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1. V E R SI O N HI S T O R Y

T a bl e 1. S u m m a r y of C h a n g es

V e rsi o n /
D at e

Ass o ci at e d 
P r ot o c ol 

A m e n d m e nt

R ati o n al e S p e cifi c C h a n g es

1 /
3 0 N o v 2 0 2 1

Ori gi n al :
2 4 A u g 2 0 2 1

A m e n d m e nt 1: 
1 2 O ct 2 0 2 1

N/ A  N/ A

2 / 
0 7 F e b 2 0 2 3

A m e n d m e nt 2: 
1 3 J a n 2 0 2 2
A m e n d m e nt 3:
0 9 M ar 2 0 2 2
A m e n d m e nt 4:
0 9 N o v 2 0 2 2

U p d at es 
b as e d o n 
S A P 
t e m pl at e 
u p d at e, 
pr ot o c ol 
a m e n d m e nts, 
A & R p la n 
r e vi e w a n d 
Bli n d e d D at a 
R e vi e ws.

R ati o n al e: t h e pr ot o c ol h as b e e n a m e n d e d 
t o 
1) a d d ol d er a d ult c o h ort [ P A 2]
2) a d d  

; c oll e ct uri n e i n P A R T B f or 
m e as u re m e nt of 6 β-
h y dr o x y c ortis ol/ c ortis ol [ P A 3]
3) all o w p arti ci p a nts t o b e all o c at e d t o 1 of 
3 di ets ( e g, st a n d ar d, H C H C, or H F H C), 
wit h o pti o n al a d diti o n al c o h orts of 
p arti ci p a nts all o c at e d t o t h e H F H C di et 
( wit h a l ar g er s a m pl e si z e). [ P A 4]

T h e f oll o wi n g s e cti o ns w er e r e vis e d as p art 
of t his r ati o n al e:

 U p d at e d pr ot o c ol titl e 

 S e cti o n 2. 2: u p d at e d e n d p oi nts t o 
m at c h pr ot o c ol a m e n d m e nts .
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 S e cti o n 2 .3 : a d d e d t e xt v er b ati m 
fr o m t h e pr ot o c ol a m e n d m e nts t o 
r efl e ct t h e c h a n g es t o t h e pr ot o c ol
a m e n d m e nts ; u p d at e d S c h e m a t o 
r efl e ct pr ot o c ol a m e n d m e nts

 S e cti o n s 3 a n d 6 : u p d at e d e n d p oi nts 
t o m at c h pr ot o c ol a m e n d m e nts.

 S e cti o n 5. 2 ; a d d e d r e p orti n g by
p o p ul ati o n a n d di et ar y al l o c ati o n

 S e cti o n 6: u p d at e d d es cri pti o n of 
‘ p o p ul ati o ns’ t o i n cl u d e ol d er 
c o h ort a n d di et ar y  all o c ati o n

 A p p e n di x 5: a d d e d a b br e vi ati o n s

R ati o n al e: C h a n g es t o r efl e ct c urr e nt S A P 
t e m pl at e:

 S e cti o n 2. 2: a d d e d “ T y p e ” a n d 
“ Esti m a n d ” c ol u m n s t o 
o bj e cti v e/ e n d p oi nt / esti m a n d t a bl e

 U p d at e d li n ks t hr o u g h o ut

R ati o n al e: C h a n g es t o r efl e ct u p d at es b as e d 
o n o n g oi n g r e vi e w of t a bl es:

 S e cti o n 3. 3. 1. 4: re m o v e d r el ati v e 
c h a n g es w or di n g

 S e cti o n 3. 3. 1. 5; c orr e ct e d 2 4 h o ur 
b as eli n e ti m e p oi nt

 S e cti o n 5. 2. 4: u p d at e d s t atisti c al 
m o d el d i a g n osti cs w or di ng;

 S e cti o n 5. 2. 5: A d d e d cl arifi c ati o n 
f or pl a c e b o d os e

 S e cti o n 6: cl arifi e d st u d y a n d p eri o d 
d a y  d efi niti o ns0
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 S e cti o n 6. 3. 1. 2: a d d e d a d diti o n al 
fl e xi bilit y t o d o e x pl or at or y E m a x 
m o d elli n g

 S e cti o n 6. 3. 1. 4: cl arifi e d M M R M 
a n al ys is m et h o d

 A p p e n di x 4: u p d at e d d T ar g et a n d 
pr e di ct e d E D 5 0 (i. e. t o us e t h e Q 8 H 
d os e) ; u p d at e d t h e Hill S D

3 / 
0 4 A u g 2 0 2 3

N/ A U p d at es 
b as e d o n 
A & R pl a n 
r e vi e w a n d 
Bli n d e d D at a 
R e vi e ws.

 S e cti o ns 3. 2. 1, 6. 2. 1 a n d 6. 3. 1. 1: 
a d d e d als o f or pl as m a M 4 
m et a b olit e ( P F- 0 7 2 7 5 4 2 8) w h er e 
p ossi bl e. R es ults m a y  n ot b e 
i n cl u d e d i n t h e C S R.

 S e cti o n s 5. 2. 4 a n d 6: a d d e d 
cl arifi c ati o n f or r e c or ds c oll e ct e d 
aft er dis c o nti n u ati o n of st u d y  dr u g
f or s el e ct e d t erti ar y e n d p oi nts

 S e cti o n 6. 1. 1. 2 - ch a n g e fr o m 
b as eli n e i n A L T a n d A S T will b e 
s u m m ari z e d a n d pl ott e d. 

 A p p e n di x 5 – a d d e d a br e vi ati o ns

2. I N T R O D U C TI O N

T his st atisti c al a n al ysis pl a n ( S A P ) pr o vi d es t h e d et ail e d m et h o d ol o g y  f or s u m m ar y a n d 
st atisti c al a n al ys es of t h e d at a c oll e ct e d i n St u d y C 4 5 4 1 0 0 3 .  T his d o c u m e nt m a y m o dif y t h e 
pl a ns o utli n e d i n t h e pr ot o c ol; h o w e v er, a n y m aj or m o difi c ati o ns of t h e pri m ar y e n d p oi nt 
d efi niti o n or its a n al y sis will als o b e r efl e ct e d i n a pr ot o c ol a m e n d m e nt.

T e xt i n it ali cs is t a k e n dir e ctly fr o m t h e pr ot o c ol.

2. 1. M o difi c ati o ns t o t h e A n al ysis Pl a n D es c ri b e d i n t h e P r ot o c ol

N ot a p pli c a bl e.
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2. 2. St u d y O bj e cti v es , E n d p oi nts, a n d Esti m a n d s

T y p e O bj e cti v e E n d p oi nt Esti m a n d
P a rt A
P ri m a r y:
S af et y  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 m ulti pl e, 
as c e n di n g, or al d os es of P F -
0 7 2 5 8 6 6 9 i n h e alt h y n o n -
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d).

 Ass ess m e nt of a d v ers e e v e nts, cli ni c al 
s af et y l a b or at or y t ests, vit al si g ns, 
c o nti n u o us c ar di a c m o nit ori n g, 1 2-
l e a d E C Gs, r es pir at or y r at e, or al b o d y 
t e m p er at ur e, p h ysi c al e x a mi n ati o ns, 
n e ur ol o gi c al e x a mi n ati o n fi n di n gs ,   
C- S S R S,  

..

N/ A

S e c o n d a r y:
P K  T o e v al u at e t h e pl as m a a n d 

uri n e P K of si n gl e a n d 
m ulti pl e or al d os es of P F -
0 7 2 5 8 6 6 9 i n h e alt h y n o n -
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d).

 P F - 0 7 2 5 8 6 6 9 pl as m a P K o n D a ys 1 
a n d 1 4: C m a x , A U C t a u, Tm a x , d os e-
n or m aliz e d C m a x , a n d d os e-n or m aliz e d 
A U C t a u

 P F - 0 7 2 5 8 6 6 9 uri n e P K o n D a y 1 4: 
A e t a u, A e t a u%,  a n d C L r (if d at a p er mit)

N/ A

T e rti a r y:
P K  T o e v al u at e a d diti o n al P K 

p ar a m et ers of P F - 0 7 2 5 8 6 6 9 
f oll o wi n g si n gl e a n d m ulti pl e 
or al d os es t o h e alt h y n o n -
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d).

 P F -0 7 2 5 8 6 6 9 pl as m a P K o n D a y 1 4: 
C L/ F, C mi n , C a v , P T R, R a c , R a c, C m a x , t½ , 
a n d V z/ F (if d at a p er mit)

N/ A

Ot h er  T o e v al u at e t h e eff e ct of 
m ulti pl e, as c e n di n g d os es of 
P F -0 7 2 5 8 6 6 9 a d mi nist er e d 
f or 1 4 d a ys i n h e alt h y n o n-
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d) o n 
b o d y w ei g ht .

 C h a n g e fr o m b as eli n e i n b o d y w ei g ht 
o n D a ys 7 a n d 1 4

N/ A
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Bi o m ar k ers  T o e v al u at e t h e p ot e nti al f or 
i n d u cti o n of C Y P 3 A wit h 
a d mi nistr ati o n of m ulti pl e, 
as c e n di n g d os es of P F -
0 7 2 5 8 6 6 9 a d mi nist er e d f or 
1 4 d a ys i n h e alt h y n o n -
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d).

 C h a n g e fr o m b as eli n e o n D a y 1 4:
o Uri n ar y 6  -

h y dr o x y c ortis ol/ c ortis ol r ati o;
o Pl as m a 4  -

h y dr o x y c h ol est er ol/ c h ol est er ol 
r ati o;

o S er u m e xtr a c ell ul ar v esi cl es (if 
a n al yz e d).

N/ A

Bi o m ar k ers  T o c o n d u ct e x pl or at or y 
pr ofili n g f or pl as m a 
m et a b olit es of P F - 0 7 2 5 8 6 6 9 
i n st e a d y-st at e pl as m a 
s a m pl es i n h e alt h y n o n -
J a p a n es e , J a p a n es e (if 
e nr oll e d), a n d ol d er a d ult 
p arti ci p a nts (if e nr oll e d).

 Q u alit ati v e pl as m a l e v els of p ot e nti al 
m et a b olit es of P F -0 7 2 5 8 6 6 9 at st e a d y -
st at e.:

N/ A

P art B
Pri m ar y:
P K  T o e v al u at e t h e eff e cts of 

P F -0 7 2 5 8 6 6 9 o n mi d az ol a m 
P K i n h e alt h y a d ult 
p arti ci p a nts

 Mi d az ol a m pl as m a P K p ar a m et ers 
al o n e a n d i n c o m bi n ati o n wit h P F-
0 7 2 5 8 6 6 9 o n P eri o d 1/ D a y 1, P eri o d 
2/ D a y 2, a n d P eri o d 2/ D a y 1 0: C m a x, 
A U Cl ast, a n d A U Ci nf (if d at a p er mit).

N/ A

S e c o n d ar y:
S af et y  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 mi d az ol a m 
al o n e a n d i n c o m bi n ati o n 
wit h P F - 0 7 2 5 8 6 6 9 w h e n 
a d mi nist er e d t o h e alt h y a d ult 
p arti ci p a nts

 A d v ers e e v e nts, vit al si g ns 
m e as ur e m e nts, c o nti n u o us p uls e 
o x i m etr y, 1 2-l e ad E C Gs, p h ysi c al
e x a mi n ati o n fi n di n gs, a n d cli ni c al 
s af et y l a b or at or y m e as ur e m e nts

N/ A

T erti ar y:
P K  T o e v al u at e t h e eff e cts of 

P F - 0 7 2 5 8 6 6 9 o n a d diti o n al 
P K p ar a m et ers of mi d az ol a m 
i n h e alt h y a d ult p arti ci p a nts

 Mi d az ol a m pl as m a P K p ar a m et ers 
al o n e a n d i n c o m bi n ati o n wit h P F-
0 7 2 5 8 6 6 9 o n P eri o d 1/ D a y 1, P eri o d 
2/ D a y 2, a n d P eri o d 2/ D a y 1 0: T m a x, 
C L/ F, Vz/ F, a n d t ½ (if d at a p er mit).

N/ A

Bi o m ar k ers  T o e v al u at e t h e p ot e nti al f or 
i n d u cti o n of C Y P 3 A wit h 
a d mi nistr ati o n of m ulti pl e, 
as c e n di n g d os es of P F -

 C h a n g e fr o m b as eli n e:
o Uri n ar y 6 β -

h y dr o x y c ortis ol/ c ortis ol r ati o o n 
D a y 7(if a n al yz e d);

N/ A
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0 7 2 5 8 6 6 9 i n h e alt h y a d ult 
p arti ci p a nts

o Pl as m a 4  -
h y dr o x y c h ol est er ol/ c h ol est er ol 
r ati o ;

o S er u m e xtr a c ell ul ar v esi cl es (if 
a n al yz e d)

2. 3. St u d y D esi g n

T his st u d y c o nsists of 2 p arts. P art A will e v al u at e t h e s af et y, t ol er a bilit y, a n d P K of m ulti pl e  
as c e n di n g d os es of P F -0 7 2 5 8 6 6 9. P art B will ass ess t h e eff e cts of P F -0 7 2 5 8 6 6 9 o n 
mi d az ol a m P K. A t ot al of u p t o a p pr o x i m at el y 1 5 0 p arti ci p a nts ar e pl a n n e d t o b e e nr oll e d i n 
t his st u d y. P arti ci p a nts w h o dis c o nti n u e pri or t o c o m pl eti o n of t h e st u d y f or r e as o ns 
u nr el at e d t o s af et y m a y b e r e pl a c e d at t h e dis cr eti o n of t h e i n v esti g at or a n d s p o ns or. 
P arti ci p a nts wit h dr a w n f or s af et y r e as o ns will n ot b e r e pl a c e d.

2. 3. 1. P a rt A

P art A of t his st u d y is a r a n d o miz e d, i n v esti g at or- a n d p arti ci p a nt -bli n d, s p o ns or -o p e n, 
pl a c e b o -c o ntr oll e d e v al u ati o n of t h e s af et y, t ol er a bilit y, a n d P K of P F -0 7 2 5 8 6 6 9 aft er 
a d mi nistr ati o n of m ulti pl e as c e n di n g or al d os es t o h e alt h y a d ult p arti ci p a nts. A n o pti o n al
c o h ort of h e alt h y a d ult J a p a n es e p arti ci p a nts m a y als o b e e v al u at e d if r es ults i n n o n -
J a p a n es e p arti ci p a nts s u p p ort f urt h er e v al u ati o n. U p t o 3 diff er e nt di et ar y all o c ati o ns (i e, 
st a n d ar d, hi g h c ar b o h y d r at e-hi g h c al ori e, a n d hi g h f at -hi g h c al ori e di ets) m a y b e e m pl o y e d. 
A n o pti o n al c o h ort of h e alt h y a d ult J a p a n es e p arti ci p a nts m a y als o b e e v al u at e d if r es ults i n 
n o n- J a p a n es e p arti ci p a nts s u p p ort f urt h er e v al u ati o n. I n a d diti o n, a n o pti o n al c o h ort of 
ol d e r a d ult p arti ci p a nts m a y als o b e e v al u at e d if r es ults i n y o u n g er p arti ci p a nts s u p p ort 
f urt h er e v al u ati o n. T h e c o h ort of ol d er p arti ci p a nts will o nl y b e e v al u at e d aft er t h e r es ults of 
P art B of t his st u d y ar e a v ail a bl e.  

A p pr o xi m at el y 1 3 8 h e alt h y a d ult p arti ci p a nts m a y b e e nr oll e d i n P art A, of w hi c h 
a p pr o xi m at el y 8 m a y b e J a p a n es e a n d 8- 1 0 m a y b e ol d er p arti ci p a nts.  

