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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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.  
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T A B L E O F C O N T E N T S  
 

1.  I N T R O D U C TI O N 1 5  

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  1 5  

2. 1.  St u d y O bj e cti v e s f or A d ult S u bj e ct s ( 1 8 t o 6 5 Y e ar s)  1 5  
2. 1. 1.  Pri m ar y O bj e cti v e  1 5  
2. 1. 2.  S e c o n d ar y Effi c a c y O bj e cti v e  1 6  
2. 1. 3.  Ot h er Effi c a c y O bj e cti v es  1 6  
2. 1. 4.  S af et y O bj e cti v es  1 6  

2. 2.  St u d y O bj e cti v e s f or A d ol e s c e nt S u bj e ct s ( 1 3 t o 1 7 Y e ar s)  1 7  
2. 2. 1.  Ot h er Effi c a c y O bj e cti v es  1 7  
2. 2. 2.  Ot h er S af et y O bj e cti v es  1 7  

2. 3.  St u d y E n d p oi nt s f or A d ult S u bj e ct s ( 1 8 t o 6 5 Y e ar s)  1 8  
2. 3. 1.  Pri m ar y E n d p oi nt  1 8  
2. 3. 2.  S e c o n d ar y Effi c a c y E n d p oi nt  1 8  
2. 3. 3.  Ot h er Eff i c a c y E n d p oi nts 1 8  
2. 3. 4.  S af et y E n d p oi nts  1 9  

2. 4.  St u d y E n d p oi nt s f or A d ol e s c e nt S u bj e ct s ( 1 3 t o 1 7 Y e ar s)  1 9  
2. 4. 1.  Ot h er Effi c a c y E n d p oi nts  1 9  
2. 4. 2.  Ot h er S af et y E n d p oi nts  2 0  

3.  S T U D Y D E SI G N  2 0  

3. 1.  G e n er al D e s cri pti o n  2 0  

3. 2.  M et h o d of A s si g ni n g S u bj e ct s t o Tr e at m e nt Gr o u p s  2 1  

3. 3.  Bli n di n g  2 2  

3. 4.  D et er mi n ati o n of S a m pl e Si z e  2 3  

3. 5.  C h a n g e s i n t h e C o n d u ct of t h e St u d y  2 3  

C CI

C CI

C CI
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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. 

3. 6.  S c h e d ul e of E v e nt s  2 3  

3. 7.  C h a n g e s t o A n al y si s fr o m Pr ot o c ol  2 4  

4.  P L A N N E D A N A L Y S E S  2 4  

4. 1.  D at a a n d S af et y M o nit ori n g B o ar d  2 4  

4. 3.  Fi n al A n al y si s  2 5  

4. 4.  C o h ort s A n al y si s  2 5  

5.  A N A L Y SI S P O P U L A TI O N S  2 5  

5. 1.  M o difi e d I nt e nt -t o-Tr e at [ mI T T] P o p ul ati o n  2 5  

5. 2.  P er Pr ot o c ol [ P P] P o p ul ati o n  2 6  

5. 3.  S af et y [ S A F] P o p ul ati o n  2 6  

6.  G E N E R A L C O N SI D E R A TI O N S  2 7  

6. 1.  R ef er e n c e St art D at e a n d St u d y D a y  2 7  

6. 2.  B a s eli n e  2 8  

6. 3.  D eri v e d Ti m e p oi nt s  3 1  

6. 4.  R et e st s, U n s c h e d ul e d Vi sit s, a n d E arl y T er mi n ati o n D at a  3 5  

6. 5.  Wi n d o wi n g C o n v e nti o n s  3 5  

6. 6.  St ati sti c al T e st s  3 6  

6. 7.  C o m m o n C al c ul ati o n s  3 6  

6. 8.  S oft w ar e V er si o n  3 6  

7.  S T A TI S TI C A L C O N SI D E R A TI O N S  3 6  

7. 1.  A dj u st m e nt s f or C o v ari at e s a n d F a ct or s t o b e I n cl u d e d i n A n al y s e s  3 6  
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A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

7. 2.  M ulti c e nt er St u di e s  3 7  

7. 3.  Mi s si n g D at a  3 7  

7. 4.  M ulti pl e C o m p ari s o n s / M ulti pli cit y  3 8  

7. 5.  E x a mi n ati o n of S u b gr o u p s  3 9  

8.  O U T P U T P R E S E N T A TI O N S  4 1  

9.  DI S P O SI TI O N A N D WI T H D R A W A L S  4 1  

9. 1.  D eri v ati o n s  4 3  

1 0.  I M P O R T A N T P R O T O C O L D E VI A TI O N S 4 3  

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  4 4  

1 1. 1.  D eri v ati o n s  4 9  

1 2.  M E DI C A L HI S T O R Y  5 1  

1 3.  M E DI C A TI O N S  5 1  

1 4.  S T U D Y M E DI C A TI O N E X P O S U R E  5 2  

1 4. 1.  D eri v ati o n s  5 3  

1 5.  S T U D Y M E DI C A TI O N C O M P LI A N C E  5 4  

1 5. 1.  D eri v ati o n s  5 4  

1 6.  E F FI C A C Y O U T C O M E S  5 5  

1 6. 1.  Pri m ar y Effi c a c y  5 5  
1 6. 1. 1.  Pri m ar y Effi c a c y V ari a bl e & D eri v ati o n  5 5  
1 6. 1. 2.  Mis si n g D at a M et h o d s f or Pri m ar y Effi c a c y V ari a bl e  5 5  
1 6. 1. 3.  Pri m ar y A n al y sis of Pri m ar y Effi c a c y V ari a bl e  5 6  

 E sti m a n d  5 6  
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 J u stifi c ati o n f or t h e esti m a n d 5 6  
 H y p ot h es es a n d st atisti c al m o d el  5 7  

1 6. 1. 4.  S e n siti vit y A n al y s es of Pri m ar y Effi c a c y V ari a bl e  5 9  
 Dr o p o ut pr ofil es  5 9  
 P att er n -mi xt ur e m o d el wit h pl a c e b o -b as 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) 6 0  
 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  6 2  
 Ti p pi n g p oi nt a n al y sis  6 3  

1 6. 1. 5.  S u p pl e m e nt ar y A n al y s es of Pri m ar y Ef fi c a c y V ari a bl e 6 5  
 A n al y sis of c o v ari a n c e  6 5  
 C o m pl et e c a s e a n al y sis  6 5  
 A n al y sis o n t h e p er pr ot o c ol p o p ul ati o n  6 5  
 A n al y sis wit h mis si n g P A N S S it e m(s) i m p ut e d  6 5  

1 6. 1. 6.  S u b gr o u p A n al y s e s of Pri m ar y Effi c a c y V ari a bl e  6 6  

1 6. 2.  S e c o n d ar y Effi c a c y  6 7  
1 6. 2. 1.  S e c o n d ar y Effi c a c y V ari a bl e & D eri v ati o n  6 7  
1 6. 2. 2.  Mis si n g D at a M et h o d s f or S e c o n d ar y Effi c a c y V ari a bl e  6 7  
1 6. 2. 3.  Pri m ar y A n al y sis of S e c o n d ar y Effi c a c y V ari a bl e  6 7  

 E sti m a n d  6 7  
 J u stifi c ati o n f or t h e esti m a n d 6 8  
 H y p ot h es es a n d st atisti c al m o d el  6 8  

1 6. 2. 4.  S e n siti vit y A n al y s es of S e c o n d ar y Effi c a c y V ari a bl e  6 8  
1 6. 2. 5.  S u p pl e m e nt ar y A n al y s es of S e c o n d ar y Effi c a c y V ari a bl e  6 8  
1 6. 2. 6.  S u b gr o u p A n al y s es of S e c o n d ar y Effi c a c y V ari a bl e  6 9  

1 6. 3.  Ot h er Effi c a c y  6 9  
1 6. 3. 1.  Ot h er Effi c a c y V ari a bl es & D eri v ati o n s  6 9  

 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 a c h s c h e d ul e d visit e x c e pt E n d p oi nt ( W e e k 6) 
( a d ult s u bj e cts) 6 9  

 C h a n g e fr o m B as 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 visit e x c e pt E n d p oi nt ( W e e k 6) ( a d ult 
s u bj e cts)  6 9  

 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 a c h s c h e d ul e d visit ( a d ol es c e nt s u bj e cts)  6 9  
 C h a n g e fr o m B as 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 visit ( a d ol es c e nt s u bj e cts)  6 9  
 C h a n g e fr o m B as eli n e i n P A N S S s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d 

a d ol es c e nt s u bj e cts)  7 0  
 C h a n g e fr o m B as eli n e i n P A N S S M ar d er f a ct or s c or es at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d 

a d ol es c e nt s u bj e cts)  7 0  
 C h a n g e fr o m B as eli n e i n P A N S S U P S M f a ct or s c or es 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 visit ( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts)  7 1  
 P A N S S r es p o n s e at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts)  7 2  
 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 a n d s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult 

s u bj e cts)  7 2  
 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 at e a c h s c h e d ul e d visit ( a d ult s u bj e cts)  7 2  
 C h a n g e fr o m B as 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 est s c or es at e a c h s c h e d ul e d visit 
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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 d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 7 3  
 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 a n d i n di vi d u al d o m ai n s c or es at e a c h s c h e d ul e d visit 

( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 7 4  
 C h a n g e fr o m B as 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 visit 

( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 7 5  
 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 a n d s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult 

s u bj e cts)  7 5  
 C h a n g e fr o m B as 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 visit ( a d ult s u bj e cts a n d a d ol e s c e nt 

s u bj e cts)  7 6  
 T o b a c c o u s e ( a d ult s u bj e cts)  7 6  

1 6. 3. 2.  Mis si n g D at a M et h o d s f or Ot h er Effi c a c y V ari a bl es  7 6  
1 6. 3. 3.  A n al y sis of Ot h er Effi c a c y V ari a bl es  7 7  

 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 a c h s c h e d ul e d visit e x c e pt E n d p oi nt ( W e e k 6) 
( a d ult s u bj e cts) 7 7  

 C h a n g e fr o m B as 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 visit e x c e pt E n d p oi nt ( W e e k 6) ( a d ult 
s u bj e cts)  7 7  

 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 a c h s c h e d ul e d visit ( a d ol es c e nt s u bj e cts)  7 7  
 C h a n g e fr o m B as 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 visit ( a d ol es c e nt s u bj e cts)  7 7  
 C h a n g e fr o m B as eli n e i n P A N S S s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d 

a d ol es c e nt s u bj e cts)  7 7  
 C h a n g e fr o m B as eli n e i n P A N S S M ar d er f a ct or s c or es at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d 

a d ol es c e nt s u bj e cts)  7 8  
 C h a n g e fr o m B as eli n e i n P A N S S U P S M f a ct or s c or es a n d t h e U P S M t ot a l f a ct or s c or e at e a c h 

s c h e d ul e d visit ( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts)  7 8  
 P A N S S r es p o n s e at e a c h s c h e d ul e d visit ( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts)  7 9  
 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 a n d s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult 

s u bj e cts)  7 9  
 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 at e a c h s c h e d ul e d visit ( a d ult s u bj e cts)  8 0  
 C h a n g e fr o m B as 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 est s c or es at e a c h s c h e d ul e d visit 

( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 8 0  
 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 a n d i n di vi d u al d o m ai n s c or es at e a c h s c h e d ul e d visit 

( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 8 1  
 C h a n g e fr o m B as 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 visit 

( a d ult s u bj e cts a n d a d ol es c e nt s u bj e cts) 8 1  
 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 a n d s u b s c al e s c or es at e a c h s c h e d ul e d visit ( a d ult 

s u bj e cts)  8 2  
 C h a n g e fr o m B as 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 visit ( a d ult s u bj e cts a n d a d ol es c e nt 

s u bj e cts)  8 2  
 T o b a c c o u s e ( a d ult s u bj e cts)  8 3  

1 6. 4.  C o m bi n e d A d ult a n d A d ol e s c e nt Effi c a c y A n al y s e s  8 3  

1 7.  S A F E T Y O U T C O M E S  8 4  
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1 7. 1.  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 8 4  
1 7. 1. 1.  All A E s  8 6  

 S e v erit y  8 6  
 R el ati o n s hi p t o st u d y m e di c ati o n  8 6  
 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 ( a d ol es c e nt s u bj e cts)  8 7  

1 7. 1. 2.  A E s L e a di n g t o Dis c o nti n u ati o n fr o m St u d y  8 7  
1 7. 1. 3.  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  8 7  
1 7. 1. 4.  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  8 7  
1 7. 1. 5.  S eri o u s A d v ers e E v e nts  8 8  
1 7. 1. 6.  A d v ers e E v e nts L e a di n g t o D e at h  8 8  
1 7. 1. 7.  A d v ers e E v e nts 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  8 8  
1 7. 1. 8.  E xtr a p yr a mi d al A d v ers e E v e nts  8 8  
1 7. 1. 9.  A d v ers e E v e nts S u b j e ct t o A d diti o n al M o nit ori n g ( A d ol es c e nt S u bj e cts O nl y) 8 8  
1 7. 1. 1 0.  A d v ers e E v e nts b y S u b gr o u p s  8 9  
1 7. 1. 1 1.  A d diti o n al I nf or m ati o n C oll e ct e d o n S el e ct A d v ers e E v e nts  8 9  

1 7. 2.  L a b or at or y E v al u ati o n s  8 9  
1 7. 2. 1.  L a b or at or y S p e cifi c D eri v ati o n s  9 1  
1 7. 2. 2.  L a b or at or y R ef er e n c e R a n g es  9 1  

1 7. 3.  E C G E v al u ati o n s  9 1  
1 7. 3. 1.  Q T c I nt er v al Pr ol o n g ati o n Crit eri a  9 3  
1 7. 3. 2.  E C G P ot e nti all y Cli ni c all y Si g nifi c a nt Crit eri a  9 3  

1 7. 4.  Vit al Si g n s  9 4  
1 7. 4. 1.  Vit al Si g n S p e cifi c D eri v ati o n s  9 5  
1 7. 4. 2.  Vit al Si g n P ot e nti all y Cli ni c all y Si g nifi c a nt Crit eri a  9 6  

1 7. 5.  P h y si c al E x a mi n ati o n  9 7  

1 7. 6.  Ot h er S af et y A s s e s s m e nt s  9 7  
1 7. 6. 1.  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)  9 7  
1 7. 6. 2.  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)  1 0 0  
1 7. 6. 3.  B ar n es A k at hisi a R ati n g S c al e ( B A R S)  1 0 1  
1 7. 6. 4.  Si m p s o n -A n g u s S c al e ( S A S)  1 0 2  
1 7. 6. 5.  P itt s b ur g h Sl e e p Q u alit y I n d e x ( A d ult S u bj e cts O nl y) 1 0 2  
1 7. 6. 6.  T a n n er St a gi n g ( A d ol es c e nt S u bj e cts O nl y)  1 0 3  
1 7. 6. 7.  M e n str u al C y cli cit y ( F e m al e A d ol es c e nt S u bj e cts O nl y)  1 0 3  
1 7. 6. 8.  H e alt h c ar e R es o ur c e Utili z ati o n ( A d ol es c e nt S u bj e cts O nl y)  1 0 3  

1 7. 7.  S u b gr o u p A n al y si s of S af et y V ari a bl e( s)  1 0 4  

1 7. 8.  C o m bi n e d A d ult a n d A d ol e s c e nt S af et y A n al y s e s  1 0 4  
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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  1 0 4  

2 0.  R E F E R E N C E S  1 0 5  

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  1 0 6  

I Q VIA O ut p ut C o n v e nti o n s  1 0 6  

D at e s & Ti m e s  1 0 8  

S p elli n g F or m at  1 0 8  

Pr e s e nt ati o n of Tr e at m e nt Gr o u p s  1 0 8  

Li sti n g s  1 0 8  

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  1 0 9  

Al g orit h m f or A d v er s e E v e nt s  1 0 9  

Al g orit h m f or Pri or / C o n c o mit a nt / P o st -Tr e at m e nt M e di c ati o n s  1 1 1  

P arti al D at e I m p ut ati o n R ul e s f or I niti al O n s et of S c hi z o p hr e ni a  1 1 3  

P arti al D at e I m p ut ati o n R ul e s f or C urr e nt O n s et of A c ut e E x a c er b ati o n  1 1 3  

P arti al D at e I m p ut ati o n R ul e s f or Fir st H o s pit ali z ati o n  1 1 3  

P arti al D at e I m p ut ati o n R ul e s f or Fir st A nti -p s y c h oti c Dr u g T h er a p y  1 1 4  

P arti al D at e I m p ut ati o n R ul e s f or O n s et of I niti al B e h a vi or al Di st ur b a n c e  1 1 4  

R ul e s f or A s si g ni n g D O S E O N / D O S E A  1 1 5  

A P P E N DI X 3.  S T A TI S TI C A L M O D E L S P E CI FI C A TI O N S ( S A M P L E S A S C O D E )  1 1 6  

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)  1 1 8  

A n al y si s of C o v ari a n c e ( A N C O V A)  1 2 1  

C CI
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P att er n Mi xt ur e M o d el ( P M M) Wit h Pl a c e b o B a s e d MI ( 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)  1 2 2  

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  1 2 7  

Ti p pi n g P oi nt A n al y si s  1 3 0  

A P P E N DI X 4.  L O C A L P -V A L U E S F O R I N 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  1 3 3  

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 )  1 3 5  

A P P E N DI X 6.  E Q -5 D -5 L I N D E X V A L U E C A L C U L A TI O N  1 3 7  

A P P E N DI X  7.  I N T E R N A TI 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
 1 3 8  

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
 1 3 9  

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  1 4 3  

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 SI G NI FI C A N T ( P C S ) 
C RI T E RI A I N SI U NI T S  1 4 7  

St a n d ar d A d ult P C S Crit eri a f or L a b or at or y P ar a m et er s –  SI U nit s  1 4 7  

St a n d ar d A d ol e s c e nt P C S Cri t eri a f or L a b or at or y P ar a m et er s –  SI U nit s  1 4 9  

A P P E N DI X 1 2.  P S QI S C O RI N G S H E E T  1 5 2  

A P P E N DI X 1 3.  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
 1 5 6  

A P P E N DI X 1 4.  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 
I N D E X M E T H O D 1 8 7  
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1.  IN T R O D U C TI O N  

T h i s st ati sti c al a n al y si s pl a n  (S A P ) V er si o n 2. 1 i s m o difi e d fr o m S A P V er si o n 2. 0 w hi c h w a s fi n ali z e d 
a n d si g n e d o ff pri or t o t h e a d ult s u bj e ct d at a b a s e l o c k.  

N o a n al y s e s w er e c h a n g e d f or t h e a d ult s u bj e ct s.  

T h e m o difi c ati o n s i n S A P V er si o n 2 . 1 a p pl y t o t h e a n al y s e s s p e cifi e d f or t h e a d ol e s c e nt c o h ort o nl y. 
S e v er al  a d ol e s c e nt c o h ort a n al y s e s w er e r e m o v e d d u e t o t h e f a ct  t h at t hi s c o h ort w a s t er mi n at e d o n 
O ct o b er 9, 2 0 2 3, pri or t o r e a c hi n g t h e ori gi n all y pl a n n e d s a m pl e si z e. At t h e ti m e of st u d y t er mi n ati o n, 
o nl y 2 8 o ut of t h e ori gi n all y pl a n n e d 9 0 s u bj e ct s h a d b e e n e nr oll e d.  

T h e a d ol e s c e nt c o nt e nt s  i n S A P V er si o n 2. 1  r epl a c e t h e a d ol e s c e nt c o nt e nt s  i n S A P V er si o n 2. 0. T h e 
a d ol e s c e nt c o nt e nt s  i n S A P V er si o n 2. 0 ar e v oi d e d.  

