0. 7 3 0 4 8 2  2. 6 6 2 9 2 8  2. 4 1 3 8 1 9  2. 8 8 0 2 6 8  1. 4 7 9 7 7  2. 4 1 3 7 5 3  1. 4 7 0 8 6 9  1  
1. 5 4 4 4 2 6  3. 9 4 3 9 0 3  2. 7 2 7 8 1 4  1. 7 3 5 9 0 3  0. 3 2 8 3  1. 1 5 3 3 8 8  0. 1 2 7 1 3 8  2  
1. 2 7 9 7 7 4  1. 8 5 9 1 5 7  2. 6 3 0 3 5 6  2. 8 2 8 0 1 1  0. 3 6 4 0 3 3  1. 5 1 5 9 7 3  1. 9 7 9 1 1 2  4  
1. 7 9 3 3 2 5  3. 0 1 2 9 4 3  1. 7 9 7 3 6 4  3. 3 3 7 0 1 2  0. 7 0 6 9 6 4  2. 7 7 9 2 4 7  1. 3 2 5 3 8 7  2  
2. 2 3 8 9 3 6  3. 9 9 9 7 2 9  2. 4 2 6 7 5 6  1. 9 2 5 5 7  2. 3 2 7 7 2  3. 1 7 4 6 1 6  1. 0 9 4 6 9 7  2  
1. 3 2 8 9 1 5  2. 5 8 4 8 9 5  2. 4 3 6 4 7 2  2. 6 9 5 5 1 2  0. 4 0 4 3 8 8  2. 4 2 3 5 6 6  0. 9 6 6 9 3 2  2  
0. 9 4 9 8 8 1  2. 2 7 1 6 9 7  2. 8 7 0 0 0 3  1. 3 3 1 3 7 7  3. 1 3 9 3 8 2  1. 5 8 1 9 2 6  2. 8 3 1 3 2 7  5  
1. 4 4 7 0 8 9  4. 5 6 1 3 5 8  2. 7 5 8 3 2 1  1. 8 9 0 0 3 9  1. 1 5 5 2 3 6  2. 0 9 0 6 4 6  -0. 2 4 7 6 5  2  
1. 5 5 9 9 0 6  3. 7 4 3 8 3 1  2. 9 5 7 6 9 2  2. 9 2 6 7 4 4  0. 7 0 7 8 8  3. 0 2 9 8 0 7  1. 4 9 2 5 1 4  2  
0. 0 3 7 9 5 2  2. 6 2 3 5 2 1  2. 9 7 7 6 9 9  2. 6 0 5 8 6  1. 7 8 8 9  1. 5 1 6 5 5 4  1. 7 5 2 3 8 4  1  
0. 5 4 4 1 3 6  2. 4 7 0 6 4 2  3. 0 5 4 1 4 3  1. 7 9 6 6 7 4  2. 6 3 0 4 4 8  1. 9 9 5 7 0 3  1. 0 0 6 7 4 4  1  
1. 1 0 3 8 2 5  2. 3 9 3 4 6 3  3. 0 6 5 7 2 2  1. 7 7 4 3 9 4  2. 4 2 8 6 1 2  1. 9 8 2 9 9 5  0. 8 9 5 5 0 1  1  
1. 3 9 9 6 6 3  2. 3 7 0 6 7 8  3. 1 0 2 8 2 7  1. 8 2 4 2 8 5  1. 4 9 6 0 7 4  2. 0 4 3 1 1 8  0. 8 6 1 9 5  4  
0. 8 9 7 1 2 1  2. 5 4 7 4 7  3. 1 4 1 1 7 4  1. 8 5 4 2 1 9  1. 5 9 5 7 8 6  2. 0 1 1 6 5 2  0. 8 0 4 5 8 9  4  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 2 0 1 9 7 4  2. 6 4 0 9 5 7  2. 3 3 2 9 9 2  2. 6 2 7 7 1 4  2. 5 3 3 3 9 6  2. 9 3 0 9 7 5  1. 3 1 4 9 3 4  1  
1. 3 6 3 3 0 6  2. 7 2 2  2. 8 9 7 9 6 4  1. 7 1 2 6 6 5  1. 5 8 7 2 7 4  2. 1 6 1 7 6  0. 5 4 5 0 3 7  2  
0. 7 2 3 6 0 9  3. 7 8 2 3 9 2  3. 0 7 4 6 5 2  2. 6 4 5 3 6  2. 8 4 0 6 3 4  1. 3 6 6 0 0 8  0. 7 1 1 3 5 5  1  
0. 7 1 9 3 0 5  3. 7 5 6 5 7  2. 3 7 9 3 4 6  3. 2 9 3 7 4 5  1. 6 1 8 3 6 2  3. 0 7 9 1 7 4  0. 3 5 3 3 2 8  2  
0. 3 2 8 0 6 9  3. 2 8 7 2 8 1  2. 1 3 1 2 8 4  2. 6 9 1 6 6 1  1. 9 9 1 5 7 7  1. 4 8 8 3 0 9  0. 5 0 6 0 5 6  1  
-0. 6 4 0 4 6  2. 9 8 1 6 2 1  2. 6 2 5 6 5 3  2. 9 8 7 9 8 6  1. 4 1 5 4 4 6  2. 6 8 2 2 8 1  2. 3 7 2 2 8 3  1  
0. 7 8 7 8 2 9  3. 4 3 1 9 5  2. 4 2 9 3 9 2  3. 3 3 3 0 8 1  1. 3 3 7 8 6  2. 9 7 9 5 5 8  0. 7 9 5 4 7 2  2  
0. 2 2 7 0 0 7  3. 5 2 1 0 0 6  2. 7 2 4 7 7 1  3. 1 3 7 6 2 9  0. 0 3 3 9 3  2. 1 6 5 9 0 1  0. 0 6 1 6 9  2  
-0. 4 0 1 6 3  3. 6 0 9 9 3 9  2. 6 2 6 0 9 6  3. 8 7 0 2 3 2  -0. 3 6 0 7 9  2. 9 5 8 8 3 1  0. 2 0 9 3 3 8  2  
1. 9 6 5 1 8 7  3. 4 9 4 6 2  2. 3 1 1 8 3 7  3. 8 7 8 2 6 2  -0. 4 9 3 9 2  1. 8 5 2 6 2 7  -0. 0 2 2 6 2  2  
1. 7 9 1 5 5 4  2. 7 0 0 8 8 7  2. 9 6 3 6 9  2. 5 7 4 8 4 2  1. 3 6 1 7 3 2  1. 2 2 9 0 5  0. 9 0 5 3 1 3  3  
0. 5 9 2 8 4 2  2. 4 9 8 9 0 2  3. 3 2 5 3 8 4  1. 9 9 8 1 4 9  2. 9 7 0 3 8 2  1. 4 8 4 9 9 1  2. 4 3 3 5 7 4  1  
0. 9 3 4 4 9  3. 0 4 1 0 7  3. 0 9 2 8 6 5  3. 0 0 5 9 5 4  3. 0 4 4 1 9 2  1. 0 8 8 3 3 1  1. 0 2 3 0 1 2  1  

0. 0 0 3 2 8 1  2. 6 8 7 6 1 3  3. 9 2 9 4 9 9  2. 5 4 3 3 0 4  2. 8 9 2 8 5 1  2. 1 9 1 0 3 7  3. 1 4 8 3 1 3  1  
1. 0 6 8 6 0 1  3. 4 4 0 4 9 6  2. 8 0 3 3 6 1  2. 0 6 6 8 5 3  2. 6 8 4 0 9 6  1. 3 9 2 0 1 6  0. 9 7 2 6 9 5  1  
0. 2 5 3 1 5 1  3. 3 6 6 9 7 4  3. 1 3 4 1 8 1  2. 8 4 9 6 0 1  1. 9 8 8 7 9  1. 6 6 5 7 4 2  1. 7 9 4 2 4 1  1  
0. 5 6 8 6 2 5  2. 5 9 9 8 2 2  3. 4 8 9 2 6 9  2. 4 0 3 4 2 6  2. 2 5 1 4  1. 4 5 7 6 3 2  1. 8 4 2 6 8 6  4  
0. 0 0 8 1 2  2. 8 9 1 1 8 3  3. 5 2 7 2 3 1  2. 8 3 7 7 2 7  2. 0 5 6 2 3 5  2. 0 8 2 8 0 4  1. 5 2 1 5 5 8  1  

0. 0 3 2 7 4 8  2. 4 7 0 6 3 2  2. 3 9 3 3 8 3  2. 2 0 3 0 7 7  2. 5 5 2 6 3 3  2. 5 2 2 4 6 1  3. 3 2 3 8 6 2  1  
0. 5 4 2 2 5 2  2. 9 2 4 7 8 5  2. 1 8 8 5 4 2  1. 6 4 8 2 4 8  1. 7 1 4 7 4 1  2. 1 8 8 3 9 2  2. 2 1 0 1 6 3  1  
0. 4 8 9 4 3 6  2. 7 8 2 7 9 4  2. 7 9 9 2 5 1  2. 3 4 8 6 9 4  2. 5 6 2 2 4 3  2. 0 4 5 6 6 9  2. 5 9 7 3 5 8  1  
0. 5 9 8 4 9 7  3. 5 3 7 0 3 5  2. 2 7 0 7 5 9  1. 8 8 5 2 9 6  2. 6 4 0 7 5 4  1. 9 3 1 4 4 6  1. 9 8 2 2  1  
2. 6 8 4 4 7 9  4. 6 2 7 3 9 2  1. 3 2 3 4 4 4  2. 1 0 4 4 8 9  3. 0 8 5 8 6 4  1. 5 2 4 2 7 6  4. 1 8 6 6 6 8  1  
0. 6 5 5 3 9 9  2. 4 2 4 8 6  2. 7 0 2 2 1 1  1. 6 9 2 0 7 3  2. 6 8 6 0 5 1  2. 1 1 5 0 3 5  1. 9 9 2 2 3 5  1  
1. 0 0 0 1 2  2. 6 3 5 7 3  1. 9 4 6 5 7 8  1. 9 2 7 7 8 3  2. 4 7 4 0 0 8  2. 1 4 9 8 2 5  2. 7 8 5 6 8 8  1  

0. 8 0 3 6 7 9  2. 5 7 6 8 2 9  1. 9 0 8 4 2  2. 7 3 3 6 5 9  2. 1 4 2 7 1 3  2. 0 6 2 2 0 6  2. 4 2 5 5 4 3  1  
1. 3 6 2 7 9 9  2. 7 4 7 1 7 9  1. 7 0 5 7 3 6  1. 9 5 1 7 2 1  2. 7 9 5 9 1 1  2. 4 2 3 4 9 2  1. 9 6 6 4 5 9  1  
0. 9 6 3 1 3 5  3. 3 6 1 2 9  1. 5 7 6 2 4 4  2. 2 7 5 0 3 2  2. 3 9 1 9 8 8  1. 9 1 4 5 3 5  2. 5 4 8 1 4 6  1  
0. 9 5 7 4 7 8  3. 3 2 5 9 1 7  2. 6 7 5 1 5 6  2. 4 0 1 9 6 2  0. 9 9 9 5 5 8  1. 4 2 3 4 4 9  0. 9 3 1 4 1 4  2  
0. 8 4 7 4 9 9  2. 9 3 2 6 0 3  2. 4 9 8 0 8 8  1. 8 1 0 5 2 5  2. 7 0 7 2 8 4  2. 5 9 0 6 3 3  2. 0 5 1 7  1  
1. 2 3 4 0 5 5  2. 1 7 7 8 0 2  2. 6 9 7 9 0 5  2. 8 0 9 7 9 9  2. 4 6 6 8 5 2  1. 4 0 3 2 8 1  2. 4 9 5 5 6 1  5  
2. 0 1 5 0 1 7  3. 5 8 6 1 5 8  1. 2 0 9 0 9 5  0. 7 9 7 5 0 6  1. 6 9 2 3 9 6  1. 8 1 5 9 2 7  1. 1 4 6 3 7 5  3  
1. 5 5 5 8 0 4  2. 9 3 8 8 6 9  1. 3 9 4 7 5 6  0. 8 2 5 9 2 1  2. 2 8 1 6 8 7  1. 8 8 5 8 6 5  1. 5 0 3 0 3 2  1  
1. 9 1 9 1 8 4  2. 6 5 2 5 9 7  2. 0 0 6 0 7 2  1. 5 7 9 7 0 2  1. 4 7 8 0 9  1. 9 2 7 4 1 1  1. 8 9 2 7 8 6  3  
1. 1 6 4 0 2 5  3. 3 5 4 4 0 8  1. 6 8 3 1 5 1  2. 7 4 1 4 5 4  2. 5 6 6 2 1  1. 4 5 3 4 5 2  2. 7 4 6 0 2  1  
0. 8 6 9 5 9  2. 6 8 1 5 9 7  1. 6 5 8 6 1  2. 7 7 9 8 1  2. 8 1 9 3 7 9  1. 4 1 6 8 5 5  2. 7 2 4 3 4 8  1  

1. 0 4 3 5 1 7  2. 3 3 7 8 0 4  1. 8 5 5 2 9 9  2. 0 5 5 8 8 5  2. 6 9 7 2 5 5  1. 4 7 6 6 6 9  2. 3 1 1 8 2 2  1  
2. 0 8 3 6 7 6  4. 3 6 1 5 5 6  1. 7 2 4 3 5 2  2. 1 7 2 2 3  2. 5 8 1 2 3 4  2. 5 0 4 5 4  1. 3 5 8 8 8  1  
2. 6 1 5 1 2 8  3. 5 7 1 8 6 2  0. 6 8 2 0 1 3  3. 5 2 8 7 0 3  2. 2 4 1 8 3 4  3. 4 4 9 3 8 9  2. 8 2 1 2 9 3  1  
2. 0 8 5 6 8 3  3. 6 0 2 0 3 7  1. 0 8 8 3 6 9  2. 9 2 3 3 8 6  2. 2 0 5 7 9 2  2. 2 8 5 0 7  2. 9 7 9 8 7 4  1  
1. 8 9 8 7 6 4  3. 2 7 6 8 5 4  1. 7 7 0 0 7  2. 5 0 6 7 5 8  1. 5 1 7 0 3 7  2. 6 0 7 8 9 4  1. 0 8 9 8 1 2  2  