Pr e c a uti o n ar y s e nti n el d osi n g will b e us e d i n e a c h c o h ort of P art A i n w hi c h P F -0 7 2 5 8 6 6 9
e x p os ur es ( C m a x a n d/ or A U C 2 4 ) ar e pr oj e ct e d t o b e hi g h er t h a n t h e e x p os ur es e v al u at e d i n
t h e si n gl e as c e n di n g d os e cli ni c al st u d y C 4 5 4 1 0 0 1 or at t h e dis cr eti o n of t h e i n v esti g at or i n 
r es p o ns e t o s af et y si g n als o bs er v e d i n a pr e vi o us c o h ort. If t h e pr oj e ct e d e x p os ur es h a v e 
b e e n e v al u at e d i n a pr e vi o us c o h ort of t h e c urr e nt st u d y, s e nti n el d osi n g m a y b e o mitt e d. 
W h e n s e nti n el d osi n g is e m pl o y e d, 2 p arti ci p a nts ( 1 r e c ei vi n g P F -0 7 2 5 8 6 6 9 a n d 1 r e c ei vi n g 
pl a c e b o) will b e d os e d b ef or e t h e r e m ai ni n g p arti ci p a nts of t h at c o h ort ar e d os e d.   S af et y 
a n d t ol er a bilit y d at a t hr o u g h at l e ast 4 8 h o urs aft er t h e first d os e of st u d y i nt er v e nti o n f or t h e 
s e nti n el p arti ci p a nts will b e r e vi e w e d pri or t o d osi n g t h e r e m ai ni n g p arti ci p a nts of t h at
c o h ort.0
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A d diti o n al o pti o n al c o h orts m a y b e e nr oll e d t o r e p e at a d os e or t o e x p a n d t h e d os e/ e x p os ur e 
r a n g e or b ett er c h ar a ct eriz e a p arti c ul ar s af et y or t ol er a bilit y si g n al or cli ni c al bi o m ar k er of 
i nt er est ( e g, b o d y w ei g ht).

Fi g u r e 1 . St u d y D esi g n P a rt A

2. 3. 2. P a rt B

P art B will b e c o n d u ct e d if t h e r es ults of P art A s u p p ort f urt h er e v al u ati o n of P F -0 7 2 5 8 6 6 9. 
P art B is a 2 -p eri o d, fi x e d -s e q u e n c e, m ulti pl e -d os e, o p e n -l a b el d esi g n t o e v al u at e t h e eff e ct 
of P F -0 7 2 5 8 6 6 9 o n mi d az ol a m P K i n h e alt h y a d ult p arti ci p a nts. A t ot al of a p pr o xi m at el y 1 2 
h e alt h y a d u lt p arti ci p a nts p er c o h ort will b e e nr oll e d i n P art B. All p arti ci p a nts i n P art B
will b e all o c at e d t o st a n d ar d di et.

Pr e c a uti o n ar y s e nti n el d osi n g m a y b e us e d i n P art B if a ut oi n hi biti o n of P F -0 7 2 5 8 6 6 9 P K is
o bs er v e d i n P art A of t h e st u d y, or at t h e dis cr eti o n of t h e i n v esti g at or. B as e d o n p ot e nti al
ti m e-d e p e n d e nt i n hi biti o n of C Y P 3 A 4/ 5 at hi g h d os es of P F 0 7 2 5 8 6 6 9, n e ar m a xi m al
i n hi biti o n of C Y P 3 A 4/ 5 is pr e di ct e d t o o c c ur o n P eri o d 2/ D a y 2. T h er ef or e, if s e nti n el d osi n g
is e m pl o y e d, 2 p arti ci p a nts will b e d os e d, a n d if n o u nt o w ar d eff e cts ar e o bs er v e d t hr o u g h at
l e ast 2 4 h o urs aft er mi d az ol a m d osi n g i n P eri o d 2/ D a y 2 f or t h e s e nti n el p arti ci p a nts, t h e
r e m ai ni n g p arti ci p a nts of t h at c o h ort will t h e n b e d os e d. If u nt o w ar d eff e cts ar e o bs er v e d, a
l o w er d os e of P F-0 7 2 5 8 6 6 9 m a y b e e v al u at e d i n a n ot h er c o h ort.

I niti all y, a P F-0 7 2 5 8 6 6 9 d os e/ e x p os ur e l e v el si mil ar t o t h e M T D d et er mi n e d i n P art A is
pl a n n e d t o b e us e d t o m a xi miz e t h e p ossi bilit y of d et e cti n g a P K i nt er a cti o n wit h mi d az ol a m
i n P art B. H o w e v er, a l o w er d os e l e v el m a y b e e v al u at e d b as e d o n t h e r es ults of P art A.
A d diti o n al o pti o n al c o h orts m a y b e a d d e d if it is n e c ess ar y t o e v al u at e t h e eff e ct of 
a d diti o n al d os e l e v els of P F -0 7 2 5 8 6 6 9 o n mi d az ol a m P K. If t h e P F -0 7 2 5 8 6 6 9/ mi d az ol a m 
c o m bi n ati o n us e d i n t h e first c o h ort of P art B is w ell t ol er at e d, s e nti n el d osi n g m a y n ot b e 
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us e d i n s u bs e q u e nt c o h orts if t h e P F -0 7 2 5 8 6 6 9 d os e us e d i n a n y a d diti o n al c o h ort of P art B 
is l ess t h a n t h e P F-0 7 2 5 8 6 6 9 d os e e v al u at e d i n t h e first c o h ort of P art B.

Fi g u r e 2 . St u d y D esi g n P a rt B

3. E N D P OI N T S A N D B A S E LI N E V A RI A B L E S: D E FI NI TI O N S A N D 
C O N V E N TI O N S

3. 1. P ri m a r y E n d p oi nt(s)

3. 1. 1. P a rt A: S af et y a n d T ol e r a bilit y

Ass ess m e nt of a d v ers e e v e nts, cli ni c al s af et y l a b or at or y t ests, vit al si g ns, c o nti n u o us c ar di a c 
m o nit ori n g, 1 2 -l e a d E C Gs, r es pir at or y r at e, or al b o d y t e m p er at ur e, p h ysi c al e x a mi n ati o ns, 
n e ur ol o gi c al e x a mi n ati o n fi n di n gs , C-S S R S ,  

.

3. 1. 1. 1. A d v e rs e E v e nts

A n y  e v e nts o c c urri n g f oll o wi n g t h e st art of tr e at me nt, or i n cr e asi n g i n s e v erit y , will b e 
c o u nt e d as tr e at m e nt e m er g e nt. E v e nts t h at o c c ur i n a n o n -tr e at m e nt p eri o d (f or e x a m pl e 
F oll o w -u p) will b e c o u nt e d as tr e at m e nt e m er g e nt a n d attri b ut e d t o t h e m ost r e c e nt tr e at m e nt 
t a k e n. 

A 3 -ti er a p pr o a c h f or s u m m ari zi n g a d v ers e e v e nts ( A Es) will n ot b e us e d d u e t o t h e l o w 
n u m b er of p arti ci p a nts pl a n n e d t o b e r e cr uit e d.

3. 1. 1. 2. Cli ni c al S af et y L a b o r at o r y T ests

S af et y  l a b or at or y t ests will b e p erf or m e d as d es cri b e d i n t h e pr ot o c ol.
B as eli n e will b e d efi n e d as t h e ass ess m e nts o n D a y  -2.  H o w e v er, at t h e dis cr eti o n of t h e 
i n v esti g at or, n o n-s e nti n el p arti ci p a nts m a y b e gi n t h eir st a y at t h e C R U o n t h e s a m e d a y as 
t h e s e nti n el p arti ci p a nts i n or d er t o st a n d ar diz e c o n diti o ns f or all p arti ci p a nts of a gi v e n 
c o h ort. I n t h at c as e, a d m issi o n a n d b as eli n e a cti viti es c a n b e st art e d eit h er o n t h eir first d a y 
i n t h e C R U or o n D a y -2 of t h eir st a y , i n w hi c h c as e b as eli n e will b e t h e l ast pr e-d os e 
m e as ur e m e nt .

A n y  cli ni c al l a b or at or y a b n or m aliti es of p ot e nti al cli ni c al c o n c er n will b e d es cri be d. T o 
d et er mi n e if t h er e ar e a n y cli ni c all y  si g nifi c a nt l a b or at or y a b n or m aliti es, t h e h a e m at ol o gi c al, 
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cli ni c al c h e mistr y , uri n al y si s a n d ot h er s af et y t ests will b e ass ess e d a g ai nst t h e crit eri a 
s p e cifi e d i n t h e s p o ns or r e p orti n g st a n d ar ds.  T h e ass ess m e nt will t a k e i nt o a c c o u nt w h et h er 
e a c h p arti ci p a nt’s b as eli n e t est r es ult is wit hi n or o utsi d e t h e l a b or at or y  r ef er e n c e r a n g e f or 
t h e p arti c ul ar la b or at or y  p ar a m et er.

3. 1. 1. 3. Vit al Si g ns

Tri pli c at e s u pi n e a n d si n gl e ort h ost ati c bl o o d pr ess ur e ( B P) a n d p uls e r at e m e as ur e m e nts will 
b e t a k e n as d es cri b e d i n t h e pr ot o c ol.  N ot e t h at s o m e of t h e s u pi n e m e as ur e m e nts ar e 
c oll e ct e d as p art of t h e ort h ost ati c ass ess m e nt. W h e n ti mi n g of ort h ost ati c ass ess m e nts 
c oi n ci d es wit h ti mi n g of tri pli c at e s u pi n e ass ess m e nts, t h e l ast of t h e tri pli c at e s u pi n e 
r e a di n gs will b e us e d as t h e s u pi n e r e a di n g f or t h e ort h ost ati c ass ess m e nt.  T h e a v er a g e of t h e 
tri pli c at e m e as ur e me nts ( w h e n a p pr o pri at e) will b e c al c ul at e d f or e a c h vit al si g ns p ar a m et er.

B as eli n e f or s u pi n e B P a n d p uls e r at e will b e d efi n e d as t h e a v er a g e of t h e tri pli c at e 
m e as ur e m e nts c oll e ct e d at t h e pr e -d os e ( 0 h o ur) ass ess m e nt o n D a y 1.  B as eli n e f or st a n di n g 
B P a n d p uls e r at e ( as p art of t h e ort h ost ati c vit al si g ns) will b e d efi n e d as t h e pr e -d os e ( 0 
h o ur) ass ess m e nt o n D a y 1.

T h e f oll o wi n g e n d p oi nts will b e d et er mi n e d:
 P ost ur al diff er e n c es (s u pi n e - st a n di n g) f or s yst oli c a n d di ast oli c B P a n d f or p uls e r at e

( at e a c h ort h ost ati c ass ess m e nt ti m e p oi nt)
 C h a n g e fr o m b as eli n e ( C F B) i n s u pi n e, st a n di n g a n d p ost ur al diff er e n c es f or s yst oli c 

a n d di ast oli c B P a n d f or p uls e r at e
 T h e mi ni m u m a n d m a xi m u m p ost -d os e s u pi n e a n d st a n di n g f or s yst oli c a n d di ast oli c 

B P a n d f or p ul s e r at e
 T h e m a xi m u m p ost -d os e p ost ur al diff er e n c es f or s y st oli c a n d di ast oli c B P
 T h e mi ni m u m p ost -d os e p ost ur al diff er e n c es f or p uls e r at e
 T h e m a xi m u m d e cr e as e a n d i n cr e as e fr o m b as eli n e o v er all m e as ur e m e nts t a k e n p ost -

d os e f or s u pi n e, st a n di n g a n d p ost ur al diff er e n c es f or s ys t oli c a n d di ast oli c B P a n d 
p uls e r at e.

T h e m a xi m u m i n cr e as e fr o m b as eli n e will b e c al c ul at e d b y s el e cti n g t h e m a xi m u m c h a n g e 
fr o m b as eli n e o v er t h e r es p e cti v e p eri o d, e x c e pt i n t h e c as e w h er e a p arti ci p a nt d o es n ot 
s h o w a n i n cr e as e.   I n s u c h a n i nst a n c e, t h e mi ni m u m d e cr e as e s h o ul d b e t a k e n.  Si mil arl y, t h e 
m a xi m u m d e cr e as e fr o m b as eli n e will b e d et er mi n e d b y s el e cti n g t h e mi ni m u m v al u e of t h e 
c h a n g es fr o m b as eli n e.  I n c as es w h er e a p arti ci p a nt d o es n ot s h o w a d e cr e as e, t h e mi ni m u m 
i n cr e as e s h o ul d b e t a k e n.

3. 1. 1. 4. C o nti n u o us C a r di a c M o nit o ri n g

C o nti n u o us c ar di a c m o nit ori n g will b e p erf or m e d usi n g t el e m etr y as o utli n e d i n t h e pr ot o c ol.

All a b n or m al r h yt h ms will b e r e c or d e d a n d r e vi e w e d b y  t h e i n v esti g at or f or t h e pr es e n c e of 
r h yt h ms of p ot e nti al cli ni c al c o n c er n.  T h e ti m e, d ur ati o n, a n d d es cri pti o n of t h e cli ni c ally 
si g nifi c a nt e v e nt will b e r e c or d e d i n t h e C R F.  E v e nts d e e m e d of cli ni c al c o n c er n will b e 
r e c or d e d as A Es a n d will b e s u m m ari z e d as p art of t h e st a n d ar d A E o ut p uts.
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3. 1. 1. 5. 1 2 -l e a d E l e ctr o c a r di o g r a ms

A si n gl e s u pi n e 1 2 -l e a d E C G will b e o bt ai n e d o n all p arti ci p a nts at s cr e e ni n g, dis c h ar g e a n d 
f oll o w- u p.  1 2 -l e a d E C Gs will b e r e c or d e d i n tri pli c at e o n all p arti ci p a nts at all ot h er ti m es 
d et ail e d i n t h e pr ot o c ol.  T h e a v er a g e of t h e tri pli c at e r e a di n gs ( w h e n a p pr o pri at e) will b e 
c al c ul at e d f or e a c h E C G p ar a m et er.

T h e Q T, Q T c F, P R, R R, Q R S i nt er v al a n d h e art r at e will b e r e c or d e d at e a c h ass ess m e nt ti m e.  
If n ot s u p pli e d, Q T c F will b e d eri v e d usi n g Fri d eri ci a’s h e art r at e c orr e cti o n f or m ul a:

Q T c F = Q T / ( R R) 1/ 3 w h er e R R = 6 0/ H R (if n ot pr o vi d e d).

T h e a v er a g e of t h e tri pli c at e E C G m e as ur e m e nts o v er t h e 3 pr e -d os e m e as ur e m e nt ti m es 
(-1 H, -0. 5 H, a n d pr e d os e 0 H; t ot al of 9 E C G m e as ur e m e nts) c oll e ct e d b ef or e m or ni n g d os e 
a d mi nistr ati o n o n D a y  1 will s er v e as e a c h p arti ci p a nt’s b as eli n e v al u e.

T h e f oll o wi n g e n d p oi nts will b e d et er mi n e d: -
 c h a n g e fr o m b as eli n e i n Q T, Q T c F, P R, Q R S i nt er v al a n d h e art r at e
 m a xi m u m p ost - d os e Q T c F, P R a n d Q R S i nt er v al
 m a xi m u m i n cr e as e fr o m b as eli n e o v er all m e as ur e m e nts t a k e n p ost -d os e f or Q T c F , 

P R a n d Q R S v al u es

T h e m a xi m u m i n cr e as e fr o m b as eli n e will b e c al c ul at e d b y s el e cti n g t h e m a xi m u m c h a n g e 
fr o m b as eli n e o v er t h e r es p e cti v e p eri o d, e x c e pt i n t h e c as e w h er e a p arti ci p a nt d o es n ot 
s h o w a n i n cr e as e.  I n s u c h a n i nst a n c e, t h e mi ni m u m d e cr e as e s h o ul d b e t a k e n.