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 o t o c ol S E P 3 6 1 -3 0 1 . 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 S A P i s b a s e d o n pr ot o c ol v er si o n 5 . 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 . 

T h e s u bj e ct p o p ul ati o n s  t o b e a n al y z e d i n t hi s S A P s e p ar at el y r ef er t o a d ult ( a g e d 1 8 t o 6 5 y e ar s) a n d 
a d ol e s c e nt ( a g e d 1 3 t o 1 7  y e ar s) s u bj e ct s. A d ol e s c e nt s u bj e ct s ar e i n cl u d e d i n t hi s st u d y f or t h e 
p ur p o s e of e v al u at i n g t h e c o n si st e n c y of tr e at m e nt eff e ct s b et w e e n a d ult a n d ad ol e s c e nt s u bj e ct s a n d 
c h ar a ct eri zi n g t h e s af et y pr ofil e i n t hi s a g e gr o u p.  

I n st ati sti c al a n al y s e s, a s u bj e ct will b e a n al y z e d a s a n a d ult s u bj e ct or a n a d ol e s c e nt s u bj e ct b a s e d o n 
t h e “I s t h e s u bj e ct a d ult ( 1 8-6 5) or a d ol e s c e nt ( 1 3 -1 7) ? ” q u e sti o n o n t h e “D e m o gr a p hi c s ” c a s e r e p ort 
f or m (C R F ). If t h e c al c ul at e d a g e d o e s n ot ali g n wit h t h e s el e ct e d a g e gr o u p , t h e s el e ct e d a g e gr o u p  
fr o m C R F will b e u s e d t o a s si g n s u bj e ct s i nt o c o h ort s f or a n al y si s p ur p o s e.  

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 F O R A D U L T S U BJ E C T S ( 1 8 T O 6 5  Y E A R 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 ( 5 0 a n d 7 5 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.  
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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 ( 5 0 a n d 7 5 
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 o s es of S E P -3 6 3 8 5 6 ( 5 0 a n d 7 5 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 cts wit h s c hi z o p hr e ni a as m e as u r e d b y: 

o  P A N S S s u b s c al e s c or es ( p o siti v e, n e g ati v e, a n d g e n er al p s 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 es si o n R ati n g S c al e ( M A D R S).  

•  T o a s s es s t h e eff e cts of S E P -3 6 3 8 5 6 o n c o g niti o n a s m e as ur e d b y t h e Bri ef As s es s 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).  

•  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 i m p air m e nt as m e as ur e d b y t h e P ers o n al a n d S o ci al 
P erf or m a n c e S c al e ( P S P).  

•  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 a s m e as ur e d b y t h e  E u r o Q ol-5 
Di m e n si o n s –  5 L e v els ( 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 a s m e as ur e d b y t h e U ni v ersit 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 kills As s es s m e nts, Bri ef V ersi o n ( U P S A -B).  

•  T o e v al u at e m e di c ati o n s atis f a cti o n a s m e as ur e d b y t h e M e di c ati o n S atisf 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 ( 5 0 a n d 7 5 m g/ d a y) u si n g:  

o  P h y si c al e x a mi n ati o n s ( P E).  
o  1 2 -l e a d el e ctr o c ar di o gr a ms ( E C G). 
o  V it al si g n m e as ur e m e nts.  
o  A d v ers 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 p s o n -A n g u s S c al e ( S A S).  
o  B ar n es A k at hisi 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).  



 
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 1  

P a g e 1 7  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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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•  T o c h ar a ct eri z 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 a s 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 O BJ E C TI V E S F O R A D O L E S C E N T S U BJ E C T S (1 3  T O 1 7  Y E A R S ) 

2. 2. 1.  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 ef f e cts of fi x e d d o s es of S E P-3 6 3 8 5 6 ( 5 0 a n d 7 5 m g/ d a y) a s m e as ur e d b y:  

o  P A N S S t ot al a n d s u bs c al e s c or es ( p o siti v e, n e g ati v e a n d g e n er al p s y c h o p at h ol o g y).  
o  C GI -S s c or e.  

•  T o a s s es s t h e eff e cts of S E P -3 6 3 8 5 6 o n c o g niti o n a s m e as ur e d b y t h e B A C S.  

•  T o e v al u at e t h e e ff e cts of S E P-3 6 3 8 5 6 o n f u n cti o n al i m p air m e nt as m e as ur e d b y t h e  P S P.  

•  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 a s m e as ur e d b y t h e E ur o Q ol -5 
Di m e n si o n s –  5 L e v els ( E Q -5 D -5 L).  

•  T o e v al u at e m e di c ati o n s atisf a cti o n a s m e as ur e d b y t h e M S Q. 

2. 2. 2.  O T H E R 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 e r a bilit y of S E P-3 6 3 8 5 6 ( 5 0 a n d 7 5 m g/ d a y) u si n g:  

o  P h y si c al e x a mi n ati o n s.  
o  E C G s . 
o  Vit al si g n m e as ur e m e nts.  
o  A E r e p orts.  
o  Cli ni c al l a b or at or y t ests.  
o  C -S S R S.  
o  S A S.  
o  B A R S.  
o  AI M S.  

C CI
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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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 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 s e x u al m at ur ati o n / d e v el o p m e nt a s a s s es s e d b y:  

o  T a n n er st a gi n g . 
o  M e n str u al c y cli cit y (f e m al e a d ol es c e nts o nl y) . 
o  F olli cl e sti m ul ati n g h or m o n e ( F S H), l ut ei ni zi n g h or m o n e ( L H), estr a di ol (f e m al e a d ol es c e nts o nl y); 

t est o st er o n e ( m al e a dol es c e nts o nl y) . 

•  T o e v al u at e t h e i m p a ct of S E P -3 6 3 8 5 6 o n h e alt h c ar e r es o u r c e utili z ati o n ( H C R U) . 

2. 3.  S T U D Y E N D P OI N T S  F O R A D U L T S U BJ E C T S  (1 8  T O 6 5  Y E A R S ) 

2. 3. 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) . 

2. 3. 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 s c or e at E n d p oi nt ( W e e k 6) . 

2. 3. 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 visit 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 visit, c h a n g e fr o m B a s eli n e i n  

o  P A N S S s u b s 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 o sit e s c or e . 
o  P S P t ot al s c or e.  
o  E Q -5 D -5 L: vis 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 n si o n s c or e. 

C CI
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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  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 n s e, d efi n e d a s a 2 0 % or gr e at er i m pr o v e m e nt 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 visit.  

•  T o b a c c o u s e at B as e li ne a n d E n d p oi nt.  

2. 3. 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 u s 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 dis c o nti n u ati o n.  

•  O b s er v e d v al u es a n d c h a n g es fr o m B a s eli n e at e a c h s c h e d ul e d visit 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 mistr y, a n d uri nal y sis), 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 as s i n d e x 
( B MI), w aist cir c u mf er e n c e, bl o o d pr es s ur e [s u pi n e a n d st a n di n g], p uls e r at e [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 ers.  

•  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 visit.  

2. 4.  S T U D Y E N D P OI N T S F O R A D O L E S C E N T S U BJ E C T S ( 1 3 T O 1 7  Y E A R S ) 

2. 4. 1.  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 visit, 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 a n d s u bs c al e s c or es.  
o  C GI -S s c or e.  
o  B A C S c o m p o sit e s c or e.  
o  P S P t ot al s c or e.  
o  E Q -5 D -5 L: V A S , i n d e x s c or e a n d di m e n si o n s c or e. 
o  M S Q s c or e.  

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

C CI



 
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 1  

P a g e 2 0  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

2. 4. 2.  O T H E R 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 u s 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 dis c o nti n u ati o n.  

•  O b s er v e d v al u es a n d c h a n g es fr o m B a s eli n e at e a c h s c h e d ul e d visit 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 mistr y, a n d uri n al y sis), vit al si g ns (i n cl u di n g t e m p er at ur e, h ei g ht [ as m e as ur e d b y a 
st a di o m et er], b o d y w ei g ht , b o d y m as s i n d e x ( B MI), w aist cir c u mf er e n c e, bl o o d pr es s ur e [s u pi n e a n d 
st a n di n g], p uls e r at e [s u pi n e a n d st a n di n g] a n d r es pir at i o n r at e) a n d 1 2-l e a d E C G p ar a m et ers. 

•  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 visit.  

•  T a n n er st a g es at B as eli n e a n d e a c h s c h e d ul e d visit.  

•  M e n s tr u al c y cli cit y (f e m al e a d ol es c e nts o nl y) at E n d p oi nt ( W e e k 6).  

•  O b s er v e d v al u es a n d c h a n g es fr o m B a s eli n e at e a c h s c h e d ul e d vis it i n F S H, L H a n d estr a di ol (f e m al e 
a d ol es c e nts o nl y) a n d t est ost er o n e ( m al e a d ol es c e nts o nl y).  

•  H e alt h c ar e r es o ur c e utili z ati o n ( H C R U) (i n cl u di n g n u m b ers of p h y si ci a n offi c e visits, E R visits a n d 
h o s pit ali z ati o n s, l e n gt h of h o s pit al st a ys, a n d a v er a g e n u m b er of h o urs c ar e gi v er s p e n d h el pi n g s u bj e cts 
p er w e e k) . 

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 ( 5 0 a n d 7 5  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 3 5  a d ult s u bj e c t 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 5 0  m g/ d a y, 
S E P -3 6 3 8 5 6 7 5  m g/ d a y, or pl a c e b o) i n a 1: 1: 1  r ati o.  

 
 

 I n a d diti o n, t h e st u d y will r a n d o mi z e a p pr o xi m at el y 9 0 a d ol e s c e nt 
s u bj e ct s ( 1 3 -1 7 y e ar s of a g e) at 1: 1: 1 r ati o t o  t he t hr e e tr e at m e nt gr o u p s ( wit h a p pr o xi m at el y 3 0 
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s u bj e ct s p er gr o u p) i n a s e p ar at e c o h ort. 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 s t u dy 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 e r 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 ol l 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]).  

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 –  All S u bj e ct s  

 

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 s ti ci a n. 

T h e a d ult a n d a d ol e s c e nt s u bj e ct s ar e tr e at e d a s t w o s e p ar at e c o h ort s i n t h e r a n d o mi z ati o n s c h e d ul e. 
Wit hi n e a c h c o h ort, 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; in 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 int er a cti v e w e b r e s p o n s e s y st e m 
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(I W R S) will p erf or m tr e at m e nt a s si 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 5 0 m g/ d a y f or 6 w e e ks  

•  S E P -3 6 3 8 5 6 7 5 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 k s  

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.  

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 e r 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 o mi 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 bl i n di n g i n t h e I W R S, a nd will n ot b e 
a c c es si bl e b y a n y o n e els 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 n s: bi o a n al yti c al l a b or at or y 
p ers o n n el i n v ol v e d i n t h e a n al y sis 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 ers 
i n v ol v e d i n r e g ul ar re vi e w of s af et y d at a, e xt er n al st atisti c al st aff i n v ol v e d i n pr e p ari n g m at eri als 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 n s or’ s cli ni c al 
tri al m at eri als m a n a g e m e nt. 

•  Pr ol a cti n l e v els will b e bli n d e d  e x c e pt f or r es ults fr o m Visit 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 u s e of st u d y  dr u gs 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 nistr 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  al l 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. 
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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 a d ult s u b j 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 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 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 ast 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 s ti 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 1 8 % 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 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 f or t h e a d ult s u b j e ct s will b e 4 3 5 
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 4 5 s u bj e ct s p er tr e at m e nt gr o u p).   

 
 

I n a d diti o n, 9 0 a d ol e s c e nt s u bj e ct s ( 1 3-1 7 y e ar s) ar e pl a n n e d t o b e r a n d o mi z e d at 1: 1: 1 r ati o t o t hr e e 
tr e at m e nt gr o u p s ( wit h a p pr o xi m at el y 3 0 s u bj e ct s p er gr o u p). T hi s s a m pl e si z e w a s n ot d et er mi n e d 
st ati sti c all y, b ut r at h er b a s e d o n cli ni c al a n d pr a cti c al c o n si d er ati o n s. T hi s c o h ort of a d ol e s c e nt s i s 
c o n si d er e d s uffi ci e nt f or t h e e v al u ati o n of c o n si st e n c y of tr e at m e nt eff e ct s wit h a d ult s u bj e ct s a n d f or t h e 
c h ar a ct eri z ati o n of s af et y pr ofil e i n t hi s a g e 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 a d ult s u bj e ct w a s s cr e e n e d o n 1 7 S E P 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 r a n d o mi z e d o n 2 4 S E P 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 ersi o n 2. 0 0  (2 9J U L 2 0 1 9 ); A m e n d m e nt 1. 0 0 ( 2 9J U L 2 0 1 9) . 

•  Pr ot o c ol v ersi o n 2. 0 1 ( 1 8 S E P 2 0 1 9 ); N o n-s u b st a nti al A m e n d m e nt 1. 0 0 ( 1 8 S E P 2 0 1 9) . 

•  Pr ot o c ol v ersi o n 3. 0 0 ( 1 6 S E P 2 0 2 0); S u b st a nti al A m e n d m e nt 2. 0 0  ( 1 6 S E P 2 0 2 0). 

•  Pr ot o c ol v ersi o n 4. 0 0  ( 2 6J A N 2 0 2 1); S u b st a nti al A m e n d m e nt 3. 0 0 ( 2 6J A N 2 0 2 1). 

•  Pr ot o c ol v ersi o n 5. 0 0 ( 1 3 O C T 2 0 2 2); S u b st a nti al A m e n d m e nt 4. 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 cti o n 1, T a bl e 2 ( A d ult S u bj e ct s ) a n d T a bl e 3 ( A d ol e s c e nt 
S u bj e ct s ) of t h e Cli ni c al St u d y Pr ot o c ol ( C S P). T h e s e t a bl e s ar e al s o i n cl u d e d i n  A P P E N DI X 1 5  of t h e 
S A P.  
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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 y s es f or i n d e p e n d e nt D S M B  m e eti n gs  

•  Fi n al A n al y sis  

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 et 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 ent l 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 . 

C CI

C CI
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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 ata 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.  

If t h e a d ult p orti o n of t h e st u d y ( m ai n st u d y) c o m pl et e s  c o n si d er a bl y e arli er t h a n t h e a d ol e s c e nt p orti o n 
of t h e st u d y , f oll o wi n g t h e c o m pl et i o n of t h e a d ult p orti o n of t h e st u d y , d at a fr o m t h e a d ult s u bj e ct s o nl y 
will b e l o c k e d, u n bli n d e d , a n d a n al y z e d . T h e pri m ar y a n d s e c o n d ar y effi c a c y a n al y s e s ar e b a s e d o n t h e 
a d ult s u bj e ct s o nl y. All T y p e I err or will b e u s e d d uri n g t h e s e a n al y s e s. A d ol e s c e nt d at a will b e a n al y z e d 
u p o n c o m pl eti o n of t h e a d ol e s c e nt p orti o n of t h e st u d y a n d t h e a d ol e s c e nt 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 . F urt h er m or e, a n al y s e s c o m bi ni n g a d ult a n d a d ol e s c e nt s u bj e ct s will b e p erf or m e d o n 
s el e ct e d d at a u p o n t h e c o m pl eti o n of b ot h p orti o n s . 

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.  

4. 4.  C O H O R T S A N A L Y SI S  

T h e a d ol e s c e nt s u bj e ct d at a will b e r e p ort e d s e p ar at el y fr o m t h e a d ult s u bj e ct d at a . A n al y s e s c o m bi ni n g 
a d ult a n d a d ol e s c e nt s u bj e ct s  will  o nl y  b e p erf or m e d o n s el e ct e d d at a a s s p e cifi e d i n t h e r e s p e cti v e 
s e cti o n s . 

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 he st u d y  tr e at m e nt. A n al y si s p o p ul ati o n s will b e 
d et er mi n e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s . 

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 al l 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.  

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 eiv 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 
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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 a l 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 y s or m or e o v er all e x p o s 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 cs wit hi n 8 h o urs of t h e B as eli n e  or fi n al P A N S S a s s es s 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 n s  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 a r y effi c a c y e n d p oi nt a n al y sis, 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 d i 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. 

T h e P P p o p u l ati o n i s n ot a p pli c a bl e t o t h e a d ol e s c e nt c o h ort. 

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 o s 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 u p = 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 5 0 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.  

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 n ts  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 y s. In c a s 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 7 5 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 5 0 m g/ d a y gr o u p:  

o  If a s u bj e ct t o o k at l e ast o n e d o s e of 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 5 0 m g/ d a y.  
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o  If a 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. 

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 e ri 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 pl a c e b o a n d S EP -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.  

•  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 o s e d at e is  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 o s e of 
S E P -3 6 3 8 5 6 tr e at m e nt (r e g ar dl es s 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 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 o s e d at e is  pri or t o D a y 4  a n d t h e s ubj 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 o s e d at e is 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 o s 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 o s e d at e is o n or a ft 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 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 o s e d at e is 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 5 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 o s e d at e is 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 5 0 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 st art d at e a n d will b e u s e d t o s h o w t h e st 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 as s es s m e nt or e v e nt is 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 as s es s 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 as s es s m e nt or e v e nt is o n or aft er t h e r ef e r e n c e st art d at e,  t h e n:  

St u d y D a y = ( d at e of as s es s m e nt or e v e nt - r ef er e n c e st art d at e) + 1.  
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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.  

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 b s 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 du 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 s c or es s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt (i. e. , h a v e t h e s a m e 
visit n u m b er a n d as s es s 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 a st as s ess m e nt pri or t o fir st d o s e 
w h er e  P A N S S t ot al s c or e is a v ail a bl e  (i. e., n ot s et t o mis si 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 
is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts , t h e ass es s m e nt pri or t o first d o s 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 a s eli n e a s s es s 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  ( a d ult s u bj e cts o nl y): t ot al s c or e, s u b s 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 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 a s s es s m e nt  
a n d it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e w h er e B N S S t ot al s c or e is 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 is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e 
as s es s m e nt pri or t o first d os e wit h m ost B 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 a s eli n e 
as s es s m e nt  f or all r a w a n d d eri v e d s c or es a s a p pli c a bl e. 

•  M A D R S  ( a d ult s u bj e cts o nl y): 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 s c or es s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt  a n d it 
s h o ul d b e t h e l a st ass es s m e nt pri or t o first d o s e w h er e M A D R S t ot al s c or e is 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 first d o s e  d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e 
as s es s m e nt pri or t o first 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 a s t h e B a s eli n e 
as s es s m e nt  f or all r a w a n d d eri v e d s c or es a s a p pli c a bl e. 

•  B A C S: c o m p o sit 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 a s s es s m e nt  a n d it 
s h o ul d b e t h e l a st a ss es s m e nt pri or t o first d o s e w h er e B A C S c o m p o sit e T  s c or e is 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 o sit e T s c or e is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d 
as s es s m e nts, t h e a s s es s m e nt pri or t o first d o s 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 a s t h e B a s eli n e a s s ess m e nt  f or all r a w a n d d eri v e d s c or es a s a p pli c a bl e. 
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•  P S P:  t ot al s c 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 a s s es s m e nt a n d  it s h o ul d b e t h e l a s t 
as s es s m e nt pri or t o first d os e w h er e P S P t ot al s c or e is 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 
is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e a ss es s m e nt pri or t o first d o s 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 a s eli n e a s s ess m e nt  f or all r a w 
a n d d eri v e d s c or es a s a p pli c a bl e . 

•  E Q -5 D -5 L: vis 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 n si o n s c or es. F or a gi v e n s u bj e ct, t h e B a s 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 as s es s m e nt pri or t o first d o s e w h er e t h e V A S v al u e is 
a v ail a bl e; t h e B a s 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 n si 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 
as s es s m e nt a n d it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e w h er e t h e i n d e x v al u e is a v ail a bl e. In 
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 is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, 
t h e a s s es s m e nt pri or t o first d o s e wit h m ost di m e n si 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 a s eli n e 
as s es s m e nt  f or t h e di m e n si o n s c or es. 