2. 5 2 7 8  2. 0 5 9 3 0 8  1. 7 1 3 4 8 1  3. 1 2 4 6 7 3  1. 2 2 5 0 8 5  3. 0 2 6 1 7 4  3. 0 2 5 5 4 5  5  
2. 8 6 4 4 0 2  3. 0 1 3 6 8 6  1. 6 3 7 1 7 4  1. 5 7 3 1 9 6  2. 4 4 1 8 5 9  1. 6 2 3 3 7 2  1. 1 2 0 7 2 5  3  
2. 0 7 2 0 1 9  3. 2 8 2 3 1 6  0. 8 7 0 4 7 2  2. 3 5 8 4 8 8  2. 2 0 8 2 1 7  2. 8 0 2 8 4 4  1. 7 3 0 0 9 3  1  
1. 6 3 9 5 4  3. 0 9 6 2 2 1  2. 8 1 4 3 2 2  2. 5 6 1 7 2 6  2. 0 6 3 2 2 3  1. 3 7 7 7 0 9  1. 4 5 1 5 4 7  1  

2. 3 0 9 2 9 9  3. 4 5 4 1 9 6  1. 6 6 1 9 1 5  2. 5 5 9 6 5 2  1. 8 3 0 2 7 7  1. 9 6 6 3 6 8  0. 0 1 4 1 5 7  2  
0. 7 2 9 8 2  2. 3 9 5 8 9 2  2. 5 8 5 8 6 9  2. 7 5 0 0 0 7  2. 1 3 2 6 7 8  2. 0 2 6 7 6 9  1. 9 7 1 7 6 3  1  

2. 5 4 9 4 6 6  3. 5 7 4 2 8 3  2. 0 3 8 0 1 5  3. 5 8 3 8 7 9  1. 9 8 6 2 1 7  2. 1 1 8 8 5 3  0. 1 4 0 9 6 1  2  
2. 0 8 3 9 2 2  3. 4 3 3 2 2 5  1. 3 2 0 9 5 3  2. 4 4 1 4 2 4  2. 5 8 9 5 0 8  2. 7 8 0 3 8 2  1. 2 0 9 7 2 9  1  
1. 2 9 3 8 2 9  3. 2 7 3 9 3 7  1. 4 6 2 9 2 8  2. 8 1 7 1 0 6  1. 7 2 1 6 5 2  3. 1 0 4 6 0 4  2. 5 5 4 9 6 8  1  
1. 1 9 5 2 8 8  3. 7 6 9 4 1 8  1. 2 1 0 9 0 8  2. 9 8 6 8 1  1. 0 4 4 0 2 7  2. 7 4 9 9 0 3  0. 6 0 1 3 2  2  
2. 0 6 1 8 1 3  2. 7 0 4 4 3 7  2. 3 1 6 0 6 8  2. 5 5 4 4 6 3  2. 5 5 3 2 8 1  3. 0 1 4 7 6 2  2. 0 0 1 8 9  1  
2. 4 6 8 6 4 8  2. 9 8 7 5 1  2. 0 6 0 2 4 3  3. 2 1 9 9 1  1. 3 3 0 6 9 8  2. 7 8 1 8 1 5  2. 3 1 1 6 6 7  2  
0. 9 3 6 9 0 1  2. 7 8 0 6 9 9  1. 5 0 1 0 6 8  3. 1 1 9 3 4 7  1. 8 9 3 1 8 2  1. 3 4 5 0 2 2  1. 4 4 5 7 7 6  1  
2. 0 9 6 2 6 1  3. 7 2 9 7 8 2  2. 5 2 8 2 7 9  2. 9 4 2 2 9 3  2. 2 7 2 0 5 8  1. 6 6 8 3 7 3  0. 1 8 4 0 3 8  2  
-0. 0 6 8 6 6  2. 3 2 3 3 0 5  2. 4 6 6 2 2 5  3. 0 0 8 1 7 9  2. 3 1 0 1 0 3  1. 8 0 6 8 4 9  1. 7 5 8 1 3 8  1  
2. 6 0 0 3 2 3  1. 5 7 8 8 9  2. 7 6 7 3 2 1  2. 7 0 1 4 9 1  1. 6 7 8 9 8 3  0. 4 3 1 8 0 4  0. 7 4 6 9 1 4  3  
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C o p yri g ht © 2 0 0 9, 2 0 1 0, 2 0 1 2, 2 0 1 6 Q ui ntil e s Tr a n s n ati o n al C or p. All ri g ht s r e s er v e d.  
T h e c o nt e nt s of t hi s d o c u m e nt ar e c o nfi d e nti al a n d pr o pri et ar y t o Q ui ntil e s Tr a n s n ati o n al C or p. U n a ut h ori z e d u s e, di s cl o s ur e or 
r e pr o d u cti o n i s stri ctl y pr o hi bit e d. 

1. 9 0 4 4 1 4  1. 9 4 1 8 5 8  2. 7 9 0 8 2 3  1. 7 3 3 3 6 1  1. 8 6 2 7 8 4  0. 6 2 7 2 7 9  1. 6 4 8 4 3 8  3  
1. 5 9 6 5 5 3  2. 6 9 6 5 7  2. 3 6 7 8 8 7  2. 6 6 4 8 3 3  1. 6 3 3 3 3 9  1. 9 7 8 1 2 3  0. 1 2 1 7 4 9  2  
1. 0 7 6 6 7  1. 2 0 5 2 4 4  2. 6 7 2 2 7 8  1. 9 5 9 0 5 3  2. 3 8 4 7 6 7  1. 7 8 3 9 9 3  3. 2 7 9 2 5 2  5  

1. 5 9 5 2 2 8  3. 0 7 7 9 7 4  2. 3 8 0 9 4 4  2. 8 1 5 5 3 1  1. 7 7 4 4 2 1  1. 2 4 3 5 5 3  0. 3 7 3 1 8 3  2  
3. 0 5 1 6 5  1. 7 4 2 1 9 2  3. 1 6 5 8 7 8  2. 4 0 3 6 4 8  1. 4 6 4 8 4 2  0. 8 0 1 1 1 4  0. 7 2 3 7 3  3  

2. 2 0 7 5 7 4  2. 5 7 0 3 1 7  1. 9 1 9 2 0 1  3. 6 7 1 4 6 2  -0. 2 0 0 9 7  2. 1 8 1 3 0 7  0. 5 8 3 0 5 8  2  
1. 1 3 6 2 8 7  2. 8 3 4 0 8 7  3. 1 8 6 8 5 2  2. 8 8 2 3 9 1  1. 9 3 4 2 2 7  0. 9 3 2 0 3 5  1. 0 6 8 9 9  4  
3. 1 3 8 6 0 6  1. 6 7 5 0 0 5  3. 3 9 2 1 1 1  2. 8 4 6 7 5 3  0. 8 0 0 3 0 5  1. 3 6 6 6 6 9  0. 3 6 2 6 7  3  
3. 0 0 6 0 5 6  1. 7 8 8 7 6 9  2. 4 3 0 3 1 3  2. 2 1 0 9 3 8  2. 3 4 3 2 2 9  0. 8 0 8 6  1. 4 7 1 9 9 8  3  
3. 3 0 1 8 4 2  2. 5 3 4 2 6 9  2. 7 2 7 6 1 6  1. 6 4 5 3 1 5  2. 2 9 7 7 4 3  1. 3 9 8 6 5 8  0. 5 0 4 9 4 5  3  
1. 0 4 5 6 9 8  3. 3 4 2 7 1  2. 9 2 6 7 5 9  2. 6 7 1 7 7 2  -0. 5 4 3 2 5  3. 0 5 8 2 8  1. 1 5 1 8 7 7  2  
1. 4 7 4 3 1 8  3. 4 9 9 8 7  3. 3 5 8 0 0 5  2. 6 6 8 0 8 8  -0. 3 4 1 6 3  0. 7 2 7 6 9 7  0. 1 9 8 3 7 6  2  
1. 4 1 8 5 7 7  3. 5 4 0 2 5 9  1. 8 5 9 5 0 1  1. 8 4 8 1 1 7  0. 7 5 8 0 8 7  1. 6 2 0 2 9  1. 1 7 8 2 6 8  2  
1. 7 9 2 0 4 2  3. 5 7 1 1 7 6  2. 7 8 1 2 4 5  2. 6 2 3 0 8 2  2. 0 5 9 2 5 1  2. 6 8 7 5 2 3  0. 6 6 3 8 7 3  2  
2. 2 4 6 7 8 7  3. 9 7 3 6 8 7  2. 2 8 8 6 1 9  2. 6 1 6 6 5 5  0. 9 6 4 4 3 1  2. 9 3 2 9 5 3  0. 3 8 3 7 9 8  2  
2. 5 5 7 1 4 9  3. 0 0 9 7 4 2  3. 0 1 5 6 9 8  2. 6 3 1 4 1  1. 2 6 3 2 3 5  2. 7 0 1 1 9 2  0. 6 5 2 6 5  2  
2. 4 0 6 6 3 9  2. 8 6 2 1 6  2. 7 4 7 6 4 1  2. 8 8 7 7 8 5  2. 0 6 9 1 5 8  2. 1 4 8 6 9 1  0. 3 7 1 2 5 7  2  
2. 1 4 4 2 7 8  3. 0 0 8 0 9 3  3. 2 1 1 8 2 5  4. 0 1 9 2 8 1  0. 0 3 0 6 0 5  2. 8 6 6 4 9 7  0. 8 6 0 0 8 4  2  
2. 5 5 5 3 6 3  2. 5 7 9 0 1 7  3. 0 7 5 9 4 9  2. 0 3 4 6  2. 2 5 6 3 0 4  2. 1 0 2 9 7 9  0. 4 4 6 9 1 1  3  
2. 5 3 7 3 9  3. 4 3 5 7 4 2  2. 6 2 8 3 7 4  3. 3 1 9 8 4 7  1. 7 4 9 2 4 4  2. 0 5 3 8 7 8  1. 1 7 2 9 7 5  2  

2. 6 4 5 7 6 4  3. 6 3 2 5 1 5  2. 5 4 7 8 8 4  2. 1 1 6 6 2 9  2. 9 6 1 3 6 3  2. 5 2 5 5 5 7  0. 7 5 1 7 9 3  3  
2. 1 6 7 6 8 8  3. 1 7 7 8 7 8  2. 8 2 2 9 8 7  2. 6 9 3 7 4 4  2. 1 0 4 7 8 1  2. 3 4 8 6 6 8  0. 5 7 1 7 2 3  2  
1. 2 2 5 4 1 8  2. 7 6 1 4 6 4  2. 2 8 4 9 7 4  2. 9 0 6 6 2 9  1. 5 5 5 9 1 9  2. 2 3 4 7 6 3  1. 3 4 4 5 0 9  1  
2. 5 4 9 3 7 8  1. 8 8 3 2 4 5  4. 8 4 7 1 5 9  -0. 3 8 6 1 3  2. 3 2 8 9 9 1  0. 3 9 9 0 3 1  0. 8 9 9 6 6 9  3  
0. 8 3 5 4 9 1  3. 4 1 0 2 1 4  3. 2 3 8 8 6 4  2. 1 7 4 3 1 5  1. 5 6 9 6 1 8  3. 3 1 3 9 9 3  1. 0 4 8 8 4 5  1  
0. 1 9 7 0 7 2  3. 7 2 0 0 0 5  3. 2 1 0 2 4 3  1. 4 6 2 3 0 1  1. 7 1 5 0 8 9  3. 2 8 9 4 5 8  0. 3 4 9 8 9 1  1  
0. 9 5 6 3 4 8  1. 6 3 4 3 2 6  4. 4 9 6 3 7 5  2. 8 5 9 1 0 5  1. 7 1 3 9 6 8  2. 5 4 1 3 9 1  0. 5 7 2 1 3 4  4  
2. 7 1 0 8 3 1  2. 8 9 5 9 8 5  4. 5 4 2 0 8 1  1. 1 1 7 1 6 2  1. 6 0 2 8 3 3  0. 6 3 8 4 0 2  1. 6 0 5 3 3 3  3  
0. 4 6 8 5 1 9  2. 7 7 5 8 4 7  4. 7 9 3 8 6 4  1. 5 7 2 1 1 4  2. 5 7 7 6 6 9  2. 1 4 2 2 5 1  0. 3 7 4 5 5 9  4  
0. 8 0 1 1 8 5  3. 8 5 6 2 4 7  4. 4 7 6 0 5 3  1. 1 0 2 9 4 6  1. 6 6 5 5 0 4  2. 1 8 0 5 6 1  1. 0 5 1 6 8 8  4  
1. 3 9 6 7 7 4  2. 3 8 1 8 4  3. 1 5 9 0 2 3  2. 2 7 2 4 2 2  1. 6 4 2 9 1 7  2. 2 1 8 2 2 6  0. 4 9 4 6 0 4  2  
1. 0 2 9 9 7 2  1. 8 1 5 9 4 6  3. 6 2 4 4 5 1  2. 8 0 5 1 8 5  1. 7 6 6 3 9 4  1. 9 5 0 2 4 9  0. 5 5 7 9 0 6  4  
2. 3 5 1 7 8 5  2. 4 5 4 7 0 1  1. 4 9 2 6 6 9  4. 3 7 7 2 7 4  1. 4 5 2 2 1 4  3. 4 2 1 7 6 9  1. 6 1 0 6 1 9  2  
2. 3 2 4 0 5  3. 4 6 6 8 5 9  1. 8 1 6 8 8 6  2. 1 2 5 4 9 4  2. 2 9 8 0 4 3  2. 8 0 2 0 0 6  1. 7 7 2 1 4 9  1  
1. 2 2 7 1 5  2. 8 7 3 2 2 7  2. 4 5 7 0 4 1  2. 7 4 2 8 0 9  1. 8 8 6 8 9 9  1. 4 6 0 4 9 1  1. 3 7 1 2 6 7  1  