3. 1. 1. 6. R es pi r at o r y R at e

R es pir at or y  r at e will b e m e as ur e d at ti m es s p e cifi e d i n t h e pr ot o c ol.

B as eli n e will b e t h e pr e -d os e ( 0 h o ur) ass ess m e nt o n D a y  1.

C h a n g e fr o m b as eli n e i n r es pir at or y r at e will b e d et er mi n e d, as w ell t h e m a xi m u m i n cr e as e 
a n d d e cr e as e fr o m b as eli n e o v er all m e as ur e m e nts t a k e n p ost -d os e.

3. 1. 1. 7. O r al B o d y T e m p e r at u r e

Or al b o d y t e m p er at ur e will b e m e as ur e d at ti m es s p e cifi e d i n t h e pr ot o c ol.

B as eli n e will b e t h e pr e -d os e ( 0 h o ur) ass ess m e nt o n D a y  1.

C h a n g e fr o m b as eli n e i n b o d y  t e m p er at ur e will b e d et er mi n e d, as w ell t h e m a xi m u m i n cr e as e 
a n d d e cr e as e fr o m b as eli n e o v er all m e as ur e m e nts t a k e n p ost -d os e.

3. 1. 1. 8. P h ysi c al a n d N e u r ol o gi c al E x a mi n ati o ns

P h y si c al a n d n e u r ol o gi c al e x a mi n ati o ns will b e p erf or m e d as d es cri b e d i n t h e pr ot o c ol.  
P h ysi c al e x a mi n ati o n, a n d n e ur ol o gi c al e x a mi n ati o n i nf or m ati o n, as a p pli c a bl e, c oll e ct e d 
d uri n g t h e c o urs e of t h e st u d y will b e c o nsi d er e d s o ur c e d at a a n d will n ot b e r e q uir e d t o b e 
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r ep ort e d, u nl ess ot h er wis e n ot e d. H o w e v er, a n y u nt o w ar d fi n di n gs i d e ntifi e d o n p h ysi c al 
a n d/ or n e ur ol o gi c al e x a mi n ati o ns c o n d u ct e d d uri n g t h e a cti v e c oll e cti o n p eri o d will b e 
c a pt ur e d as A Es, if t h os e fi n di n gs m e et t h e d efi niti o n of a n A E.

3. 1. 1. 9. C- S S R S

T h e C - S S R S is a v ali d at e d t o ol t o e v al u at e s ui ci d al i d e ati o n a n d b e h a vi o ur.  T h e 
‘ Bas eli n e/ Lif eti m e ’ ass ess m e nt is t o b e p erf or m e d at S cr e e ni n g .  All ot h er ass ess m e nts 
s h o ul d us e t h e ‘Si n c e L ast Visit ’ ass ess m e nt.   D at a r el e v a nt t o t h e ass ess m e nt of s ui ci d alit y  
will b e m a p p e d t o t h e C ol u m bi a - Cl assifi c ati o n Al g orit h m of S ui ci d e Ass ess m e nt ( C-C A S A) 
c o d es as gi v e n i n A p p e n di x 2 .

3. 1. 2. P a rt B: Mi d a z ol a m P K P a r a m et e rs

 Mi d az ol a m pl as m a P K p ar a m et ers al o n e a n d i n c o m bi n ati o n wit h P F -0 7 2 5 8 6 6 9 o n 
P eri o d 1/ D a y 1, P eri o d 2/ D a y 2, a n d P eri o d 2/ D a y 1 0 : Cm a x , A U Cl ast, a n d A U Ci nf (if d at a 
p er mit).

Bl o o d s a m pl es f or P K a n al y sis of mi d a z ol a m will b e c oll e ct e d a c c or di n g t o t h e pr ot o c ol.  

Pl as m a P K p ar a m et ers ( o n P eri o d 1/ D a y  1, P eri o d 2/ D a y 2 a n d P eri o d 2/ D a y 1 0 ) f or 
mi d a z ol a m will b e d e ri v e d fr o m t h e pl as m a c o n c e ntr ati o n-ti m e pr ofil es usi n g st a n d ar d n o n-
c o m p art m e nt al m et h o ds, as d at a p er mit.  

T a bl e 2 s h o ws t h e a n al ysis s c al e a n d m et h o d f or e a c h p ar a m et er.

T a bl e 2 .  Mi d a z ol a m P K P a r a m et e rs

P a r a m et e r
A n al ysis 

S c al e
P e ri o d 1/ D a y 1
(Mi d a z ol a m )

P e ri o d 2/ D a y 2
(Mi d a z ol a m +
P F -0 7 2 5 8 6 6 9 )

P e ri o d 2/ D a y 1 0
(Mi d a z ol a m +
P F -0 7 2 5 8 6 6 9 )

C m a x l n A, D A, D A, D

A U C l ast l n A, D A, D A, D

A U C i nf* l n A, D A, D A, D

* =if d at a p er mit. A b br e vi ati o ns: A = a n al y z e d usi n g a st atisti c al m o d el; D = dis pl a y e d wit h 
d es cri pti v e st atisti cs as o utli n e d i n T a bl e 6 i n S e cti o n 6. 1. 2 ; l n = n at ur al-l o g tr a nsf or m e d.  

3. 2. S e c o n d a r y E n d p oi nt(s)

3. 2. 1. P a rt A: P F - 0 7 2 5 8 6 6 9 Pl as m a a n d U ri n e P K P a r a m et e rs

 P F - 0 7 2 5 8 6 6 9 pl as m a P K o n D a ys 1 a n d 1 4: C m a x, A U Ct a u, T m a x, d os e-n or m aliz e d 
C m a x, a n d d os e -n or m aliz e d A U Ct a u
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 P F -0 7 2 5 8 6 6 9 uri n e P K o n D a y 1 4: A e t a u, A et a u%, a n d C Lr (if d at a p er mit)

Pl as m a P K p ar a m et ers will als o b e c al c ul at e d f or t h e M 4 m et a b olit e ( P F -0 7 2 7 5 4 2 8) w h er e 
p ossi bl e a n d as a p pli c a bl e . Bl o o d a n d uri n e s a m pl es f or P K a n al y sis of P F - 0 7 2 5 8 6 6 9 will b e 
c oll e ct e d a c c or di n g t o t h e pr ot o c ol.

Pl as m a P K p ar a m et ers ( o n D a ys 1 a n d 1 4) a n d uri n e P K p ar a m et ers ( o n D ay 1 4) f or 
P F - 0 7 2 5 8 6 6 9 will b e d eri v e d fr o m t h e pl as m a a n d uri n e c o n c e ntr ati o n- ti m e pr ofil es usi n g 
st a n d ar d n o n -c o m p art m e nt al m et h o ds , as d at a p er mit.

T a bl e 3 s h o ws t h e a n al ysis s c al e a n d m et h o d f or e a c h p ar a m et er.

T a bl e 3. P F -0 7 2 5 8 6 6 9 P K p a r a m et e rs

P a r a m et e r A n al ysis S c al e P F - 0 7 2 5 8 6 6 9

Pl as m a P ar a m et ers

C m a x l n D

A U C t a u l n D

T m a x R D

C m a x ( d n) l n D

A U C t a u ( d n) l n D

Uri n e P ar a m et ers

A e t a u l n D

A e t a u% l n D

C L r l n D

A b br e vi ati o ns: ( d n) = D os e n or m ali z e d; D = dis pl a y e d wit h d es cri pti v e st atisti cs as o utli n e d i n 
T a bl e 7 i n S e cti o n 6. 2. 1 ; l n= n at ur al -l o g tr a nsf or m e d; R =r a w ( u ntr a nsf or m e d).

3. 2. 2. P a rt B: S af et y a n d T ol e r a bilit y

 A d v ers e e v e nts, vit al si g ns m e as ur e m e nts, c o nti n u o us p uls e o xi m etr y, 1 2 -l e a d E C Gs, 
p h ysi c al e x a mi n ati o n fi n di n gs, a n d cli ni c al s af et y l a b or at or y m e as ur e m e nts

S e e s e cti o n s 3. 1. 1. 1 , 3. 1. 1. 2 , 3. 1. 1. 3 , 3. 1. 1. 5 a n d 3. 1. 1. 8 f or d et ails o n t h e s af ety e n d p oi nts.  

S e e s e c ti o ns 3. 1. 1. 6 a n d 3. 1. 1. 7 f or d et ails o n a d diti o n al s af et y e n d p oi nts (r es pirat or y  r at e 
a n d or al b o d y t e m p er at ur e).

C o nti n u o us p uls e o xi m etr y  will b e p erf or m e d as o utli n e d i n t h e pr ot o c ol.  E v e nts d e e m e d of 
cli ni c al c o n c er n will b e r e c or d e d as A Es a n d will b e s u m m ari z e d as p art of t h e st a n d ar d A E 
o ut p uts.

F or P art B vit al si g ns , E C G , cli ni c al s af ety l a b or at or y m e as ur e m e nts, r es pir at or y  r at e a n d or al 
b o d y  t e m p er at ur e d at a , b as eli n e will b e d efi n e d as t h e l ast pr e -d os e ass ess m e nt o n D a y  1,
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P eri o d 1. W h er e a p pr o pri at e , as o utli n e d i n t h e pr ot o c ol, t h e a v er a g e of tri pli c at e m e as ur es 
will b e us e d f or t h is b as eli n e.  

3. 3. Ot h e r E n d p oi nt (s)

3. 3. 1. P a rt A

3. 3. 1. 1. A d diti o n al P F -0 7 2 5 8 6 6 9 P K P a r a m et e rs

 P F - 0 7 2 5 8 6 6 9 pl as m a P K o n D a y 1 4: C L/ F, C mi n, C a v, P T R, R a c, R a c, C m a x, t ½, a n d 
Vz/ F (if d at a p er mits).

T h es e P K p ar a m et ers will als o b e c al c ul at e d f or M 4 m et a b ol it e ( P F-0 7 2 7 5 4 2 8) w h er e 
p ossi bl e .

A d diti o n al pl as m a P K p ar a m et ers ( o n D a y 1 4) f or P F - 0 7 2 5 8 6 6 9 will b e d eri v e d fr o m t h e 
pl as m a c o n c e ntr ati o n -ti m e pr ofil es usi n g st a n d ar d n o n -c o m p art m e nt al m et h o ds , as d at a 
p er mit.

T a bl e 4 s h o ws t h e a n al ysis s c al e a n d m et h o d f or e a c h of t h es e a d diti o n al p ar a m et ers.

T a bl e 4 . A d diti o n al P F -0 7 2 5 8 6 6 9 P K p a r a m et e rs

* =if d at a p er mits. A b br e vi ati o ns: D = dis pl a y e d wit h d es cri pti v e st atisti cs as o utli n e d i n T a bl e 
8 i n S e cti o n 6. 3. 1. 1 ; l n= n at ur al -l o g tr a nsf or m e d; R =r a w ( u ntr a nsf or m e d) .

3. 3. 1. 2. B o d y W ei g ht

 C h a n g e fr o m b as eli n e i n b o d y w ei g ht o n D a ys 7 a n d 1 4.

B o d y w ei g ht will b e m e as ur e d at ti m es s p e cifi e d i n t h e pr ot o c ol.

B as eli n e will b e d efi n e d as t h e pr e -d os e ( 0 h o ur) ass ess m e nt o n D a y  1. 

C h a n g e fr o m b as eli n e a n d p er c e nt c h a n g e fr o m b as eli n e will b e c al c ul at e d f or e a c h p ost-
b as eli n e ti m e p oi nt. 

P a r a m et e r
A n al ysis 

S c al e
P F -0 7 2 5 8 6 6 9

C L / F l n D

C mi n l n D

C a v l n D

P T R l n D

R a c l n D

R a c, C m a x l n D

t ½* R D

V z/ F * l n D
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3. 3. 1. 7. P ot e nti al f o r I n d u cti o n of C Y P 3 A

 C h a n g e fr o m b as eli n e o n D a y 1 4:
• Uri n ar y 6  -h y dr o x y c ortis ol/ c ortis ol r ati o;
• Pl as m a 4  - h y dr o x y c h ol est er ol/ c h ol est er ol r ati o;
• S er u m e xtr a c ell ul ar v esi cl es (if a n al yz e d).

Bl o o d s a m pl es f or t h e m e as ur e m e nt of 4  -h y dr o x y c h ol est er ol, c h ol est er ol a n d e xtr a c ell ul ar 
v esi cl es, a n d uri n e s a m pl es f or t h e m e as ur e m e nt of 6  -h y dr o x y c o rtis ol a n d c ortis ol will b e 
c oll e ct e d at ti m es s p e cifi e d i n t h e pr ot o c ol.

B as eli n e f or u ri n ar y 6 -h y d r o xy c ortis ol/ c ortis ol r ati o will b e t h e s a m pl e o n D a y  - 1. B as eli n e 
f or p l as m a 4 -h y dr o x y c h ol est er ol/ c h ol est er ol r ati o a n d s er u m e xtr a c ell ul ar v esi cl es (if 
a n al ys e d) will b e t h e pr e -d os e ( 0 h o ur) s a m pl e o n D a y  1. 

C h a n g e fr o m b as eli n e a n d p er c e nt c h a n g e fr o m b as eli n e will b e c al c ul at e d at e a c h p ost -
b as eli n e ti m e p oi nt.  

3. 3. 1. 8. Q u alit ati v e M et a b olit e P r ofili n g

 Q u alit ati v e pl as m a l e v els of p ot e nti al m et a b olit es of P F - 0 7 2 5 8 6 6 9 at st e a d y-st at e.

M et a b olit e pr ofili n g m a y b e c o n d u ct e d as p art of t his st u d y  a n d us e d f or i nt er n al e x pl or at or y  
p ur p os es .  T h es e d at a will n ot b e i n cl u d e d i n t h e C S R.

3. 3. 1. 9. Ot h e r E n d p oi nts

 
 

R et ai n e d R es e ar c h S a m pl es f or bi o m ar k ers a n d g e n eti cs will b e c oll e ct e d as p ar t of t his st u d y
a n d m a y  b e us e d f or i nt er n al e x pl or at or y p ur p os es.  T h es e d at a will n ot b e i n cl u d e d i n t h e 
C S R.
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3. 3. 2. P a rt B

3. 3. 2. 1. A d diti o n al Mi d a z ol a m P K P a r a m et e rs 

 Mi d az ol a m pl as m a P K p ar a m et ers al o n e a n d i n c o m bi n ati o n wit h P F -0 7 2 5 8 6 6 9 o n 
P eri o d 1/ D a y 1, P eri o d 2/ D a y 2, a n d P eri o d 2/ D a y 1 0: T m a x, C L/ F, Vz/ F, a n d t ½ (if d at a 
p er mit).

A d diti o n al pl as m a P K p ar a m et ers ( o n P eri o d 1/ D a y  1, P eri o d 2/ D a y 2 a n d P eri o d 2/ D a y 1 0 ) 
f or mi d a z ol a m will b e d eri v e d fr o m t h e pl as m a c o n c e ntr ati o n-ti m e pr ofil es usi n g st a n d ar d 
n o n- c o m p art m e nt al m et h o ds, as d at a p er mit.