•  U P S A -B  ( a d ult s u bj e cts o nl y): 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 a s 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 
as s es s m e nt a n d  it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e w h er e U P S A-B t ot al s c or e is 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 is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d 
as s es s m e nts, t h e a s s es s m e nt pri or t o first d o s e wit h m ost U P S A -B 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 a s eli n e a s s es s m e nt f or all r a w a n d d eri v e d s c or es a s 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 es 6 -1 0  (y es / n o);  C -S S R S 
c o m p o sit 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 es / 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 a s eli n e 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 a s s es s m e nt a n d it s h o ul d b e t h e l ast ass es s m e nt 
pri or t o first d o s e w h er e S A S m e a n s c or e is a v ail a bl e . I n th 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 is 
a v ail a bl e b ef or e first  d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e a s s ess m e nt pri or t o first d o s e wit h 
m o st 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 a s t h e B a s eli n e a s s es s m e nt f or all r a w a n d d eri v e d s c or es 
a s  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 s c or es. F or a gi v e n s u bj e ct, t h e B a s 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 a s s es s m e nt a n d it s h o ul d b e t h e l ast ass es s m e nt 
pri or t o first d o s e w h er e B A R S t ot al s c or e is 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 cor e is 
a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e a s s ess m e nt pri or t o first d o s e wit h 
m o st B A 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 a s t h e B a s eli n e a s s es s 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 nd 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 a s eli n e 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 s c or es s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e t h e l ast ass es s m e nt 
pri or t o first d o s e w h er e AI M S t ot al s c or e is a v ail a bl e . I n t h e r are e v e nt w h er e n o AI M S t ot al s c or e is 
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a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e a s s ess m e nt pri or t o first d o s e wit h 
m o st 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 a s t h e B a s eli n e a s s es s 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  ( a d ult s u bj e cts o nl y): 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 s c or es. F or a gi v e n s u bj e ct, 
t h e B a s 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 
as s es s m e nt a n d it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e w h er e P S QI gl o b al s c or e is 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 is a v ail a bl e b ef or e first d o s e d u e t o p arti all y c o m pl et e d 
as s es s m e nts, t h e a s s es s m e nt pri or t o first d o s e wit h m ost P S QI it e m s c or es a v ail a bl e s h o uld b e t a k e n a s 
t h e B a s eli n e a s s es s m e nt f or all r a w a n d d eri v e d s c or es a s 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 mistr y, h e m at ol o g y, uri n al y sis , H O M A-I R, a n d a d ol es c e nt s p e cifi c 
h or m o n al p ar a m et ers [F S H, L H, estr a di ol, t est o st er o n e ]). F or a gi v e n s u bj e ct, t h e B a s 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 ers 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 a s s es s m e nt ; th e o nl y e x c e pti o n is: 
t h e B a s 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 it s diff er e nti al s h o ul d b e a p pli e d t o r e c or d s fr o m t h e 
s a m e a s s es s m e nt a n d it s h o ul d b e t h e l a st ass es s m e nt pri or t o first d o s 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 gs, W B C 
m or p h ol o g y fi n di n gs, a n d uri n al y sis m i cr os c o pi c e x a mi n ati o n fi n di n gs ( 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 a s 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 ers 
s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e 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 nist er e d.  

•  Vit al si g n p ar a m et ers (s u pi n e a n d st a n di n g s yst oli c bl o o d pr es s 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 es s ur e  [ D B P], s u pi n e a n d st a n di n g p uls e r at e, r es pir at or y r at e, or al t e mp er at ur e), h ei g ht, w ei g ht, 
B MI, a n d w aist 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 aist 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 a s s es s m e nt; t h e o nl y 
e x c e pti o n s ar e : ( 1) t h e B a s 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 d s fr o m t h e s a m e 
as s es s m e nt  a n d it s h o ul d b e t h e l a st as s ess m e nt pri or t o first d o s e w h er e w ei g ht is a v ail a bl e (s e e n ot e at 
t h e e n d of t his b ull et p oi nt a b o ut a sit u ati o n w h er e  t his r ul e m a y n ot h ol d ), ( 2) t h e B as el i 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 o st 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 d s fr o m t h e s a m e a s s es s m e nt  a n d 
it s h o ul d b e t h e l ast ass es s m ent pri or t o first 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 uls 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 o st ati c e n d p oi nt (i. e., 
st a n di n g p uls e r at e –  s u pi n e p uls e r at e) s h o ul d b e a p pli e d t o r e c or d s fr o m t h e s a m e a s s e s s m e nt  a n d it 
s h o ul d b e t h e l a st a ss es s m e nt pri or t o first d o s e w h er e b ot h p uls e r at e m e as ur es ar e a v ail a bl e . [ N ot e: If a n 
a d ol es c e nt s u bj e ct o nl y h as h ei g ht d at a a v ail a bl e at t h e S cr e e ni n g visit, t h e n t h eir B a s eli n e w ei g ht a n d 
B as eli n e B MI  m a y c o m e fr o m diff er e nt as s es s m e nts.]  

•  E C G p ar a m et ers : 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 ers d o n ot h a v e t o c o m e fr o m 
t h e s a m e a s s es s 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 ers i n t h e c at e g or y of 
“ FI N DI N G S ”.  
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•  T o b a c c o u s e  d at a  ( a d ult s u bj e cts o nl y): B as eli n e of t his 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 
as s es s m e nt gi v e n at Visit 1  wit h o ut r e g ar d t o it s t e m p or al r el ati o n s hi p t o t h e first d os e of st u d y 
m e di c ati o n . 

•  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 his 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 
as s es s m e nt gi v e n at Visit 2  wit h o ut r e g ar d t o it s t e m p or al r el ati o n s hi p t o t h e first d os e of st u d y 
m e di c ati o n . 

•  T a n n er st a gi n g d at a  ( a d ol es c e nt s u bj e cts o nl y): B as eli n e of t his 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 a s s es s m e nt gi v e n at Visit 2  wit h o ut r e g ar d t o it s t e m p or al r el ati o n s hi p t o t h e first d o s e of st u d y 
m e di c ati o n . 

•  M e n str u al c y cli cit y d at a  ( a d ol es c e nt s u bj e cts o nl y): B as eli n e of t his o ut c o m e m e a s ur e s h o ul d b e t a k e n 
stri c tl y fr o m t h e a s s es s m e nt gi v e n at Visit 2 wit h o ut r e g ar d t o it s t em p or al r el ati o n s hi p t o t h e first d o s 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 b s 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 r es po n s 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 a s s es s m e nt a n d it s h o ul d b e t h e l a st p ost -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e 
P A N S S t ot al s c or e is 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 is a v ail a bl e aft er first d o s e d u e 
t o p arti all y c o m pl et e d a s s es s m e nts, t h e l a st p o st -B as eli n e  as s es s m e nt u p t o a n d i n cl u di n g Visit 9 s h o ul d b e 
t a k e n a s t h e L O C F as s es s m e nt  f or all r a w a n d d eri ve d s c or es  as a p pli c a bl e . 

•  C GI -S s c or e . 

•  B N S S  ( a d ult s u bj e cts o nl y): t ot al s c or e, s u b s 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  as s es s m e nt a n d 
it s h o ul d b e t h e l ast p o st -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e B N S S t ot al s c or e is 
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 is a v ail a bl e aft er first d o s e d u e t o p arti all y 
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c o m pl et e d a s s es s m e nts, t h e l ast p o st -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 Visit 9 s h o ul d b e t a k e n a s 
t h e L O C F as s es s 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  ( a d ult s u bj e cts o nl y): 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 ite m s c or es s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d 
b e t h e l a st p o st -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e M A D R S t ot al s c or e is 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 is a v ail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d 
as s es s m e nts, t h e l a st p ost -B as eli n e  as s es s m e nt u p t o a n d i n cl u di n g Visit 9 s h o ul d b e t a k e n a s t h e L O C F 
as s es s 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 o sit 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 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 a s s es s m e nt a n d it s h o ul d 
b e t h e l a st p o st -B a s eli n e a s s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e B A C S c o m p o sit e T s c or e is 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 AC S c o m p o sit e T s c or e is a v ail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d 
as s es s m e nts, t h e l a st p ost -B as eli n e  as s es s m e nt u p t o a n d i n c l u di n g Visit 9 s h o ul d b e t a k e n a s t h e L O C F 
as s es s 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 s c 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 a s s es s m e nt a n d it s h o ul d b e t h e l a st p o st -B as eli n e 
as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e P S P t ot al s c or e is 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 is a vail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e l a st p ost -B as eli n e  
as s es s 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 s s es s m e nt f or all r a w a n d d eri v e d 
s c or es  a s a p pli c a bl e . 

•  E Q -5 D -5 L: vis 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 n si 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 -5 L V A S s h o ul d c o m e fr o m t h e l a st p o st -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e 
t h e V A S v al u e is a v ail a bl e; t h e L O C F v al u es f or t h e i n d e x v al u e a n d di m e n si 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 a s s es s m e nt a n d it s h o ul d b e t h e l a st p ost -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e t h e 
i n d e x v al u e is 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 is a v ail a bl e aft er first d o s e d u e t o p arti all y 
c o m pl et e d a s s es s m e nts, t h e l ast p o st-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 Visit 9 s h o ul d b e t a k e n a s 
t h e L O C F a s s es s m e nt f or t h e di m e n si o n s c or es. 

•  U P S A -B  ( a d ult s u bj e cts o nl y): t ot al s c or e, s u bs c al e s c or es, a n d i n di vi du 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 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 
as s es s m e nt a n d it s h o ul d b e t h e l a st p o st -B as eli n e a s s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e U P S A -B 
t ot al s c or e is a v ail a ble.  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 is a v ail a bl e aft er fir st d o s e d u e t o 
p arti all y c o m pl et e d a s s es s m e nts, t h e l a st p o st -B as eli n e  as s es s m e nt u p t o a n d i n cl u di n g Visit 9 s h o ul d b e 
t a k e n a s t h e L O C F a s s es s 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  s ui 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 a s s es s m e nt a n d it s h o ul d b e t h e l a st p o st-B as eli n e 
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as s es s 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 is 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 is a v ail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nts, t h e l a st p o st -B as eli n e  
as s es s 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 s s es s m e nt f or all r a w a n d d eri v e d 
s c or es a s 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 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 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 a s s es s m e nt a n d  it s h o ul d b e t h e l ast p o st-B as eli n e 
as s es s m e nt  u p t o a n d i n cl u di n g Visit 9 w h er e B A R S t ot al s c or e is 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 is a v ail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e nt s, t h e l ast p o st -B as eli n e  
as s es s m e nt u p t o a n d i n cl u di n g Visit 9 s h o ul d b e t a k e n as t h e L O C F a s s es s m e nt f or all r a w a n d d eri v e d 
s c or es a s 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 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 s c or es s h o ul d c o m e fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e t h e l ast p o st -B as eli n e 
as s es s 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 is 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 is a v ail a bl e aft er first d o s e d u e t o p arti all y c o m pl et e d a s s es s m e n ts, t h e l ast p o st-B as eli n e 
as s es s 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 s s es s m e nt f or all r a w a n d d eri v e d 
s c or es a s a p pli c a bl e.  

•  P S QI  ( a d ult s u bj e cts o nl y): 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 s c or es. F or a gi v en 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 a s s es s m e nt 
a n d it s h o ul d b e t h e l a st p o st -B as eli n e a s s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e P S QI gl o b al s c or e is 
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 is a v ail a bl e aft er first d o s e d u e t o p arti all y 
c o m pl et e d a s s es s m e nts, t h e l ast p o st -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 Visit 9 s h o ul d b e t a k e n a s 
t h e L O C F a s s es s m e nt f or all r a w a n d d eri v e d s c or es a s a p pli c a bl e.  

•  Cli ni c al l a b or at or y p ar a m et e r s (bl o o d c h e mistr y, h e m at ol o g y, uri n al y sis , H O M A-I R, a n d a d ol es c e nt s p e cifi c 
h or m o n al p ar a m et ers [ F S H, L H, estr a di ol, t est o st er o n 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 t h e 
cli ni c al l a b or at or y p ar a m et ers 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 a s s es s m e nt; t h e o nl y e x c e pti o n is: 
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 it s diff er e nti al s h o ul d b e a p pli e d t o r e c or d s fr o m t h e s a m e 
as s es s m e nt a n d it s h o ul d b e t h e l a st p o st -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e c o u nts of 
l e u k o c ytes 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 gs, W B C m or p h ol o g y fi n di n gs, a n d uri n al y sis mi cr o s c o pi c e x a mi n ati o n fi n di n gs 
( 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 ers s h o ul d 
c o m e fr o m t h e s a m e a s s es s m e nt  a n d it s h o ul d b e t h e l a st p o st -B as eli n e as s es s m e nt u p t o a n d i n cl u di n g 
V isit 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 nist er e d.  

•  Vit al si g n p ar a m et ers ( 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 uls 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 ( a d ol es c e nt o nl y), w ei g ht, B MI, a n d w aist cir c u m f 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 ers, h ei g h t, w ei g ht, B MI, a n d w aist 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 a s s es s m e nt; t h e o nl y e x c e pti o n s 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 d s fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e t h e l a st p o st -B as eli n e 
as s es s m e nt u p t o a n d i n cl u di n g Visit 9 w h er e w ei g ht is a v ail a bl e  (s e e n ot e at t h e e n d of t his b ull et p oi nt 
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a b o ut a sit u ati o n w h er e t his r ul e m a y n ot h ol d) , ( 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 p o n di n g ort h o st 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 d s fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e t h e l a st p o st -
B as eli n e as s es s m e nt u p t o a n d i n cl u di n g Visit 9 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 L O C F 
fl a g f or s u pi n e a n d st a n di n g p uls 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 o st ati c e n d p oi nt (i. e., st a n di n g 
p uls e r at e –  s u pi n e p uls e r at e) s h o ul d b e a p pli e d t o r e c or d s fr o m t h e s a m e a s s es s m e nt a n d it s h o ul d b e 
t h e l a st p o st -B a s eli n e as s es s m e nt u p t o a n d i n c l u di n g Visit 9 w h er e b ot h p uls e r at e m e a s ur es ar e a v ail a bl e.  
[ N ot e: If a n a d ol es c e nt s u bj e ct o nl y h as h ei g ht d at a a v ail a bl e at t h e S cr e e ni n g visit, t h e n t h ei r L O C F B MI 
c a n n ot b e d eri v e d e v e n t h o u g h a L O C F w ei g ht m a y b e d eri v e d  s o l o n g a s w ei g ht d at a ar e a v ail a bl e at o n e 
or m or e visits p o st  B as eli n e .] 

•  E C G p ar a m et ers: 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 ers d o n ot h a v e t o c o m e fr o m t h e 
s a m e a s s es s 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 ers i n t h e c at e g or y of 
“ FI N DI N G ”.  

•  T o b a c c o u s e d at a  ( a d ult s u bj e cts o nl y): L O C F of t his 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 
as s es s m e nt  a n d it s h o ul d b e t h e l a st as s ess m e nt p o st first d o s e u p t o a n d i n cl u di n g Visit 9 w h er e a n y d at a 
ar e r e p ort e d.   

•  H e alt h c ar e r es o ur c e utili z ati o n d at a  ( a d ol es c e nt s u bj e cts o nl y): L O C F of t his 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 a s s es s m e nt a n d it s h o ul d  b e t h e l a st as s es s m e nt p o st first d o s e u p t o a n d i n cl u di n g 
Visit 9 w h er e a n y d at a ar e r e p ort e d.  

•  T a n n er st a gi n g d at a ( a d ol es c e nt s u bj e ct s o nl y): L O C F of t his 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 
as s es s m e nt a n d it s h o ul d b e t h e l a st as s ess m e nt p o st fi rst d o s e u p t o a n d i n cl u di n g Visit 9 w h er e a n y d at a 
ar e r e p ort e d.  

•  M e n str u al c y cli cit y d at a ( a d ol es c e nt s u bj e cts o nl y): L O C F of t his 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 a s s es s m e nt a n d it s h o ul d b e t h e l a st ass es s m e nt p o st first d o s e u p t o a n d i n cl u di n g Visit 9 w h er e a n y 
d at a ar 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 sits  t o a n al y si s vi sits. 

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 at i 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 
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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 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 s t/ 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).  

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 gs  
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  wil l 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 o r 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. 
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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 CI s 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 Visit 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 Visit 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 Visit X - B as eli n e V al u e) ×  1 0 0 / B a s 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.  

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 ari 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 e li 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  ( a d ult s u bj e cts) 

o  U nit e d St at es  
o  B ul g ari a  
o  R u s si a  
o  S er bi a  
o  U kr ai n e  
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•  C o u ntr y ( a d ol es c e nt s u bj e cts)  

o  U nit e d St at es  
o  S er bi a  

•  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 a t 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, 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 or 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  s i 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 ne,  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 c h a n g e f r 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. 9 ), 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. 1 0 ), 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 sc 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 i t 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 mis si n g effi c a c y d at a, if a n y, is d es cri b e d i n S e cti o n s 1 6. 1. 2 , 1 6. 2. 2  a n d 1 6. 3. 2 .  

•  H a n dli n g of mis si n g s af et y d at a, if a n y, is d e s cri b e d i n S e cti o n s 0  a n d 1 7. 6 .  

•  S e e A P P E N DI X 2  f or d et ails of h a n dli n g i n c o m pl et e/ mis si n g d at es. 
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•  H a n dli n g of m is si n g d at a du e t o C O VI D -1 9 -r el at e d e arl y dis c o nti n u ati o n  i n s e n siti vit y a nal y s 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 a d ult 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) . 

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 ci 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 5 0 m g/ d a y v s p l a c e b o ( H1 ), a n d S E P-3 6 3 8 5 6 7 5 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 ( E 1 ) 

•  F a mil y F 2: S E P -3 6 3 8 5 6 5 0 m g/ d a y v s pl a c e b o ( H 3 ), a n d S E P-3 6 3 8 5 6 7 5 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 ( H1  a n d H 2 ) a n d  th 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 ( H 3  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 H1  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 a l r estri cti o n 

 

C CI
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L et 𝛾 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 
H 4 ) 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 els  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 :  

𝑟𝑖 = 𝑐 ( 𝑝 𝑖 ,𝑞 𝑖 )  

= 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 St a g e 1 w ei g ht 𝑤  
will b e s et t o 0. 6  

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 fo 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 n d 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 er 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 wil l b e c o n d u ct e d  f or a d ult s u bj e ct s 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 oul 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 : 

C CI

C CI
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  V er si o n D at e:  2 9 N O V 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. 

•  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  R u s si a  
o  S er bi a  
o  U kr ai n e  

•  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 es c o m bi n e d)  

•  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 :  

o  0  
o  1  
o  2  

•  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 a s eli n e  ( H o p ki n s S. , O gir al a, L o e b el, & K obl a n, 
2 0 2 0)  ( o nl y u s 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 ): 
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o  T y p e 1: Pr o mi n e ntl y Dis or g a ni z 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 o stil e  
o  T y p e 4: Pr o mi n e ntl y P o siti v e  
o  T y p e 5: Pr o mi n e ntl y Aff e cti v e  

S u bj e ct s will b e cl a s sifi 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 e s at B as eli n e. 
S e e A P P E N DI X 1 3  f or d et ails of h o w t h e cl a s sifi c ati o n will b e m a d e .  

•  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 ms ( M P N S ) e nri c h m e nt b as e d o n S cr e e ni n g/ Visi t 1 a n d 
R a n d o mi z ati o n/ Visit 2 P A N S S it e m s c or es ( o nl y u s e d  i n t h e s u b gr o u p a n al ysis 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 4  f or d et ails of h o w t h e cl a s sifi c ati o n will b e m a d e. 