1. 2 8 1 5 6 7  3. 0 4 6 4 5 4  2. 4 9 8 3 1 3  1. 4 7 1 5 7 4  2. 9 1 4 4 1 8  2. 0 3 8 7 3 1  1. 9 7 7 4 6 5  1  
0. 2 8 8 1 3 6  1. 7 4 7 2 7  3. 9 3 1 4 2 5  2. 6 8 6 4 5 2  2. 6 1 8 3 7 7  2. 5 6 4 4 4 4  2. 4 7 9 8 2 1  5  
2. 5 2 2 6 8 7  2. 7 5 9 9 3 9  1. 7 4 5 5 5 5  1. 6 9 8 5  2. 0 6 0 3 4 7  0. 3 2 2 0 6 4  1. 3 0 4 3 2 6  3  
0. 5 4 3 6 3 7  2. 5 4 4 9 8 1  3. 3 4 8 0 4 5  1. 9 0 6 8 6 1  2. 2 5 8 3 0 7  1. 0 3 1 2 7 3  1. 4 4 1 7 5  4  
1. 6 2 0 3 4 7  3. 4 0 1 0 8 8  2. 5 7 4 3 4 2  -0. 4 1 5 3 3  2. 2 5 2 7 3 6  0. 2 1 9 5 1 3  1. 4 3 8 0 7 8  3  
1. 8 4 2 9 4 2  3. 3 7 8 2 2  2. 3 2 8 4 1 1  1. 4 2 0 7 3 7  2. 4 6 6 9 1 3  0. 1 7 4 4 5 5  2. 3 1 7 0 1 2  3  
0. 9 4 8 3 6 1  3. 6 0 0 7 3 1  3. 0 2 3 8 4 7  2. 1 4 2 0 9 5  2. 7 5 7 5 9 4  0. 8 6 1 5 4 4  1. 1 1 4 9  1  
1. 8 6 8 7 9 4  3. 6 2 9 2 3 7  1. 8 6 7 5 0 4  3. 6 7 5 6 9 2  1. 4 0 5 0 5 1  3. 0 9 1 6 8 9  0. 9 0 2 8 0 1  2  
0. 1 0 9 3 6 5  3. 5 7 2 8 1 9  2. 3 8 4 5 2 5  2. 6 1 6 3 6 2  1. 4 2 9 3 3 3  1. 7 9 4 4 5 6  1. 1 9 0 4 4 2  1  
2. 1 8 6 4 9 3  1. 8 3 3 1 7  2. 1 8 8 7 4 6  1. 6 3 1 2 8 1  2. 0 2 8 3 5  1. 1 3 3 7 2 4  2. 5 8 4 2 3 6  5  
-0. 1 9 6 6 9  3. 0 8 0 4 9 7  2. 4 2 7 6 9 8  1. 7 7 2 7 2 1  1. 8 7 1 1 8 2  2. 5 8 2 9 4  1. 9 6 3 5 2 7  1  
1. 0 4 5 3 6 5  3. 0 8 4 2 6 4  2. 5 0 2 6 1 5  1. 2 3 3 2 1 1  2. 1 9 0 9 8 4  1. 3 9 8 9 5 5  2. 3 0 4 0 1 1  1  
0. 4 9 8 2 1 9  3. 1 8 4 0 5 6  3. 0 0 6 7 2 6  1. 8 7 3 0 2 9  1. 2 7 2 3 3 1  2. 2 7 7 1 5 8  2. 5 2 7 3 6 3  1  
0. 0 6 4 1 8 4  3. 2 7 9 5 5 3  2. 1 4 2 2 4 8  1. 6 8 3 4 9 6  2. 0 2 8 9 0 1  1. 9 6 7 9 6 7  2. 8 1 3 9 3  1  
1. 2 9 4 7 0 6  3. 5 2 8 1 9 7  2. 4 0 1 8 8 9  2. 6 2 0 9 0 5  1. 6 2 8 4 8 9  2. 5 0 5 6 8 5  1. 9 1 5 1 6 1  1  
1. 2 3 7 8 9 3  4. 2 1 4 9 9 2  3. 2 4 7 7 9 5  1. 2 5 5 1 2 9  1. 7 2 7 3 7 8  1. 9 2 2 6 6 4  1. 5 3 5 6 3 7  1  
0. 8 9 5 3 7 1  2. 2 9 5 8 5 3  2. 1 9 5 0 4 2  3. 3 0 4 0 2 2  1. 4 9 4 5 0 7  2. 2 2 8 9 7 7  1. 6 0 7 1 6 9  1  
-0. 1 5 9 7 6  2. 2 9 4 2 8 7  3. 6 9 3 3 2 9  1. 8 5 3 4 4 3  2. 3 4 6 2 6 5  2. 3 7 1 3 8 9  1. 8 8 9 2 5 4  4  
0. 7 6 5 1 9 6  3. 6 1 9 2 3 1  3. 4 0 6 0 2 6  2. 5 6 8 8 4  1. 0 3 9 6 1 2  2. 1 7 6 3 5 6  1. 1 7 3 1 8 6  2  
0. 0 4 0 1 1 6  2. 0 7 8 1 9 3  3. 3 5 0 7 6 7  1. 5 4 8 0 3  2. 5 1 5 7 3 4  2. 4 9 2 5 0 2  1. 9 6 1 0 2 1  1  
-0. 0 1 9 8 1  2. 3 9 1 7 3 6  2. 6 7 7 2 7 5  2. 0 1 8 2 2  2. 8 2 2 9 3 3  2. 1 1 1 2 4 6  2. 3 2 0 9 1 1  1  
2. 1 3 7 8 6 8  3. 0 8 8 5 5 8  2. 6 9 5 1 6 1  1. 6 6 2 8 4  2. 3 9 4 3 5 2  1. 8 2 9 4 3 2  2. 1 6 4 8 5 5  3  
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2. 0 8 1 2 1 1  1. 5 4 7 2 9 1  3. 0 6 1 4 0 5  1. 8 5 1 1 2  1. 6 4 7 5 6 1  2. 1 4 5 3 0 4  1. 6 0 6 0 1 7  3  
2. 0 4 5 8 6 8  2. 0 3 3 0 7 7  4. 0 7 6 1 1 3  2. 5 7 4 4 4  2. 2 3 1 0 0 6  2. 3 5 8 3 8 1  2. 0 1 6 6 9 5  5  
1. 7 5 8 9 3 8  3. 0 0 6 4 5 2  2. 0 1 3 2 6  0. 6 9 9 3 9 9  3. 0 4 4 2 5  1. 3 8 4 9 7 9  0. 6 6 5 9 8 9  3  
1. 2 3 7 0 0 3  2. 5 2 3 9 7 8  2. 3 3 0 3 8 2  2. 0 4 9 4 3 5  1. 9 9 7 2 7 5  1. 2 7 1 7 0 7  0. 4 9 8 4 4 5  1  
0. 6 6 7 4 9 7  2. 7 1 8 6 0 9  2. 9 5 8 8 9 4  1. 6 1 1 9 8 3  2. 7 8 2 7 6 6  2. 0 3 1 7 1 5  2. 0 5 9 9 8 7  1  

2. 0 7 8 6  2. 2 5 4 6 3 7  2. 0 1 3 7 6 7  2. 8 6 0 4 1 2  1. 2 5 3 7 0 3  2. 5 8 0 4 5 5  1. 3 6 7 2 5 5  2  
1. 1 3 7 9 8 1  2. 2 7 6 7  2. 1 7 3 0 8 8  2. 4 7 4 1 9 6  1. 5 4 3 8 2 2  2. 7 8 9 0 4  1. 4 7 4 3 6 8  1  
0. 8 3 5 0 8  2. 3 7 5 6 7 1  2. 9 2 3 1 0 6  2. 3 1 9 7 7 5  1. 1 1 2 6 3 7  1. 5 6 8 0 7 8  1. 7 8 2 3 4 4  4  

1. 5 3 2 6 2 8  2. 4 5 2 5 7 8  4. 1 9 9 4 7 9  2. 1 8 4 3 1 3  1. 2 8 2 7 1  1. 3 9 5 5 5  1. 3 0 2 3 1  4  
2. 8 3 2 6 6 7  3. 2 2 9 2 3 7  2. 2 4 8 5 5 8  5. 0 4 6 8 7 7  -0. 1 4 9 8 1  3. 1 6 8 0 4 4  0. 5 1 4 7 2 8  2  
2. 8 0 4 3 2 9  3. 5 4 4 0 2 4  3. 2 8 1 7 5 3  1. 4 4 3 8 6 4  0. 9 7 9 5 4 8  1. 5 1 5 5 8 8  2. 2 4 4 6 9 7  3  
4. 1 7 6 8 9 5  3. 8 5 3 2 7 8  3. 4 4 2 9 1 3  3. 4 3 6 1 6 3  -0. 2 0 5 9 8  1. 7 8 7 4 2 5  0. 6 9 7 6 6 3  2  
1. 4 4 7 7 9 3  1. 6 6 1 0 1 4  4. 6 5 1 9 5 8  1. 6 3 8 0 6 9  0. 7 0 5 3 4 3  1. 7 6 3 8 1 6  0. 1 9 2 1 2 7  4  
0. 8 3 7 8 1 4  3. 2 3 0 9 7 4  2. 3 2 0 5 9 9  3. 0 0 9 4 0 8  0. 4 6 1 0 3 1  2. 9 0 5 8 4 4  1. 3 4 3 6 2 3  2  
1. 8 0 2 9 4 4  1. 7 1 6 5 6 9  3. 5 5 8 9 9 5  2. 5 5 2 9 0 8  0. 4 5 1 3  2. 2 3 8 2 1 3  -0. 5 0 8 1 3  2  
0. 9 5 7 1 7 7  1. 4 7 5 5 9 4  3. 5 1 1 6 0 4  2. 4 6 2 7 9 9  0. 9 5 0 4 9 6  1. 5 5 8 4 6  1. 0 5 3 8 5 2  4  
1. 7 6 7 8 7 9  2. 1 1 1 0 4 8  3. 5 5 8 4 1 2  1. 8 8 6 7 4 4  -0. 3 2 2 7 3  1. 9 7 1 3 3 3  -0. 1 8 5 2 1  2  
0. 5 6 7 2 6 3  0. 7 9 5 8 0 8  2. 3 0 9 4 1  2. 1 9 6 0 6 5  2. 7 4 7 3 4 7  1. 9 8 2 5 5 9  2. 3 1 3 3  5  
1. 4 7 2 3 4  2. 6 0 8 4 5 6  2. 8 2 6 7 9 2  2. 3 9 8 9 9 6  1. 0 2 2 7 0 6  2. 5 3 3 6 4 7  0. 7 2 3 6  2  

1. 0 2 5 2 2 6  2. 7 1 9 7 3 2  2. 4 2 3 1 7 1  2. 7 9 7 2 1 2  2. 3 4 3 0 0 7  2. 6 8 1 9 3 9  1. 8 0 3 7 3 1  1  
1. 6 6 5 4 5 9  0. 5 1 7 4 2 8  3. 5 1 0 2 8 6  1. 9 2 5 5 2 7  2. 6 7 9 1 5 5  2. 3 3 9 6 5 5  2. 3 2 6 3 4  5  
0. 6 2 6 2 0 3  3. 2 7 8 7 5 9  4. 5 7 0 2 8 6  1. 8 0 2 2 2 6  1. 4 5 4 0 4 5  0. 9 8 4 4 0 5  1. 8 7 3 4 9 3  4  
0. 9 8 9 7 9 5  3. 0 2 5 3 3 3  2. 0 6 4 8 0 7  1. 3 2 2 0 1 1  2. 1 9 5 4 7 9  2. 6 3 9 9 4 6  1. 7 4 3 5 2 7  1  
0. 7 4 8 7 5 5  2. 2 7 1 9 5  2. 7 1 7 9 0 4  3. 1 0 3 5 4 2  2. 1 1 4 7 8 2  3. 6 7 7 4 4 6  1. 6 9 4 1 0 6  1  
-0. 5 4 8 0 8  3. 4 5 4 8 8 1  2. 7 9 4 7 8 6  0. 2 4 3 5 0 3  2. 5 9 8 8 0 6  2. 1 3 6 1 4 7  2. 9 3 4 8 9 8  1  
1. 7 3 6 0 8  2. 0 4 9 7 7 9  2. 3 6 3 7 1 6  2. 8 0 1 2 3 6  2. 0 1 9 4 1 5  1. 6 3 9 2 2 7  1. 9 7 2 5  5  

2. 5 4 0 2 7 2  3. 2 2 7 5 4 9  3. 5 9 6 5 9 7  2. 3 1 9 7 9 5  1. 4 1 3 4 7 9  2. 1 7 9 3 1 3  0. 1 9 2 6 0 1  2  
4. 2 8 3 2 8 7  3. 2 4 0 1 2 5  2. 6 6 3 1 0 5  2. 7 6 0 0 5 7  0. 8 1 8 6 0 1  1. 6 4 2 1 2  1. 5 7 4 1 5 1  3  
1. 3 9 1 1 4 1  2. 8 1 0 9 1 6  2. 4 5 0 2 7 9  2. 9 5 3 1 6 6  2. 2 1 0 6 1 3  2. 3 2 3 2 7 3  1. 1 5 4 3 7 4  1  
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A P P E N DI X 1 3.  M A R D E R P A N S S  N E G A TI V E S Y M P T O M S ( M P N S) 

H E T E R O G E N EI T Y IN D E X M E T H O D  

S u bj e ct -l e v el P A N S S it e m s c or e s b et w e e n t w o a s s e s s m e nt s ( e. g., S cr e e ni n g a n d B a s eli n e) ar e e n c o d e d 
i n a v ari a n c e-c o v ari a n c e diff er e n c e ( V C D) v e ct or. T h e V C D v e ct or c a pt ur e s t h e i ntr a -it e m v ari a n c e, 
b et w e e n -it e m c o v ari a n c e, a n d b et w e e n-it e m diff er e n c e s of P A N S S it e m s b et w e e n t w o a s s e s s m e nt ti m e 
p oi nt s fr o m a si n gl e s u bj e ct.  