T a bl e 5 s h o ws t h e a n al ysis s c al e a n d m et h o d f or e a c h of t h es e a d diti o n al p ar a m et ers.

T a bl e 5. A d diti o n al Mi d a z ol a m P K P a r a m et e rs

P a r a m et e r
A n al ysis 

S c al e
P e ri o d 1/ D a y 1 
(Mi d a z ol a m )

P e ri o d 2/ D a y 2
(Mi d a z ol a m +
P F -0 7 2 5 8 6 6 9 )

P e ri o d 2/ D a y 1 0
(Mi d a z ol a m +
P F -0 7 2 5 8 6 6 9 )

T m a x R D D D

C L / F* l n D D D

V z/ F * l n D D D

t ½* R D D D

* =if d at a p er mits. A b br e vi ati o ns: D = dis pl a y e d wit h d es cri pti v e st atisti cs as o utli n e d i n T a bl e 
9 i n S e cti o n 6. 3. 2. 1 ; l n= n at ur al -l o g tr a nsf or m e d; R =r a w ( u ntr a nsf or m e d)

3. 3. 2. 2. P ot e nti al f o r In d u cti o n of C Y P 3 A

 C h a n g e fr o m b as eli n e o n D a y 1 0:
o Uri n ar y 6 β -h y dr o x y c ortis ol/ c ortis ol r ati o o n D a y 7(if a n al yz e d);

o Pl as m a 4  - h y dr o x y c h ol est er ol/ c h ol est er ol r ati o
o S er u m e xtr a c ell ul ar v esi cl es (if a n al yz e d)

Bl o o d s a m pl es f or t h e m e as ur e m e nt of uri n ar y  6 -h y dr o x y c ortis ol, c ortis ol, pl as m a 
4  -h y dr o x y c h ol est er ol, c h ol est er ol a n d e xtr a c ell ul ar v esi cl es will b e c oll e ct e d at ti m es 
s p e cifi e d i n t h e pr ot o c ol.

B as eli n e will b e t h e s a m pl e o n D a y  1 P eri o d 1, pri or t o m or ni n g d osi n g. 

C h a n g e fr o m b as eli n e a n d p er c e nt c h a n g e fr o m b as eli n e will b e c al c ul at e d f or D a y  1 0 P eri o d 
2.
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3. 4. B as eli n e V a ri a bl es

N ot a p pli c a bl e.

3. 5. S af et y E n d p oi nts

S e e S e cti o n 3. 2. 1 f or s af et y e n d p oi nts f or P art A. 

S e e S e cti o n 3. 2. 2 f or s af et y e n d p oi nts f or P art B.

3. 5. 1. C O VI D -1 9

P arti ci p a nts will u n d er g o C O VI D -1 9 r el at e d m e as ur es p er C R U pr o c e d ur es.

4. A N A L Y SI S S E T S ( P O P U L A TI O N S F O R A N A L Y SI S )

D at a f or all p arti ci p a nts will b e ass ess e d t o d et er mi n e if p arti ci p a nts m e et t h e crit eri a f or 
i n cl usi o n i n e a c h a n alys is p o p ul ati o n pri or t o u n bli n di n g a n d r el e asi n g t h e d at a b as e a n d 
cl assifi c ati o ns will b e d o c u m e nt e d p er st a n d ar d o p er ati n g pr o c e d ur es.

P arti ci p a nt A n al ysis S et D es cri pti o n

E nr oll e d/ R a n d o ml y 
assi g n e d t o st u d y 
i nt er v e nti o n

" E nr oll e d " m e a ns a p arti ci p a nt's a gr e e m e nt t o p arti ci p at e i n a 
cli ni c al st u d y f oll o wi n g c o m pl eti o n of t h e i nf or m e d c o ns e nt 
pr o c ess a n d s cr e e ni n g.  P ot e nti al p arti ci p a nts w h o ar e 
s cr e e n e d f or t h e p ur p os e of d et er mi ni n g eli gi bilit y f or t h e st u d y, 
b ut d o n ot p arti ci p at e i n t h e st u d y, ar e n ot c o nsi d er e d e nr oll e d, 
u nl ess ot h er wis e s p e cifi e d b y t h e pr ot o c ol. A p arti ci p a nt will b e 
c o nsi d er e d e nr oll e d if t h e i nf or m e d c o ns e nt is n ot wit h dr a w n 
pri or t o p arti ci p ati n g i n a n y st u d y a cti vit y aft er s cr e e ni n g.

F ull A n al ysis S et ( F A S) All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y i nt er v e nti o n a n d 
w h o t a k e at l e ast 1 d os e of st u d y i nt er v e nti o n, f or t h e gi v e n p art 
of t h e st u d y ( P art A or B) .

S af et y A n al ysis S et All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y i nt er v e nti o n a n d 
w h o t a k e at l e ast 1 d os e of st u d y i nt er v e nti o n, f or t h e gi v e n p art 
of t h e st u d y ( P art A or B). P ar ti ci p a nts will b e a n al yz e d 
a c c or di n g t o t h e pr o d u ct t h e y a ct u all y r e c ei v e d.

P K C o n c e ntr ati o n S et All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y i nt er v e nti o n a n d 
w h o t a k e at l e ast 1 d os e of mi d az ol a m a n d/ or st u d y i nt er v e nti o n 
a n d i n w h o m at l e ast 1 pl as m a or uri n e c o n c e ntr ati o n v al u e is 
r e p ort e d, f or t h e gi v e n p art of t h e st u d y ( P art A or B).
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P arti ci p a nt A n al ysis S et D es cri pti o n

P K P ar a m et er S et All p arti ci p a nts r a n d o ml y assi g n e d t o st u d y i nt er v e nti o n a n d 
w h o t a k e at l e ast 1 d os e of mi d az ol a m a n d/ or st u d y i nt er v e nti o n 
a n d h a v e at l e ast 1 of t h e P K p ar a m et ers of i nt er est c al c ul at e d,
f or t h e gi v e n p art of t h e st u d y ( P art A or B).

5. G E N E R A L M E T H O D O L O G Y A N D C O N V E N TI O N S

5. 1. H y p ot h es es a n d D e cisi o n R ul es

T h er e is n o st atisti c al h y p ot h esis t esti n g pl a n n e d f or t his st u d y  a n d n o st atisti c al d e cisi o n 
r ul es will b e a p pli e d.

5. 2. G e n e r al M et h o ds

P art A a n d P art B of t h e st u d y will b e pr es e nt e d s e p ar at el y.

U nl ess ot h er wis e st at e d, all s u m m ari es a n d pl ots will b e pr es e nt e d b y tr e at m e nt gr o u p, wit h 
d at a fr o m diff er e nt p o p ul ati o ns ( e. g. n o n -J a p a n es e, J a p a n es e a n d ol d er a dult p arti ci p a nts), if 
a p pr o pri at e, r e p ort e d s e p ar at el y. E a c h di et ar y  all o c ati o n (i e, st a n d ar d, hi g h c ar b o hy dr at e -hi g h 
c al ori e, a n d hi g h f at -hi g h c al ori e di ets) will als o b e r e p ort e d s e p ar at el y.

If a d os e l e v el is r e p e at e d a cr oss 2 or m or e c o h orts ( wit hi n a di et), t h e d at a m a y b e c o m bi n e d 
a n d/ or r e p ort e d s e p ar at el y.

5. 2. 1. A n al ys es f o r C o nti n u o us E n d p oi nts

U nl ess ot h er wis e st at e d, c o nti n u o us v ari a bl es will b e pr es e nt e d usi n g s u m m ar y st atisti cs: 
n u m b er of o bs er v ati o ns, arit h m eti c m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m a n d 
m a xi m u m v al u es.

L o g tr a nsf or m e d c o nti n u o us v ari a bl es will b e pr es e nt e d usi n g s u m m ar y st atisti cs: n u m b er of 
o bs er v ati o ns, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n, mi ni m u m, m a xi m u m, 
g e o m etri c m e a n a n d g e o m etri c c v % .

5. 2. 2. A n al ys es f o r C at e g o ri c al E n d p oi nts

C at e g ori c al v ari a bl es will b e pr es e nt e d usi n g s u m m ar y  st atisti cs: n u m b er of o bs er v ati o ns a n d 
p er c e nt a g es.

5. 2. 3. Mi x e d Eff e cts M o d el 

A mi x e d eff e ct s m o d el wit h tr e at m e nt as a fi x e d eff e ct a n d p arti ci p a nt as a r a n d o m eff e ct will
b e us e d . Esti m at es of t h e a dj ust e d m e a n diff er e n c es ( T est-R ef er e n c e) a n d c orr es p o n di n g 
9 0 % c o nfi d e n c e i nt er v als will b e o bt ai n e d fr o m t h e m o d el. T h e a dj ust e d m e a n diff er e n c es 
a n d 9 0 % c o nfi d e n c e i nt er v als f or t h e diff er e n c es will b e e x p o n e nti at e d t o pr o vi d e esti m at es 
of t h e r ati o of a dj ust e d g e o m etri c m e a ns ( T est/ R ef er e n c e) a n d 9 0 % c o nfi d e n c e i nt er v als f or 
t h e r ati os.
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E x a m pl e S A S c o d e is pr o vi d e d i n A p p e n di x 3 .

5. 2. 4. Mi x e d M o d el R e p e at e d M e as u r es

A n M M R M m o d el will b e us e d wit h tr e at m e nt, ti m e ( as a f a ct or), tr e at m e nt-b y -ti m e
i nt er a cti o n, b as eli n e a n d b as eli n e -b y -ti m e i nt er a cti o n as fi x e d eff e cts. P arti ci p a nt will b e 
fitt e d as a r a n d o m eff e ct i n t h e m o d el wit h ti m e as a r e p e a t e d eff e ct wit hi n e a c h p arti ci p a nt.  
A n u nstr u ct ur e d c o v ari a n c e m atri x will b e fitt e d t o t h e r e p e at e d ti m es wit hi n p arti ci p a nt 
( ot h er c o v ari a n c e m atri c es will b e c o nsi d er e d if n e c ess ar y, e. g. if t h e m o d el d o es n ot 
c o n v er g e ). R e c or ds c oll e ct e d aft er dis c o nti n u ati o n of st u d y  dr u g will b e e x cl u d e d.  

T h e L e ast S q u ar es ( L S) m e a ns  ( a n d st a n d ar d err ors, 9 0 % c o nfi d e n c e i nt er v als a n d 2 -si d e d p -
v al u es) will b e o bt ai n e d f or e a c h tr e at m e nt at e a c h ti m e p oi nt. Diff er e n c es ( a n d st a n d ar d 
er r ors, 9 0 % c o nfi d e n c e i nt er v als a n d 2-si d e d p -v al u es) b et w e e n L S m e a ns will als o b e 
o bt ai n e d , c o m p ari n g e a c h d os e of P F - 0 7 2 5 8 6 6 9 v ers us pl a c e b o. If d at a h a v e b e e n l o g g e d, 
L S m e a ns a n d diff er e n c es (i n cl u di n g CI’s) will b e b a c k tr a nsf or m e d t o gi v e p er c e nt c h a n g es 
fr o m b as eli n e ([r el ati v e c h a n g e fr o m b as eli n e -1] * 1 0 0) a n d p er c e nt c h a n g e fr o m pl a c e b o 
([r ati o of r el ati v e c h a n g e fr o m b as eli n e -1] * 1 0 0) , as a p pr o pri at e.  

St a n d ar d S A S o ut p ut will b e pr o vi d e d t o s u p p ort t h e st atisti c al s u m m ar y t a bl e f or t h e 
a n al ys is m o d el, b ut will n ot b e i n cl u d e d i n t h e C S R.

E x a m pl e S A S c o d e is pr o vi d e d i n A p p e n di x 3 .

St atisti c al M o d el Di a g n osti cs

T h e pr es e n c e of o utli ers will b e i n v esti g at e d f or t his m o d el. A n o utli er will b e d efi n e d as a n y  
r es p o ns e d at a v al u e wit h a st u d e nti z e d ( c o n diti o n al) r esi d u al gr e at er t h a n 3, or l ess t h a n -3. A 
listi n g will b e pr es e nt e d of a n y p arti ci p a nts m e eti n g t h es e crit eri a a n d will b e i n cl u d e d wit h 
st a n d ar d S A S o u t p ut. T h e ass u m pti o ns of n or m alit y will b e v erifi e d gr a p hi c all y usi n g 
r esi d u al pl ots. F or e a c h fitt e d m o d el, a s et of c o n diti o n al st u d e nti z e d r esi d u al pl ots will b e 
pr o d u c e d, i n cl u di n g r esi d u al pl ot, hist o gr a m of n or m alit y , q u artil e-q u artil e ( Q Q) pl ot a n d 
s u m m ar y of fit st atisti cs. T h e r esi d u al pl ots will n ot b e i n cl u d e d i n t h e C S R.

If t h er e ar e o utli ers or m aj or d e vi ati o ns fr o m n or m alit y, t h e n t h e eff e ct of t h es e o n t h e 
c o n cl usi o ns m a y  b e i n v esti g at e d t hr o u g h alt er n ati v e tr a nsf or m ati o ns a n d/ or a n alys es 
e x c l u di n g o utli ers. J ustifi c ati o n f or a ny alt er n ati v e t o t h e pl a n n e d a n al ys is will b e gi v e n i n 
t h e r e p ort of t h e st u dy.

5. 2. 5. B a y esi a n E m a x M o d el

A f o ur - p ar a m et er E m a x m o d el will b e us e d, wit h d os e as a c o nti n u o us v ari a bl e. T h e m o d el 
str u ct ur e will t a k e t h e f or m: -

� � � = � � +
� � � � ∗ � � � � ����

� � � �
���� � � � � � ����
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E 0 is t h e pl a c e b o eff e ct, d o s e is t h e t ar g et r a n d o mi z e d d os e ( pl a c e b o d os e = 0), E m a x is t h e 
m a xi m u m eff e ct, E D 5 0 is t h e d os e pr o d u ci n g 5 0 % of t h e m a xi m u m eff e ct a n d Hill is t h e 
sl o p e p ar a m et er. T h e m o d el will utili z e a B a y esi a n m et h o d ol o g y  a p pr o a c h wit h w e a kly 
i nf or m ati v e pri ors as d es cri b e d i n A p p e n di x 4 .

Esti m at es of t h e m o d el p ar a m et ers of E 0 , E m a x , E D 5 0 a n d Hill a n d t h eir 9 5 % cr e di bl e i nt er v als 
will b e pr o d u c e d.

T h e p ost eri or m e di a ns a n d 9 0 % cr e di bl e i nt er v als ( 5t h a n d 9 5t h p er c e ntil es of t h e r el e v a nt 
p ost eri or distri b uti o n) will b e r e p ort e d f or e a c h t ar g et r a n d o mi z e d d os e (i n cl u di n g pl a c e b o) 
a n d t h eir diff er e n c es r el ati v e t o pl a c e b o.  

If c o n v er g e n c e c a n n ot b e o bt ai n e d, a p ost eri or pr e di cti v e c h e c k f or n o n-m o n ot o n e d os e 
r es p o ns e pr o d u c es a pr e di cti v e fit pr o b a bilit y < 0. 0 5, or vis u al i ns p e cti o n of t h e d at a d o es n ot 
s u p p ort a d os e -r es p o ns e E m a x r el ati o ns hi p, t h e m o d el m a y b e si m plifi e d or t h e a n alys i s m a y 
n ot b e p erf or m e d .

5. 3. M et h o ds t o M a n a g e Missi n g D at a

F or t h e a n al ys is of s af et y e n d p oi nts, t h e s p o ns or d at a st a n d ar d r ul es f or i m p ut ati o n will b e 
a p pli e d.