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 hi s 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 e s, a n d li sti n g s t o b e pr o vi d e d b y 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 

Di s p o siti o n d at a will b e pr e s e nt e d  b ot h s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s  a n d  wit h 
a d ult a n d a d ol e s c e nt s u b j e ct s c o m bi n e d . 

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 5 0 m g/ d a y, 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 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. F or a d ol e s c e nt s u bj e ct s 
b ot h i nf or m e d c o n s e nt a n d i nf or m e d a s s e nt ar e r e q uir e d.  

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, r a n d o mi z e d b ut di d n ot r e c ei v e st ud 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 oll e 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 P3 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  f or a d ult s u bj e ct s. 

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 n s e nt.  (F or a d ol es c e nt s u bj e cts  
t h e st u d y s p e cifi c i nf or m e d c o n s e nt a n d i nf or m e d a s s e nt  ar e b ot h r e q uir e d .) 
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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 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 n s 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 s cr e e ni n g or m et s t u d y r e q uir e m e nts at s cr ee ni n g b ut w as n ot r a n d o mi z e d.  

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 ai l 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 e at 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 do 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. F or 
a d ult s u bj e ct s, 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 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 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 mi 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 ysis u p d at e s : 

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 dis 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 so n s will b e s u m m ari z e d i n t h e dis p o siti o n t a bl e.  

S u bj e cts aff e ct e d b y C O VI D -1 9 r el at e d st u d y disr u pti o n s will b e pr o vi d e d  i n d at a listi n g s. T h e s e s u bj e cts will b e 

i d e ntifi e d a s : 

•  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.  

•  S u bj e cts w h o w er e r a n d o mi z e d b u t dis c 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 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 C O VI D -1 9.  

•  S u bj e cts 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 e cts 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 e cts w h o h a d a n y i n v e sti 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 list e d a b o v e. 
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R ussi a -U kr ai n e g e o p oliti c al c o nfli ct r el a t ed a n al ysis u p d at e s:  

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 dis c 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 ab e l 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 as o n s will b e s u m m ari z e d i n t h e dis p o siti o n t a bl e. 

S u bj e cts 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 disr u pti o n s will b e pr o vi d e d i n d at a listi n g s. T h e s e s u bj e cts 

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

•  S u bj e c ts 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 e cts w h o w er e r a n d o mi z e d b ut dis c 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 dy 

( 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 e cts 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 e cts 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 e cts w h o h a d a n y i n v e sti g at or c o m m e nt s 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 list e d a b o v e.  

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

•  Ti m e t o dis 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 y s 

F or t h e p ur p o s e of t his a n al y sis , a s u bj e ct’ s l a st d o s e d at e will b e d eri v e d a s f oll o ws:  

o  If a s u bj e ct’ s o bs er v e d l a st d os e d at e is 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 a st 
d o s e d at e will b e s et t o t h e o b s er v e d l a st d os e d at e.  

o  If a s u bj e ct’ s o bs er v e d l a st d os e d at e is 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 a st 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 dis c o nti n u ati o n ( d a ys) = D eri v e d l a st d o s 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 n s or e d o n t h e d eri v e d l ast d o s 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 f or b ot h a d ult a n d a d ol e s c e nt 
s u bj e ct s 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 ; t h e d at a will b e 
pr e s e nt e d s e p ar at el y .  

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 -
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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. 

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, 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 atisf y i n cl usi o n  a n d/ or e x cl u si 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 n d 
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 o l 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  

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 pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d  
a d ol e s c e nt s u bj e ct 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 5 0 m g/ d a y, 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 
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 e r 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  ( a d ult s u bj e ct s o nl y). I n a d diti o n, f or a d ult s u bj e ct s o nl y, 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 ) 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 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 he  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 ce, 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 o r 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 . U nl e s s 
ot h er wi s e s p e cifi e d, t h e c at e g ori e s b el o w a p pl y  t o b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s. 

•  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 n s e nt  f or a d ult s u bj e cts, a n d r el ati v e t o t h e l at er of 
( d at e of i nf or m e d c o n s e nt a n d d at e of i nf or m e d a s s e nt) f or a d ol es c e nt s u bj e cts ; as a c o nti n u o u s v ari a bl e  

•  A g e ( y e ar s) c at e g ori es  f or a d ult s u bj e cts: 
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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. 

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 a d ol es c e nt s u bj e cts:  

o  < 1 3 y e ar s  
o  ≥ 1 3 t o <1 6  y e ar s  
o  ≥ 1 6  t o < 18 y e ar s  
o  ≥ 1 8 y e ar s  

•  A g e ( y e ar s) c at e g ori es f or C li ni c alT ri als . g o v (C T R. G O V ) (t o b e pr es e nt e d f or b ot h a d ult s u bj e ct s a n d 
a d ol es c e n t s u bj e cts): 

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 als D at a b as e ( E u dr a C T ) 
(t o b e pr es e nt e d f or b ot h a d ult s u bj e cts a n d a d ol es c e nt s u bj e ct s ): 

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 Isl a n d er  
o  W hit e  
o  M ultir a ci al   
o  Ot h er  

•  Et h ni cit y : 

o  His p a ni c or L ati n o  
o  N ot His p a ni c or L ati n o  
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•  C o u ntr y f or a d ult s u bj e cts:  

o  U nit e d St at es  
o  B ul g ari a  
o  R u s si a  
o  S er bi a  
o  U kr ai n e  

•  C o u ntr y f or a d ol es c e nt s u bj e cts:  

o  U nit e d St at es  
o  S er bi a  

•  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 u s v ari a bl e  

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

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

•  B as eli n e B MI ( k g / m2 ) c at e g or y f or a d ult s u bj e cts: 

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 aist Cir c u mf er e n c e  ( c m), a s a c o nti n u o u s 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 b s c al e S c or e s, a s c o nti n u o u s v ari a bl e s   

•  B as eli n e P A N S S S u b s 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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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 as eli n e P A N S S P o siti v e v s  N e g ati v e S u b s c al e S c or e c at e g or ies:  

o  P o siti v e S u b s c al e S c or e < N e g ati v e S u b s c al e S c or e  
o  P o siti v e S u b s c al e S c or e ≥  N e g ati v e S u b s 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 Dis or g a ni z 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 o stil e  
o  T y p e 4: Pr o mi n e ntl y P o siti v e  
o  T y p e 5: Pr o mi 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 , a s a c o nti n u o u s 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  

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, S A F p o p ul ati o n, a n d 
P P p o p ul ati o n ( a d ult s u bj e ct s o nl y) i n s e p ar at e t a bl es . 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 n s et of s c hi z o p hr e ni a ( y e ars) - 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 n s e nt  f or a d ult 
s u bj e cts, a n d r el ati v e t o t h e l at er of ( d at e of i nf or m e d c o n s e nt a n d d at e of i nf or m e d a s s e nt) f or a d ol es c e nt 
s u bj e cts  

•  Ti m e  si n c e i niti al o n s et of s c hi z o p hr e ni a ( y e ar s) c at e g ori es  f or a d ult s u bj e ct s: 

o  < 5 y e ar s  
o  ≥ 5 t o < 1 0 y e ar s  
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 n s et of s c hi z o p hr e ni a ( y e ar s)  

•  Ti m e si n c e o n s et of c urr e nt a c ut e e x a c er b ati o n of p s y c h oti c s y m pt o ms ( d a y s ) - c a lc ul at e d r el ati v e t o d at e 
of i nf or m e d c o n s e nt  f or a d ult s u bj e cts, a n d r el ati v e t o t h e l at er of (d at e of i nf or m e d c o n s e nt a n d d at e of 
i nf or m e d a s s e nt) f or a d ol es c e nt s u bj e cts 
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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. 

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

o  2 9 5. 9 0 S c hi z o p hr e ni a  
o  2 9 3. 8 9 S c hi z o p hr e ni a w it h C at at o ni a 

•  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 : 

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

•  Ti m e si n c e first 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 ( 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 n s e nt f or a d ult s u bj e cts, a n d r el ati v e t o th e l at er of ( d at e of i nf or m e d c o n s e nt a n d d at e of 
i nf or m e d a s s e nt) f or a d ol es c e nt s u bj e cts 

•  A g e at firs t 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 ( y e ar s)  

•  Ti m e si n c e first a nti p s 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 n s e nt  f or a d ult s u bj e cts, a n d r el ati v e t o 
t h e l at er of ( d at e of i nf or m e d c o n s e nt a n d d at e of i nf or m e d a s s e nt) f or a d ol es c e nt s u bj e cts  

•  A g e at first a nti p s 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 p s y c hi atri c dis or d ers : 

o  Y es  
o  N o  

•  Ti m e si n c e o n s et of i niti al b e h a vi or al  dist ur b a n c e  ( y e ar s) ( a d ol es c e nt s u bj e cts  o nl y) - c al c ul at e d r el ati v e t o 
t h e l at er of (d at e of i nf or m e d c o n s e nt  a n d d at e of i nf or m e d a s s e nt)  

•  A g e at o n s et of i niti al b e h a vi or al dist ur b a n c e ( y e ar s) ( a d ol es c e nt s u bj e cts o nl y)  

•  H as s u bj e ct e v er t a k e n a n a nti p s y c h oti c m e di c ati o n t o tr e at a n y  p s y c hi atri c dis or d ers  ( a d ol es c e nt s u bj e cts 
o nl y) : 

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 f or 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 n t 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).  

F or a d ult s u bj e ct s, 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 
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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 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 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 n d 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 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 e li 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 es s e d i n k g/ m 2 :  

W ei g h t ( k g)/ h ei ght ( m) 2 . 

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

(D at e of I nf or m e d C o n s e nt - D at e of i niti al o n s et of s c hi z o p hr e ni a < 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 ]> ) / 3 6 5. 2 5 

N ot e  1 : F or a d ol es c e nt s u bj e ct s, D at e of Inf or m e d C o n s e nt s h o ul d b e r e pl a c e d b y: T h e L at er of ( D at e of 
Inf or m e d C o n s e nt a n d D at e of Inf or m e d A s s e nt) . 

N ot e 2: 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 n s et of s c hi z o p hr e ni a, e x pr es s e d i n y e ar s:  

( D at e of i niti al o n s et of s c hi z o p hr e ni a < 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.  

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

D at e of I nf or m e d C o n s e nt - D at e of o n s et of c urr e nt a c ut e e x a c er b ati o n of p s y c h oti c s y m pt o ms  < 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 ]>  

N ot e: F or a d ol es c e nt s u bj e cts, D at e of Inf or m e d C o n s e nt s h o ul d b e r e pl a c e d b y: T h e L at er of ( D at e of 
I nf or m e d C o n s e nt a n d D at e of I nf or m e d As s e nt). 

•  Ti m e si n c e first 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 , e x pr es s e d i n y e ar s : 
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( D at e of I nf or m e d C o n s e nt –  D at e of first h o s pit ali z ati o n f or tr e at m e nt of s c hiz o p hr e ni a  < 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 ]> ) / 3 6 5. 2 5  

N ot e  1 : F or a d ol es c e nt s u bj e cts, D at e of Inf or m e d C o n s e nt s h o ul d b e r e pl a c e d b y: T h e L at er of ( D at e of 
I nf or m e d C o n s e nt a n d D at e of I nf or m e d As s e nt). 

N ot e 2: 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 3: F or s u bj e cts w h o s e d at e of first 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 is c o m pl et el y 
mis 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 is 0, s et t h e ti m e  s i n c e 
first 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 t o 0. 

•  A g e at first 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, e x pr es s e d i n y e ar s:  

( D at e of first 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 < 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.  

•  Ti m e si n c e first a nti -p s 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 e at m e nt of 
s c hi z o p hr e ni a , e x pr es s e d i n y e ar s :  

(D a t e of I nf or m e d C o n s e nt - St art d at e of first a nti -p s 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 ]> ) / 3 6 5. 25  

N ot e 1: F or a d ol es c e nt s u bj e cts, D at e of Inf or m e d C o n s e nt s h o ul d b e r e pl a c e d  b y: T h e L at er of ( D at e of 
I nf or m e d C o n s e nt a n d D at e of I nf or m e d As s e nt). 

N ot e 2: 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 first a nti -p s 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 a ti 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 n ia, e x pr es s e d i n y e ar s:  

(St art d at e of first a nti -p s 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 u lat e d a g e.  

•  Ti m e si n c e o n s et of i niti al b e h a vi or al dist ur b a n c e , e x pr es s e d i n y e ar s:  

(T h e L at er of [D at e of I nf or m e d C o n s e nt a n d D at e of I nf or m e d As s e nt ] –  D at e of o n s et of i niti al b e h a vi or al 
dist ur b a n c e < 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 ]> ) / 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.  
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•  A g e at o n s et of i niti al b e h a vi or al dist ur b a n c e, e x pr es s e d i n y e ar s:  

( D at e of o n s et of i niti al b e h a vi or al dist ur b a n c e < 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 

M e di c al a n d s ur gi c al hi st or y d at a will b e pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt 
s u bj e ct s.  

U nl e s s ot h e rw i 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 5 0 m g/ d a y, 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 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 m it 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 n all 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  

M e di c ati o n s d at a will b e pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt  s u bj e ct s . 

U n le 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 5 0 m g/ d a y, 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 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 P r ef err e d N a m es  
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 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 o r m e di c ati o n s ar e m e di c ati o n s w hi c h st o p p e d pri or t o t h e first d o s e of st u d y m e di c at i o n.  

•  C o n c o mit a nt m e di c ati o n s ar e m e di c ati o n s 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 first d o s 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 a st d o s 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 first d o s 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 a st d os e of st u d y m e di c ati o n a n d m ar k e d a s o n g oi n g .  

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

Pri or 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 
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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 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 . 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 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.  

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 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 at i 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 s it.  

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

E x p o s u r e d at a will b e pr e s e nt e d  s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s.  

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 5 0 m g/ d a y , 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 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 m e 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 s t (“ 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 es  fr o m bli st er c ar d s wit h  t he  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 o s ur e ≥ 1, ≥ 3, ≥ 7, ≥ 1 4, ≥ 2 1, ≥ 2 8, ≥ 3 5, a n d ≥ 4 2 d a y s  

•  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 o s 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 y s  

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. 

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.  

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 a n d t h e 7 5 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 o s ur e t o a p arti c ul ar d o s 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 y s  
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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 g r o u p, a titr ati o n c ar d is dis p e n s e d at Visit 2 w hi c h 
c o nt ai n s 3 t a bl ets of 5 0 m g d o s e l e v el a n d 6 t a bl ets of 7 5 m g d o s e l e v el. Dr u g a c c o u nt a bilit y d at a is n ot 
s ep ar at el y c oll e ct e d f or t h e t w o d o s e l e v els at Visit 2. F or s u bj e cts w h o w er e dis p e n s e d  t h e titrati o n c ar d 
at Visit 2, t h e f oll o wi n g a s s u m pti o n s will b e m a d e d uri n g a n al y sis:  

o  T h e s u bj e ct is as s 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 y s d uri n g t h e Visit 2 / Visit 3  tr e at m e nt p eri o d , r e g ar dl es s of w h e n 
Visit 3 o c c urr e d . 

o  T h e 7 5 m g tr e at m e nt is as s 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 o si n g 
st art ti m e f or Visit 2. F or e x a m p l e, if t h e r e c or d e d d o si n g st art d at e/ti m e f or Visit 2 is 0 1J U L 2 0 1 9 at 
2 0: 0 0, t h e 7 5 m g tr e at m e nt will b e  as s 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 as s 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 Visit 2 / Visit 3  tr e at m ent p eri o d, i f a s u bj e ct mis s e d a n y d o s 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 “ Miss e d D o s e s” 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 u st e d a c c or di n gl y ; if a s u bj e ct mis s e d a n y d o s e o n or aft er D a y 4 a c c or di n g t o t h e “Mis s e d D o s e s” 
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 u st e d a c c or di n gl y.  

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

•  T ot al p ers o n -y e ar s of e x p o s ur e is t h e s u m of all d ur ati o n s of e x p o s ur e i n d a y s / 3 6 5. 2 5 . 

•  M e a n d ail y d o s 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  𝑞 − # T a bl et s L o st f or Vi sit  𝑞)

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

At Visit 2 , for s u bj e cts w h o w er e dis p e n s e d t h e titr ati o n c ar d wit h mi x e d d o s e l e v els,  p l e a s e r ef er t o t h e 
first b ull et i n t his s e cti on f or as s u m pti o n s t o b e u s e d i n d o s e c al c ul ati o n.   

If t h e n u m b er of t a bl ets dis p e n s 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 nistr ati o n / 
Dr u g A c c o u nt a bilit y ” C R F f or m is mis si n g f or o n e or m or e visit s , t h e m e a n d ail y d os e will b e  c al c u l at e d 
b as e d o n visits 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 is, 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 visits wit h t h e n u m b er of t a bl ets dis 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 ust 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 visits e x cl u d e d fr o m t h e c al c ul ati o n 
(i. 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 visits wit h 
mis si 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 o s e l e v el of a visit is u n k n o w n, t h at visit 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 a s 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 o s e will b e d et er mi n e d a s t h e d ail y d o s e t h at is t a k e n f or t h e m ost ti m e (i n t er ms of n u m b er 
of d a y s) a m o n g all d o s es t a k e n. D at a c oll e ct e d o n  t h e “ Miss 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 



 
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 1  

P a g e 5 4  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

c o n si d er ati o n w h e n d eri vi n g t h e m o d al d ail y d o s 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  Ti e b et w e e n 5 0 m g/ d a y a n d 7 5 m g/ d a y (i. e., t h e s u bj e ct w a s o n 5 0 m g/ d a y a n d 7 5 m g/ d a y 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 a n d 5 0 m g/ d a y  (if n e e d e d) 
o  Ti e b et w e e n pl a c e b o a n d 7 5 m g/ d a y  (if n e e d e d) 
o  Ti e b et w e e n pl a c e b o, 5 0 m g / d a y, a n d 7 5 m g / d a y  (if n e e d e d) 

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

C o m pli a n c e w ill be  pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s.  

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 5 0 m g/ d a y, 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 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 bj 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 
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 on 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  𝑞)

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

T h e e ffi c a c y d at a will b e a n al y z e d a n d pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s.  
I n a d diti o n, effi c a c y v ari a bl es  of 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 a n d C GI -S s c or e at W e e k 6 
will b e a n al y z e d o n c o m bi n e d d at a fr o m t h e a d ult a n d a d ol e s c e nt s u bj e ct s  ( s e e S e cti o n 1 6. 4 ). 

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 5 0 m g/ d a y, a n d S E P -3 6 3 8 5 6 7 5 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 ati 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  ( a d ult s u bj e ct s o nl y) 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  of t h e a d ult 
s u bj e ct s , 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 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 ati 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 e s  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 v i 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 ), t h 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 a l 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.  
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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 earl 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 e r 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 he 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 a ri 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 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 o r t h e v a ri 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 s ti m a n d 

T h e pri m ar y ef fi 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 c t 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 n t 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 ent 
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 
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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 ot h eti c al s ett i 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 is 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 5 0 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 is 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.  

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 b l 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 of t h e 
a d ult s u bj e ct s.  

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 ct or 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 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 . p l 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 st ati 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 % CIs, a n d t h e a s s 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 a s 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 % CIs . 

•  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 si z e v s. 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 , 
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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. 

o bt ai n e d a s 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 
wi ll 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 pti 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 utio 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.  