Bri efl y, f or e a c h s u bj e ct ℎ , a v ari a n c e-c o v ari a n c e m atri x of t h e 3 0 P A N S S it e m s i s d efi n e d a s  

𝛾 = [

𝑝 𝑝 1
2 ⋯ 𝑞 𝑞 1 ,3 0

⋮ ⋱ ⋮
𝑟 𝑟 3 0 ,1

⋯ 𝑤 𝑝 3 0
2

] , 

w h er e  

𝑖 𝑤 𝑞
2 = ∑ ( 𝑖 𝑖

𝑥
− 𝑤 𝑤̅ )

2
2

𝐼 = 1

, 

i s t h e u n bi a s e d e sti m at or of t h e v ari a n c e of 𝐻 𝐼  ( s c or e of P A N S S it e m 𝑟), 𝐼 = 1 ,2 ,… ,3 0 , a n d 

𝐻 𝐼 𝛼,𝐻
= ∑ ( 𝑖 𝑖

𝑟 − 𝑖 𝑚̅ ) ( 𝑎 𝑥
𝐼

− 𝑖 𝐼̅ )

2

𝑟 = 1

, 

i s t h e u n bi a s e d e sti m at or of t h e c o v ari a n c e of 𝐼 𝛼  a n d 𝛿 𝑘  ( s c or e s of P A N S S it e m s 𝑇 a n d 𝑡), a n d 

𝛿 𝑇̅ =
∑ 𝑡 𝑡

𝛿2
𝑇 = 1

2
; 𝑇 𝑇̅ =

∑ 𝑇 𝐻
𝐻2

𝐻 = 1

2
. 

N ot e t h at t h e d e n o mi n at or s of 𝑟 𝑟 𝐻
2  a n d 𝐻 𝑟 𝑟,𝐻

 ar e 2 –  1 = 1, f or t w o ti m e p oi nt s.  

T h e u ni q u e el e m e nt s of 𝐻  f or s u bj e ct ℎ  ar e k e pt i n v e ct or 𝐻 𝑟 𝛾 𝑟 ℎ
, c o n si sti n g of t h e el e m e nt s of 𝛾  o n a n d 

b el o w t h e m ai n di a g o n al.  

S e p ar at el y, f or e a c h s u bj e ct ℎ  a n d e a c h ti m e p oi nt 𝐻 , a diff er e nt m atri x f or t h e 3 0 P A N S S it e m s i s d efi n e d 
a s  

𝐻 = [

𝑟 𝐻 1 ,1
⋯ 𝐻 𝑟 1 ,3 0

⋮ ⋱ ⋮
𝛾 𝑟 3 0 ,1

⋯ 𝛾 𝐻 3 0 ,3 0

] , 

w h er e 𝑟 𝐻 𝐻 ,𝐻
= 𝑟 𝛾 − 𝑟 𝛾  f or s c or e s of it e m s 𝐻 a n d 𝐻. N ot e t h at t h e di a g o n al el e m e nt s of 𝑟  ar e 0.  

T h e u ni q u e el e m e nt s of 𝛾  f or s u bj e ct ℎ  at ti m e p oi nt 𝑟  ar e k e pt i n v e ct or 𝛾 𝐻 ( ℎ ) , c o n si sti n g of el e m e nt s of 𝐻  

b el o w t h e m ai n di a g o n al.  

T o g et h er, t h e V C D v e ct or of s u bj e ct ℎ  f or 2 ti m e p oi nt s ( e. g., S cr e e ni n g a n d B a s eli n e) i s d efi n e d a s 
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𝛾 𝑝 𝑝 𝑞 ℎ ( 𝑞 = 1 ,𝑟 = 2 ) = [𝑟 𝑤 𝑝 𝑖 ℎ
𝑤 1 ( ℎ ) ,𝑞 2 ( ℎ ) ] → ℝ 1 ,1 3 3 5 , 

a n d t h e V C D v e ct or f or N s u bj e ct s i s  

𝑖 𝑖 𝑥 𝑤 ( 𝑤 = 1 ,𝐼 = 2 ) =

[
 
 
 
𝐻 𝐼 𝑟 𝐼 ℎ 1 ( 𝐻 = 1 ,𝐼 = 2 )

𝛼 𝐻 𝑖 𝑖 ℎ 2 ( 𝑟 = 1 ,𝑖 = 2 )

⋮
𝑚 𝑎 𝑥 𝐼 ℎ 𝑖 ( 𝐼 = 1 ,𝑟 = 2 ) ]

 
 
 

→ ℝ 𝐼 ,1 3 3 5 . 

U si n g t h e P A N S S -d efi n e d V C D v e ct or, a n d t h e 7 it e m s of t h e M ar d er P A N S S N e g ati v e S y m pt o m s f a ct or, 
a n e w v e ct or of 8 4 el e m e nt s p er s u bj e ct i s u s e d t o d efi n e a M ar d er N e g ati v e H et er o g e n eit y I n d e x ( M N HI). 
T a bl e 7 li st s t h e p ar a m et er s  u s e d t o d eri v e t h e M N HI.  

T a bl e 8 : P ar a m et ers U s e d t o D eri v e t h e M ar d er N e g ati v e H et er o g e n eit y I n d e x ( M N HI) 

𝛼 𝛿 𝑘
2  V ari a n c e of P A N S S it e m 𝑇 b et w e e n S cr e e ni n g a n d B a s eli n e f or s u bj e ct ℎ  

Δ 𝑡 𝛿 ( 𝑇.𝑡 ) 𝑡

2  𝛿 𝑇 𝑇
2 − 𝑇 𝑇 𝐻

2  at vi sit 𝐻  f or s u bj e ct ℎ  

𝐻 𝑟 𝑟,𝐻
 C o v ari a n c e of P A N S S it e m 𝐻 a n d P A N S S it e m 𝑟 b et w e e n S cr e e ni n g a n d 

B a s eli n e f or s u bj e ct ℎ  

𝑟 𝐻 𝐻 ,𝐻
 Diff er e n c e b et w e e n P A N S S it e m 𝑟 a n d P A N S S it e m 𝛾 at a gi v e n ti m e p oi nt f or 

s u bj e ct ℎ  

𝑟  S et of c o m bi n ati o n s of t w o M ar d er P A N S S N e g ati v e S y m pt o m s f a ct or  it e m s 

𝛾 ( 𝐻 )  C o u nt of 𝐻  

T h e 7 it e m s of t h e M ar d er P A N S S N e g ati v e S y m pt o m s f a ct or ar e c o n gr u e nt b a s e d o n t h e M ar d er f a ct or 

m o d el. T h er ef or e, 𝑟 𝐻 𝐻
2 − 𝑟 𝛾 𝑟

2  i s e x p e ct e d t o b e s m all f or all 𝛾  c o m bi n ati o n s. Si mil arl y, Δ 𝐻 𝑟 ( 𝐻.𝐻 ) 𝐻

2  i s e x p e ct e d t o 

b e s m al l f or all 𝑟  c o m bi n ati o n s, at 𝛾  = S cr e e ni n g a n d 𝑟  = B a s eli n e. F urt h er m or e, 𝛾 ( 𝐻 𝐻 𝑟,𝛾
| < 0 )  i s e x p e ct e d 

t o b e s m all f or all 𝑟  c o m bi n ati o n s. H e n c e, t h e r a w M ar d er N e g ati v e H et er o g e n eit y I n d e x (r M N HI) of 
s u bj e ct ℎ  i s d efi n e d a s t h e s u m of L 1 n or m of v ari a n ce diff er e n c e s, c o u nt of n e g ati v e c o v ari a n c e, L 1 n or m 
of b et w e e n it e m diff er e n c e s at S cr e e ni n g a n d B a s eli n e. It c a n b e e x pr e s s e d a s  

𝛾 𝐻 𝐻 𝑟𝐻 = ‖ Δ 𝑟 𝐻 𝐻
2 ‖

1
+ ∑ 𝑟 ( 𝑟 𝑠 𝑝

| < 0 )

2 1

𝑝 = 1

+ ‖ 𝑑 𝑠 𝑃 ,𝑡 = 1 ‖
1

+ ‖ 𝑑 𝑠 𝑃 ,𝑡 = 2 ‖
1
. 

T h e mi n -m a x s c ali n g ( mi n = 0, m a x = 2 2 3) i s t h e n a p pli e d t o r M N HI t o d eri v e t h e M N HI f or s u bj e ct ℎ . 

T h e o pti m al t hr e s h ol d t o cl a s sif y M P N S e nri c h e d s u bj e ct s i s d et er mi n e d b y fitti n g t h e o n e -f a ct or M ar d er 
N e g ati v e m o d el t hr o u g h c o m p uti n g c o nfir m at or y f a ct or  a n al y si s ( C F A) st ati sti c s ( c o m p ar ati v e fit i n d e x 
[ C FI], T u c k er L e wi s i n d e x [ T LI], a n d r o ot m e a n s q u ar e err or of a p pr o xi m ati o n [ R M S E A]) it er ati v el y. T h e 
fir st it er ati o n dr a w s s a m pl e s fr o m t h e r a n g e of M N HI fr o m t h e l o w e st t o t h e l o w e st + 0. 0 1 p oi nt. T h e r an g e 
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A study schematic is presented in Figure 1.

Figure 1: Study schematic

3.2. METHOD OF ASSIGNING SUBJECTS TO TREATMENT GROUPS

The randomization schedule is generated by a non-study biostatistician.

The randomization schedule is based on permuted blocks; in addition, randomization is stratified by 
country. 

Once a subject is deemed eligible to be randomized at Day 1, an interactive web response system (IWRS) 
will perform treatment assignment. Subjects will be randomized to one of the following treatment groups in 
a 1:1:1 ratio:

• SEP-363856 75 mg/day for 6 weeks

• SEP-363856 100 mg/day for 6 weeks

• Placebo once daily for 6 weeks

Once a randomization number has been assigned, it cannot be reused.
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The null hypotheses of no difference in treatment effect between each of the SEP-363856 dose levels and 
placebo associated with the primary and the secondary efficacy endpoint are grouped into two hierarchical 
families:

• Family F1: SEP-363856 75 mg/day vs placebo (H1), and SEP-363856 100 mg/day vs placebo (H2), 
based on change from Baseline in PANSS total score at Week 6 (E1)

• Family F2: SEP-363856 75 mg/day vs placebo (H3), and SEP-363856 100 mg/day vs placebo (H4), 
based on change from Baseline in CGI-S score at Week 6 (E2)

In this Hochberg-based gatekeeping procedure, the truncated Hochberg (𝛾 = 0.9) procedure will be 
applied to the hypotheses in Family F1 (H1 and H2) and the regular Hochberg procedure will be applied to 
the hypotheses in Family F2 (H3 and H4). There is a serial logical restriction among the hypotheses, that 
is, H3 is testable only if H1 is rejected and H4 is testable only if H2 is rejected (Figure 2).

Figure 2: Gatekeeping procedure for multiplicity problem with a serial logical restriction

Let 𝑝1 through 𝑝4 denote the one-sided treatment effect p-values of the 4 null hypotheses (H1 through H4) 
computed from the Stage 1 data using the MMRM models described in Section 16.1.3.3 and Section
16.2.3.3 for the primary endpoint and the secondary efficacy endpoint respectively. Similarly, let 𝑞1

through 𝑞4 denote the one-sided treatment effect p-values of the 4 null hypotheses computed from the 
Stage 2 data. These two sets of raw p-values will be combined using a pre-defined weighted inverse 
normal combination function to obtain the combined one-sided p-values (𝑟1 through 𝑟4) for the four null 
hypotheses: 

CCI
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psychopathology subscale assesses other symptoms such as anxiety, somatic concern and disorientation 
(16 items). 

An anchored Likert scale from 1 to 7 (1 = absent, 7 = extreme, with values of 2 and above indicating the 
presence of progressively more severe symptoms) is used to score each item. PANSS total score will be 
equal to the sum of the 30 items and ranges between 30 and 210.

PANSS is assessed at these study visits: Visit 1, Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and 
Visit 9. The Baseline PANSS total score will be derived as described in Section 6.2. The change from 
Baseline in PANSS total score at Week 6, as well as at the other post-Baseline time points, will be derived 
as described in Section 6.7.

16.1.2. MISSING DATA METHODS FOR PRIMARY EFFICACY VARIABLE

Other than one supplementary analysis (see Section 16.1.5.4), the PANSS total score at a given visit will 
be set to missing if at least one PANSS item is missing at that visit. The primary efficacy variable, change 
from Baseline in PANSS total score at Week 6, will be set to missing if PANSS total score at Week 6 is 
missing or if Baseline PANSS total score is missing. The same applies to all other visits. 

The primary analysis of the primary efficacy variable will use a mixed model for repeated measures 
(MMRM) based on observed data only (with early termination data mapped as described in Section 6.4). 
Missing data will not be imputed.

16.1.3. PRIMARY ANALYSIS OF PRIMARY EFFICACY VARIABLE

Estimand

The primary efficacy estimand is defined as the difference between each SEP-363856 dose level and 
placebo in the mean change of PANSS total score from Baseline to Week 6 in acutely psychotic adult 
subjects with schizophrenia as characterized by the study inclusion/exclusion criteria, in the hypothetical 
setting where the subjects were able to stay on study and remain on the study treatment for 6 weeks.

The four attributes of the primary efficacy estimand are as follows:

A. Population of interest: Acutely psychotic adult subjects with schizophrenia, as characterized by the 
inclusion/exclusion criteria of the study. For the efficacy analyses, the mITT population will be used to 
represent the population of interest.

B. Variable (or endpoint) of interest: Change from Baseline in PANSS total score to Week 6. 

C. Intercurrent event: The intercurrent event that is deemed to have an impact on the interpretation of 
the variable of interest is early withdrawal from study treatment for any reason. This intercurrent event will 
be handled with the hypothetical strategy. That is, the treatment effect of interest concerns the outcomes 
had all subjects completed 6 weeks of study treatment. The efficacy data after the last on-treatment visit 
will not be collected as these data are irrelevant to the treatment effect of interest. Rather, these data will 
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be implicitly predicted based on the assumptions about how the data would evolve after treatment 
withdrawal.

D. Population-level summary for the variable: The difference in the mean change of PANSS total score 
from Baseline to Week 6.