5. 3. 1. C o n c e nt r ati o ns B el o w t h e Li mit of Q u a ntifi c ati o n

I n all P K d at a pr es e nt ati o ns ( e x c e pt listi n gs), c o n c e ntr ati o ns b el o w t h e li mit of q u a ntifi c ati o n 
( B L Q) will b e s et t o z er o. 

I n all e x pl or at or y bi o m ar k er d at a pr es e nt ati o ns ( e x c e pt listi n gs), c o n c e ntr ati o ns b el o w t h e 
li mit of q u a ntifi c ati o n ( B L Q) will b e s et t o t h e l o w er li mit of q u a ntifi c ati o n ( L L Q).

I n listi n gs, B L Q v al u es will b e r e p ort e d as “ < L L Q ” w h er e L L Q will b e r e pl a c e wit h t h e 
v al u e f or t h e L L Q.

5. 3. 2. D e vi ati o ns, Missi n g C o n c e nt r ati o ns a n d A n o m al o us V al u es

I n P K a n d e x pl or at or y bi o m ar k er s u m m ar y t a bl es a n d pl ots of m e di a n pr ofil es, st atisti cs will 
b e c al c ul at e d h a vi n g s et c o n c e ntr ati o ns t o missi n g if o n e of t h e f oll o wi n g c as es is tr u e:

1. A c o n c e ntr ati o n h as b e e n c oll e ct e d as N D (i. e. n ot d o n e) or N S (i. e. n o s a m pl e), 
2. A d e vi ati o n i n s a m pli n g ti m e is of s uffi ci e nt c o n c er n or a c o n c e ntr ati o n h as b e e n 

fl a g g e d a n o m al o us by t h e p h ar m a c o ki n eti cist/st atisti ci a n.

N ot e t h at s u m m ar y  st atisti cs will n ot b e pr es e nt e d at a p arti c ul ar ti m e p oi nt if m or e t h a n 5 0 % 
of t h e d at a ar e missi n g. 

P arti ci p a nts w h o e x p eri e n c e e v e nts t h at m a y  aff e ct t h eir P K pr ofil e ( e. g. l a c k of c o m pli a n c e 
wit h d osi n g or v o miti n g) m a y b e e x cl u d e d fr o m t h e P K a n al ys is. At t h e dis cr eti o n of t h e 
p h ar m a c o ki n eti cist a c o n c e ntr ati o n v al u e m a y  als o b e e x cl u d e d if t h e d e vi ati o n i n s a m pli n g 
ti m e is of s uffi ci e nt c o n c er n or if t h e c o n c e ntr ati o n is a n o m al o us f or a n y ot h er r e as o n. 
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A f ull list of pr ot o c ol d e vi ati o ns will b e c o m pil e d a n d r e vi e w e d t o i d e ntif y  m aj or a n d mi n or 
d e vi ati o ns pri or t o d at a b as e cl os ur e.

5. 3. 3. P h a r m a c o ki n eti c P a r a m et e rs

A ct u al P K s a m pli n g ti m es will b e us e d i n t h e d eri v ati o n of P K p ar a m et ers.  F or P K 
p ar a m et er c al c ul ati o ns, t h e s p o ns or ’s st a n d ar d r ul es will b e a p pli e d.

If a P K p ar a m et er c a n n ot b e d eri v e d fr o m a p arti ci p a nt’s c o n c e ntr ati o n d at a, t h e p ar a m et er 
will b e c o d e d as N C (i. e. n ot c al c ul at e d). ( N ot e t h at N C v al u es will n ot b e g e n er at e d b e y o n d 
t h e d a y t h at a p arti ci p a nt dis c o nti n u es.)

I n s u m m ar y t a bl es, st atisti cs will b e c al c ul at e d by s etti n g N C v al u es t o missi n g; a n d st atisti cs 
will b e pr es e nt e d f or a p arti c ul ar tr e at m e nt gr o u p/ a n al y t e wit h ≥ 3 e v al u a bl e m e as ur e m e nts. 
F or st atisti c al a n al ys es (i. e. mi x e d eff e cts m o d el), P K p ar a m et ers c o d e d as N C will als o b e 
s et t o missi n g; a n d a n al ys es will n ot b e p erf or m e d f or a p arti c ul ar p ar a m et er if m or e t h a n 
5 0 % of t h e d at a ar e N C.

If a n i n di vi d u al p arti ci p a nt h as a k n o w n bi as e d esti m at e of a P K p ar a m et er ( d u e f or e x a m pl e 
t o a n u n e x p e ct e d e v e nt s u c h as v o miti n g b ef or e all t h e c o m p o u n d is a d e q u at el y a bs or b e d i n 
t h e b o d y), t his will b e f o ot n ot e d i n s u m m ar y t a bl es a n d will n ot b e i n cl u d e d i n t h e c al c ul ati o n 
of s u m m ar y  st atisti cs or st atisti c al a n al ys e s.

6. A N A L Y S E S A N D S U M M A RI E S

F or all pr es e nt ati o ns, st u d y d a y is r el ati v e t o st art of st u d y tr e at m e nt ( D a y 1); p eri o d d a y is 
r el ati v e t o t h e st art of tr e at m e nt p eri o d, u nl ess ot h er wis e s p e cifi e d.

F or e n d p oi nts B o d y W ei g ht, , ,  

t h e r e c or ds c oll e ct e d aft er dis c o nti n u ati o n of st u d y dr u g will b e e x cl u d e d fr o m all s u m m ari es, 
fi g ur es a n d a n alys is t a bl es. D at a will b e list e d o nl y.  

6. 1. P ri m a r y E n d p oi nt (s)

6. 1. 1. P a rt A: S af et y a n d T ol e r a bilit y

6. 1. 1. 1. A d v e rs e E v e nts

A d v ers e e v e nts will b e list e d a n d s u m m ari z e d b y  tr e at m e nt a n d o v er all, i n a c c or d a n c e wit h 
s p o ns or r e p orti n g st a n d ar ds usi n g t h e s af et y p o p ul ati o n d efi n e d i n S e cti o n 4 .

6. 1. 1. 2. Cli ni c al S af et y L a b o r at o r y T ests

L a b or at or y  d at a will b e list e d a n d s u m m ari z e d b y tr e at m e nt, i n a c c or d a n c e wit h t h e s p o ns or 
r e p orti n g st a n d ar ds usi n g t h e s af ety p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n 
S e cti o n 3. 1. 1. 2 .

C h a n g e fr o m b as eli n e i n A LT a n d A S T will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt a n d 
ti m e p oi nt, as d es cri b e d i n S e cti o n 5. 2. 1 . T h e s af et y a n alys is s et ( as d efi n e d i n S e cti o n 4) will 
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b e us e d. M e a n c h a n g e fr o m b as eli n e wi ll b e pl ott e d a g ai nst ti m e p ost-d os e. O n e a c h pl ot 
t h er e will b e o n e li n e f or e a c h tr e at m e nt a n d 9 0 % CIs.  

6. 1. 1. 3. Vit al Si g ns

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n s u pi n e, st a n di n g a n d p ost ur al c h a n g es f or 
s yst oli c a n d di ast oli c bl o o d pr ess ur e ( B P) a n d p uls e r at e will b e list e d a n d s u m m aris e d b y  
tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af ety 
p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 1. 1. 3 .

M e a n c h a n g es fr o m b as eli n e f or s u pi n e, st a n di n g a n d p ost ur al c h a n g es f or s y st oli c a n d 
di ast oli c B P a n d p uls e r at e will b e pl ott e d a g ai nst ti m e p ost - d os e.  O n e a c h pl ot t h er e will b e 
o n e li n e f or e a c h tr e at m e nt.  C orr es p o n di n g i n di vi d u al pl ots of c h a n g es fr o m b as eli n e will 
als o b e pr o d u c e d f or e a c h tr e at m e nt.

M a xi m u m d e cr e as e fr o m b as eli n e f or s u pi n e a n d st a n di n g s yst oli c a n d di ast oli c B P,
m a xi m u m i n cr e as e fr o m b as eli n e f or s u pi n e a n d st a n di n g p uls e r at e , m a xi m u m i n cr e as e fr o m 
b as eli n e f or p ost ur al diff er e n c es i n s y st oli c a n d di ast oli c B P, a n d m a xi m u m d e cr e as e fr o m 
b asl ei n e f or p ost ur al diff er e n c e i n p uls e r at e will b e s u m m ari z e d b y tr e at m e nt, a c c or di n g t o 
s p o ns or r e p orti n g st a n d ar ds. 

M a xi m u m/ mi ni m u m a bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or vit al si g ns (f or s u pi n e, 
st a n di n g a n d p ost ur al) will als o b e s u m m aris e d d es cri pti v el y  b y tr e at m e nt usi n g c at e g ori es as 
d efi n e d i n A p p e n di x 1 . N u m b ers a n d p er c e nt a g es of p arti ci p a nts m e eti n g t h e c at e g ori c al 
crit eri a will b e pr o vi d e d. All pl a n n e d a n d u n pl a n n e d p ost- d os e ti m e p oi nt s will b e c o u nt e d i n 
t h es e c at e g ori c al s u m m ari es.  

6. 1. 1. 4. 1 2 -l e a d El e ct r o c a r di o g r a ms

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or t h e E C G p ar a m et ers (i e, Q T i nt er v al, h e art 
r at e, Q T c F i nt er v al, P R i nt er v al a n d Q R S c o m pl e x) will b e s u m m ariz e d b y tr e at m e nt a n d 
ti m ep oi nt a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af et y p o p ul ati o n d efi n e d i n 
S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 1. 1. 5 .

M e a n c h a n g es fr o m b as eli n e f or Q T i nt er v al, h e art r at e a n d Q T c F i nt er v al will b e pl ott e d 
a g ai nst ti m e p ost- d os e. O n e a c h pl ot t h er e will b e o n e li n e f or e a c h tr e at m e nt.  C orr es p o n di n g 
i n di vi d u al pl ots of c h a n g es fr o m b as eli n e will als o b e pr o d u c e d f or e a c h tr e at m e nt. 

M a xi m u m i n cr e as e fr o m b as eli n e f or Q T c F will b e s u m m ari z e d b y  tr e at m e nt, a c c or di n g t o 
s p o ns or r e p orti n g st a n d ar ds.

M a xi m u m/ mi ni m u m a bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or Q T c F, P R a n d Q R S 
i nt er v als will als o b e s u m m ari z e d d es cri pti v ely b y tr e at m e nt usi n g c at e g ori es as d efi n e d i n 
A p p e n di x 1 . N u m b ers a n d p er c e nt a g es of p arti ci p a nts m e eti n g t h e c at e g ori c al crit eri a will b e 
pr o vi d e d. All pl a n n e d a n d u n pl a n n e d p ost d os e ti m e p oi nts will b e c o u nt e d i n t h es e 
c at e g ori c al s u m m ari es. 

I n a d diti o n, t h e n u m b er of p arti ci p a nts wit h u n c orr e ct e d Q T v al u es > 5 0 0 ms e c will b e 
s u m m ariz e d.

0
9
0
1
7
7
e
1
9
e
6
0
6
e
0
6\

Fi
n
al\

Fi
n
al 

O
n:
 
2
2-

A
u
g-

2
0
2
3 

2
0:

1
1 

(
G

M
T)



Pr ot o c ol C 4 5 4 1 0 0 3 (P F -0 7 2 5 8 6 6 9 ) St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 7. 0 St atisti c al A n al ysis Pl a n T e m pl at e 3 1 -J a n-2 0 2 2
P FI Z E R C O N FI D E N TI A L

T M F D o c I D: 9 8. 0 3
P a g e 2 8 of 4 6

If m or e t h an 1 E C G is c oll e ct e d at a n o mi n al ti m e aft er d os e a d mi nistr ati o n (f or e x a m pl e, 
tri pli c at e E C Gs), t h e m e a n of t h e r e pli c at e m e as ur e m e nts will b e us e d t o r e pr es e nt a si n gl e 
o bs er v ati o n at t h at ti m e p oi nt. If a n y of t h e 3 i n di vi d u al E C G tr a ci n gs h as a Q T c F v a l u e 
> 5 0 0 ms e c, b ut t h e m e a n of t h e tri pli c at es is n ot > 5 0 0 ms e c, t h e d at a fr o m t h e p arti ci p a nt’s 
i n di vi d u al tr a ci n g will b e d es cri b e d i n a s af et y s e cti o n of t h e C S R i n or d er t o pl a c e t h e 
> 5 0 0 ms e c v al u e i n a p pr o pri at e cli ni c al c o nt e xt. H o w e v er, v al u es fr o m i n di vi d u al tr a ci n gs 
wit hi n tri pli c at e m e as ur e m e nts t h at ar e > 5 0 0 ms e c will n ot b e i n cl u d e d i n t h e c at e g ori c al 
a n al ysis u nl ess t h e a v er a g e fr o m t h e tri pli c at e m e as ur e m e nts is als o > 5 0 0 ms e c. C h a n g es 
fr o m b as eli n e will b e d efi n e d as t h e c h a n g e b et w e e n t h e p ost d os e Q T c F v al u e a n d t h e 
a v er a g e of t h e pr e d os e tri pli c at e v al u es o n D a y 1 .

C h a n g es fr o m b as eli n e i n Q T c F will b e pl ott e d s e p ar at el y a g ai nst dr u g c o n c e ntr ati o ns.  T his 
will b e a s c att er pl ot f or all o bs er v ati o ns w h er e Q T c F a n d dr u g c o n c e ntr ati o n ar e r e c or d e d.  
Pl a c e b o d at a will als o b e i n cl u d e d ( wit h dr u g c o n c e ntr ati o n s et t o z er o).   Diff er e nt s y m b ols 
will b e us e d f or e a c h tr e at m e nt.  I n a d diti o n, a n att e m pt will b e m a d e t o e x pl or e a n d 
c h ar a c t eriz e t h e r el ati o ns hi p b et w e e n pl as m a c o n c e ntr ati o n a n d Q T i nt er v al l e n gt h usi n g a 
P K/ P D m o d eli n g a p pr o a c h. If a P K/ P D r el ati o ns hi p is f o u n d, t h e i m p a ct of p arti ci p a nt 
f a ct ors ( c o v ari at es) o n t h e r el ati o ns hi p will b e e x a mi n e d. T h e r es ults of s u c h a n al ys es m a y 
n ot b e i n cl u d e d i n t h e C S R.

6. 1. 1. 5. R es pi r at o r y R at e

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n r es pir at or y  r at e will b e list e d a n d s u m m ari z e d 
b y  tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af ety 
p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 1. 1. 6 .

M e a n c h a n g e fr o m b as eli n e will b e pl ott e d a g ai nst ti m e p ost -d os e.  O n e a c h pl ot t h er e will b e 
o n e li n e f or e a c h tr e at m e nt. C orr es p o n di n g i n di vi d u al pl ots of c h a n g es fr o m b as eli n e will 
als o b e pr o d u c e d f or e a c h tr e at m e nt.

M a xi m u m i n cr e as e a n d d e cr e as e fr o m b as eli n e f or r es pir at or y r at e will b e s u m m ari z e d b y  
tr e at m e nt, a c c or di n g to s p o ns or r e p orti n g st a n d ar ds.

6. 1. 1. 6. O r al B o d y T e m p e r at u r e

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n or al b o d y  t e m p er at ur e will b e list e d a n d 
s u m m ari z e d b y tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e 
s af et y p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 1. 1. 7 .

M e a n c h a n g e fr o m b as eli n e will b e pl ott e d a g ai nst ti m e p ost -d os e.  O n e a c h pl ot t h er e will b e 
o n e li n e f or e a c h tr e at m e nt. C orr es p o n di n g i n di vi d u al pl ots of c h a n g es fr o m b as eli n e will 
als o b e pr o d u c e d f or e a c h tr e at m e nt.