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 e l 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 ai n 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 5 0 m g/ d a y a n d 7 5 

m g/ d a y gr o u p s  at W e e k 6 . Si mil arl y, l et 𝑞 1
( 2 )

 a n d 𝑞 2
( 2 )

 d e n ot e t h e St a g e 2 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 5 0 m g/ d a y a n d 7 5 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 p oi nt 

e sti m at e s,  𝑟 1  a n d 𝑟 2 , of t h e tr e at m e nt eff e ct of 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 ( v s. 
pl a c e b o) at W e e k 6 (𝑟 1  a n d 𝑖 2 ) will b e o bt ai n e d a s:  

𝑐 1 =
𝑝 𝑖 1

( 1 )
+ √ 1 − 𝑞 √ 𝑖 ∗ − 𝑤 𝑝 1

( 2 )

𝑖 + √ 1 − 𝑤 √ 𝑞 ∗ − 𝑖
 

𝑖 2 =
𝑥 𝑤 2

( 1 )
+ √ 1 − 𝑤 √ 𝑤 ∗ − 𝐼 𝐻 2

( 2 )

𝐼 + √ 1 − 𝑟 √ 𝐼 ∗ − 𝐻
 

w h er e 𝐼  d e n ot e s t h e i nf or m ati o n fr a cti o n  𝛼 ∗  d e n ot e s  t h e 
m a xi m u m i nf or m ati o n a n d will b e c al c ul at e d a s  t h e r ati o of t h e t ot al n u m b er of r a n d o mi z e d s u bj e ct s at 
t h e e n d of t h e tri al o v er t h e ori gi n al s a m pl e si z e of  4 3 5 . 

T h e a dj u st e d l o wer  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 5 0 m g/ d a y 
a n d 7 5 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:  

C CI

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

( 1 )
+ √ 1 − 𝑞 √ 𝑟 ∗ − 𝑟 𝑟 1

( 2 )
± 𝑖 1

− 1 Φ − 1 ( 𝑐 )

𝑝 + √ 1 − 𝑖 √ 𝑞 ∗ − 𝑖
 

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

( 1 )
+ √ 1 − 𝑤 √ 𝑞 ∗ − 𝑖 𝑖 2

( 2 )
± 𝑥 2

− 1 Φ − 1 ( 𝑤 )

𝑤 + √ 1 − 𝑤 √ 𝐼 ∗ − 𝐻
 

w h er e Φ − 1 ( 𝐼 )  d e n ot e s t h e i n v er se 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 ; 𝑟  
= 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 𝐼 1  a n d 𝐻 2  will b e c al c ul at e d a s  f oll o w s: 

𝐼 1 =
1

2
×

𝛼 1
( 1 )

√ 𝐻 𝑖 1
( 1 )

+
1

2
×

𝑖 1
( 2 )

√ 𝑟 ∗ − 𝑖 𝑚 1
( 2 )

 

𝑎 2 =
1

2
×

𝑥 2
( 1 )

√ 𝐼 𝑖 2
( 1 )

+
1

2
×

𝐼 2
( 2 )

√ 𝑟 ∗ − 𝐼 𝛼 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 5 0 m g/ d a y a n d 7 5 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 5 0 m g/ d a y a n d 7 5 
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 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 cr i 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 p hi 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 ], la 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 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 ], pr e g n a n c y, ot h er 
[s e p ar at e l 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 
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tr e at m e nt gr o u p. 

o  D a y  4  t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 2 b ut b ef or e or o n Visit 3;  
o  W e e k 1  t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 3 b ut b ef or e or o n Visit 4;  
o  W e e k 2 t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 4 b ut b ef or e or o n Visit 5;  
o  W e e k 3  t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 5  b ut b ef or e or o n Visit 6;  
o  W e e k 4 t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 6 b ut b ef or e or o n Visit 7;  
o  W e e k 5 t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visit 7 b ut b ef or e or o n Visit 8;  
o  W e e k 6 t er mi n at ors: s u bj e cts w h o dis c o nti n u e d aft er Visi t 8 b ut b ef or e Visit 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 ni n 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 th eir di s e a s e 
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  5 0  m g/ d a y a n d 7 5  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 5 0  m g/ d a y  a n d  7 5  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 will 
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 g n 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 he 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 ati 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 es 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 u b 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 
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d at a P( θ | x, yo b s , ymi s
( n)) wit h a n o n-i nf or m 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 a r 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 5 0 m g/ d a y a n d 7 5  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  5 0  m g/ d a y 
a n d 7 5  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 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 ysis u p d at e s:  

I n t h e s e q u e nti al r e gr e ssi 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 dis 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 o t 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 missi 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 e sti m at e d fr o m t h e pl a c e b o gr o u p . T his c a n b e a c hi e v e d 

b y fir st m ulti pl y i m p uti n g t h e m o n ot o n e missi 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  missi n g d at a of s u bj e cts w h o di d n ot 

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

gr o u p s.  

R ussi 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 ysis u p d at e s:  

I n t h e s e q u e nti al r e gr e ssi o n m ulti ple 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 dis c o nti n u e d e arl y d u e t o t h e c o nfli ct ( e. g., an  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 missi n g d at a 
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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 e sti m at e d fr o m t h e pl a c e b o 

gr o u p. T his c a n b e a c hi e v e d b y fir st m ulti pl y i m p uti n g t h e m o n ot o n e missi 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 missi n g d at a 

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

i m p ut ati o n in t h e s 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 nis 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 5 0 m g/ d a y a n d 7 5 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 bj e ct s 
fr o m 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 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 
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 
5 0 m g/ d a y a n d  7 5 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 5 0 m g/ d a y or 7 5 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 a r 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 ar 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 ect 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 5 0 m g/ d a y a n d 7 5 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 o f 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 mpl 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 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 ( 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 
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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 t e st s 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 ys is u p d at e s: 

I n t h e s e q u e nti al r e gr e ssi 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 dis 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 missi 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 e sti m at e d fr o m t h e pl a c e b o gr o u p.  T his c a n b e a c hi e v e d 

b y fir st m ulti pl y i m p uti n g t h e m o n ot o n e missi 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 missi n g d at a of s u bj e cts w h o di d n ot 

dis c o nti n u e e arl y d u e t o C O VI D -1 9 t o mis si n g, t h e n a p pl yi n g t h e cl assi 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 e s e t w o 

gr o u p s.  

 

R ussi 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 ysis u p d at e s:  

I n t h e s e q u e nti al r e gr e ssi 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 o r 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 dis 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 nfli ct), t h eir m o n ot o n e missi 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 e sti m at e d fr o m t h e pl a c e b o 

gr o u p. T his c a n b e a c hi e v e d b y fir st m ulti pl y i m p uti n g t h e m o n ot o n e missi 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 missi n g d at a 

of s u bj e cts w h o di d n ot dis c o nti n u e e arl y d u e t o t h e c o nfli ct t o missi n g, t h e n a p pl yi n g t h e cl assi 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 e s 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  5 0 m g/ d a y a n d 7 5 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, 
ef fi 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 will 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 pin 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 w it 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, 
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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  5 0 m g/ d a y a n d 7 5 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 c t 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.  

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 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 n ti 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 ysis u p d at e s:  

In t h e p e n ali z 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 dis 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 

re 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 ussi 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 ysis u p d at e s:  

I n t h e p e n ali z 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 dis 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 nfli ct), t h eir m o n ot o n e missi 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.  
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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 B L 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 v i ati o n, o bt ai n e d a s t h e s t 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 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 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 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 a d ult 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 put 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 u t 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 em 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 i m 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 di ff 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.  
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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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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 a t 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 
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.   

T hi s a n al y si s will b e p erf or m e d o n a d ult s u bj e ct 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 xe d eff e ct s f or tr e at m e nt, 
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 ud 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 c a 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 . 
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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 a r 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  of t h e a d ult 
s u bj e ct s, 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 me 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 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 si t 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 e r 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 a ri 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 on. T hi s i nt er c urr e nt e v e nt 
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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 be 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 o r t h e v a ri 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.  

 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 ati sti c al m o d el  

T h e effi c a c y o f 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 t h 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 is 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 5 0 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 is 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.  

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 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  f or t h e pri m ar y 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 wil l 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 a r 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 ct i o ns  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 a d ult 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 



 
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 1  

P a g e 6 9  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

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 ef fi c a c y v ari a bl e. 

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 FI 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 s  of t h e a d ult 
s u bj e ct s a n d / or t h e a d ol e s c e nt s u bj e ct s, 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) ( a d ult s u bj e ct s) 

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) ( a d ult s u bj e ct s) 

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 t ot al s c or e at e a c h s c h e d ul e d vi sit 

( a d ol e s c e nt s u bj e ct 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 a m o n g  t h e a d ol e s c e nt s u bj e ct s will 
b e  d eri v e d u si n g t h e s a m e m et h o d a s d e s cri b e d i n S e cti o n 1 6. 1. 1  f or t h e a d ult s u bj e ct 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 a c h s c h e d ul e d vi sit ( a d ol e s c e nt 

s u bj e ct 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 a c h s c h e d u l e d vi sit a m o n g t h e a d ol e s c e nt s u bj e ct s will b e 
d eri v e d u si n g t h e s a m e m et h o d a s d e s cri b e d i n S e cti o n 1 6. 2. 1  f or t h e a d ult s u bj e ct s. 
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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 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 d ult s u bj e ct s a n d a d ol es c e nt s u bj e ct s)  

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 o siti v e s u bs c al e: d el u si o n s, c o n c e pt u al dis 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 u s pi ci o u s n es s / p ers e c uti o n, h o stilit y. T hi s s u b s 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 b s 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 as si 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 b str 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 ers ati o n, st er e ot y p e d 
t hi n ki n g. T his 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 p s y c h o p at h ol o g y s u bs c al e: s o m at i c c o n c er n, a n xi et y, g uilt f e eli n gs, t e n si o n, m a n n eris ms a n d 
p o st uri n g, d e pr es si o n, m ot or r et ar d ati o n, u n c o o p er ati v e n es s, u n u s u al t h o u g ht c o nt e nt, dis 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 n si g ht, dist ur b a n c e of v oliti o n, p o or i m p uls 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 his s u b s 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 . 

 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  

( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

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 ms: 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 as si 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 ers ati o n, m ot or r et ar d ati o n, a n d a cti v e s o ci al a v oi d a n c e. 
T his 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.  

•  P o siti v e  s y m pt o ms: d el u si o n s, 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 u s n es s / p ers 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 u s 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 n si g ht. T his 
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.  

•  Dis or g a ni z e d t h o u g ht: c o n c e pt u al dis or g a ni z ati o n, diffi c ult y i n a b str a ct t hi n ki n g, m a n n eris ms a n d 
p o st uri n g, p o or att e nti o n, dist ur b a n c e of v oliti o n, pr e o c c u p ati o n, a n d dis ori e nt ati o n. T his 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 o stilit y/ e x cit e m e nt: e x cit e m e nt, h o stilit y, u n c o o p er ati v e n es s, a n d p o or i m p uls e c o ntr ol. 
T his 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 es si o n: a n xi et y, g uilt f e eli n gs, t e n si o n, a n d d e pr es si o n. T his M ar d er f a ct or s c or e r a ng es fr o m 
4 t o 2 8.  
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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  ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

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 an, 2 0 1 8; 4 4( 3): 5 9 3 -6 0 2) :  

•  P O S: P o siti v e  

•  DI S: Dis or g a ni z 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 e s si o n  

•  H O S: H o stilit y  

•  A N X: A n x i et y 

•  D E P: D e pr es si 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 n sf or m e d P A N S S F a ct or D at a ]( 𝑞 × 7 )  is t h e tr a n sf 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 n sf or m e d P A N S S f a ct ors. 
o  [P A N S S D at a ]( 𝑞 × 3 0 )  is a m atri x wit h N P A N S S as s es s m e nts a n d 3 0 c ol u m n s c o n t ai ni n g t h e s c or es of 

3 0 P A N S S it e ms or d er e d i n t h e s a m e w a y a s s h o w n i n U P S M.  
o  [U P S M ]( 3 0 × 7 )  is 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 n s ( o n e f or e a c h of 

t he 7 tr a n sf or m e d P A N S S f a ct ors).  T his m atri x is 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 . 
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 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 d ult s u bj e ct s a n d a d ol e s c e nt 

s u bj e ct s)  

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 e r 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 w ill 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  ( a d ult s u bj e ct s) 

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 a lit 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 
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 ud 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 e li 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  at e a c h s c h e d ul e d vi sit 

( a d ult s u bj e ct s) 

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 th 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 
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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 e ri 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  ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj ect s)  

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 is a s s es s 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 es e nt e d wit h a list of 1 5 
w or d s a n d a s k e d t o r e c all a s m a n y a s p o ssi bl e. T his pr o c e d ur e is 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 
is t h e n u m b er of w or d s r e c all e d. 

•  W or ki n g M e m or y is a s s es s e d wit h t h e Di git S e q u e n ci n g t a s k. S u bj e cts ar e pr es e nt e d wit h a u dit or y cl u st ers 
of n u m b ers ( e. g., 9 3 6 ) of i n cr e asi n g l e n gt h a n d a s k e d t o t ell t h e r at er t h e n u m b ers 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 is t h e n u m b er of c orr e ct r es p o n s es.  

•  M ot or F u n cti o n is a ss es s e d wit h t h e T o k e n M ot or t a s k. S u bj e cts ar e pr es e nt e d wit h t o k e n s 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 a s p o s si bl e f or 6 0  s e c o n d s. T h e o ut c o m e m e as ur e is t h e n u m b er 
of t o k e n s c orr e ctl y dr a g g e d i nt o t h e c o nt ai n er.  

•  V er b al Fl u e n c y is a s s es s e d wit 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 d s t o g e n er at e a s m a n y w or d s a s p os si 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 e st is t h e n u m b er of w or d s g e n er at e d.  

•  S p e e d of Pr o c es si n g is a ss es s 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 a s k e d t o fill 
t h e c orr es p o n din g n u m b er b e n e at h a s eri es of s y m b ols a s q ui c kl y a s p os si bl e wit hi n 9 0 s e c o n d s. T h e 
o ut c o m e m e as ur e is t h e n u m b er of c orr e ct it e ms.  

•  E x e c uti v e F u n cti o n is a s s 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 a s 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 al ls 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 alls i d e nti c al t o t h at i n t h e o p p o si n g pi ct ur e. T h e o ut c o m e m e as ur e is t h e n u m b er of c orr e ct r es p o n s es.  

T h e r a w s c o r es  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 n t 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 po 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  wil l b e d eri v e d as 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 
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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  ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

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 or i 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 e s  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.  

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 en 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 wi n 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 a s eli n e a n d e a c h s c h e d ul e d visit  ( W e e k 6/ Visit 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 visit  ( W e e k 6/ Visit 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 a ti 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). 
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 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 ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

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 str u 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 he 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 to 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 . 

 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 ( a d ult s u bj e ct s)  

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 n i 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 nt 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 fin 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 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 . 
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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 M S Q  s c or e at e a c h s c h e d ul e d vi sit ( a d ult 

s u bj e ct s a n d a d ol e s c e nt s u bj e ct s)  

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 rat 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 eir 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 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 . 

 T o b a c c o u s e ( a d ult s u bj e ct s)  

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 n cl 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 e ri 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. 9 ) 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. 1 0 ), a n 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 is 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 a t B a s eli n e 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. 

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) ( a d ult s u bj e ct s) 

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) ( a d ult s u bj e ct s) 

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 t ot al s c or e at e a c h s c h e d ul e d vi sit 

( a d ol e s c e nt s u bj e ct s) 

T hi s effi c a c y v ari a bl e 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 s d e s cri b e d i n S e cti o n 1 6. 1. 3. 3  o n t h e 
mI T T p o p ul ati o n . 

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 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 hi s s u m m ar y will al s o b e r e p e at e d f or s u bj e ct s w h o c o m pl et e d t h e st u d y.  

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.  

 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 ( a d ol e s c e nt 

s u bj e ct s)  

T hi s effi c a c y  v ari a bl e 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 s d e s cri b e d i n S e cti o n 1 6. 2. 3. 3  o n t h e 
mI T T p o p ul ati o n . 

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 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 hi s s u m m ar y will al s o b e r e p e at e d f or s u bj e ct s w h o c o m pl et e d t h e st u d y.  

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.  

 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  

( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , 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  
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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 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, f or 
a d ult s u bj e ct s, 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 
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. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , th 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  

( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

F or a d ult s u bj e ct s , 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 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 M ar d er f a ct or s c or e a s t h e c o v a ri at e. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , th 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 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 a d ult s u bj e ct s,  L S M e a n s ( +/ - St a n d ar d Err or) of P A N S S M a r 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 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 d ult s u bj e ct s a n d a d ol e s ce nt s u bj e ct s)  

F or a d ult s u bj e ct s , 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 wil l 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 a d ult s u bj e ct s, 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 ot 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 si t 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.  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 
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si mil arl y. ) 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , th e o b s er v e d P A N S S U P S M f a ct or s c o r 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 b e s u m m ari z e d d e s c ri pti v el y b y 
tr e at m e nt gr o u p a n d vi sit. 

F or a d ult s u bj e ct s, 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  (a d ult s u bj e ct s a n d a d ol e s c e nt 

s u bj e ct s ) 

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. 

F or a d ult s u bj e ct s , 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 w it 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 o r 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 a s : 

N N T =
1

Ris k R e d u cti o n ( R R)
=

1

P A N S S R es p o n s 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 n s e R at e Pl a c e b o

 

O nl y p o siti 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 ers 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 als 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 o siti v e . T h e l o w er c o nfi d e n c e li mit will b e r o u 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 is l es s 
t h a n t h e c om 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 is gr e at er t h a n t h e c o m p ut e d esti m at e.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , 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 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 v i sit. 

L a stl y, f or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 wi ll 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  (a d ult s u bj e ct 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 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 Ba 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 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 ariat e .  
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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 du al B N S 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  

(a d ult s u bj e ct 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 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 e l 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 ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s)  

F or a d ult s u bj e ct 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 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 , with  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 . 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , t h e o b ser 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 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. 
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 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 ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s)  

F or a d ult s u bj e ct s , 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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , 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 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 a d ult s u bj e ct s, 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. 8 ) 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 visit  ( W e e k 6/ Visit 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 visit  ( W e e k 6/ Visit 9) 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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, f or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 a ri 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) 

F or a d ult s u bj e ct s, 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  ( a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s) 

F or a d ult s u bj e ct s , ch 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 . 

F or  b ot h a d ult s u bj e c t s a n d a d ol e s c e nt s u bj e ct s , 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 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 b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 
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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. 

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 g r o u p a n d vi sit. F or a d ult s u bj e ct s, 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.  

F or b ot h a d u lt s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 o st -B as eli n e ti m e p oi nt is b ett er in at l e ast o n e di m e n si o n a n d is n o 
w ors e i n a n y ot h er di m e n si o n  t h a n t h e h e alt h st at e  at B a s eli n e . 

•  W ors e: If t h e h e alt h st at e at t h e p o st -B as eli n e ti m e p oi nt is w ors e in  at l e ast o n e di m e n si o n a n d is n o 
b ett er i n a n y ot h er di m e n si o n  t h a n t h e h e alt h st at e at B a s eli n e . 

•  S a m e: If t h e h e alt h st at e is e x a ctl y t h e s a m e b et w e e n t h e p o st -B as eli n e ti m e p oi nt a n d B a s eli n e.  

•  Mi x e d: If t h e h e alt h st at e at t h e p o st -B as eli n e ti m e p oi nt i s b ett er i n o n e di m e n si o n b ut w ors e i n a n ot h er 
di m e n si 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. F or a d ult s u bj e ct s, 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 ( a d ult s u bj e ct s) 

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 seli 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 ( a d ult 

s u bj e ct s a n d a d ol e s c e nt s u bj e ct s)  

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 
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 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.  