Justification for the estimand

The primary efficacy estimand defining the treatment effect of interest uses the hypothetical strategy 
specified in the International Conference on Harmonization (ICH) E9(R1) Addendum. The primary 
objective of the study is to assess the symptomatic effect of SEP-363856 compared to placebo in treating 
acutely psychotic adult subjects with schizophrenia. The estimand, or target of estimation, following the 
hypothetical strategy is the pharmacological effect seen, had no withdrawals from study treatment 
occurred. This hypothetical estimand is justifiable in this case, since the focus is on the pharmacological 
effect of the drug additional to no other effects. Subjects who withdraw from a symptomatic study 
treatment either could have lost their treatment effect had the subjects not taken any other symptomatic 
medication after withdrawal, or could have had their treatment effect masked had the subjects taken other 
symptomatic medications after withdrawal. This means that any observations taken after subjects stop 
study treatment will most likely not contribute relevant information about the pharmacological effect of the 
drug. Under the hypothetical strategy, the primary endpoint of the trial could be considered as a 
combination of the observed responses at Week 6 from on-treatment completers and the implicitly 
predicted responses at Week 6 for subjects who withdraw from study treatment during the trial based on 
certain assumptions about how the unobserved efficacy outcome would evolve in the hypothetical setting 
of no treatment withdrawal.

Hypotheses and statistical model

The efficacy of SEP-363856 in terms of the PANSS total score will be evaluated using the following two 
null hypotheses,

o H1: There is no difference in the mean change from Baseline in PANSS total score at Week 6 
between the SEP-363856 75 mg/day treatment arm and Placebo. 

o H2: There is no difference in the mean change from Baseline in PANSS total score at Week 6 
between the SEP-363856 100 mg/day treatment arm and Placebo. 

The alternative hypothesis for each of the null hypotheses is that there is a difference. If at least one of the 
two null hypotheses is rejected indicating treatment effect of SEP-363856, the study will be considered 
positive.

The primary analysis of the primary efficacy variable will be performed on the mITT population. 

For the primary analysis of the primary efficacy endpoint, data will be analyzed using a mixed model for 
repeated measures (MMRM) under the missing-at-random (MAR) assumption. Under this assumption, the 
efficacy outcome of subjects in each treatment group after early discontinuation will exhibit the same 
future evolution as subjects in the same group remaining in the study. The MMRM model will include fixed 
factors for treatment, visit (Day 4, Weeks 1, 2, 3, 4, 5 and 6; as a categorical variable), country, and 
treatment-by-visit interaction, and include Baseline PANSS total score as a covariate. An unstructured 
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The observed PANSS total score and the change from Baseline values will also be summarized 
descriptively for the mITT population by treatment group and visit.

LS Means (+/- Standard Error) of PANSS total score change from Baseline over time based on MMRM 
estimates will be plotted as described in the figure shell.

16.1.4. SENSITIVITY ANALYSES OF PRIMARY EFFICACY VARIABLE

Dropout profiles

Patterns of the observed data in the primary endpoint will be examined through graphical tools based on 
the reason and the timing of study treatment withdrawal. 

Mean change from Baseline in PANSS total score at each time point will be plotted by the reason of early 
discontinuation (adverse event [separately for: either COVID-19 or geopolitical conflict related, neither 
COVID-19 nor geopolitical conflict related], lack of efficacy, lost to follow-up, withdrawal by subject, non-
compliance with study drug, protocol deviation, death [separately for: either COVID-19 or geopolitical 
conflict related, neither COVID-19 nor geopolitical conflict related], pregnancy, other [separately for: either 
COVID-19 or geopolitical conflict related, neither COVID-19 nor geopolitical conflict related]) and for 
completers, separately for each treatment group. Similar reasons may be combined, depending on the 
number of subjects who discontinued under each reason. Reason pooling will be determined at the 
Blinded Data Review meeting prior to database lock and treatment unblinding.

Mean change from Baseline in PANSS total score at each time point will also be plotted by the timing of 
early discontinuation (Day 4 terminators, Week 1 terminators, Week 2 terminators, Week 3 terminators, 
Week 4 terminators, Week 5 terminators, Week 6 terminators) and for completers, separately for each 
treatment group.

o Day 4 terminators: subjects who discontinued after Visit 2 but before or on Visit 3;
o Week 1 terminators: subjects who discontinued after Visit 3 but before or on Visit 4;
o Week 2 terminators: subjects who discontinued after Visit 4 but before or on Visit 5;
o Week 3 terminators: subjects who discontinued after Visit 5 but before or on Visit 6;
o Week 4 terminators: subjects who discontinued after Visit 6 but before or on Visit 7;
o Week 5 terminators: subjects who discontinued after Visit 7 but before or on Visit 8;
o Week 6 terminators: subjects who discontinued after Visit 8 but before Visit 9 (the EOT visit).

Pattern-mixture model with placebo-based multiple imputation (copy reference 
method implemented via sequential modeling)

The MMRM model used in the primary analysis of the primary endpoint makes the assumption that the 
unobserved PANSS data after study treatment withdrawal are MAR. That is, in the hypothetical setting of 
continued treatment with study drug, the subjects in each treatment group will exhibit the same future 
evolution of schizophrenia as subjects staying on treatment in their respective groups. However, the 
subjects who discontinued from study treatment may be different from subjects remaining on study 
treatment such that even if these former subjects had continued to receive study treatment their disease 
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specify that the regression method will be used for the imputation, and the MNAR statement with MODEL 
option will be used to specify that only observations from the placebo group should be used to estimate 
the imputation model. The random seed number is specified in the sample SAS code (APPENDIX 3).

No rounding restriction will be applied to the imputed PANSS total scores. The imputed PANSS total 
scores must be within the range of 30 to 210.

Each of the 1000 imputed datasets will be analyzed using the same MMRM model as the primary efficacy 
analysis. Results from the analysis of each imputed dataset, i.e., the LS means of each treatment group, 
the LS mean treatment differences (vs. placebo), and their standard errors, will be combined using 
Rubin’s imputation rules (using the SAS MIANALYZE procedure) to produce pooled LS mean and LS 
mean difference estimates, their standard errors and 95% CIs, and pooled p-values for the tests of null 
hypotheses of no treatment effect.

COVID-19 related analysis updates:

In the sequential regression multiple imputation step, if a subject was randomized to the SEP-363856 75 mg/day 
group or the SEP-363856 100 mg/day group and discontinued early due to COVID-19 (e.g., a COVID-19 adverse 
event, COVID-19 death, or other reasons related to COVID-19), their monotone missing data will be imputed under 
the MAR assumption, rather than using the imputation model estimated from the placebo group. This can be 
achieved by first multiply imputing the monotone missing data for all subjects in the SEP-363856 75 mg/day and 
100 mg/day groups under the MAR assumption, then rendering the imputed monotone missing data of subjects 
who did not discontinue early due to COVID-19 to missing, then applying the classic copy reference imputation in 
these two groups.

Russia-Ukraine geopolitical conflict related analysis updates:

In the sequential regression multiple imputation step, if a subject was randomized to the SEP-363856 50 mg/day 
group or the SEP-363856 75 mg/day group and discontinued early due to the conflict (e.g., an adverse event related 
to the conflict, a death related to the conflict, or other reasons related to the conflict), their monotone missing data 
will be imputed under the MAR assumption, rather than using the imputation model estimated from the placebo 
group. This can be achieved by first multiply imputing the monotone missing data for all subjects in the SEP-363856 
50 mg/day and 75 mg/day groups under the MAR assumption, then rendering the imputed monotone missing data 
of subjects who did not discontinue early due to the conflict to missing, then applying the classic copy reference 
imputation in these two groups.

Jump to reference method implemented via sequential modeling

Another reference-based multiple imputation approach, jump to reference (J2R), will be used as a second 
sensitivity analysis to consider a missing-not-at-random (MNAR) mechanism for monotone missing data. 

In this analysis, unobserved PANSS total scores after study treatment withdrawal (after mapping of the ET
data) in the SEP-363856 75 mg/day and 100 mg/day treatment groups will be imputed based on the 
PANSS total score data of the placebo group, assuming that after study treatment withdrawal, subjects 
from the SEP-363856 75 mg/day and 100 mg/day treatment groups will have the same profile (individual 
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Russia-Ukraine geopolitical conflict related analysis updates:

In the sequential regression multiple imputation step, if a subject was randomized to the SEP-363856 50 mg/day 
group or the SEP-363856 75 mg/day group and discontinued early due to the conflict (e.g., an adverse event related 
to the conflict, a death related to the conflict, or other reasons related to the conflict), their monotone missing data 
will be imputed under the MAR assumption, rather than using the imputation model estimated from the placebo 
group. This can be achieved by first multiply imputing the monotone missing data for all subjects in the SEP-363856 
50 mg/day and 75 mg/day groups under the MAR assumption, then rendering the imputed monotone missing data 
of subjects who did not discontinue early due to the conflict to missing, then applying the classic jump to reference 
imputation in these two groups.

Tipping point analysis

Sensitivity to departures from the MAR assumption will also be investigated using a tipping point analysis. 
In this analysis, departures from MAR in the SEP-363856 75 mg/day and 100 mg/day groups will be 
assessed assuming that subjects who discontinue from study treatment have, on average, efficacy 
outcomes after discontinuation that are worse by some amount δ (i.e., a percentage of the LS mean 
treatment difference from the primary analysis based on observed data) compared to other similar 
subjects with observed data at the same time point (i.e., compared to a value which would have been 
assumed under MAR). 

A series of analyses will be performed with increasing values of δ until the analysis conclusion of a 
statistically significant treatment effect no longer holds. The value of δ that overturns the primary analysis 
conclusion will represent a tipping point. An interpretation of clinical plausibility of the assumption 
underlying the tipping point will be provided. After one SEP-363856 group reaches the tipping point, the 
analyses will continue until the other SEP-363856 group also reaches the tipping point. 

Intermediate (non-monotone) missing data will be imputed first based on the MAR assumption and a 
multivariate joint Gaussian imputation model using the MCMC method within each treatment group, as 
described earlier for the pattern-mixture model with placebo-based multiple imputation.

The remaining monotone missing data will be imputed using sequential regression multiple imputation, 
where a separate regression model is estimated for imputation of each variable (i.e., PANSS total score at 
each post-Baseline time point). Each regression model will include explanatory variables for treatment, 
country, Baseline PANSS total score, and post-Baseline PANSS total scores at all preceding time points 
(Day 4/Visit 3, Week 1/Visit 4, Week 2/Visit 5, Week 3/Visit 6, Week 4/Visit 7, and Week 5/Visit 8). After 
the MAR-based imputations have been generated for PANSS total scores at each time point, the change 
from Baseline values at all visits based on the imputed PANSS total scores in the SEP-363856 75 mg/day 
and 100 mg/day groups will be penalized by a value of δ. This approach assumes that the marginal mean 
of unobserved subject measurements is worse by δ at each time point after discontinuation compared to 
the marginal mean of subjects with observed data at the same time points.

No rounding restriction will be applied to the imputed PANSS total scores. The imputed PANSS total 
scores must be within the range of 30 to 210.
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A total of 1000 imputed datasets will be generated for each δ level. The random seed numbers for the 
partial imputation step and for the sequential regression multiple imputation step are specified in the 
sample SAS code (APPENDIX 3).

Each of the imputed and δ-adjusted datasets will be analyzed using the same MMRM model as the 
primary efficacy analysis. Results from the analysis of each imputed dataset at a given δ level, i.e., the LS 
mean treatment differences (vs. placebo) and their standard errors, will be combined using Rubin’s 
imputation rules (using the SAS MIANALYZE procedure) to produce pooled LS mean difference 
estimates, their standard errors and 95% CIs, and pooled p-values for the tests of null hypotheses of no 
treatment effect.

Analyses will be conducted with different values of δ at each visit, which represents a percentage of the 
LS mean treatment difference at that visit from the primary analysis of observed data, starting at 5% with 
5% increments, until either the tipping point is identified or 100% penalty is applied. The actual δ 
corresponding to each percentage increment will be presented in the table.

COVID-19 related analysis updates:

In the penalization step, if a subject was randomized to the SEP-363856 75 mg/day group or the SEP-363856 100
mg/day group and discontinued early due to COVID-19 (e.g., a COVID-19 adverse event, COVID-19 death, or other 
reasons related to COVID-19), their monotone missing data imputed under the MAR assumption will not be 
penalized.

Russia-Ukraine geopolitical conflict related analysis updates:

In the penalization step, if a subject was randomized to the SEP-363856 50 mg/day group or the SEP-363856 75 
mg/day group and discontinued early due to the conflict (e.g., an adverse event related to the conflict, a death 
related to the conflict, or other reasons related to the conflict), their monotone missing data imputed under the 
MAR assumption will not be penalized.

16.1.5. SUPPLEMENTARY ANALYSES OF PRIMARY EFFICACY VARIABLE

Analysis of covariance

Change from Baseline in PANSS total score at each scheduled visit and at the LOCF endpoint will be 
analyzed using an analysis of covariance (ANCOVA) model. The model will include factors for treatment 
and country, and include Baseline PANSS total score as a covariate. The LS mean of each treatment 
group, LS mean differences (each SEP-383656 group vs. placebo), their standard errors and two-sided 
95% CIs, and the nominal p-values for treatment differences will be obtained from the model. 

Based on the ANCOVA analysis, within group effect size at a given time point will be calculated as the LS 
mean of each treatment group divided by the standard deviation, obtained as the standard error of the LS 
mean multiplied by the square root of the treatment group sample size at that time point. Between group 
effect size at a given time point will be calculated as the LS mean difference of each SEP-363856 group 
vs. placebo divided by the pooled standard deviation, obtained as the standard error of the LS mean 
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difference divided by the square root of the sum of inverse treatment group sample sizes at that time 
point.

Baseline PANSS total score will also be analyzed by an ANCOVA model including factors for treatment 
and country. The nominal p-values for treatment differences will be obtained from the model.

Complete case analysis

The complete case analysis will be performed on the subset of subjects in the mITT population who 
completed the double-blind treatment period and have Week 6/Visit 9 PANSS total score data available. 
The MMRM analysis as described in Section 16.1.3.3 will be performed on these subjects.

Analysis on the per protocol population

The MMRM analysis as described in Section 16.1.3.3 will be performed on the PP population to evaluate 
the efficacy of the treatment for these subjects. 