M a xi m u m i ncr e as e a n d d e cr e as e fr o m b as eli n e f or or a l b o d y t e m p er at ur e will b e s u m m ari z e d 
b y  tr e at m e nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds. 
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6. 1. 1. 7. C- S S R S

S cr e e ni n g ( “ L if eti m e ”) a n d p ost-s cr e e ni n g ( “Si n c e L ast Visit ”) C -S S R S d at a ( m a p p e d t o C -
C A S A s c or es, as d es cri b e d i n S e cti o n 3. 1. 1. 9 ) will b e list e d a n d s u m m ari z e d c at e g ori c all y, as 
o utli n e d i n S e cti o n 5. 2. 2 , b y tr e at m e nt an d ti m e p oi nt, usi n g t h e s af et y p o p ul ati o n d efi n e d i n 
S e cti o n 4 .

6. 1. 2. P a rt B: Mi d a z ol a m P K P a r a m et e rs

Pl as m a c o n c e ntr ati o ns of mi d az ol a m will b e list e d a n d s u m m ariz e d d es cri pti v el y b y n o mi n al 
P K s a m pli n g ti m e a n d tr e at m e nt ( mi d az ol a m al o n e o n P eri o d 1/ D a y 1, c o -a d mi nistr ati o n o n 
P eri o d 2/ D a y 2, a n d c o -a d mi nistr ati o n o n P eri o d 2/ D a y 1 0) usi n g t h e P K C o n c e ntr ati o n S et 
( as d efi n e d i n S e cti o n 4 ). Pr es e nt ati o ns will i n cl u d e:

 a listi n g of all c o n c e ntr ati o ns s ort e d b y  p arti ci p a nt I D, tr e at m e nt a n d n o mi n al ti m e 
p ost -d os e. T h e c o n c e ntr ati o n listi n g will als o i n cl u d e t h e a ct u al ti m es. D e vi ati o ns 
fr o m t h e n o mi n al ti m e will b e gi v e n i n a s e p ar at e listi n g. 

 a s u m m ar y  of c o n c e ntr ati o ns b y tr e at m e nt a n d n o mi n al ti m e p ost-d os e, w h er e t h e s et 
of st atisti cs will i n cl u d e n, m e a n, m e di a n, st a n d ar d d e vi ati o n, c o effi ci e nt of v ari ati o n 
( c v), mi ni m u m, m a xi m u m a n d t h e n u m b er of c o n c e ntr ati o ns a b o v e t h e l o w er li mit of 
q u a ntifi c ati o n.

 i n di vi d u al c o n c e ntr ati o n-ti m e pl ots b y tr e at m e nt ( o n b ot h li n e ar a n d s e mi-l o g s c al es) 
a g ai nst a ct u al ti m e p ost - d os e (t h er e will b e s e p ar at e s p a g h etti pl ots f or e a c h tr e at m e nt, 
wit h a li n e f or e a c h p arti ci p a nt p er s c al e). 

 i n di vi d u al c o n c e ntr ati o n-ti m e pl ots b y p arti ci p a nt ( o n b ot h li n e ar a n d s e mi-l o g s c al es) 
a g ai nst a ct u al ti m e p ost - d os e (t h er e will b e s e p ar at e s p a g h etti pl ots f or e a c h 
p arti ci p a nt, wit h a li n e f or e a c h tr e at m e nt p er s c al e). 

 m e di a n c o n c e ntr ati o n -ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al 
ti m e p ost-d os e b y  tr e at m e nt ( all tr e at m e nts o n t h e s a m e pl ot p er s c al e, b as e d o n t h e 
s u m m ar y of c o n c e ntr ati o ns b y tr e at m e nt a n d ti m e p ost -d os e) .

 m e a n c o n c e ntr ati o n -ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al 
ti m e p ost-d os e b y  tr e at m e nt ( all tr e at m e nts o n t h e s a m e pl ot p er s c al e, b as e d o n t h e 
s u m m ar y of c o n c e ntr ati o ns b y tr e at m e nt a n d ti m e p ost -d os e) .

T h e n o mi n al P K s a m pli n g ti m e will b e us e d f or s u m m ar y  st atisti cs a n d r el e v a nt m e di a n 
pl ots, w h er e as f or i n di vi d u al p arti ci p a nt pl ots b y  ti m e, t h e a ct u al P K s a m pli n g ti m e will b e 
us e d.

T h e mi d a z ol a m P K p ar a m et ers , d et ail e d i n S e cti o n 3. 1. 2 , will b e list e d, s u m m ari z e d 
d es cri pti v el y a n d a n al y z e d b y  tr e at m e nt f or p arti ci p a nts i n t h e P K P ar a m et er s et ( as d efi n e d 
i n S ecti o n 4 ). Missi n g v al u es will b e h a n dl e d as d et ail e d i n S e cti o n 5. 3 .0
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E a c h P K p ar a m et er will b e s u m m ari z e d f or e a c h tr e at m e nt usi n g t h e s u m m ar y  st atisti cs as 
s p e cifi e d i n t h e t a bl e b el o w: -

T a bl e 6. M i d a z ol a m P K P a r a m et e rs t o b e S u m m a ri z e d D es c ri pti v el y

P a r a m et e r S u m m a r y St atisti cis

C m a x ,  A U C l ast, A U C i nf
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n, mi ni m u m, 
m a xi m u m, g e o m etri c m e a n a n d g e o m etri c c v %.

S u p p orti n g d at a fr o m t h e esti m ati o n of A U Ci nf will b e list e d b y  tr e at m e nt: t er mi n al p h as e 
r at e c o nst a nt ( k el); g o o d n ess of fit st atisti c fr o m t h e l o g-li n e ar r e gr essi o n (r 2 ); t h e p er c e nt of 
A U Ci nf b as e d o n e xtr a p ol ati o n ( A U C e xtr a p %); a n d t h e first, l ast, a n d n u m b er of ti m e p oi nts 
us e d i n t h e esti m ati o n of k el. T h es e d at a m a y  b e i n cl u d e d i n t h e cli ni c al st u d y r e p ort.

B o x a n d w his k er pl ots f or i n di vi d u al P K p ar a m et ers ( C m a x, A U Ci nf a n d A U Cl ast) will b e 
pr es e nt e d b y tr e at m e nt a n d o v erl ai d wit h g e o m etri c m e a ns a n d i n di vi d u al d at a p oi nts . 

N at ur al l o g tr a nsf or m e d A U C i nf, A U Cl ast a n d C m a x of mi d a z ol a m will b e a n al yz e d usi n g a 
mi x e d eff e ct s m o d el as d es cri b e d i n S e cti o n 5. 2. 3 .  Mi d az ol a m al o n e ( P eri o d 1) will b e t h e 
R ef er e n c e tr e at m e nt, w hil e t h e mi d az ol a m c o- a d mi nist er e d wit h P F - 0 7 2 5 8 6 6 9 ( o n D a y 2 or 
1 0 i n P eri o d 2) will b e t h e T est tr e at m e nts.

A d diti o n al P K a n al y s es m a y b e p erf or m e d if d e e m e d a p pr o pri at e a n d m a y n ot b e i n cl u d e d i n 
t h e C S R.

If a d diti o n al c o h orts ar e i n cl u d e d i n t h e st u d y, all s u m m ari es a n d a n al ys es will als o i n cl u d e 
c o h ort/ d os e.

6. 2. S e c o n d a r y E n d p oi nt(s)

6. 2. 1. P a rt A: P F - 0 7 2 5 8 6 6 9 Pl as m a a n d U ri n e P K P a r a m et ers

Pl as m a a n d uri n e c o n c e ntr ati o ns of P F - 0 7 2 5 8 6 6 9 a n d pl as m a c o n c e ntr ati o ns of M 4 
m et a b olit e ( P F- 0 7 2 7 5 4 2 8) w h er e p ossi bl e will b e list e d a n d s u m m ariz e d d es cri pti v el y b y 
d os e, p o p ul ati o n ( n o n-J a p a n es e, J a p a n es e [if e nr oll e d], a n d ol d er a d ult p arti ci p a nts [if 
e nr oll e d]) , di et ar y all o c ati o n, d a y a n d n o m i n al P K s a m pli n g ti m e usi n g t h e P K 
C o n c e ntr ati o n S et d efi n e d i n S e cti o n 4 .  Pr es e nt ati o ns will i n cl u d e:

 a listi n g of all c o n c e ntr ati o ns s ort e d b y  p arti ci p a nt I D a n d n o mi n al ti m e p ost -d os e.  T h e 
c o n c e ntr ati o n listi n g will als o i n cl u d e t h e a ct u al ti m es.  D e vi ati o ns fr o m t h e n o mi n al ti m e 
will b e gi v e n i n a s e p ar at e listi n g.

 a s u m m ar y  of c o n c e ntr ati o ns b y d os e, p o p ul ati o n, d i et ar y all o c ati o n, d a y a n d n o mi n al 
ti m e p ost-d os e, w h er e t h e s et of st atisti cs will i n cl u d e n, m e a n, m e di a n, st a n d ar d 
d e vi ati o n, c o effi ci e nt of v ari ati o n ( c v), mi ni m u m, m a xi m u m a n d t h e n u m b er of 
c o n c e ntr ati o ns a b o v e t h e l o w er li mit of q u a ntifi c ati o n.

 i n di vi d u al c o n c e ntr ati o n-ti m e pl ots b y d o s e, p o p ul ati o n ( o n b ot h li n e ar a n d s e mi-l o g 
s c al es) a n d di et ar y  all o c ati o n, a g ai nst a ct u al ti m e p ost -d os e (t h er e will b e s e p ar at e 
s p a g h etti pl ots f or e a c h d os e p er s c al e) , p a g e d b y d a y a n d c ol o ur e d b y d os e .
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 m e di a n c o n c e ntr ati o ns -ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al 
ti m e p ost-d os e b y  d os e, p o p ul ati o n a n d di et ar y  all o c ati o n ( all d os es o n t h e s a m e pl ot p er 
s c al e, b as e d o n t h e s u m m ar y  of c o n c e ntr ati o ns b y d o s e, p o p ul ati o n, di et ar y all o c ati o n a n d 
ti m e p ost-d os e) , p a g e d b y d a y a n d c ol o ur e d b y d o s e .

 m e a n c o n c e ntr ati o ns -ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) a g ai nst n o mi n al ti m e 
p ost -d os e b y  d o s e, p o p ul ati o n a n d di et ar y  all o c ati o n ( all d os es o n t h e s a m e pl ot p er s c al e, 
b as e d o n t h e s u m m ar y of c o n c e ntr ati o ns b y  d os e a n d ti m e p ost-d os e) , p a g e d b y d a y a n d 
c ol o ur e d b y d os e .

 M e di a n a n d m e a n pr e -d os e c o n c e ntr ati o n -ti m e pl ots ( o n b ot h li n e ar a n d s e mi-l o g s c al es) 
a g ai nst d a y  b y d os e, p o p ul ati o n a n d di et ar y  all o c ati o n ( all d os es o n t h e s a m e pl ot p er
s c al e) , b as e d o n t h e s u m m ar y of c o n c e ntr ati o ns b y d os e a n d ti m e p ost-d os e) , c ol o ur e d b y  
d os e .

T h e n o mi n al P K s a m pli n g ti m e will b e us e d f or s u m m ar y st atisti cs a n d r el e v a nt m e di a n 
pl ots, w h er e as f or i n di vi d u al p arti ci p a nt pl ots b y  ti m e, t h e a ct u al P K s a m pli n g ti m e will b e 
us e d.

T h e pl as m a a n d uri n e P F- 0 7 2 5 8 6 6 9 P K p ar a m et ers a n d pl as m a M 4 m et a b olit e ( P F -
0 7 2 7 5 4 2 8) w h er e p ossi bl e a n d as a p pli c a bl e , d et ail e d i n S e cti o n 3. 2. 1 , will b e list e d a n d 
s u m m ariz e d d es cri pti v el y b y d os e, p o p ul ati o n , di et ar y all o c ati o n a n d d a y, as a p pli c a bl e, f or 
p arti ci p a nts i n t h e P K P ar a m et er s et ( as d efi n e d i n S e cti o n 4 ). Missi n g v al u es will b e h a n dl e d 
as d et ail e d i n S e cti o n 5. 3 .

E a c h P K p ar a m et er will b e s u m m ari z e d b y  d os e, p o p ul ati o n, di et ar y all o c ati o n a n d d a y  
( D a ys 1 or 1 4, as a p pr o pri at e) usi n g t h e s u m m ar y st atisti cs as s p e cifi e d i n t h e t a bl e b el o w: -

T a bl e 7. P F- 0 7 2 5 8 6 6 9 P K P a r a m et e rs t o b e S u m m a ri z e d D es c ri pti v el y 

P a r a m et e r St atisti c al S u m m a ri es

C m a x, A U C t a u, C m a x ( d n), A U C t a u ( d n)
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d 
d e vi ati o n, mi ni m u m, m a xi m u m, g e o m etri c m e a n 
a n d g e o m etri c c v %.

T m a x N, m e di a n, mi ni m u m, m a xi m u m.

A e t a u, A e t a u%, C L r
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d 
d e vi ati o n, mi ni m u m, m a xi m u m, g e o m etri c m e a n 
a n d g e o m etri c c v %

T o ass ess t h e r el ati o ns hi p b et w e e n t h e P K p ar a m et ers a n d d os e, d os e n or m aliz e d A U C t a u a n d 
C m a x m a y b e pl ott e d a g ai nst d os e ( usi n g a l o g arit h mi c s c al e) f or e a c h d a y s e p ar at el y, a n d will 
i n cl u d e i n di vi d u al p arti ci p a nt v al u es a n d t h e g e o m etri c m e a ns f or e a c h d os e.  T h e d at a fr o m 
t h e J a p a n es e p arti ci p a nts (if e nr oll e d) a n d ol d er a d ult p arti ci p a nts (if e nr oll e d) a n d di et , will 
b e i d e ntifi e d b y diff er e nt s y m b ols/ c ol ors.   G e o m etri c m e a ns will h a v e a diff er e nt s y m b ol t h a n 
t h e i n di vi d u al v al u es.  T h e v al u es will b e d os e n or m ali z e d (t o a 1 m g d os e) b y di vi di n g t h e 
i n di vi d u al v al u es a n d r a w g e o m etri c m e a ns by d os e.  
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A d diti o n al P K a n al ys es m a y b e p erf or m e d if d e e m e d a p pr o pri at e a n d m a y n ot b e i n cl u d e d i n 
t h e C S R. R es ults fr o m M 4 m et a b olit e ( P F- 0 7 2 7 5 4 2 8) m a y  n ot b e i n cl u d e d i n t h e C S R.

6. 2. 2. P a rt B: S af et y a n d T ol e r a bilit y

6. 2. 2. 1. A d v e rs e e v e nts

S e e s e cti o n 6. 1. 1. 1 .  

6. 2. 2. 2. V it al si g ns

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n s u pi n e, st a n di n g a n d p ost ur al c h a n g es f or 
s yst oli c a n d di ast oli c bl o o d pr ess ur e ( B P) a n d p uls e r at e will b e list e d a n d s u m m aris e d b y  
tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af ety 
p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 2. 2 .

M e a n c h a n g es fr o m b as eli n e f or s u pi n e, st a n di n g a n d p ost ur a l c h a n g es f or s yst oli c a n d 
di ast oli c B P a n d p uls e r at e will b e pl ott e d a g ai nst ti m e p ost- d os e. C orr es p o n di n g i n di vi d u al 
pl ots of c h a n g es fr o m b as eli n e m a y  als o b e pr o d u c e d, or c o m bi n e d wit h t h e m e a n pl ot. 