F or a d ult s u bj e ct s , 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 
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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 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 . 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , 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 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 ( a d ult s u bj e ct s)  

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 wi t 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 art i 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 “i n 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 cr 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 is 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 n s u m pti o n will b e cl as sifi e d a s “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 t y p e is 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 n s u m pti o n will b e cl as sifi e d a s “ 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 is “ u n c h a n g e d ”, t h e s u bj e ct’ s o v er all c o n s u m pti o n will 
b e cl a s sifi e d a s “ 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 y s; 1 M o nt h = 3 0 D a y s.  

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 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 b y 
tr e at m e nt gr o u p a n d vi sit . 

1 6. 4.  C O M BI N E D A D U L T A N D A D O L E S C E N T E F FI C A C Y A N A L Y S E S  

P A N S S t ot al s c or es  fr o m t h e a d ult a n d a d ol e s c e nt s u bj e ct s i n t h e mI T T p o p ul ati o n  will b e c o m bi n e d . 
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 a M M R M m o d el wit h 
fi x e d eff e ct 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, 
tr e at m e nt-b y -vi sit i nt er a cti o n, B a s eli n e P A N S S t ot al s c or e, a n d c o h ort i n di c at or ( a d ult v s. a d ol e s c e nt) . 
A n u n str u ct ur e d 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 
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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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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.  I n c a s e t hi s m o d el 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 ctur 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 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.  

C GI -S s c or e fr o m t h e a d ult a n d a d ol e s c e nt s u bj e ct s i n t h e mI T T p o p ul ati o n will b e c o m bi n e d. 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  wit h fi x e d eff e ct 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, tr e at m e nt-b y -vi sit 
i nt er a cti o n, B a s eli n e C GI -S s c or e, a n d c o h ort i n di c at or ( a d ult v s. a d ol e s c e nt). A n u n str u ct ur e d 
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 h i 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. I n c a s e t hi s m o d el 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 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.  

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

T h e s af et y d at a will b e a n al y z e d a n d pr e s e nt e d s e p ar at el y f or a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s. I n 
a d diti o n, s el e ct e d a d v er s e e v e nt s u m m ar i e s will b e p erf or m e d o n c o m bi n e d  d at a fr o m t h e a d ult a n d 
a d ol e s c e nt s u bj e ct s  ( s e e S e cti o n 1 7. 8 ). 

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 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 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 c ti 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 d e ntifi e d u si n g a pr e-d efi n e d 
s e ar c h:  
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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 nts or pr e -tr e at m e nt e v e nts. 

L o w e r L e v el  
T e r m  

L o w e r L e v el  
T e r m C o d e  

Pr ef e rr e d  
T e r m  

Pr ef e rr e d  
T e r m C o d e  

S e a r c h Crit e ri a f o r C O VI D -1 9  
R el at e d A d v e r s e E v e nt s o r  
Pr e -tr 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 he 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 ”. 

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 a rt 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 e v 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 der 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 parti 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 st 3 6 1 -3 0 1 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 1 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 e nt ( 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 1 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 ni t ore 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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 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. F or a d ult s u bj e ct s o nl y, t hi s o v er all i n ci d e n c e s u m m ar y will a l 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 V I 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 
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 , e xtr a p yr a mi d al A E s, a n d A E s s u bj e ct t o a d diti o n al 
m o nit ori n g ( E S A M ; a d ol e s c e nt s u bj e ct s o nl y). A li s ti 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 
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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 .  

1 7. 1. 1.  A L L A E S  

F or a d ult s u bj e ct 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. F or a d ol e s c e nt s u bj e ct s, all A E s will b e s u m m ari z e d b y S O C a n d P T.  

F o r b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 . 

F or a d ult s u bj e ct s, 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 wi ll b e 
s u m m ari z e d b y S O C a n d P T.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 a n d 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 . 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 p ar 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 
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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.  

 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 ( a d ol e s c e nt s u bj e ct s)  

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, a n d 
S E P -3 6 3 8 5 6 7 5 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 i f t h e y r e c ei v e d t h at d o s e l e v el at 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 differ 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 e v 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 hat 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. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct 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 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. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, A E s l e a di n g t o st u d y m e di c ati o n i n t err u pti o n will b e 
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s u m m ari z e d b y S O C a n d P T.  

1 7. 1. 5.  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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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. F or a d ult 
s u bj e ct s o nl y,  th 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 ate 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. 6.  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  l e 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. 

F or a d ult s u bj e ct s, 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. 7.  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 . 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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. 8.  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 .  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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.  A D V E R S E E V E N T S S U BJ E C T T O A D DI TI O N A L M O N I TO RI N G  ( AD O L E S C E N T S U BJ E C T S O N L Y ) 

A d v er s e e v e nt s s u bj e ct t o a d diti o n al m o nit ori n g ( E S A M ) ar e t h o s e A E s wit h “ W a s t h e A E a n E S A M ?” = 
“Y e s ” o n t h e “A d v er s e E v e nt s ” C R F. E S A M e v e nt s will b e s u m m ari z e d b y P T .  
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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 a d ult s u bj e ct 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 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  ( 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 erio u s p s y c hi atri c A E s wit hi n t h e st u d y.  

1.  C o ul d t h e p s 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 es s ? D es cri b e h o w 
t h e s y m pt o ms or b e h avi ors of t h e p s y c hi atri c A E ar e c h ar a ct eristi c of or si mil ar t o t h o s 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 p s y c h o s o ci al str es s ors 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 ers e r e a cti o n s t o ot h er c o n c o mit a nt m e di c ati o n s 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 u s 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 n s.  
5.  D es cri b e a n y ot h er m e di c al c o n diti o n s t h at c o ul d m a nif est wit h p s y c hi atri c s y m pt o ms t h at mi g ht h a v e 

a c c o u nt e d f or  o r 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 y si c al or n e ur ol o gi c al s y m pt o ms t h at e m er g e d at t h e s a m e ti m e a s w ors e ni n g of 

p s y c hi atri c s y m pt o ms ? Pl e as e pr o vi d e a n y d et ails of t h e m e di c al r e vi e w of b o d y s yst e ms 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 o r mati 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 udi 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 
pr 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 pr e g n a n c y (i n f e m al e s u bj e ct s o nl y), 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 a d ult 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 a n d i n f e m al e 
a d ol e s c e nt s u bj e ct s), L ut ei ni zi n g h or m o n e ( L H) (i n f e m al e a d ol e s c e nt s u bj e ct s o nl y), E str a di ol (i n 
f e m al e a d ol e s c e nt s u bj e ct s o nl y) a n d T e st o st er o n e (i n m al e a d ol e s c e nt s u bj e ct s o nl y).  

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 b ot h ad u lt a n d a d ol e s c e nt f e m al e s u bj e ct s, F S H l e v el i n a d ult 
f e m al e s u bj e ct s, s er ol o g y p a n el i n b ot h a d ult a n d a dol e s c e nt s u bj e ct s , 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 s t ed.  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 ” i n b ot h a d ult a n d a d ol e s c e nt s u bj e ct s , a s w ell a s t h e h or m o n e p ar a m et er s i n a dol e s c e nt  
s u bj e ct s ( F S H, L H, e str a di ol, t e st o st er o n e) will b e s u m m ari z e d i n t a bl e s  a s w e ll a s pr e s e nt e d i n li sti n g s. 
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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 o t 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 ert e d t o  X f or t h e p ur p o s e 
of q u a nt itati 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.  

F or b ot h a d ult  s u bj e ct s a n d a d ol e s c e nt  s u bj e ct 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 -visit s u m m ar y of o b s 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 i n 
h e m at ol o g y, c h e mistr y, a n d uri n al y sis.  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 n s 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 ari z 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 u s 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 o s e , i n s 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 o st -B as eli n e f ast i n g st at u s is m at c hi n g B as eli n e f asti n g st at u s.  

•  B y -visit 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 y sis (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 ults  will b e r e p ort e d a s “ P o siti 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 mistr y, h e m at ol o g y, uri n al y sis) fr o m B as eli n e t o W e e k 6/ Visit 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 xisti 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 he 
c e ntr al l a b or at or y will b e m a p p e d a s 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 y sis 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 ref 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 mistr y a n d h e m at ol o g y r e s ults  as w ell a s uri n al y sis 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 o st 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 n s c h e d ul e d visits. 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  c rit eri a at l e ast o n c e p o st B as eli n e , r e g ar dl es s of t h eir B a s eli n e 
v al u e.  F or a d ol es c e nt s u bj e cts, t h e P C S crit eri a will b e a p pli e d b as e d o n a g e at st u d y e ntr y.  

I n a d diti o n, f or a d ol e s c e nt s u bj e ct 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 -visit s u m m a r y of o b s 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  F S H, L H, a n d estr a di ol f or f e m al e 
a d ol es c e nt s u bj e cts , a n d t est o st er o n e f or m al e a d ol es c e nt s u bj e cts.  

•  S hift i n h or m o n e l e v els fr o m B as eli n e t o W e e k 6 / Visit 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. 

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 es 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 
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s e x: O v er all, m al e s , f em al e s . L a stl y , t h e v al u es  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 o st ati c M o d el As s es s m e nt  of I n s uli n R esist 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 visit: 

H O M A -I R = Gl u c os e (m g / d L) × I n s uli n ( m U/ L) / 4 0 5  

T h e f oll o wi n g c o n v ersi o n f a ct or s  will b e u s 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 n s uli n ( m U/ L) = I n s uli n ( p m ol/ L) × ( 1 / 6). 

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  w ill 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 ur i n al y sis er yt hr o c yt es or uri n al y sis 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 ori z e d a s:  

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 ers wit h c at e g ori c al o ut c o m es  as w ell a s uri n al ysis er yt hr o c yt es a n d uri n al y sis 
l e u k o c yt es, if t h e r es ult is wit hi n t h e r ef er e n c e r a ng e , t h e i n di c at or is “ N O R M A L ”; if t h e r es ult is n ot wit hi n 
r a n g e, t h e i n di c at or is “ A B NO 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 wi ll b e r e p ort e d f or t hi s st u d y: 

•  P R I nt er v al ( ms e c)  

•  R R I nt er v al ( ms e c) 
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•  Q R S D ur ati o n ( ms e c) 

•  Q R S A xis ( d e g)  

•  Q T I nt er v al ( ms e c)  

•  Q T c F I nt er v al ( ms 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 ( ms 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  ( bp m)  

•  O v er all a s s es s 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 n si g nifi c a nt 
o  A b n or m al, P ot e nti all y Si g nifi c a nt  
o  A b n or m al, Si g nifi c a nt  
o  E x cl u si o n Al ert ( o nl y gi v e n f or t h e S cr e e ni n g visit). 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 u si 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 gs  

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. 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e c ts , 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 -visit s u m m ar y of o b s 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 -visit s u m m ar y of E C G o v er all as s es s 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 n si 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 a s s es s 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 / Visit 4 , 
W e e k 6 / Visit 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 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 vis its. 

•  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 o st 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 n s c h e d ul e d visits. 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 o st B as eli n e, r e g ar dl es s of t h eir B a s eli n e v al u e. F or a d ol es c e nt s u bj e cts, t h e P C S 
crit eri a will b e a p pli e d b as e d o n a g e at st u d y e n tr y. 
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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 a ti o n crit erio 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  i n a d ult s u bj e ct 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 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 ms e c at a n y p o st -B as eli n e ti m e p oi nt (i n cl u di n g u n s c h e d ul e d visit s ) n ot pr es e nt at B as eli n e 

•  > 4 8 0 ms e c  at a n y p o st -B as eli n e ti m e p oi nt (i n cl u di n g u n s c h e d ul e d visit s ) n ot pr es e nt at B as eli n e 

•  > 5 0 0 ms e c  at a n y p o st -B as eli n e ti m e p oi nt (i n cl u di n g u n s c h e d ul e d visits) n ot pr es e nt at B as eli n e  

•  ≥  3 0 ms e c i n cr e as e fr o m B a s eli n e f or at l e ast o n e p o st-B as eli n e m e as ur e m e nt (i n cl u di n g u n s c h e d ul e d 
visits) a n d <  6 0  ms e c i n cr e as e fr o m B as eli n e f or all p o st -B as eli n e m e as ur e m e nts (i n cl u di n g u n s c h e d ul e d 
visits)  

•  ≥  6 0 ms 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 o st -B as eli n e m e a s ur e m e nt (i n cl u di n g u n s c h e d ul e d 
visits)  

Q T c i nt er v al pr ol o n g ati o n i n a d ol e s c e nt s u bj e ct s ( 1 2 t o < 1 8  y e ar 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 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 6 0 ms e c at a n y p o s t-B as eli n e ti m e p oi nt (i n cl u di n g u n s c h e d ul e d visit s ) n ot pr es e nt at B as eli n e 

•  ≥  6 0 ms e c i n cr e as e fr o m B a s eli n e f or at l e ast o n e p o st -B as eli n e m e as ur e m e nt (i n cl u di n g u n s c h e d ul e d 
visits)  

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 efi 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 f or a d ult s u bj e ct s.  

E C G P a r a m et e r  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 n t 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  
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T a bl e 4 : Pr e d efi n e d E C G P C S crit eri a f or a d ol e sc e nt s u bj e ct s.  

E C G P a r a m et e r  A g e ( y e a r s)  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 2 t o < 1 6  < 5 0  > 1 0 5  

≥ 1 6  < 5 0  > 1 0 0  

P R I nt er v al ( m s e c)  
1 2 t o < 1 6  -- > 1 8 0  

≥ 1 6  -- > 2 0 0  

Q R S i nt er v al ( m s e c)  
1 2 t o < 1 6  -- > 1 1 0  

≥ 1 6  -- > 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 y st oli c Bl o o d Pr es s ur e ( m m 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 es s ur e ( m m H g)  

•  S u pi n e  a n d St a n di n g  P uls e R at e ( b p m)  

•  R es pir at or y R at e ( br e at h s / mi n)  

•  T e m p er at ur e (⁰ C)  

•  H ei g ht ( c m) §  

•  W ei g ht ( k g)  

•  B MI ( k g/ m 2 ) 

•  W aist Cir c u mf er e n c e ( c m)  

§ H ei g ht will b e s u m m ari z e d t o g et h er wit h t h e ot h er vit al si g n m e as ur es f or a d ol es c e nt s u bj e cts o nl y . F or a d ult 

s u bj e cts, h ei g ht will b e s u m m ari z e d as p art of t h e B a s eli n e c h ar a ct eristi cs  o nl y . 

F or a d ult  s u bj e ct 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 -visit s u m m ar y of o b s 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/ Visit 1 0 .  



 
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 1  

P a g e 9 5  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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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•  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 o st 
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 visits. 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 o st B as eli n e, r e g ar dl es s of t h eir B a s 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 o st ati c h y p ot e n si o n a n d / or  ort h o st 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 o st -B as eli n e p eri o d  (w hi c h 
c o v ers  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 n s c h e d ul e d visits) , a s w ell a s b y visit, i n cl u di n g W e e k 7/ F oll o w-u p/ Visit 1 0 . 

•  B y -v isit 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 o st -
B as eli n e ti m e p oi nt.  

•  B y -visit s u m m ar y of o b s 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 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 ). 

F or a d ol e s c e nt s u bj e ct 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 -visit s u m m ar y of o b s 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 din g W e e k 7/ F oll o w -u p/ Visit 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 o st 
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 -b li 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 visits. 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 o st B as eli n e, r e g ar dl es s of t h eir B a s 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 o st ati c h y p ot e n si o n a n d/ or ort h o st 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 o st -B as eli n e p eri o d ( w hi c h 
c o v ers 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 er i o d, i n cl u di n g 
u n s c h e d ul e d visits), as w ell a s b y visit, i n cl u di n g W e e k 7/ F oll o w -u p/ Visit 1 0.  

All vit al si g n s d at a will b e pr o vi d e d i n a d a t 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 er i 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 e li 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 es s e d i n k g/ m 2  =  W ei g ht ( k g)/ h ei g ht ( m) 2 . 

F or a d ult s u bj e cts, t h e h ei g ht c oll e ct e d at Visit 1 will b e u s 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.  
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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 or a d ol es c e nt s u bj e cts, t h e h ei g ht c oll e ct e d  at Visit 1 a n d at Visit 9/ E O T/ E T will b e u s e d t o d eri v e B MI at 
t h es e t w o visits; f or visits i n b et w e e n Visit 1 a n d Visi t 9/ E O T / E T w h er e B MI n e e d s t o b e d eri v e d, B MI will 
b e d eri v e d u si n g a li n e ar i nt er p ol at e d v al u e of h ei g ht ( a s s u mi n g t h e h ei g ht c oll e ct e d  at Visit 9/ E O T/ E T is n o 
l es s t h a n t h e h ei g ht c oll e ct e d at Visit 1). B MI will b e mis si n g at visits t h at w o ul d r el y o n i n t er p ol at e d h ei g ht 
if 1) H ei g ht at Visit 1 or Visit 9/ E O T/ E T is mis si n g or 2) H ei g ht at Vi sit 9 / E O T/ E T  is l o w er t h a n h ei g ht at Visit 
1.  

o  Int er p ol at e d H ei g ht ( c m) f or D at e X = H ei g ht at Visit 1  + ( H ei g ht at Visit 9/ E O T/ E T  –  H ei g ht at Visit 
1 ) x  (D at e X –  D at e of H ei g ht as s es s m e nt at Visit 1 ) / (D at e of H ei g ht as s es s m e nt at Visit 9/ E O T/ E T  
–  D at e  of H ei g ht a s s es s m e nt at Visit 1 ) 

•  Ort h o st ati c h y p ot e nsi o n is d efi n e d a s a d e cr e as e of ≥  2 0  m m H g i n s y st 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 es s 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 y st oli c bl o o d pr es s ur e a n d di ast oli c bl o o d pr e s s ur e m e as ur e d i n t h e s u pi n e p o siti o n, r es p e cti v el y. 

•  Ort h o st ati c t a c h y c ar di a i s d efi n e d a s a h e art r at 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 a s ur e d i n t h e s u pi n e p o siti 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.  

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 si 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 owi n g pr e d ef i n e d P C S crit eri a : 

T a bl e 5 : Pr e d efi n e d v it al si g n P C S crit eri a f or a d ult s u bj e cts. 

Vit al Si g n P a r a m et e r  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  
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T a bl e 6 : Pr e d efi n e d vit al si g n P C S crit eri a f or a d ol e s c e nt s u bj e cts.  

Vit al Si g n P a r a m et e r  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 3 5  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 u r 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 ≥ 9 0 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  

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 it s 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 om 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.  

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 is 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: Wis 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 ht s  
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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  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 d s ( 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 is 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 ct s 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 pl 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 
foll 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: 

•  A n y s ui ci d al i d e ati o n: A  “ y es ” a n s 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 n s 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 n s 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 n s 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 n s 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 n s o n t h e C -S S R S 
( C at e g ori es 1-1 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. 

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 n o n-s ui ci d al s elf -i nj uri o u s b e ha 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 o st -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  visit: S cr e e ni n g / Visit 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 mi z ati o n/ Visit 2, D a y 4 / Visit 3 , W e e k 1 / Visit 4 , W e e k 2/ Visit 5 , W e e k 3/ Visit 6 , W e e k 4/ Visit 7 , W e e k 
5 / Visit 8 , W e e k 6/ Visit 9 , a n d W e e k 7/ F oll o w -u p / Visit 1 0 . 

F or a d ult s u bj e ct s, d iff 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 w it 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 nd c a n r a n g e fr o m 2 t o 2 5 f or 
s u bj e ct s wi t 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 ali t 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 ’. 

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.  
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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 st i 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 sc 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.  

F or a d ult s u bj e ct s , 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 si t ( 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 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, 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 a t 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 di 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 .  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s , 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, f or a d ult 
s u bj e ct s  o nl y , 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 a t 
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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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/ Ab 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.   

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 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 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  
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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) 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 . 

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 dr 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 stle 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 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’. 

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.  

F or a d ult s u bj e ct s, 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, 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 . 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, t h e o b s er v e d B A R S  t otal 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, f or a d ult 
s u bj e ct s  o nl 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 th 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.  