Analysis with missing PANSS item(s) imputed

Due to the use of electronic clinical outcome assessment (eCOA) technology and extensive data quality 
monitoring during the study, no partially completed PANSS assessments are expected. However, in the 
rare event of a partially completed PANSS assessment, missing PANSS item scores will be imputed as 
described below.

In contrast to all other analyses of the primary efficacy variable where missing PANSS item scores are not 
imputed and the corresponding PANSS total score is set to missing, in this supplementary analysis, if a 
PANSS assessment is partially available at a visit (i.e., one or more PANSS items are missing), the 
missing PANSS item(s) will be imputed. It should be noted that entirely missing PANSS assessments will 
not be filled in using imputation in this analysis.

The imputation will be performed by the MCMC method under the MAR assumption as described in 
Section 16.1.4. The only difference is that the MCMC statement will have the option IMPUTE=FULL. 

For each PANSS item X that needs such imputation, MCMC imputation will be performed based on a 
multivariate normal distribution including variables for dichotomized countries, Baseline PANSS item X 
score, and all post-Baseline PANSS item X scores (Day 4/Visit 3, Week 1/Visit 4, Week 2/Visit 5, Week 
3/Visit 6, Week 4/Visit 7, and Week 5/Visit 8, Week 6/Visit 9). The imputation will be done by treatment 
group. By using this method, those visits where entire PANSS assessments are missing will have item X 
filled in as well. When calculating PANSS total scores on the imputed datasets, the imputed values for 
those visits should be ignored.

A total of 1000 imputed datasets will be generated for each PANSS item to be imputed this way. Upon 
completion of the imputation for all individual PANSS items, the datasets for each PANSS item will be
combined by the imputation number. PANSS total scores will be calculated for the visits where PANSS 
assessments are completely or partially available in the original data, using observed/imputed PANSS 
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score takes one of the following values: 1 (normal, not at all ill), 2 (borderline mentally ill), 3 (mildly ill), 4 
(moderately ill), 5 (markedly ill), 6 (severely ill), 7 (among the most extremely ill patients).

CGI-S is assessed at these study visits: Visit 1, Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and 
Visit 9. The Baseline CGI-S score will be derived as described in Section 6.2. The change from Baseline 
in CGI-S score at Week 6, as well as at the other post-Baseline time points, will be derived as described in
Section 6.7.

16.2.2. MISSING DATA METHODS FOR SECONDARY EFFICACY VARIABLE

The secondary efficacy variable, change from Baseline in CGI-S score at Week 6, will be set to missing if 
the CGI-S score at Week 6 is missing or if the Baseline CGI-S score is missing. The same applies to all 
other visits.

The primary analysis of the secondary efficacy variable will use a MMRM based on observed data only 
(with early termination data mapped as described in Section 6.4). Missing data will not be imputed.

16.2.3. PRIMARY ANALYSIS OF SECONDARY EFFICACY VARIABLE

Estimand

The secondary efficacy estimand is defined as the difference between each SEP-363856 dose level and 
placebo in the mean change of CGI-S score from Baseline to Week 6 in acutely psychotic adult subjects 
with schizophrenia as characterized by the study inclusion/exclusion criteria, in the hypothetical setting 
where the subjects were able to stay on study and remain on the study treatment for 6 weeks.

The four attributes of the secondary efficacy estimand are as follows:

A. Population of interest: Acutely psychotic adult subjects with schizophrenia, as characterized by the 
inclusion/exclusion criteria of the study. For the efficacy analyses, the mITT population will be used to 
represent the population of interest.

B. Variable (or endpoint) of interest: Change from Baseline in CGI-S score to Week 6. 

C. Intercurrent event: The intercurrent event that is deemed to have an impact on the interpretation of 
the variable of interest is early withdrawal from study treatment for any reason. This intercurrent event will 
be handled with the hypothetical strategy. That is, the treatment effect of interest concerns the outcomes 
had all subjects completed 6 weeks of study treatment. The efficacy data after the last on-treatment visit 
will not be collected as these data are irrelevant to the treatment effect of interest. Rather, these data will 
be implicitly predicted based on the assumptions about how the data would evolve after treatment 
withdrawal.

D. Population-level summary for the variable: The difference in the mean change of CGI-S score from 
Baseline to Week 6.
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Justification for the estimand

Justification for the choice of the secondary efficacy estimand is similar to that of the primary efficacy 
estimand.

Hypotheses and statistical model

The efficacy of SEP-363856 in terms of the CGI-S score will be evaluated using the following two null 
hypotheses,

o H3: There is no difference in the mean change from Baseline in CGI-S score at Week 6 between the
SEP-363856 75 mg/day treatment arm and Placebo.

o H4: There is no difference in the mean change from Baseline in CGI-S score at Week 6 between the
SEP-363856 100 mg/day treatment arm and Placebo.

The alternative hypothesis for each of the null hypotheses is that there is a difference.

Change from Baseline in CGI-S score at Week 6 will be analyzed using a MMRM model similar to the 
model described in Section 16.1.3.3 for the primary efficacy variable, with Baseline CGI-S score as the 
covariate. The adjusted point and 95% CI estimates for the treatment effect of SEP-363856 groups 
(vs. placebo) at Week 6 will be calculated similarly as described in Section 16.1.3.3. 

The observed CGI-S score and the change from Baseline values will also be summarized descriptively by 
treatment group and visit. 

LS Means (+/- Standard Error) of CGI-S score change from Baseline over time based on MMRM 
estimates will be plotted as described in the figure shell.

16.2.4. SENSITIVITY ANALYSES OF SECONDARY EFFICACY VARIABLE

Sensitivity analyses similar to the ones described in Section 16.1.4 will be performed for the secondary 
efficacy variable.

16.2.5. SUPPLEMENTARY ANALYSES OF SECONDARY EFFICACY VARIABLE

Supplementary analyses similar to the ones described in Sections 16.1.5.1, 16.1.5.2, and 16.1.5.3 will 
be performed for the secondary efficacy variable. The complete case analysis will be performed on the 
subset of subjects in the mITT population who completed the double-blind treatment period and have 
Week 6/Visit 9 CGI-S score data available. 

16.2.6. SUBGROUP ANALYSES OF SECONDARY EFFICACY VARIABLE

Subgroup analyses similar to the ones described in Section 16.1.6 will be performed for the secondary 
efficacy variable. The subgroup factor of Baseline patient type based on UPSM factor scores at Baseline
and MPNS enrichment do not apply to the secondary efficacy variable.
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The observed CGI-S score and the change from Baseline values will also be summarized descriptively by 
treatment group and visit for each subgroup.

16.3. OTHER EFFICACY

The analyses of the other efficacy variables will be performed on the mITT population, unless otherwise 
specified.

16.3.1. OTHER EFFICACY VARIABLES & DERIVATIONS

Change from Baseline in PANSS total score at each scheduled visit except 
Endpoint (Week 6) 

The derivation of this efficacy variable is described along with that of the primary efficacy variable in 
Section 16.1.1.

Change from Baseline in CGI-S score at each scheduled visit except Endpoint 
(Week 6) 

The derivation of this efficacy variable is described along with that of the secondary efficacy variable in 
Section 16.2.1.

Change from Baseline in PANSS subscale scores at each scheduled visit

Individual items from the PANSS scale are summed to derive the following subscale scores: 

• Positive subscale: delusions, conceptual disorganization, hallucinatory behavior, excitement, 
grandiosity, suspiciousness/persecution, hostility. This subscale score ranges from 7 to 49. 

• Negative subscale: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, difficulty in abstract thinking, lack of spontaneity and flow of conversation, stereotyped 
thinking. This subscale score ranges from 7 to 49. 

• General psychopathology subscale: somatic concern, anxiety, guilt feelings, tension, mannerisms 
and posturing, depression, motor retardation, uncooperativeness, unusual thought content, 
disorientation, poor attention, lack of judgment and insight, disturbance of volition, poor impulse 
control, preoccupation, active social avoidance. This subscale score ranges from 16 to 112.

PANSS is assessed at these study visits: Visit 1, Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and 
Visit 9. The Baseline PANSS subscale scores will be derived as described in Section 6.2. The change 
from Baseline in PANSS subscale scores at each post-Baseline time point will be derived as described in 
Section 6.7.
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Change from Baseline in PANSS Marder factor scores at each scheduled visit

Individual items from the PANSS scale are summed to derive the following Marder factors (Marder, Davis, 
& Chouinard, 1997;58:538–46):

• Negative symptoms: blunted affect, emotional withdrawal, poor rapport, passive/apathetic social 
withdrawal, lack of spontaneity and flow of conversation, motor retardation, and active social 
avoidance. This Marder factor score ranges from 7 to 49.

• Positive symptoms: delusions, hallucinatory behavior, grandiosity, suspiciousness/persecution, 
stereotyped thinking, somatic concern, unusual thought content, and lack of judgment and insight. 
This Marder factor score ranges from 8 to 56.

• Disorganized thought: conceptual disorganization, difficulty in abstract thinking, mannerisms and 
posturing, poor attention, disturbance of volition, preoccupation, and disorientation. This Marder 
factor score ranges from 7 to 49.

• Uncontrolled hostility/excitement: excitement, hostility, uncooperativeness, and poor impulse 
control. This Marder factor score ranges from 4 to 28.

• Anxiety/depression: anxiety, guilt feelings, tension, and depression. This Marder factor score ranges 
from 4 to 28.

PANSS is assessed at these study visits: Visit 1, Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and 
Visit 9. The Baseline PANSS Marder factor scores will be derived as described in Section 6.2. The change 
from Baseline in PANSS Marder factor scores at each post-Baseline time point will be derived as 
described in Section 6.7.

Change from Baseline in PANSS UPSM factor scores and the UPSM total 
factor score at each scheduled visit

The PANSS item scores of each subject at each visit will be transformed using the UPSM, to obtain the 
scores of 7 transformed PANSS factors (Hopkins S. , Ogirala, Loebel, & Koblan, 2018;44(3):593-602): 

• POS: Positive 

• DIS: Disorganized 

• NAA: Negative apathy/avolition 

• NDE: Negative deficit of expression 

• HOS: Hostility 

• ANX: Anxiety
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• DEP: Depression

The transformation will be done as follows: 

[Transformed PANSS Factor Data](𝑁×7) = [PANSS Data](𝑁×30) × [UPSM](30×7)

where

o [Transformed PANSS Factor Data](𝑁×7) is the transformed matrix with N sets of scores for the 7
transformed PANSS factors.

o [PANSS Data](𝑁×30) is a matrix with N PANSS assessments and 30 columns containing the scores of 
30 PANSS items ordered in the same way as shown in UPSM.

o [UPSM](30×7) is a matrix with 30 rows (one for each PANSS item) and 7 columns (one for each of 
the 7 transformed PANSS factors). This matrix is presented in APPENDIX 5.

Lastly, the UPSM total factor score will be calculated as the sum of the 7 UPSM factor scores.

PANSS is assessed at these study visits: Visit 1, Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and 
Visit 9. The Baseline PANSS UPSM factor scores and UPSM total factor score will be derived as 
described in Section 6.2. The change from Baseline in PANSS UPSM factor scores and UPSM total factor 
score at each post-Baseline time point will be derived as described in Section 6.7.

PANSS response at each scheduled visit 

PANSS response is defined as a 20% or greater improvement (i.e., decrease) in PANSS total score from 
Baseline. 

The percent change in PANSS total score from Baseline will be calculated by:

PANSS total score at a visit or the LOCF endpoint - PANSS total score at Baseline
PANSS total score at Baseline - 30 × 100%

For each subject, the responder indicator will be set to Y if the percent change is negative and the 
magnitude is equal to or greater than 20%. The indicator will be set to N if the percentage is negative but 
the magnitude is less than 20% or if the percentage is non-negative. The indicator will be set to missing if 
the percentage is missing.

In addition, PANSS response defined by two more stringent thresholds will be assessed; that is, having a 
30% or greater and 50% or greater improvement in PANSS total score from Baseline. 

PANSS response at all three thresholds will be derived for all post-Baseline time points.

Change from Baseline in BNSS total score and subscale scores at each 
scheduled visit

The BNSS (Brief Negative Symptom Scale) is a rating scale that measures the current level of severity of 
negative symptoms in schizophrenia and schizoaffective disorder. The measure is comprised of 
13 individual items organized into 6 subscales: blunted affect (items 9, 10, 11), alogia (items 12, 13), 
avolition (items 7, 8), anhedonia (items 1, 2, 3), asociality (items 5, 6), and distress (item 4). Each of the 
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items is scored on a Likert-type 7-point scale from 0 to 6, where a value of 0 indicates the symptom is 
absent and a value of 6 means the symptom is a severe form. The subscale scores are calculated by 
summing the individual items within each subscale. The 13 items are also summed to provide a total 
score which ranges from 0 to 78.

BNSS is assessed at these study visits: Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and Visit 9.
The Baseline BNSS subscale and total scores will be derived as described in Section 6.2. The change 
from Baseline in BNSS subscale and total scores at each post-Baseline time point will be derived as 
described in Section 6.7.

Change from Baseline in MADRS total score at each scheduled visit 

The MADRS (Montgomery-Asberg Depression Rating Scale) is a clinician-rated assessment of the 
subject’s level of depression. The measure contains 10 items that measure apparent and reported 
sadness, inner tension, reduced sleep and appetite, difficulty concentrating, lassitude, inability to feel, and 
pessimistic and suicidal thoughts. Each item is scored in a range of 0 to 6 points, with higher scores 
indicating increased depressive symptoms. Total score will be equal to the sum of the 10 items (range 
between 0 and 60).

MADRS is assessed at these study visits: Visit 2, Visit 3, Visit 4, Visit 5, Visit 6, Visit 7, Visit 8 and Visit 9.
The Baseline MADRS total score will be derived as described in Section 6.2. The change from Baseline in 
MADRS total score at each post-Baseline time point will be derived as described in Section 6.7.

Change from Baseline in BACS composite score and component test scores 
at each scheduled visit

The BACS (Brief Assessment of Cognition in Schizophrenia) assesses 6 domains of cognition: verbal 
memory/learning, working memory, motor function, verbal fluency, speed of processing, and executive 
function. An electronic tablet-based version of the traditional BACS, called the BAC App, is used in this 
study. The BAC App was developed to allow standardized presentation of task instructions and stimuli, 
audio-recording of responses, and automatized scoring and data management. 