M a xi m u m/ mi ni m u m a bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or (f or s u pi n e, st a n di n g a n d 
p ost ur al) vit al si g ns will als o b e s u m m aris e d d es cri pti v el y  b y tr e at m e nt usi n g c at e g ori es as 
d efi n e d i n A p p e n di x 1 . N u m b ers a n d p er c e nt a g es of p arti ci p a nts m e eti n g t h e c at e g ori c al 
crit eri a will b e pr o vi d e d. All pl a n n e d a n d u n pl a n n e d p ost d os e ti m e p oi nts will b e c o u nt e d i n 
t h es e c at e g ori c al s u m m ari es.

6. 2. 2. 3. E C Gs

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or t h e E C G p ar a m et ers (i e, Q T i nt er v al, h e art 
r at e, Q T c F i nt er v al, P R i nt er v al a n d Q R S c o m pl e x ) will b e list e d a n d s u m m ari z e d b y 
tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af ety 
p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 2. 2 .

M e a n c h a n g es fr o m b as eli n e f or Q T i nt er v al, h e art r at e a n d Q T c F i nt er v al will b e pl ott e d 
a g ai nst ti m e p ost- d os e. C orr es p o n di n g i n di vi d u al pl ots of c h a n g es fr o m b as eli n e m a y  als o b e 
pr o d u c e d, or c o m bi n e d wit h t h e m e a n pl ot. 

M a xi m u m a bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e f or Q T c F, P R a n d Q R S i nt er v als will 
als o b e s u m m ari z e d d es cri pti v el y  b y tr e at m e nt usi n g c at e g ori es as d efi n e d i n A p p e n di x 1 . 
N u m b ers a n d p er c e nt a g es of p arti ci p a nts m e eti n g t h e c at e g ori c al crit eri a will b e pr o vi d e d. 
All pl a n n e d a n d u n pl a n n e d p ost d os e ti m e p oi nts will b e c o u nt e d i n t h es e c at e g ori c al 
s u m m ari es.

6. 2. 2. 4. Cli ni c al S af et y L a b o r at o r y M e as u r e m e nts

L a b or at or y  d at a will b e list e d a n d s u m m ari z e d b y tr e at m e nt, i n a c c or d a n c e wit h t h e s p o ns or 
r e p orti n g st a n d ar ds, usi n g t h e s af et y p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n 
S e cti o n 3. 2. 2 .
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6. 2. 2. 5. R es pi r at o r y R at e

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n r es pir at or y  r at e will b e list e d a n d s u m m ari z e d 
b y  tr e at m e nt a n d ti m e p oi nt , a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af ety 
p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 2. 2 .

M e a n c h a n g e fr o m b as eli n e will b e pl ott e d a g ai nst ti m e p ost -d os e.  C orr es p o n di n g i n di vi d u al 
pl ots of c h a n g es fr o m b as eli n e m a y  als o b e pr o d u c e d or c o m bi n e d wit h t h e m e a n pl ot.

6. 2. 2. 6. O r al B o d y T e m p e r at u r e

A bs ol ut e v al u es a n d c h a n g es fr o m b as eli n e i n or al b o d y  t e m p er at ur e will b e list e d a n d 
s u m m ari z e d b y tr e at m e nt a n d ti m e p oi nt, a c c or di n g t o s p o ns or r e p orti n g st a n d ar ds, usi n g t h e 
s af et y p o p ul ati o n d efi n e d i n S e cti o n 4 . B as eli n e is as d efi n e d i n S e cti o n 3. 2. 2 .

M e a n c h a n g e fr o m b as eli n e will b e pl ott e d a g ai nst ti m e p ost - d os e.  C orr esp o n di n g i n di vi d u al 
pl ots of c h a n g es fr o m b as eli n e m a y als o b e pr o d u c e d or c o m bi n e d wit h t h e m e a n pl ot.

6. 3. Ot h e r E n d p oi nt(s)

6. 3. 1. P a rt A

6. 3. 1. 1. A d diti o n al P F -0 7 2 5 8 6 6 9 P K P a r a m et e rs 

A d diti o n al pl as m a P K p ar a m et ers f or P F -0 7 2 5 8 6 6 9 a n d M 4 pl as m a m et a b olit e ( P F -
0 7 2 7 5 4 2 8) w h er e p ossi bl e a n d as a p pli c a bl e , as d es cri b e d i n S e cti o n 3. 3. 1. 1 , will b e list e d 
a n d s u m m ari z e d d es cri pti v el y  b y d os e, p o p ul ati o n , d a y, a n d di et ar y  all o c ati o n, as a p pli c a bl e, 
f or p arti ci p a nts i n t h e P K P ar a m et er s et ( as d efi n e d i n S e cti o n 4 ). Missi n g v al u es will b e 
h a n dl e d as d et ail e d i n S e cti o n 5. 3 .

E a c h P K p ar a m et er (if d at a p er mit) will b e s u m m ari z e d b y  d os e, p o p ul ati o n a n d di et ar y  
all o c ati o n o n D a y  1 4 usi n g t h e s u m m ar y st atisti cs as s p e cifi e d i n t h e t a bl e b el o w: -

T a bl e 8 . A d diti o n al P F- 0 7 2 5 8 6 6 9 P K P a r a m et e rs t o b e S u m m a ri z e d D es c ri pti v el y

P a r a m et e r S u m m a r y St atisiti cs 

C L / F, V z/ F , Cmi n , C a v , P T R ,
R a c , R a c C m a x

N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n,
mi ni m u m, m a xi m u m, g e o m etri c m e a n a n d g e o m etri c c v %.

t ½
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n, 
mi ni m u m, m a xi m u m.

S u p p orti n g d at a fr o m t h e esti m ati o n of t ½ will b e list e d b y  tr e at m e nt:  t er mi n al p h as e r at e 
c o nst a nt ( k el); g o o d n ess of fit st atisti c fr o m t h e l o g- li n e ar r e gr essi o n (r 2); t h e p er c e nt of 
A U Ci nf b as e d o n e xtr a p ol ati o n ( A U C e xtr a p %); a n d t h e first, l ast, a n d n u m b er of ti m e p oi nts 
us e d i n t h e esti m ati o n of k el.  T h es e d at a m a y  b e i n cl u d e d i n t h e cli ni c al st u d y  r e p ort.

A d diti o n al P K a n al ys es m a y b e p erf or m e d if d e e m e d a p pr o pri at e a n d m a y n ot b e i n cl u d e d i n 
t h e C S R. R es ults fr o m pl as m a M 4 m et a b olit e ( P F - 0 7 2 7 5 4 2 8) m a y  n ot b e i n cl u d e d i n t h e 
C S R.
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6. 3. 1. 2. B o d y W ei g ht

C h a n g e fr o m b as eli n e a n d p er c e nt c h a n g e fr o m b as eli n e b o d y  w ei g ht will b e list e d a n d 
s u m m ari z e d d es cri pti v el y b y tr e at m e nt a n d ti m e p oi nt, as d es cri b e d i n S e cti o n 5. 2. 1 . T h e F A S 
( as d efi n e d i n S e cti o n 4 ) will b e us e d. 

M e a n c h a n g e fr o m b as eli n e a n d p er c e nt c h a n g e fr o m b as eli n e will b e pl ott e d a g ai nst ti m e 
p ost -d os e. O n e a c h pl ot t h er e will b e o n e li n e f or e a c h tr e at m e nt. C orr es p o n di n g i n di vi d u al 
pl ots of c h a n g es fr o m b as eli n e will als o b e pr o d u c e d f or e a c h tr e at m e nt.

C h a n g e fr o m b as eli n e will b e a n al y z e d usi n g a n M M R M m o d el as d es cri b e d i n S e cti o n 5. 2. 4 . 
S e p ar at e m o d els will b e fitt e d t o t h e diff er e nt p o p ul ati o ns ( e. g. n o n -J a p a n es e, J a p a n es e a n d 
ol d er a d ult p arti ci p a nts), a n d di et ar y  all o c ati o n if a p pr o pri at e.  E a c h m o d el will i n cl u d e all 
pl a n n e d ti m e p oi nts u p t o D a y  1 6.  Pl ots of L S m e a n s a n d diff er e n c es (i n cl u di n g CIs f or b ot h) 
will b e pr o d u c e d o v er ti m e ( all tr e at m e nts o n t h e s a m e pl ot wit h diff er e nt c ol o urs/s y m b ols 
f or e a c h tr e at m e nt).  A d diti o n all y , pl ots of  L S m e a ns a n d diff er e n c es (i n cl u di n g c o nfi d e n c e 
i nt er v als f or b ot h), f or D a y  1 4 o nly, will b e pr o d u c e d o v er tr e at m e nt.  T h es e pl ots of L S 
m e a ns a n d diff er e n c es m a y  b e c o m bi n e d a cr oss t h e diff er e nt p o p ul ati o ns, as a p pr o pri at e.

A B a y esi a n E m a x m o d el will als o b e a p pli e d t o t h e st a n d ar d di et, n o n- J a p a n es e L S m e a ns f or
D a y 1 4 o nl y , as d es cri b e d i n S e cti o n 5. 2. 5 .  Pl ots of p ost eri or m e di a ns a n d diff er e n c es 
(i n cl u di n g cr e di bl e i nt er v als f or b ot h), f or D a y 1 4 o nl y, will b e pr o d u c e d v ers us d os e.  T his 
a n al ys i s m a y us e t ot al d ail y d os e a n d/ or m a y o nl y i n cl u d e a s u bs et of tr e at m e nts ( e. g. all 
d os es f or a si n gl e d osi n g r e gi m e n).  

F urt h er e x pl or at or y  a n alysis m a y  b e p erf or m e d ( e. g. wit h all p o p ul ati o ns i n cl u d e d), if 
d e e m e d a p pr o pri at e a n d m a y  n ot b e in cl u d e d i n t h e C S R.
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6. 3. 1. 7. P ot e nti al f o r I n d u cti o n of C Y P 3 A

A bs ol ut e v al u es, c h a n g e fr o m b as eli n e, a n d p er c e nt c h a n g e fr o m b as eli n e i n u ri n ar y 6 -
h y dr o x y c ortis ol/ c ortis ol r ati o a n d p l as m a 4 -h y dr o x y c h ol est er ol/ c h ol est er ol r ati o will b e 
s u m m ari z e d d es cri pti v el y b y tr e at m e nt a n d ti m e p oi nt, as d es cri b e d i n S e cti o n 5. 2. 1 .  T h e 
F A S ( as d efi n e d i n S e cti o n 4 ) will b e us e d.
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B o x a n d w his k er pl ot s f or c h a n g e fr o m b as eli n e i n uri n ar y  6 -h y dr o x y c ortis ol/ c ortis ol r ati o 
a n d pl as m a 4  -h y dr o x y c h ol est er ol/ c h ol est er ol r ati o will b e pr es e nt e d b y tr e at m e nt a n d 
o v erl ai d wit h g e o m etri c m e a ns a n d i n di vi d u al d at a p oi nts.

 

6. 3. 2. P a rt B

6. 3. 2. 1. A d diti o n al M i d a z ol a m P K P a r a m et e rs 

A d diti o n al pl as m a P K p ar a m et ers f or M i d a z ol a m as d es cri b e d i n S e cti o n 3. 3. 2. 1 will b e 
list e d a n d s u m m ari z e d d es cri pti v el y b y tr e at m e nt f or p arti ci p a nts i n t h e P K P ar a m et er s et ( as 
d efi n e d i n S e cti o n 4 ). Missi n g v al u es will b e h a n dl e d as d et ail e d i n S e cti o n 5. 3 .

E a c h P K p ar a m et er (if d at a p er mit) will b e s u m m ari z e d f or e a c h tr e at m e nt usi n g t h e 
s u m m ar y st atisti cs as s p ecifi e d i n t h e t a bl e b el o w: -

T a bl e 9. A d diti o n al Mi d a z ol a m P K p a r a m et e rs t o b e S u m m a ri z e d D es c ri pti v el y

* =if d at a p er mit

S u p p orti n g d at a fr o m t h e esti m ati o n of t ½ will b e list e d b y  tr e at m e nt:  t er mi n al p h as e r at e 
c o nst a nt ( k el); g o o d n ess of fit st atisti c fr o m t h e l o g -li n e ar r e gr essi o n (r 2); t h e p er c e nt of 
A U Ci nf b as e d o n e xtr a p ol ati o n ( A U C e xtr a p %); a n d t h e first, l ast, a n d n u m b er of ti m e p oi nts 
us e d i n t h e esti m ati o n of k el.  T h es e d at a m a y  b e i n cl u d e d i n t h e cli ni c al st u d y  r e p ort.

A d diti o n al P K a n al ys es m a y b e p erf or m e d if d e e m e d a p pr o pri at e a n d m a y n ot b e i n cl u d e d i n 
t h e C S R.

If a d diti o n al c o h orts ar e i n cl u d e d i n t h e st u d y, all s u m m ari es a n d a n al ys es will als o i n cl u d e 
c o h ort/ d os e.

6. 3. 2. 2. P ot e nti al f o r I n d u cti o n of C Y P 3 A

A bs ol ut e v al u es a n d c h a n g e fr o m b as eli n e i n p l as m a 4 -h y dr o x y c h ol est er ol/ c h ol est er ol r ati o
will b e s u m m ari z e d d es cri pti v el y  b y tr e at m e nt, as d es cri b e d i n S e cti o n 5. 2. 1 . T h e F A S ( as 
d efi n e d i n S e cti o n 4 ) will b e us e d.

B o x a n d w his k er pl ots f or c h a n g e fr o m b as eli n e i n pl as m a 4  -h y dr o x y c h ol est er ol/ c h ol est er ol 
r ati o will b e pr es e nt e d by tr e at m e nt a n d o v erl ai d wit h g e o m etri c m e a ns a n d i n di vi d u al 
d at a p oi nts.

P a r a m et e r S u m m a r y St atisti cis

C L / F* , V z/ F*
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n, mi ni m u m, 
m a xi m u m, g e o m etri c m e a n a n d g e o m etri c c v %.

T m a x N, m e di a n, mi ni m u m, m a xi m u m.

t ½*
N, arit h m eti c m e a n, m e di a n, c v %, st a n d ar d d e vi ati o n, 
mi ni m u m, m a xi m u m.
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6. 4. S u bs et A n al ys es

N o s u bs et a n al ys es will b e p erf or m e d.

6. 5. B as eli n e a n d Ot h e r S u m m a ri es a n d A n al ys es

6. 5. 1. B as eli n e S u m m a ri es

D e m o gr a p hi c d at a ( a g e, bi ol o gi c al s e x, r a c e, et h ni cit y , b o d y w ei g ht, b o dy m ass i n d e x a n d 
h ei g ht) will b e s u m m ari z e d b y  tr e at m e nt a n d o v er all, f or p arti ci p a nts i n t h e s af ety 
p o p ul ati o ns f or P art A a n d P art B ( as d efi n e d i n S e cti o n 4 ), s e p ar at ely, as d es cri b e d i n 
S e cti o ns 5. 2. 1 o r 5. 2. 2 ( as a p pr o pri at e).

6. 5. 2. St u d y C o n d u ct a n d P a rti ci p a nt Dis p ositi o n

P arti ci p a nt e v al u ati o n gr o u ps will s h o w e n d of st u d y  p arti ci p a nt dis p ositi o n b y tr e at m e nt a n d 
o v er all, f or P art A a n d P art B s e p ar at el y, a n d will s h o w w hi c h p arti ci p a nts w er e a n al y z e d f or 
P K a n d s af et y. Fr e q u e n c y c o u nts a n d p er c e nt a g es will b e s u p pli e d f or p arti ci p a nt 
dis c o nti n u ati o n(s) b y  tr e at m e nt.