F or a d ult s u bj e ct s, 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 s i 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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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.  

L a stl y, f or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 gr ou p a n d vi sit.  I n a dditi 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.  
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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 ch 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 sifi 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.  

F or a d ult s u bj e ct s , 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 . 

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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, f or a d ult 
s u bj e ct s  o nl 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 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 me 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.  

F or b ot h a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s, 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 n t 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 ( AD U L T S U BJ E C T S O N L Y ) 

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.  

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 2 . 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 
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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 . In 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. 6. 6.  T A N N E R S T A GI N G ( AD O L E S C E N T S U BJ E C T S O N L Y ) 

T a n n er st a gi n g i s a s c al e of p h y si c al d e v el o p m e nt w hi c h c a n b e u s e d i n c hil dr e n, a d ol e s c e nt s, a n d 
a d ult s. T h e s c al e d efi n e s p h y si c al m e a s ur e m e n t s of d e v el o p m e nt b a s e d o n e xt er n al pri m ar y a n d 
s e c o n d ar y s e x c h ar a ct eri sti c s, s u c h a s t h e si z e of t h e br e a st s, g e nit ali a, t e sti c ul ar v ol u m e, a n d 
d e v el o p m e nt of p u bi c a n d a xill ar y h air . 

T a n n er st a gi n g 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 fr e q u e n c y di stri b uti o n of t h e T a n n er st a g e s will b e t a b ul at e d b y tr e at m e nt gr o u p a n d vi sit . S hift i n 
t h e T a n n er st a g e s fr o m B a s eli n e t o W e e k 6/ Vi sit 9 will al s o b e t a b ul at e d b y tr e at m e nt gr o u p .  

1 7. 6. 7.  M E N S T R U A L C Y C LI CI T Y ( FE M A L E A D O L E S C E N T S U BJ E C T S O N L Y ) 

M e n str u al c y cli cit y 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 i n t h e fr e q u e n c y of m e n str u al c y cl e o v er t h e p a st y e ar or si n c e l a st vi sit will b e t a b ul at e d b y 
tr e at m ent gr o u p a n d vi sit.  

S hift i n t h e fr e q u e n c y of m e n str u al c y cl e fr o m B a s eli n e ( c a pt uri n g t h e a p pr o xi m at e fr e q u e n c y o v er t h e 
p a st y e ar) t o W e e k 6/ Vi sit 9 ( c a pt uri n g t h e a p pr o xi m at e fr e q u e n c y si n c e l a st vi sit) will b e t a b ul at e d b y 
tr e at m e nt gr o u p.  

C h a n g e i n t h e n at ur e of m e n str u al c y cl e o v er t h e p a st y e ar a n d si n c e l a st vi sit wil l al s o b e t a b ul at e d b y 
tr e at m e nt gr o u p a n d vi sit.  

1 7. 6. 8.  H E A L T H C A R E R E S O U R C E U TI LI Z A TI O N ( AD O L E S C E N T S U BJ E C T S O N L Y ) 

H e alt h c ar e r e s o ur c e utili z ati o n 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 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 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 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 a n d at W e e k 6/ Vi sit 9 ( 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 n d 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 B a s eli n e 
a n d at W e e k 6 / Vi sit 9, 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 a n d at W e e k 6/ Vi sit 9 , 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 
a n d at W e e k 6/ Vi sit 9  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 a n d at W e e k 6/ Vi sit 9 , 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, wil l al s o b e s u m m ari z e d. 
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T h e c h a n g e i n 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  p er m o nt h , t h e 
a v er a g e l e n gt h of h o s pit al st a y s, a n d 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 ubj e ct fr o m B a s eli n e at W e e k 6 / Vi sit 9 will b e s u m m ari z e d.  

S hift fr o m B a s eli n e t o W e e k 6 / Vi sit 9 i n w h et h er t h e s u bj e ct s r e c ei v e u n p ai d c ar e will al s o b e 
s u m m ari z e d.  

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 7. 8.  C O M BI N E D A D U L T A N D A D O L E S C E N T S A F E T Y A N A L Y S E S  

A E d at a fr o m a d ult s u bj e ct s a n d a d ol e s c e nt s u bj e ct s i n t h e S A F p o p ul ati o n will b e c o m bi n e d. A E o v er all 
i n ci d e n c e s u m m ari e s  will b e pr o vi d e d o n t he c o m bi n e d d at a. I n a d diti o n, t h e A E b y S O C  a n d P T 
s u m m ar y will b e pr o vi d e d o n t h e c o m bi n e d d at a. 

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 als  

•  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 er t h a n dis p o siti o n, b asi c d e m o gr a p hi cs, 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 u sl y f ail e d s cr e e ni n g(s) f or r a n d o mi z 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 ers 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.   

C CI
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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 es e ar c h a n d pr a cti c e. Ps 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 ., & Ta 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 n s i n cli ni c al 

tri als. St atisti 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 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 n s, 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 n sf or m e d P A N S S f a ct ors i nt e n d e d t o r e d u c e 

p s e u d o s p e cifi cit y a m o n g s y m pt o m d o m ai n s a n d e n h a n c e u n d erst a n di n g of s y m pt o m c h a n g e i n 

a nti p s y c h oti c -tr e at e d p ati e nts wit h s c hi z o p hr e ni a. S c hi z o p hr e ni a B ull . 

H o p ki n s, 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 eriz ati o n of s p e cifi c a n d disti n ct p ati e nt t y p es i n cli ni c a l 

tri als of a c ut e s c hi z o p hr e ni a u si 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 n sf or m ( U P S M). Ps y c hi atr y 

R es e a r 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., & Kirst e n, H. ( 2 0 0 8). N or ms a n d st a n d ar di z ati o n of 

t h e Bri ef As s es s 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 d z a k hi a, G., Br e c h e n m a c h er, T., Is h i 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 n str 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 als. 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 als aft er A dj u sti 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 vis, 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 ris p eri d o n e o n t h e fi v e di m e n si o n s of 

s c h i 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 wit h Mi ssi n g D at a - A G ui d e f or Pr a ctiti o n ers.  J o h n Wil e y & S o n s. 

R u s h, A., Pi n c u s, H., First, 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 e s.  

A m eri c a n P s y c hi atri c As s o ci ati o n.  

S u git a ni, T., P o s c 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 als 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 a s s 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 e si g n s i n cli ni c al tri als.  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 listi 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 ers 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 ers 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 ers s h o ul d b e ri g ht ali g n e d.  
o  T e x t 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 ali z 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 atisti cs: 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 atisti cs 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 es: 

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 , in 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 c i m al pl a c es, s u m m ar y 

st atisti cs 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 als wil l b e pr es e nt e d i n Listi n gs. 
o  F or C GI -S s c or e, 2 d e ci m al pl a c es 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 e s 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 listi n gs.  

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 e s  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 Listi n gs.  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 ers,  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 u s 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, listi n gs, a n d fi g ur es  as a p pli c a bl e ): 

▪  B MI: N = 1  
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•  F r e q u e n ci es a n d p er c e nt a g es ( n a n d %):  

o  P e r c e nt v al u es s h o ul d b e r e p ort e d i n si 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 esis 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 u stifi e d t o a c c e pt a m a xi m u m of 
1 0 0. 0 a s 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 is l es s 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 % is 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 a s ‘ < 0. 1 %’ ( e .g ., 0. 0 8 % is pres e nt e d a s < 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 als:  

o  C o nfi d e n c e i nt er v als 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 
s t 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 als s h o ul d b e j u stifi e d s o t h at p a r e nt h es es dis pl a y e d o n c o n s 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 als 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 ar y v al u es s h o ul d b e p a d d e d as n e c es s 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 a l 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 es, 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 a s 
‘ > 0. 9 9 9’ ( e.g ., 0. 9 9 9 8 is pr es e nt e d a s > 0. 9 9 9); a nd v al u es < 0. 0 0 1 will b e pr es e nt e d a s ‘ < 0. 0 0 1’ ( e .g ., 0. 0 0 0 9 
is pr es e nt e d a s < 0. 0 0 1). R o u n di n g will b e a ppli 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 u st 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 n s ( pr ef er a bl y 2).  

•  Mis si 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 b l a n k will b e u s e d t o i n di c at e mis si 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 listi 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 u si n g t h e S A S O u t 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 cs 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 it s 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 ers s h o ul d b e d efi n e d a s f oll o ws:  

o  A c o nt i n u o u s li n e of u n d ers c or es (‘ _’) will f oll o w t h e b o d y of t h e t a bl e or listi 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. 
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o  T a bl e f o ot n ot es s h o ul d b e d efi n e d u si 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 p s a cr os s m or e t h a n o n e li n e (f or a n ot e), t h e first l ett er f or all li n es of t e xt aft er t h e first 
o n e will b e i n d e nt e d t o ali g n b e n e at h t h e first l ett er of t h e t e xt i n t h e first 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 will 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 o r T a bl e s (C ol u m n Or d e r)  F o r Li sti n g s  a n d Gr a p h s  (Or d e r ) 

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 5 0  m g/ d a y  S E P -3 6 3 8 5 6 5 0  m g/ d a y ( 2)  S E P -3 6 3 8 5 6 5 0  m g/ d a y ( L 1 ; G 2) 

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 ( 3)  S E P -3 6 3 8 5 6 7 5  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 , dis pl a yi n g a cti v e d o s e first [5 0  m g/ d a y t h e n 7 5 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 n t 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 . 

•  Visit ( w h er e a p pli c a bl e)  

•  Ori gi n al d at e/ti m e ( w h er e a p pli c a bl e) .  
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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 mis si 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 a st 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 is k n o w n, t h e n i m p ut e t h e mis si 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 a st c o nt a ct).  

•  If A E e n d d at e is c o m pl et el y mis si n g a n d A E is 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 a st c o nt a ct. 

A E st a rt d at e i m p ut ati o n  

•  If y e ar a n d m o nt h ( Y Y YY -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 1 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 1 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 -mis si 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 1 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 is k n o w n a n d Y Y Y Y = y e ar of 3 6 1-3 0 1 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 t h e e arli er of ( 3 6 1 -3 0 1 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 -mis si n g] ). 

•  If o nl y y e ar ( Y Y Y Y) of A E st art d at e is k n o w n a n d Y Y Y Y ≠ y e ar of 3 6 1-3 0 1 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 -0 1 -0 1.  

•  If A E st art d at e is c o m pl et e l y mis si 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 1 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 -mis si 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 ent 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 1 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 1 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. 
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•  If e v e nt st art d at e/ti m e ≥ 3 6 1 -3 0 1 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 ail a bl e) a n d/ or ( 3 6 1 -3 0 1 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 1 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 1 st u d y m e d st art d at e, t h e n A E.  
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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 h e 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 1 l a st 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 1 l ast c o nt a ct).  

•  If st o p d at e is c o m pl et el y u n k n o w n a n d m e di c ati o n is n ot o n g oi n g, i m p ut e t o d at e of 3 6 1-3 0 1 l ast c o nt a ct.  

I m p ut e st art d at e a s e a rli e st p o s si bl e d ate  

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 (first d a y of t h e m o nt h; d at e of birt h [if f ull d at e is 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 is 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 n s 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 mis si n g]).  

* F or a d ol es c e nts, u s e m a x( d at e of i nf o r m e d c o n se nt, d at e of i nf or m e d ass e nt).  

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 (first d a y of t h e m o nt h; 3 6 1-3 0 1 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 ( 1 st J a n u ar y; 3 6 1-3 0 1 st u d y m e d e n d d at e + 1).  

•  If st art d at e is 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 1 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 (first d a y of t h e m o nt h; 3 6 1-3 0 1  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 1  st u d y m e d st art d at e).  

•  If st art d at e is 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 1  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 pri or, c o n c o mit a nt, or p o st -t r 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 a 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 1 st u d y m e d st art d a t e, as si g n a s pri or. 
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•  If ( m e di c ati o n st o p d at e ≥ 3 6 1-3 0 1 st u d y m e d st art d at e or m e di c ati o n is 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 1 st u d y m e d e n d d at e, a s si 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 1 st u d y m e d e n d d at e, a s si g n a s p o st -tr e at m e nt. 

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 1  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 1  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 as si 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 e s , t h e n a s si g n as p o st-tr e at m e nt. 
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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 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 a s 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 a s t h e e arli er of: J u ne 3 0 t h of t h e y e ar, or d at e of I C F * .  

* F or a d ol es c e nt s u bj e cts, t h e l at er of t h e I C F d at e a n d I A F d at e s h o ul d b e u s 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 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 is 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 a s 
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 n s et of s c hi z o p hr e ni a ( a ct u al or i m p ut e d).  

•  If o nl y d a y un 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 is t h e s a m e a s t h e y e ar a n d m o nt h of I C F * , i m p ut e a s 
t h e l at er of: e arli er of ( d at e of I C F * , 1 5t h of t h e m o nt h) , or d at e of i niti al o n s 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 is e arli er t h a n t h e y e ar of I C F * , i m p ut e a s 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 n s et of s c hi z o p hr e ni a ( a ct u a l 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 is t h e s a m e a s t h e y e ar of I C F* , i m p ut e a s t h e l at er of: 
e arli er of ( d at e of I C F * , J u n e 3 0t h of t h e y e ar) , or d at e of i niti al o n s et of s c hi z o p hr e ni a ( a ct u al or i m p ut e d). 

* F or a d ol es c e nt s u bj e cts, t h e l at er of t h e I C F d at e a n d I A F d at e s h o ul d b e u s 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 b j 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 a s 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 a s t h e e arl i 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 a d ol es c e nt s u bj e cts, t h e l at er of t h e I C F d at e a n d I A F d at e s h o ul d b e u s e d.  

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 RS T A N TI -P S Y C H O TI C D R U G T H E R A P Y  

F or 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 a s 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 a d ol es c e nt s u bj e cts, t h e l at er of t h e I C F d at e a n d I A F d at e s h o ul d b e u s 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 O N S E T O F INI TI A L B E H A VI O R A L D I S T U R B A N C E 

F or a d ol e s c e nt s u bj e ct s wit h p arti al o n s et d at e of i niti al b e h a vi or al di st ur b a n c e, 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 a s t h e e arli er of: 1 5t h of t h e m o nt h, or t he l at er of ( d at e of I C F  a n d d at e of 
I A 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 a s t h e e arli er of: J u n e 3 0t h of t h e y e ar, or t h e l at er of (d at e of I C F  
a n d d at e of I A F) . 

 

  



 
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 1  

P a g e 1 1 5  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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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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 o s e l e v el im m e di at el y b ef or e t h e s t art of a n A E or a n 
as s es s m e nt.  I n c a s e t h e A E or t h e a s s es s m e nt st art d at e/ti m e c oi n ci d es wit h t h e first d o si 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 a s si g n e d t o t h e d o s e l e v el a s s o ci at e d wit h t h at first 
d o si n g st art d at e/ti m e.  I n c a s e t h e A E or t h e a s s es s m e nt st art d at e/ti m e c oi n ci d e s  wit h a d o si n g st art 
d at e/ti m e  ot h er t h a n t h e first d o si 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 a s si g n e d t o t h e d o s e l e v el a s s o ci at e d wit h t h e pr e vi o u s d o si n g st art 
d at e/ti m e . 

•  I n c a s e of mis si n g A E st art ti m e, mis si n g as s es s m e nt (st art) ti m e , a n d/ or mis si n g d o si 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 a s si 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 a ri 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 a t 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 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.  

•  I n c a s e of p arti al or mis si 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 u s e d f or t h e p ur p o s e of 
as si 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 nt er 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 es a s s o ci at e d  wit h F a mil y F 1 h y p ot h es es 𝑞 1  a n d 𝑞 2 , 
r es p e cti v el y; l et 𝑟3  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 a s s 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 𝑖 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 a s d es cri b e d i n S e c ti o n 7. 4 .) 

•  L et 𝑐 ( 1 )  a n d 𝑝 ( 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. , 𝑖 ( 1 )  = 𝑞1  a n d 𝑖 ( 2 )  = 𝑤2  if 𝑝1  < 𝑖2 , a n d 𝑤 ( 1 )  = 𝑞 2  

a n d 𝑖 ( 2 )  = 𝑖1  ot h er wis e; l et 𝑥 ( 3 )  a n d 𝑤 ( 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. , 𝑤 ( 3 ) = 𝑤3  a n d 𝐼 ( 4 )  = 𝐻4  

if 𝐼3  < 𝑟4 , a n d 𝐼 ( 3 )  = 𝐻4  a n d 𝐼 ( 4 )  = 𝛼3  ot h er wis e.  

•  L et 𝐻  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 𝑟 ( 𝑖 )  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 𝑚 ( 𝑎 )  L o c al p -v al u e 𝑥 ( 𝐼 )  

𝑖 1 ∩ 𝐼 2 ∩ 𝑟 3 ∩ 𝐼 4   mi n ( 2 𝛼 ( 1 ) ,𝑇 ( 2 ) )   

𝑇 1 ∩ 𝑇 2 ∩ 𝑇 3   mi n ( 2 𝑟 ( 1 ) ,𝑟 ( 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   

𝑞 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  

P P D P P D
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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 p ti 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 
i n 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 e t s/ 
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A P P E N DI X 7.  IN T E R N A TI 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 e r n ati o n all y A gr e e d Or d e r 
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 so ur c e s:  

•  F D A G ui d a n c e f or I n d u str y: Ass es s m e nt of A b u s e P ot e nti al of Dr u gs ( 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 ersi o n 2 0. 0 t er mi n ol o g y)  

•  M e d D R A v ersi o n 2 2. 0 S M Q: 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], Br o a d  

•  F D A F M Q: St u d y A g e nt A b u s 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 k s 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 cs ”, h el d S e pt e m b er 1 4, 2 0 2 2)  

D e s c ri 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 e r 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 e rr e d t er m s b y s o ur c e. 