The six domains of cognition assessed by BACS are listed below:

• Verbal Memory/Learning is assessed with the Verbal Memory task. Subjects are presented with a 
list of 15 words and asked to recall as many as possible. This procedure is repeated 5 times. The 
outcome measure is the number of words recalled.

• Working Memory is assessed with the Digit Sequencing task. Subjects are presented with auditory 
clusters of numbers (e.g., 936) of increasing length and asked to tell the rater the numbers in order 
from lowest to highest. The outcome measure is the number of correct responses.

• Motor Function is assessed with the Token Motor task. Subjects are presented with tokens and 
asked to drag them to a center container as quickly as possible for 60 seconds. The outcome 
measure is the number of tokens correctly dragged into the container.
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• Verbal Fluency is assessed with the Semantic Fluency and Letter Fluency tasks. Subjects are given 60 
seconds to generate as many words as possible in a given category (semantic) or for a given letter of 
the alphabet (letter). The outcome measure for each fluency test is the number of words generated.

• Speed of Processing is assessed with the Symbol Coding task. Subjects are provided a key and asked 
to fill the corresponding number beneath a series of symbols as quickly as possible within 90 
seconds. The outcome measure is the number of correct items.

• Executive Function is assessed with the Tower of London task. Subjects are asked to give the 
minimum number of times the balls in one picture would need to be moved in order to make the 
arrangement of balls identical to that in the opposing picture. The outcome measure is the number 
of correct responses.

The raw scores of the 6 domains of cognition are transformed into component test T scores and then a 
composite T score summarizing all six domains are derived as described in (Keefe, et al., 2008). The 
component test T scores and the composite T score for each subject at each visit are provided by the 
BACS vendor for direct use in downstream statistical analyses.

BACS is assessed at these study visits: Visit 2 and Visit 9. The Baseline BACS component test T scores 
and composite T score will be derived as described in Section 6.2. The change from Baseline in BACS 
component test T scores and composite T score at each post-Baseline time point will be derived as 
described in Section 6.7.

Change from Baseline in PSP total score and individual domain scores 
at each scheduled visit

The PSP (Personal and Social Performance Scale) is a 100-point single-item rating scale of personal and 
social functioning. The 100-point rating scale is subdivided into 10 equal intervals (or 10-point categories). 
The rating is based on the assessment of a patient's functioning in four areas: 1) socially useful activities,
2) personal and social relationships, 3) self-care, and 4) disturbing and aggressive behaviors. Each area 
is evaluated using the degree of severity: Absent, Mild, Manifest, Marked, Severe and Very Severe. For 
the purpose of analysis, the following numerical values will be assigned to the degrees of severity:

0 = Absent

1 = Mild

2 = Manifest

3 = Marked

4 = Severe

5 = Very Severe

A PSP total score (range 1 to 100) is assigned by the rater based on the subject’s functioning in the four 
areas. 
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Higher PSP total scores indicate better functioning. Scores of 1-30 indicate functioning so poor that 
intensive support or supervision is needed; scores of 31-70 indicate varying degrees of difficulty; and 
scores of 71-100 reflect only mild difficulties.

PSP is assessed at these study visits: Visit 2 and Visit 9. The Baseline PSP total score will be derived as 
described in Section 6.2. The change from Baseline in PSP total score at each post-Baseline time point 
will be derived as described in Section 6.7.

In addition, the following binary outcomes based on PSP total score will be derived:

• PSP total score ≥71 at Baseline and each scheduled visit (Week 6/Visit 9)

• Improvement of ≥1 PSP 10-point category from Baseline to each scheduled visit (Week 6/Visit 9)

For each subject, the indicator for each of the binary outcomes described above will be set to Y if the 
subject satisfied the condition, and N if the subject failed to satisfy the condition. The indicator will be set 
to missing if the data necessary for the derivation is missing (e.g., the PSP total score is missing at a 
particular time point).

Change from Baseline in EQ-5D-5L VAS, index value and dimension 
score at each scheduled visit 

The EQ-5D-5L (EuroQol-5 Dimensions – 5 Levels) is a standardized instrument developed by the EuroQol 
Group as a measure of health-related quality of life that can be used in a wide range of health conditions 
and treatments. The EQ-5D-5L consists of two parts: a) the EQ-5D-5L descriptive system, and b) the EQ 
VAS. 

The EQ-5D-5L descriptive system comprises five dimensions: mobility, self-care, usual activities, 
pain/discomfort, and anxiety/depression. Each dimension has 5 levels: level 1 (no problems), level 2 
(slight problems), level 3 (moderate problems), level 4 (severe problems), and level 5 (extreme 
problems/unable to do). The patient is asked to indicate his/her health state by ticking the box next to the 
most appropriate statement in each of the five dimensions. This decision results in a 1-digit number that 
expresses the level selected for that dimension (i.e., the dimension score). 

The dimension scores for the five dimensions can be combined into a 5-digit code that describes the 
patient’s health state. An index value (a weighted scoring of the 5 dimension scores with a possible range 
from less than 0 [where 0 is the value of a health state equivalent to dead; negative values representing 
values as worse than dead] to 1 [the value of full health]) will be assigned to each observed health state 
using the US standard value set as defined in APPENDIX 6.

The EQ VAS records the patient’s self-rated health on a vertical visual analogue scale from 0 to 100, 
where the endpoints are labelled ‘The best health you can imagine’ and ‘The worst health you can 
imagine’. The VAS can be used as a quantitative measure of health outcome that reflect the patient’s own 
judgment. 

EQ-5D-5L is assessed at these study visits: Visit 2 and Visit 9. The Baseline EQ-5D-5L VAS and index 
value and dimension scores will be derived as described in Section 6.2. The change from Baseline in EQ-
5D-5L VAS and index value at each post-Baseline time point will be derived as described in Section 6.7.
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Change from Baseline in UPSA-B total score and subscale scores at 
each scheduled visit 

The UPSA-B (University of California San Diego (UCSD) Performance-based Skills Assessment – Brief 
Version) assesses everyday functioning in persons with serious mental illness. The UPSA-B is a measure 
of functional capacity in which patients are asked to role-play tasks in 2 areas of functioning:
communication and finances.

The raw score of the financial subscale is the sum of the 10 financial items and ranges from 0 to 11, and 
the raw score of the communication subscale is the sum of the 9 communication items and ranges from 0 
to 9. Each subscale score is calculated by dividing the raw score by the highest possible raw score of that 
subscale and then multiplying by 50, so both subscale scores range from 0 to 50. The UPSA-B total 
score, calculated as the sum of two subscale scores, ranges from 0 to 100. Higher scores reflect better 
performance.

UPSA-B is assessed at these study visits: Visit 2 and Visit 9. The Baseline UPSA-B total score will be 
derived as described in Section 6.2. The change from Baseline in UPSA-B total score at each post-
Baseline time point will be derived as described in Section 6.7.

Change from Baseline in MSQ score at each scheduled visit 

The MSQ is a single-item, patient-rated, rater administered questionnaire that requires the subject to use 
a 7-point, Likert-type scale to rate how satisfied they are with their current antipsychotic medication. The 
subject will be asked the following question: “Overall, how satisfied are you with your current antipsychotic 
medication”.

Subjects will select 1 of 7 potential responses based on their level of satisfaction from extremely 
dissatisfied (1) to extremely satisfied (7) as follows:

(1) Extremely dissatisfied

(2) Very dissatisfied

(3) Somewhat dissatisfied

(4) Neither dissatisfied nor satisfied

(5) Somewhat satisfied

(6) Very satisfied

(7) Extremely satisfied

MSQ is assessed at these study visits: Visit 1 and Visit 9. The Baseline MSQ score will be derived as 
described in Section 6.2. The change from Baseline in MSQ score at each post-Baseline time point will be 
derived as described in Section 6.7.
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Tobacco use 

Information regarding the subject’s tobacco use are recorded in the CRF. Data collected include the type 
of tobacco used, approximate amount, and time period during which tobacco was / is being used.

Tobacco use is assessed at these study visits: Visit 1 and Visit 9.

16.3.2. MISSING DATA METHODS FOR OTHER EFFICACY VARIABLES

With the exception of one supplementary analysis for BNSS total score (see Section 16.3.3.7) and 
MADRS total score (see Section 16.3.3.8), any individual missing item in any scale will not be imputed.

For derived scores that depend on more than one individual item (e.g., PANSS total score, PANSS 
subscale scores, PANSS Marder factor scores, PANSS UPSM factor scores and UPSM total factor score, 
BNSS total score, BNSS subscale scores, MADRS total score, EQ-5D-5L index value, and UPSA-B total 
score), if one or more items are missing at a visit, the derived score will be set to missing. The 
corresponding change from Baseline value at a given post-Baseline time point will be set to missing if the 
Baseline derived score is missing or if the derived score at that time point is missing.

For PANSS response, any subject with a missing PANSS total score at Baseline or at any post-Baseline 
time point will have their PANSS response set to missing for that time point.

For PSP binary variables based on the PSP total score, if the PSP total score is missing at Baseline or at 
any post-Baseline time point, the affected binary variable will be set to missing.

16.3.3. ANALYSIS OF OTHER EFFICACY VARIABLES

Change from Baseline in PANSS total score at each scheduled visit except 
Endpoint (Week 6) 

This efficacy variable is analyzed along with the primary efficacy variable as described in Sections 
16.1.3, 16.1.4, 16.1.5, and 16.1.6. 

Change from Baseline in CGI-S score at each scheduled visit except Endpoint 
(Week 6) 

This efficacy variable is analyzed along with the secondary efficacy variable as described in 
Sections 16.2.3, 16.2.4, 16.2.5, and 16.2.6. 

Change from Baseline in PANSS subscale scores at each scheduled visit

Change from Baseline in each of the PANSS subscale scores at each scheduled visit will be analyzed 
using a MMRM model similar to the model described in Section 16.1.3.3, with the respective Baseline 
PANSS subscale score as the covariate. In addition, change from Baseline in each of the PANSS 
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subscale scores at each scheduled visit and at the LOCF endpoint will be analyzed using an ANCOVA 
model similar to the model described in Section 16.1.5.1, with the respective Baseline PANSS subscale 
score as the covariate.

The observed PANSS subscale scores and the change from Baseline values will also be summarized 
descriptively by treatment group and visit.

LS Means (+/- Standard Error) of PANSS subscale scores change from Baseline over time based on 
MMRM estimates will be plotted as described in the figure shell.

Change from Baseline in PANSS Marder factor scores at each scheduled visit

Change from Baseline in each of the PANSS Marder factor scores at each scheduled visit will be 
analyzed using a MMRM model similar to the model described in Section 16.1.3.3, with the respective 
Baseline PANSS Marder factor score as the covariate. In addition, change from Baseline in each of the 
PANSS Marder factor scores at each scheduled visit and at the LOCF endpoint will be analyzed using an 
ANCOVA model similar to the model described in Section 16.1.5.1, with the respective Baseline PANSS 
Marder factor score as the covariate.

The observed PANSS Marder factor scores and the change from Baseline values will also be summarized 
descriptively by treatment group and visit.

LS Means (+/- Standard Error) of PANSS Marder factor scores change from Baseline over time based on 
MMRM estimates will be plotted as described in the figure shell.

Change from Baseline in PANSS UPSM factor scores and the UPSM total 
factor score at each scheduled visit 

Change from Baseline in each of the PANSS UPSM factor scores and the total factor score at each 
scheduled visit will be analyzed using a MMRM model similar to the model described in Section 16.1.3.3, 
with the respective Baseline PANSS UPSM factor score or the total factor score as the covariate. In 
addition, change from Baseline in each of the PANSS UPSM factor scores and the total factor score at 
each scheduled visit and at the LOCF endpoint will be analyzed using an ANCOVA model similar to the 
model described in Section 16.1.5.1, with the respective Baseline PANSS UPSM factor score or the total 
factor score as the covariate.

For each of the UPSM factor scores and the total factor score, the 95% CI of the ANCOVA-based within 
group effect size of each treatment group at Week 6/Visit 9 will be calculated by multiplying the lower and 
upper bounds of the 95% CI of the non-centrality parameter of the t-distribution associated with the t-test 
for the LS mean by the square root of inverse treatment group sample size at Week 6/Visit 9. The 95% CI 
of the ANCOVA-based between group effect size for each SEP-363856 group vs. placebo at Week 6/Visit 
9 will be calculated by multiplying the lower and upper bounds of the 95% CI of the non-centrality 
parameter of the t-distribution associated with the t-test for the LS mean difference by the square root of 
the sum of inverse treatment group sample sizes at Week 6/Visit 9. These 95% CIs will only be presented 
in a figure that shows a side-by-side comparison of the Marder factor scores and PANSS total score vs.
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the UPSM factor scores and total factor score. (95% CI for the Marder factor scores and the PANSS total 
score effect sizes at Week 6/Visit 9 will be calculated similarly.)

The observed PANSS UPSM factor scores and the total factor score as well as the change from Baseline 
values will also be summarized descriptively by treatment group and visit.

LS Means (+/- Standard Error) of PANSS UPSM factor scores change from Baseline over time based on 
MMRM estimates will be plotted as described in the figure shell.

PANSS response at each scheduled visit

The analyses described below will be applied to all three thresholds: 20% or greater improvement, 30% or 
greater improvement, and 50% or greater improvement in the PANSS total score from Baseline.

PANSS response at each scheduled visit and at the LOCF endpoint will be analyzed using a logistic 
regression model with responder indicator as the dependent variable and include factors for treatment and 
region, and include Baseline PANSS total score as a covariate. The Number Needed to Treat (NNT) will 
be provided:

• The NNT for each SEP-363856 group will be derived as:

NNT=
1

Risk Reduction (RR)
=

1

PANSS Response RateSEP-363856 xx mg − PANSS Response RatePlacebo

Only positive NNT results will be presented. The NNT results will be provided in whole numbers with any 
fractional values rounded up to the nearest whole number. The 95% CI of NNT will also be presented and 
are computed by taking the reciprocal of the 95% CI lower and upper bounds of the RR when both bounds 
are positive. The lower confidence limit will be rounded down to the largest whole number that is less 
than the computed estimate, and the upper confidence limit will be rounded up to the smallest whole 
number that is greater than the computed estimate.