T a bl e 7: 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 o s e  1 0 0 0 0 3 8 1  A c ci d e nt al o v er d o s e  1 0 0 0 0 3 8 1  

- - - - A c ut e p s y c h o sis  1 0 0 0 1 0 2 2  

A g gr e ssi 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 er s o n alis ati o n  1 0 0 1 2 3 5 7  

- - - - D er e ali s ati o n di s 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  

- - - - Disi n hi biti o n  1 0 0 1 3 1 4 2  

Dis ori e nt ati o n  1 0 0 1 3 3 9 5  - - - - 

- - Dist ur b a n c e i n s o ci al 
b e h a vi o ur  

1 0 0 6 1 1 0 8  - - 

Diz zi n ess  1 0 0 1 3 5 7 3  - - - - 

D o p a mi n e 1 0 0 6 7 4 6 8  D o p a mi n e 1 0 0 6 7 4 6 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  

d ysr e g ul ati o n 
s y n dr o m e  

d ysr e g ul ati o n 
s y n dr o m e  

- - 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 o st 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 o st 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 o st 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  

- - D r 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 o siti 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 u s e dis or d er  1 0 0 7 9 3 8 1  Dr u g u s e dis or d er  1 0 0 7 9 3 8 1  Dr u g u s e dis or d er  1 0 0 7 9 3 8 1  

- - Dr u g u s e dis or d er, 
a nt e p art u m  1 0 0 7 9 3 8 2  

Dr u g u s e dis or d er, 
a nt e p art u m  1 0 0 7 9 3 8 2  

- - Dr u g u s e dis or d er, 
p o st p art u m  1 0 0 7 9 3 8 3  

Dr u g u s e dis or d er, 
p o st 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 ust at or y  

1 0 0 1 9 0 7 1  - - H all u ci n ati o n, 
g ust 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  

H all u ci n ati o n, vis u al  1 0 0 1 9 0 7 5  - - H all u ci n ati o n, vis 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  
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P T  C o d e  P T  C o d e  P T  C o d e  

I n a p pr o pri at e aff e ct 1 0 0 2 1 5 8 8  - - H al l u ci n ati o n, 
g ust 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 mis u s 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 o s e 1 0 0 2 2 5 2 3  I nt e nti o n al o v er d o s e 1 0 0 2 2 5 2 3  

- - I nt e nti o n al pr o d u ct 
mis us e  

1 0 0 7 4 9 0 3  I nt e nti o n al pr o d u ct 
mis us e  

1 0 0 7 4 9 0 3  

- - I nte 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 u s 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 a c 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 o s e  1 0 0 3 3 2 9 5  - - 

- - - - P ar a n oi a  1 0 0 3 3 8 6 4  

- - - - P o st -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  

- - - - Ps y c h o m ot or 
h y p er a cti vit y  

1 0 0 3 7 2 1 1  
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P T  C o d e  P T  C o d e  P T  C o d e  

Ps y c h oti c dis or d e r 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 b st a n c e a b u s e  1 0 0 6 6 1 6 9  S u b st a n c e a b us e  1 0 0 6 6 1 6 9  

- - S u b st a n c e a b us er  1 0 0 6 7 6 8 8  S u b st a n c e a b us er  1 0 0 6 7 6 8 8  

- - S u b st a n c e 
d e p e n d e n c e  

1 0 0 7 6 5 9 5  S u b st a n c e 
d e p e n d e n c e  

1 0 0 7 6 5 9 5  

- - S u b st a n c e u s e  1 0 0 7 0 9 6 4  - - 

S u b st a n c e u s e 
dis or d er  

1 0 0 7 9 3 8 4  S u b st a n c e u s e 
dis or d er  

1 0 0 7 9 3 8 4  S u b st a n c e u s e 
dis or d er  

1 0 0 7 9 3 8 4  

- - S u b st a n c e -i n d u c e d 
m o o d dis or d er  

1 0 0 7 2 3 8 7  S u b st a n c e -i n d u c e d 
m o o d dis or d er  

1 0 0 7 2 3 8 7  

- - S u b st a n c e -i n d u c e d 
ps y c h oti c dis or d er  

1 0 0 7 2 3 8 8  S u b st a n c e -i n d u c e d 
ps y c h oti c dis 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 o si s  1 0 0 5 6 3 2 6  

- - - - Wit h dr a w al 
h y p ert e nsi o n  

1 0 0 4 8 0 0 7  
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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 e r 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 ersi 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 hisi a [ 2 0 0 0 0 0 9 6], D y s ki n esi a [ 2 0 0 0 0 0 9 7], D y st o ni a [ 2 0 0 0 0 0 9 8], a n d P ar ki n s o n -li k e e v e nt s 
[ 2 0 0 0 0 0 9 9]) 

D e s c ri 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 8 : E xtr a p yr a mi d al S y n dr o m e S M Q Usi n g M e d D R A v 2 2. 0  

A k at hi si a  D y s ki n e si a  D y st o ni a  P ar ki n s 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 hi si a  1 0 0 0 1 5 4 0  - - - - - - 

- - - - - - A ki n e si a  1 0 0 0 1 5 4 1  

- - At h et o si s  1 0 0 0 3 6 2 0  - - - - 

- - B allis m us  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 o ss 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 o sis  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 n si v e 
d yst o ni a  

1 0 0 8 0 0 3 4  - - 

- - D ys ki n e si a  1 0 0 1 3 9 1 6  - - - - 

- - D ys ki n e si a 
n e o n at al  

1 0 0 1 3 9 2 2  - - - - 

- - D ys ki n e si 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 o st h ot o n us  1 0 0 1 4 5 6 6  - - 
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A k at hi si a  D y s ki n e si a  D y st o ni a  P ar ki n s 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 ezi 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 crisis  1 0 0 3 0 0 7 1  O c ul o g yri c crisis  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 pist h ot o n u s  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 
crisis  

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 nis m  1 0 0 3 4 0 1 0  

- - - - - - P ar ki ns o nis 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 
dis e a s e  

1 0 0 6 1 5 3 6  

- - - - - - P ar ki ns o n' s 
dis e a s e 
ps y c h o sis  

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 ulsi 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  - - 
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A k at hi si a  D y s ki n e si a  D y st o ni a  P ar ki n s 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  - - 

- - - - Tris 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 o s 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 
dis or d er  

1 0 0 7 6 6 6 1  C hr o ni c ti c 
d is 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 
dis or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
dis or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
dis or d er  

1 0 0 1 5 8 3 2  E xtr a p yr a mi d al 
dis 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 
dist 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 a t 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 o s 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 
dis or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
dis or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
dis or d er  

1 0 0 2 8 0 3 5  M o v e m e nt 
dis 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  - - 
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A k at hi si a  D y s ki n e si a  D y st o ni a  P ar ki n s 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 
dis or d er  

1 0 0 7 2 8 8 9  M us cl e t o n e 
dis or d er  

1 0 0 7 2 8 8 9  

- - - - M us cl e 
t wit chi n g  

1 0 0 2 8 3 4 7  - - 

- - - - M us c ul o s k el et al 
stiff n e ss  

1 0 0 5 2 9 0 4  M us c ul o s 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 o st ur e 
a b n or m al  

1 0 0 3 6 4 3 6  - - 

- - - - - - P o st ur al r efl e x 
i m p air m e nt 

1 0 0 6 7 2 0 6  

- - - - - - P o st ur al tr e m or 1 0 0 7 3 2 1 1  

- -   P o st uri n g  1 0 0 3 6 4 3 7  - - 

- - Pr o visi o n al ti c 
dis or d er  

1 0 0 7 6 6 9 4  Pr o visi o n al ti c 
dis or d er  

1 0 0 7 6 6 9 4  - - 

Ps 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 essi o n  

1 0 0 7 8 5 7 6  

R estl es s n e ss  1 0 0 3 8 7 4 3  - - - - - - 

- - - - Ris 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 a s 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 a s m  1 0 0 5 0 9 0 8  - - 

- - - - - - - - 

- - - - - - W al ki n g 
dis a bilit y  

1 0 0 5 3 2 0 4  
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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 o r y  
P C S L o w  P C S Hi g h  P a r a m et e r N a m e  

A g e/ S e x  R e stri 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 c rit    

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 o ri 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 a r 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 e r ol  N/ A  > 7. 7 6 m m ol/ L  
H D L -C h ol e st e r ol  < 0. 7 8 m m ol/ L  N/ A  
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A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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 D L -C h ol e st e r ol  N/ A  > 4. 9  m m ol/ L  
Tri gl y c e ri d e s  N/ A  > 3. 4 2 m m ol/ L  
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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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

S T A N D A R D A D O L E S C E N 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 o r y  
P C S L o w  P C S Hi g h  P a r a m et e r N a m e  

A g e/ S e x R e stri cti o n, if a n y  
H E M A T O L O G Y    

W B C     
≥ 1 2 t o < 1 8 y e ar s  <  2. 6 3 ×  1 0 9 / L >  1 5. 0 0 ×  1 0 9 / L 

N e utr o p hil s ( a b s)    
≥ 1 2 t o < 1 8 y e ar s  <  1. 0  ×  1 0 9 / L > 1 0. 1 5  ×  1 0 9 / L 

L y m p h o c yt e s ( a b s)    
≥ 1 2 t o < 1 8 y e ar s  <  0. 8  ×  1 0 9 / L >  7  ×  1 0 9 / L 

M o n o c yt e s ( a b s)    
M al e  (≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  2. 7  ×  1 0 9 / L 
F e m al e ( ≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  1. 9 2  ×  1 0 9 / L 

E o si n o p hil s ( a b s)    
≥ 1 2 t o < 1 8 y e ar s  N/ A  >  0. 7  ×  1 0 9 / L 

B a s o p hil s ( a b s)    
≥ 1 3  t o < 1 8 y e ar s  N/ A  >  0. 7  ×  1 0 9 / L 

N e utr o p hil s (r el a ti v e)   
≥ 1 3  t o < 1 8 y e ar s  <  0. 3 6 8  >  0. 9 3 4  

L y m p h o c yt e s (r el ati v e)    
≥ 1 3  t o < 1 8 y e ar s  <  0. 1 2 9  >  0. 6 4 6  

M o n o c yt e s (r el ati v e)    
M al e ( ≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  0. 1 6  
F e m al e (≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  0. 1 4  

E o si n o p hil s (r el ati v e)    
M al e ( ≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  0. 0 6 5  
F e m al e ( ≥ 1 2 t o < 1 8 y e ar s)  N/ A  >  0. 1 4 3  

B a s o p hil s (r el ati v e)    
≥ 1 2 t o < 1 8 y e ar s  N/ A  >  0. 0 3 5  

H e m o gl o bi n    
M al e  (≥ 1 2 t o < 1 8 y e ar s)  ≤  1 1 5  g/ L  ≥  2 0 7  g/ L  
F e m al e  (≥ 1 2 t o < 1 8 y e ar s)  ≤ 9 5  g/ L  ≥  1 9 0  g/ L  

H e m at o c rit    
M al e  (≥ 1 2 t o < 1 8 y e ar s)  <  0. 2 8  >  0. 6  
F e m al e  (≥ 1 2 t o < 1 8 y e ar s)  <  0. 2 8  >  0. 5 6  

R B C    
M al e ( ≥ 1 2 t o < 1 8 y e ar s)  <  4. 2 5  ×  1 0 1 2 / L >  6. 6 5  ×  1 0 1 2 / L 
F e m al e ( ≥ 1 2 t o < 1 8 y e ar s)  <  3. 8 5  ×  1 0 1 2 / L >  5. 8 5  ×  1 0 1 2 / L 

Pl at el et C o u nt    
≥ 1 2 t o < 1 8 y e ar s  <  1 0 0  ×  1 0 9 / L >  5 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  t o < 1 8 y e ar s  ≤  1 2 5 m m ol/ L  >  1 5 0 m m ol/ L  
P ot a s si u m    

≥ 1 3  t o < 1 8 y e ar s  ≤  3 m m ol/ L  ≥  6. 0 m m ol/ L  
C hl o ri d e    

≥ 1 3  t o < 1 8 y e ar s ≤ 9 0 m m ol/ L  ≥ 1 1 8 m m ol/ L  
C al ci u m    
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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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 3  t o < 1 8 y e ar s <  2. 1 m m ol/ L  >  3. 1 m m ol/ L  
P h o s p h at e    

≥ 1 3  t o ≤ 1 5 y e ar s  <  1 m m ol/ L  >  2 . 0 8 m m ol/ L 
> 1 5 t o < 1 8 y e ar s  <  0. 7 1 m m ol/ L  >  1. 7 6 m m ol/ L  

Bi c a r b o n at e    
> 1 2 t o < 1 8 y e ar s  <  1 5. 1 m m ol/ L  >  3 4. 9 m m ol/ L  

M a g n e si u m    
≥ 1 2 t o < 1 8 y e ar s  <  0. 4 m m ol/ L  >  1. 2 3 m m ol/ L  

A S T    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥  2 ×  U L N  

A L T    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥ 2 ×  U L N  

Al k ali n e P h o s p h at a s e    
≥ 1 3 t o < 1 8 y e ar s  N/ A  ≥  3 ×  U L N  

C K    
≥ 1 3 t o < 1 8 y e ar s  N/ A  ≥  2 ×  U L N  

Cr e ati ni n e    
≥ 1 3 t o ≤ 1 6  y e ar s  N/ A  >  1 3 2. 6  u m ol/ L  
> 1 6 t o < 1 8 y e ar s  N/ A  >  1 7 6. 8  u m ol/ L  

B U N    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥  1 0. 7 m m ol/ L  

T ot al bili r u bi n    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥  3 0 u m ol/ L  

Dir e ct bilir u bi n    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥  1 0  u m ol/ L  

T ot al pr ot ei n    
≥ 1 3  t o < 1 8 y e ar s ≤ 4 5 g/ L  ≥ 1 0 0 g/ L  

Al b u mi n    
≥ 1 3  t o < 1 8 y e ar s ≤ 2 0  g/ L  N/ A  

T ot al C h ol e st e r ol    
≥ 1 3  t o < 1 8 y e ar s N/ A  >  1 0. 3 4 m m ol/ L  

H D L -C h ol e st e r ol    
≥ 1 3  t o < 18 y e ar s  <  0. 7 8 m m ol/ L  N/ A  

L D L -C h ol e st e r ol    
≥ 1 3  t o < 1 8 y e ar s N/ A  >  3. 3 m m ol/ L  

Tri gl y c e ri d e s    
M al e (≥ 1 3  t o ≤ 1 5  y e ar s ) N/ A  >  1. 8 5  m m ol/ L  
M al e ( > 1 5 t o < 18  y e ar s)  N/ A  >  2. 2  m m ol/ L  
F e m al e ( ≥ 13  t o ≤ 1 5 y e ar s) N/ A  >  5. 7  m m ol/ L  
F e m al e ( > 1 5 t o < 1 8 y e ar s) N/ A  >  1. 8 4  m m ol/ L  

Uri c a ci d    
≥ 1 3 t o < 1 8 y e ar s  N/ A  >  1. 5 ×  U L N  

Gl u c o s e    
≥ 1 3  t o < 1 8 y e ar s <  2. 5 m m ol/ L  >  1 0 m m ol/ L  

H b A 1 c    
≥ 1 3  t o < 1 8 y e ar s N/ A  > 0. 0 7  

U RI N A L Y SI S    
R B C    

≥ 1 3  t o < 1 8 y e ar s N/ A  >  2 5 h pf  
W B C    

≥ 1 3  t o < 1 8 y e ar s N/ A  >  2 5 h pf  
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D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

Pr ot ei n    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥ 2 +  

K et o n e    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥ 2 +  

Gl u c o s e    
≥ 1 3  t o < 1 8 y e ar s N/ A  ≥ 2 +  
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D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 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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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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 or m A d mi ni str 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 ori n g  
 
 
F or m A d mi ni str ati o n I n st r 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 n t 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 sb 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 or 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 + Q5i + 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 ul l, 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 

 
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)  
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2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

 
P S QI L A T E N   S L E E P L A T E N C Y  
   Fir 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  

Mi ni m u m S c or e = 0 ( b ett er); M a xi m u m S c or e = 2 1 ( w or s e)  
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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 P P E N DI X 1 3. 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 pati 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 a s sif y s u bj e cts i nt o 1 of 5 p ati e nt t y p es u si 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 as sifi er f u n cti o n i n M A T L A B t o cl as sif y s u bj e cts i nt o 1 of 5 p ati e nt t y p es u si n g 
7 c ol u m n s of U P S M d at a.  

T a bl e 9 : 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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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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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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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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-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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-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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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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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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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 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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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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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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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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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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-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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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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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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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. 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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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  



 
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 1  

P a g e 1 7 9  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 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  



 
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 1  

P a g e 1 8 0  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 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  



 
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 1  

P a g e 1 8 2  of 1 9 9  

 

D o c u m e nt:  Bi o st ati sti c s \D o c u m e nt ati o n \S A P \S E P 3 6 1 -3 0 1 - St ati sti c al A n al y si s Pl a n - V er si o n 2. 0 –  
2 9 N O V 2 0 2 3. d o c x  

A ut h o r:   V er si o n N u m b er:  2. 1  
  V er si o n D at e:  2 9 N O V 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. 

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.  
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. 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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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 4. 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 𝑞 1
2 ⋯ 𝑞 𝑟 1 ,3 0

⋮ ⋱ ⋮
𝑟 𝑟 3 0 ,1

⋯ 𝑖 𝑐 3 0
2

] , 

w h er e  

𝑝 𝑖 𝑞
2 = ∑ ( 𝑖 𝑤

𝑝
− 𝑖 𝑤̅ )

2
2

𝑞 = 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 𝑖 𝑖  ( s c or e of P A N S S it e m 𝑥), 𝑤 = 1 ,2 ,… ,3 0 , a n d 

𝑤 𝑤 𝐼,𝐻
= ∑ ( 𝐼 𝑟

𝐼 − 𝐻 𝐼̅ ) ( 𝛼 𝐻
𝑖

− 𝑖 𝑟̅ )

2

𝑖 = 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 𝑚 𝑎  a n d 𝑥 𝐼  ( s c or e s of P A N S S it e m s 𝑖 a n d 𝐼), a n d 

𝑟 𝐼̅ =
∑ 𝛼 𝑇

𝑇2
𝑇 = 1

2
; 𝑇 𝑟̅ =

∑ 𝑟 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 nts ( 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  

𝑟 𝐻 𝑟 𝐻 ℎ ( 𝐻 = 1 ,𝑟 = 2 ) = [𝑟 𝑐 𝑜 𝑣 ℎ
𝑑 1 ( ℎ ) ,𝑑 2 ( ℎ ) ] → ℝ 1 ,1 3 3 5 , 
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a n d t h e V C D v e ct or f or N s u bj e ct s i s  

𝛾 𝑝 𝑞 𝑞 ( 𝑟 = 1 ,𝑟 = 2 ) =

[
 
 
 
𝑟 𝑖 𝑐 𝑝 ℎ 1 ( 𝑖 = 1 ,𝑞 = 2 )

𝑖 𝑤 𝑝 𝑖 ℎ 2 ( 𝑤 = 1 ,𝑞 = 2 )

⋮
𝑖 𝑖 𝑥 𝑤 ℎ 𝑤 ( 𝑤 = 1 ,𝐼 = 2 ) ]

 
 
 

→ ℝ 𝐻 ,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 1 0: P ar a m et er s 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)  

𝐼 𝑟 𝐼
2  V ari a n c e of P A N S S it e m 𝐻 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 𝐼 𝛼 ( 𝐻.𝑖 ) 𝑖

2  𝑟 𝑖 𝑚
2 − 𝑎 𝑥 𝐼

2  at vi sit 𝑖  f or s u bj e ct ℎ  

𝐼 𝑟 𝐼,𝛼
 C o v ari a n c e of P A N S S it e m 𝑇 a n d 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  

𝑇 𝑇 𝑟,𝑟
 Diff er e n c e b et w e e n P A N S S it e m 𝐻 a n d P A N S S it e m 𝐻 at a gi v e n ti m e p oi nt f or 

s u bj e ct ℎ  

𝐻  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 

𝑟 ( 𝑟 )  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, 𝐻 𝑟 𝑟

2 − 𝐻 𝐻 𝐻
2  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. Si mil arl y, Δ 𝛾 𝑟 ( 𝛾.𝐻 ) 𝐻

2  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, at 𝐻  = S cr e e ni n g a n d 𝐻  = B a s eli n e. F urt h er m or e, 𝑟 ( 𝛾 𝑟 𝛾,𝐻
| < 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 c e 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  

𝐻 𝐻 𝐻 𝑟𝛾 = ‖ Δ 𝑟 𝛾 𝐻
2 ‖

1
+ ∑ 𝐻 ( 𝑟 𝛾 𝑟

| < 0 )

2 1

𝛾 = 1

+ ‖ 𝐻 𝐻 𝑟 ,𝐻 = 1 ‖
1

+ ‖ 𝑟 𝐻 𝐻 ,𝑟 = 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 e x p a n d s i n cr e m e nt all y b y 0. 0 1 p oi nt f or e a c h it er ati o n u ntil t h e u p p er b o u n d of t h e r a n g e i s a b o v e 
t h e o b s er v e d m a xi m u m M N HI. T h e s m all e st u p p er b o u n d M N HI c orr e s p on d s t o t h e m e di a n C FI ( > 0. 9 5), 
T FI ( > 0. 9 5), a n d/ or R M S E A ( < 0. 0 8) a n d i s i d e ntifi e d a s 0. 1 1 3. It i s u s e d t o cl a s sif y s u bj e ct s i nt o M P N S 
e nri c h e d ( M N HI ≤ 0. 1 1 3) or d e -e nri c h e d ( M N HI > 0. 1 1 3) gr o u p s.  
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