The number and percentage of subjects who achieve a PANSS response will also be summarized 
descriptively by treatment group and visit.

Lastly, the proportion of subjects achieving a given percentage change threshold in PANSS total score 
from Baseline at the LOCF endpoint will be calculated for each treatment group. This calculation will be 
performed at multiple thresholds, starting from -100% and increases at 5% increments until all subjects 
are accounted for in all treatment groups. 

Change from Baseline in BNSS total score and subscale scores at each 
scheduled visit

Change from Baseline in BNSS total score at each scheduled visit will be analyzed using a MMRM model 
similar to the model described in Section 16.1.3.3, with Baseline BNSS total score as the covariate. In 
addition, change from Baseline in BNSS total score at each scheduled visit and at the LOCF endpoint will 
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be analyzed using an ANCOVA model similar to the model described in Section 16.1.5.1, with Baseline 
BNSS total score as the covariate.

Change from Baseline in each of the BNSS subscale scores will be analyzed using the MMRM method 
and the ANCOVA method similarly to the BNSS total score.

The observed BNSS total score and subscale scores and the change from Baseline values will also be 
summarized descriptively by treatment group and visit.

LS Means (+/- Standard Error) of BNSS total score change from Baseline over time based on MMRM 
estimates will be plotted as described in the figure shell.

Lastly, as a supplementary analysis, individual BNSS items that are missing in partially completed BNSS 
assessments will be filled in using the MCMC imputation method as described for PANSS in Section 
16.1.5.4. The BNSS total scores will then be calculated based on the observed/imputed item scores and 
analyzed using a MMRM model similar to the model described in Section 16.1.3.3. Model estimates from 
each MMRM analysis will then be combined using Rubin’s rules.

Change from Baseline in MADRS total score at each scheduled visit

Change from Baseline in MADRS total score at each scheduled visit will be analyzed using a MMRM 
model similar to the model described in Section 16.1.3.3, with Baseline MADRS total score as the 
covariate. In addition, change from Baseline in MADRS total score at each scheduled visit and at the 
LOCF endpoint will be analyzed using an ANCOVA model similar to the model described in Section 
16.1.5.1, with Baseline MADRS total score as the covariate.

The observed MADRS total score and the change from Baseline values will also be summarized 
descriptively by treatment group and visit.

LS Means (+/- Standard Error) of MADRS total score change from Baseline over time based on MMRM 
estimates will be plotted as described in the figure shell.

Lastly, as a supplementary analysis, individual MADRS items that are missing in partially completed 
MADRS assessments will be filled in using the MCMC imputation method as described for PANSS in 
Section 16.1.5.4. The MADRS total scores will then be calculated based on the observed/imputed item 
scores and analyzed using a MMRM model similar to the model described in Section 16.1.3.3. Model 
estimates from each MMRM analysis will then be combined using Rubin’s rules.

Change from Baseline in BACS composite score and component test scores 
at each scheduled visit 

Change from Baseline in BACS composite T score at each scheduled visit (Week 6/Visit 9) and the LOCF 
endpoint will be analyzed using an ANCOVA model similar to the model described in Section 16.1.5.1, 
with Baseline BACS composite T score as the covariate.

Change from Baseline in each of the BACS component test T scores will be analyzed using the ANCOVA 
method similarly to the BACS composite T score.
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The observed BACS composite T score and component test T scores and the change from Baseline 
values will also be summarized descriptively by treatment group and visit.

Change from Baseline in PSP total score and individual domain scores 
at each scheduled visit 

Change from Baseline in PSP total score at each scheduled visit (Week 6/Visit 9) and the LOCF endpoint 
will be analyzed using an ANCOVA model similar to the model described in Section 16.1.5.1, with 
Baseline PSP total score as the covariate.

Change from Baseline in each of the PSP individual domain scores will be analyzed using the ANCOVA 
method similarly to the PSP total score.

The observed PSP total score and individual domain scores and the change from Baseline values will also 
be summarized descriptively by treatment group and visit.

Each binary outcome listed below at Week 6/Visit 9 and the LOCF endpoint will be analyzed using a 
logistic regression model with event indicator as the dependent variable and include factors for treatment 
group and region and include Baseline PSP total score as a covariate. NNT (see Section 16.3.3.6) will 
also be provided.

• PSP total score ≥71 at Baseline and each scheduled visit (Week 6/Visit 9)

• Improvement of ≥1 PSP 10-point category from Baseline to each scheduled visit (Week 6/Visit 9)

The number and percentage of subjects satisfying each of the above conditions will also be summarized 
descriptively by treatment group and visit.

In addition, the number and percentage of subjects that fall in each of the following PSP categories will be 
summarized descriptively by treatment group and visit: 

o Total score 100-71 (mild to no impairment). 
o Total score 70-51 (moderate impairment)
o Total score 50-31 (marked impairment)
o Total score 30-1 (severe impairment)

The treatment difference in the frequency distribution of the PSP categories at Week 6/Visit 9 and the 
LOCF endpoint will be assessed by using a Chi-squared test. If >20% of the cells have expected 
frequencies less than 5, Fisher’s exact test will be used instead of the Chi-squared test.

Change from Baseline in EQ-5D-5L VAS, index value and dimension 
score at each scheduled visit

Change from Baseline in EQ-5D-5L VAS and index value at each scheduled visit (Week 6/Visit 9) and the 
LOCF endpoint will each be analyzed using an ANCOVA model similar to the model described in Section 
16.1.5.1, with Baseline EQ-5D-5L VAS and index value as the respective covariate.
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The observed EQ-5D-5L VAS and index value and the change from Baseline values will also be 
summarized descriptively by treatment group and visit.

The number and percentage of subjects reporting each level of problem under each of the 5 dimensions 
(i.e., the frequency distribution of the dimension scores) will be summarized descriptively by treatment 
group and visit. The treatment difference in the frequency distribution of each of the 5 dimensions at Week 
6/Visit 9 and the LOCF endpoint will be assessed by using a Chi-squared test. If >20% of the cells have 
expected frequencies less than 5, Fisher’s exact test will be used instead of the Chi-squared test.

The EQ-5D health state at a given post-Baseline time point relative to the health state at Baseline will be 
categorized into:

• Better: If the health state at the post-Baseline time point is better in at least one dimension and is 
no worse in any other dimension than the health state at Baseline.

• Worse: If the health state at the post-Baseline time point is worse in at least one dimension and is 
no better in any other dimension than the health state at Baseline.

• Same: If the health state is exactly the same between the post-Baseline time point and Baseline.

• Mixed: If the health state at the post-Baseline time point is better in one dimension but worse in 
another dimension than the health state at Baseline. 

The frequency distribution of the post-Baseline categorized EQ-5D health state relative to the Baseline will 
be summarized descriptively by treatment group and visit. The treatment difference in the frequency 
distribution at Week 6/Visit 9 and the LOCF endpoint will be assessed by using a Chi-squared test. If 
>20% of the cells have expected frequencies less than 5, Fisher’s exact test will be used instead of the 
Chi-squared test.

Change from Baseline in UPSA-B total score and subscale scores at 
each scheduled visit 

Change from Baseline in UPSA-B total score at each scheduled visit (Week 6/Visit 9) will be analyzed
using an ANCOVA model similar to the model described in Section 16.1.5.1, with Baseline UPSA-B total 
score as the covariate.

Change from Baseline in each of the UPSA-B subscale scores will be analyzed using the ANCOVA 
method similarly to the UPSA-B total score.

The observed UPSA-B total score and subscale scores and the change from Baseline values will also be 
summarized descriptively by treatment group and visit.

Change from Baseline in MSQ score at each scheduled visit 

The analysis of MSQ data will be limited to subjects who were being treated with an antipsychotic 
medication at the time of screening or had been treated with antipsychotic medications within 30 days 
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prior to the Screening visit. These subjects will be identified at the Blinded Data Review meeting prior to 
database lock and treatment unblinding.

Change from Baseline in MSQ score at each scheduled visit (Week 6/Visit 9) will be analyzed using an 
ANCOVA model similar to the model described in Section 16.1.5.1, with Baseline MSQ score as the 
covariate.

The observed MSQ score and the change from Baseline values will also be summarized descriptively by 
treatment group and visit. In addition, the frequency distribution of the MSQ score will be summarized 
descriptively by treatment group and visit.

Tobacco use 

Tobacco use data will be summarized descriptively by treatment group and visit. 

For each tobacco type, the amount being used at Week 6/Visit 9 in comparison with the amount being 
used at Baseline will be classified as “increased”, “decreased”, or “unchanged” for every subject, based on 
the reported amount used in a given period. If a subject quit using a particular type of tobacco since 
Baseline, the amount used for that tobacco type will be classified as “decreased”. If a subject newly 
started or restarted using a particular type of tobacco since Baseline, the amount used for that tobacco 
type will be classified as “increased”.

Then for subjects whose changes in amount for all tobacco types between Baseline and Week 6/Visit 9 
are not in opposite directions, a subject’s overall tobacco consumption at Week 6/Visit 9 in comparison 
with Baseline will be classified as “increased”, “decreased”, or “unchanged” based on the following:

o If the change in amount for each tobacco type is either “increased” or “unchanged”, the subject’s 
overall consumption will be classified as “increased”.

o If the change in amount for each tobacco type is either “decreased” or “unchanged”, the subject’s 
overall consumption will be classified as “decreased”.

o If the change in amount for all tobacco types is “unchanged”, the subject’s overall consumption will 
be classified as “unchanged”.

The number and percentage of subjects in each overall consumption amount change category will be 
summarized by treatment group.

In addition, for subjects who reported using “Cigarettes” at either Baseline or Week 6/Visit 9 or at both 
time points, the number of cigarettes used per day will be derived for both time points. The following 
conversion will be applied if necessary:

o Amount: 1 Pack = 20 Cigarettes.
o Time period: 1 Week = 7 Days; 1 Month = 30 Days.

The amount of cigarette used per day and the change from Baseline values will be summarized by 
treatment group and visit.
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17.1.1. ALL AES

All AEs will be summarized by PT, by SOC and PT, as well as by SOC, HLT, and PT. The summary by 
SOC and PT will also be presented for the following subgroups: geographic region, sex, age group, 
number of prior hospitalizations for treatment of schizophrenia, duration of schizophrenia, and BMI 
category. 

In addition, summary tables (by SOC and PT) will be generated for those AEs starting after the last dose 
of study drug and those AEs starting more than 1 day after the last dose of study drug.

AEs reported by ≥ 2.0% (without rounding) of subjects in any treatment group will be summarized by SOC 
and PT.

Non-serious AEs reported by > 5.0% (without rounding) of subjects in any treatment group will be 
summarized by SOC and PT.

The summary by SOC and PT will be broken down further by maximum severity, by strongest relationship 
to study medication, and by study medication dose level at AE onset. These summaries are described in 
the sections below.

Severity

Severity is classed as mild/ moderate/ severe (increasing severity). AEs with a missing severity will be 
classified as severe. 

If a subject reported an AE more than once within the same SOC/ PT with different severity levels, the 
subject will be assigned to a severity level for that SOC/ PT based on the worst case severity (i.e.,
maximum severity). Event counts will not be included in this summary.

In a separate table, severe AEs will be summarized by SOC and PT.

Relationship to study medication

Relationship to study medication, as indicated by the Investigator, is classed as “not related”/ “possible”/
“probable”/ “definite” (increasing strength of relationship). A “related” AE is defined as an AE with a 
relationship to study medication as “possible”, “probable” or “definite”. AEs with a missing relationship to 
study medication will be regarded as related to the study medication. For this summary, AEs will be 
presented in 2 categories, related and not related.

If a subject reported an AE more than once within the same SOC/ PT in different relationship categories, 
the subject will be assigned to a category for that SOC/ PT based on the worst case relationship (i.e.,
strongest relationship). Event counts will not be included in this summary.

In a separate table, study medication-related AEs will be summarized by SOC and PT.
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Study medication dose level at AE onset

For this summary, the table will have the following columns: Placebo, SEP-363856 50 mg/day, SEP-
363856 75 mg/day, and SEP-363856 100 mg/day. The columns are not mutually exclusive; each subject 
will be counted in a column if they received that dose level at least once during the study. 

Study medication dose at AE onset will be determined by the last dose level the subject received prior to 
AE onset. In case of partial or missing AE start date, the start date will be imputed as described in 
APPENDIX 2. The imputed start date will then be used to determine the study medication dose at AE 
onset (see rules described in APPENDIX 2).

If a subject reported multiple AEs under different dose levels, the subject will be counted in each dose 
level (column) under which they reported an AE. Under a given dose level (column), if a subject reported 
an AE more than once within the same SOC/PT, the subject will only be counted once under that dose 
level (column) for that SOC/PT. Event counts will not be included in this summary.

17.1.2. AES LEADING TO DISCONTINUATION FROM STUDY

AEs leading to discontinuation from the study are those AEs with “Caused Study Discontinuation” = “Yes” 
on the “Adverse Events” CRF form.

AEs leading to discontinuation from the study will be summarized by SOC and PT.

17.1.3. AES LEADING TO STUDY MEDICATION WITHDRAWAL

AEs leading to permanent withdrawal from the study medication are those AEs with “Action Taken with 
Study Treatment” = “Drug Withdrawn” on the “Adverse Events” CRF form.

AEs leading to study medication withdrawal will be summarized by SOC and PT.

17.1.4. AES LEADING TO STUDY MEDICATION INTERRUPTION

AEs leading to study medication interruption are those AEs with “Action Taken with Study Treatment” = 
“Drug Interrupted” on the “Adverse Events” CRF form.

AEs leading to study medication interruption will be summarized by SOC and PT.

17.1.5. AES LEADING TO STUDY MEDICATION DOSE REDUCTION

AEs leading to study medication dose reduction are those AEs with “Action Taken with Study Treatment” 
= “Dose Decreased” on the “Adverse Events” CRF form.

AEs leading to study medication dose reduction will be summarized by SOC and PT.
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