6. 5. 3. C o n c o mit a nt M e di c ati o ns a n d N o n d r u g T r e at m e nts

Al l pri or a n d c o n c o mit a nt m e di c ati o n(s) as w ell as n o n-dr u g tr e at m e nt(s) will b e pr o vi d e d i n 
listi n gs.

6. 6. S af et y S u m m a ri es a n d A n al ys es

S e e S e cti o n 6. 1. 1 f or P art A s af et y s u m m ari es.

S e e S e cti o n 6. 2. 2 f or P art B s af et y s u m m ari es.

6. 6. 1. C O VI D -1 9

P ositi v e C O VI D- 1 9 st at us will b e list e d.  A d diti o n al t a bl es m a y  b e pr o d u c e d, i n a c c or d a n c e 
wit h s p o ns or r e p orti n g st a n d ar ds, usi n g t h e s af et y p o p ul ati o n d efi n e d i n S e cti o n 4 .

7. I N T E RI M A N A L Y S E S

7. 1. I nt r o d u cti o n

N o f or m al i nt eri m a n al ysis will b e c o n d u ct e d f or t his st u d y. As t his is a s p o ns or -o p e n st u d y, 
t h e s p o ns or m a y c o n d u ct u n bli n d e d r e vi e ws of t h e d at a d uri n g t h e c o urs e of t h e st u d y f or t h e 
p ur p os e of s af et y ass ess m e nt, f a cilit ati n g d os e - es c al ati o n d e cisi o ns, f a cilit ati n g P K/ P D 
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m o d eli n g, a n d/ or s u p p orti n g cli ni c al d e v el o p m e nt. A li mit e d n u m b er of t h e s p o ns or’s t e a m 
m e m b ers ( e x cl u di n g sit e st aff) m a y c o n d u ct t h e u n bli n d e d r e vi e ws.

7. 2. I nt e ri m A n al ys es a n d S u m m a ri es

N ot A p pli c a bl e.

8. R E F E R E N C E S

1. cli n D R: Si m ul ati o n a n d A n al y sis T o ols f or Cli ni c al D os e R es p o ns e M o d eli n g .  
htt ps:// C R A N. R -pr oj e ct. or g/ p a c k a g e = cli n D R

2. T h o m as, N., S w e e n e y , K., a n d S o m a yaji, V. ( 2 0 1 4). M et a -a n al ys is of cli ni c al d os e 
r es p o ns e i n a l ar g e dr u g d e v el o p m e nt p ortf oli o, St atisti cs i n Bi o p h ar m a c e uti c al R es e ar c h, 
V ol. 6, N o. 4, 3 0 2 - 3 1 7. < d oi: 1 0. 1 0 8 0/ 1 9 4 6 6 3 1 5. 2 0 1 4. 9 2 4 8 7 6 >

3. T h o m as, N., a n d R o y, D. ( 2 0 1 6). A n al ys is of cli ni c al d os e-r es p o ns e i n s m all-m ol e c ul e 
dr u g d e v e l o p m e nt: 2 0 0 9-2 0 1 4. St atisti cs i n Bi o p h ar m a c e uti c al R es e ar c h, V ol. 6, N o. 4, 
3 0 2 - 3 1 7 < d oi: 1 0. 1 0 8 0/ 1 9 4 6 6 3 1 5. 2 0 1 6. 1 2 5 6 2 2 9 >

4. W u, J., B a n erj e e, A., Ji n, B., M e n o n, S., M arti n, S., a n d H e at h eri n gt o n, A. ( 2 0 1 7). 
Cli ni c al d os e -r es p o ns e f or a br o a d s et of bi ol o gi c al pr o d u cts: A m o d el -b as e d m et a -
a n al ys is. V ol. 9, 2 6 9 4-2 7 2 1.  < d oi: 1 0. 1 1 7 7/ 0 9 6 2 2 8 0 2 1 6 6 8 4 5 2 8 ? >
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A P P E N DI C E S

A p p e n di x 1. C at e g o ri c al Cl ass es f o r E C G a n d Vit al Si g ns of P ot e nti al Cli ni c al C o n c e r n

C at e g o ri es f o r Q T c F

D e g r e e of P r ol o n g ati o n Mil d ( ms e c) M o d e r at e ( ms e c) S e v e r e ( m s e c)
A bs ol ut e v al u e > 4 5 0 -4 8 0 > 4 8 0 -5 0 0 > 5 0 0
I n cr e as e fr o m b as eli n e 3 0 -6 0 > 6 0

C at e g o ri es f o r P R a n d Q R S

P R ( ms) m a x. ≥ 3 0 0

P R ( ms) i n cr e as e fr o m b as eli n e B as eli n e > 2 0 0 a n d m a x. ≥ 2 5 % 
i n cr e as e

B as eli n e ≤ 2 0 0 a n d m a x. ≥ 5 0 % 
i n cr e as e

Q R S ( ms) m a x. ≥ 1 4 0

Q R S ( ms) i n cr e as e fr o m b as eli n e ≥ 5 0 % i n cr e as e

C at e g o ri es f o r Vit al Si g ns

S y st oli c B P ( m m H g) mi n. < 9 0 m a x. ≥ 1 6 0

S y st oli c B P ( m m H g) c h a n g e fr o m b as eli n e m a x. d e cr e as e ≥ 3 0 m a x. i n cr e as e ≥ 3 0

S y st oli c B P ( m m H g) p ost ur al diff er e n c e (s u pi n e – st a n di n g) m a x. ≥ 2 0

Di ast oli c B P ( m m H g) mi n. < 5 0 m a x. ≥ 9 0

Di ast oli c B P ( m m H g) c h a n g e fr o m b as eli n e m a x. d e cr e as e ≥ 2 0 m a x. i n cr e as e ≥ 2 0

Di ast oli c B P ( m m H g) p ost ur al diff er e n c e (s u pi n e – st a n di n g) m a x. ≥ 1 0

S u pi n e p uls e r at e ( b p m) mi n. < 4 0 m a x. > 1 2 0

St a n di n g p uls e r at e ( b p m) mi n. < 4 0 m a x. > 1 4 0

P uls e r at e ( b p m) p ost ur al diff er e n c e (s u pi n e – st a n di n g) mi n. ≤ -3 0

M e as ur e m e nts t h at f ulfill t h es e crit eri a ar e t o b e list e d i n t h e r e p ort.
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A p p e n di x 2. C- S S R S M a p p e d t o C- C A S A - S ui ci d al I d e ati o n a n d B e h a vi o r E v e nts a n d 
C o d es

T a bl e 1 0. C- S S R S M a p p e d t o C- C A S A ( S ui ci d alit y E v e nts a n d C o d es)

E v e nt 
C o d e C -C A S A E v e nt C -S S R S R es p o ns e
S ui ci d al I d e ati o n

1 P assi v e “ Y es ” o n “ Wis h t o b e d e a d ”
2 A cti v e: N o ns p e cifi c ( n o m et h o d, i nt e nt, 

or pl a n)
“ Y es ” o n “ N o n -S p e cifi c A cti v e S ui ci d al 
T h o u g hts ”

3 A cti v e: M et h o d, b ut n o i nt e nt or pl a n “ Y es ” o n “ A cti v e S ui ci d al I d e ati o n wit h A n y 
M et h o ds ( N ot Pl a n) wit h o ut I nt e nt t o A ct ”

4 A cti v e: M et h o d a n d i nt e nt, b ut n o pl a n “ Y es ” o n “ 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 ”

5 A cti v e: M et h o d, i nt e nt, a n d pl a n * “ Y es ” o n “ 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
1 C o m pl et e d s ui ci d e “ Y es ” o n “ C o m pl et e d S ui ci d e ”
2 S ui ci d e att e m pt “ Y es ” o n “ A ct u al Att e m pt ”
3 I nt err u pt e d att e m pt “ Y es ” o n “ I nt err u pt e d att e m pt”
4 A b ort e d att e m pt “ Y es ” o n “ A b ort e d att e m pt ”
5 Pr e p ar at or y  a cti o ns t o w ar d i m mi n e nt 

s ui ci d al b e h a vi ors
“ Y es ” o n “ Pr e p ar at or y A cts or B e h a vi or ”

S elf -i nj uri o us b e h a vi or, n o s ui ci d al i nt e nt
S elf -i nj uri o us b e h a vi or, n o s ui ci d al 
i nt e nt

“ Y es ” o n “ H as s u bj e ct e n g a g e d i n N o n -
s ui ci d al S elf -I njuri o us B e h a vi or ? ”

* A c c or di n g t o C -S S R S, t h e d efi niti o n of pl a n i n cl u d es i nt e nt (i. e., i nt e nt t o c o m pl et e t h e s ui ci d e is i m pli cit wit h 
t h e c o n c e pt of pl a n). T h us, t h er e is n o n e e d f or t h e c at e g or y m et h o d a n d pl a n, b ut n o i nt e nt .
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A p p e n di x 3. E x a m pl e S A S C o d e f o r St atisti c al A n al ys es

Mi x e d Eff e cts M o d el :

pr o c mi x e d d at a = i n p ut _ d at as et;
cl ass trt s u bj e ct;
m o d el v ar = trt / d df m = kr;
r a n d o m s u bj e ct / s u bj e ct = s u bj e ct;
ls m e a ns trt / diff cl al p h a = 0. 1; 

r u n;

M M R M:

pr o c mi x e d d at a = i n p ut _ d at as et m et h o d = r e ml;
cl ass s u bj e ct trt ti m e;
m o d el v ar = trt b as e ti m e b as e *ti m e trt *ti m e / d df m = kr r esi d u al;
r e p e at e d ti m e / s u bj e ct = s u bj e ct t y p e = u n;
ls m e a ns trt *ti m e / diff cl al p h a = 0. 1;

r u n;
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A p p e n di x 4. B a y esi a n E m a x M o d el M et h o d ol o g y D et ails

D at a Pr o vi d e d b y Pr o gr a m m er

A d at as et ( eit h er .t xt or . cs v) of L S m e a ns fr o m t h e M M R M a n al y sis s h o ul d b e pr o d u c e d b y 
pr o gr a m mi n g f or us e i n R b y  t h e r e p orti n g st atisti ci a n a n d Q C st atisti ci a n.  T h e fil e s h o ul d b e 
i n t h e f oll o wi n g f or m at ( N ot e t h at c ol u m n h e a d ers s h o ul d b e l a b ell e d as s p e cifi e d b el o w 
(i n cl u di n g c a pit ali z ati o n), as R is c as e s e nsiti v e): -

d os e m e a n s e
0 0 0. 3
2. 5  0. 2 0. 4
1 0 0. 4 0. 5
4 0 0. 3 0. 3
8 0 1. 6 0. 4
1 2 0 1. 8 0. 5

N ot e: d os e m a y  r e pr es e nt t h e t ot al d ail y d os e if a p pr o pri at e.

T h e r esi d u al st a n d ar d d e vi ati o n o n D a y  1 4 fr o m t h e u nstr u ct ur e d c o v ari a n c e m atri x fr o m t h e 
M M R M will als o b e pr o vi d e d t o t h e st atisti ci a ns.

Fitti n g t h e E m a x M o d el

T h e 4 -p ar a m et er E m a x m o d el will b e fitt e d usi n g t h e l at est v ersi o n ( c urr e ntl y  2. 3. 5) of t h e 
cli n D R p a c k a g e ( 1 ). T his a n alys is will b e c o n d u ct e d b y t h e st u d y st atisti ci a n. A diff er e nt 
st atisti ci a n will c o n d u ct Q C of t h e a n al ys is. T h e o ut p uts of t h e a n alys is will b e pr o vi d e d as 
.t xt fil es t o t h e pr o gr a mmi n g t e a m f or cr e ati o n of pr o gr a m mi n g t a bl es a n d fi g ur es.

T h e d ef a ult b ur n -i n a n d n u m b er of s a m pl es will b e utili z e d al o n g wit h t hi n ni n g of 2 0, w hi c h 
will i n cl u d e 3 c h ai ns t o ass ess c o n v er g e n c e.

M o d el di a g n osti cs will b e e x a mi n e d, i n cl u di n g tr a c e a n d a ut o-c orr el ati o ns pl ots. I f t h es e r ais e
c o n c er ns o v er m o d el c o n v er g e n c e, a d diti o n al b ur n -i ns, s a m pl es a n d t hi n ni n g will b e 
i n v esti g at e d t o i m pr o v e c o n v er g e n c e. C h a n g es t o t h e pri ors b el o w m a y  als o b e c o nsi d er e d 
( e. g. i n cr e as e pr e cisi o n of E 0 a n d dif T ar g et ) t o i m pr o v e c o n v er g e n c e, if d e e m e d n e c ess ar y. 
T h e fi n al di a g n osti c pl ots will n ot b e i n cl u d e d i n t h e cli ni c al st u d y  r e p ort.

Pri ors

P ri or distri b uti o ns will b e s p e cifi e d f or t h e pl a c e b o r es p o ns e (E 0 ), t h e diff er e n c e i n r es p o ns e 
(dif T ar g et ) b et w e e n t h e hi g h e st d os e st u di e d (e. g. d T ar g et = 2 0 0 m g ) a n d pl a c e b o, a n d t h e 
r esi d u al st a n d ar d d e vi ati o n (si g m a ).  N ot e t h at E m a x is d eri v e d fr o m ot h er p ar a m et ers a n d is 
t h us n ot e x pli citl y s u p pli e d.
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P ar a m et er Pri or

E 0 t( M e a n = 0, S D = 1 7, df = 5)

dif T ar g et t( M e a n = 0 , S D = 1 7 , df = 5)

si g m a U nif or m(l b = 0, u b = 3. 5)

E 0 : T h er e is i ns uffi ci e nt hist ori c al d at a t o f or m all y c al c ul at e a pl a c e b o pri or.  T h er ef or e, a 
n o n- i nf or m ati v e t-distri b uti o n will b e us e d f or t h e pl a c e b o c h a n g e fr o m b as eli n e o n D a y  1 4, 
wit h a m e a n of 0 a n d a st a n d ar d d e vi ati o n e q u al t o 1 0 ti m es t h e pr e di ct e d st a n d ar d d e vi ati o n 
( 1. 7 k g).

dif T ar g et :  A n o n- i nf or m ati v e t-distri b uti o n will b e us e d f or t h e hi g h est d os e pl a c e b o -
c orr e ct e d c h a n g e fr o m b as eli n e o n D a y  1 4 wit h a m e a n of 0 a n d a st a n d ar d d e vi ati o n e q u al t o 
1 0 ti m es t h e pr e di ct e d st a n d ar d d e vi ati o n ( 1. 7 k g).

si g m a :  A u nif or m pri or will b e us e d, wit h a r a n g e w e ar e c o nfi d e nt will i n cl u d e t h e 
p o p ul ati o n v al u e.  B as e d o n a m et a -a n al ys is of hist ori c al d at a t h e st a n d ar d d e vi ati o n is n ot 
e x p e ct e d t o b e gr e at er t h a n 3. 5 k g.  

Cli n D R d ef a ult s etti n gs will b e us e d t o s p e cif y  pri or distri b uti o ns f or t h e Hill p ar a m et er a n d 
t h e E D 5 0 . T h e d ef a ult distri b uti o ns i n t h e c urr e nt v ersi o n of cli n D R ( v ersi o n 2. 3. 5) ar e b as e d 
o n a m et a -a n al ys is of d os e r es p o ns e d at a (fr o m r ef er e n c es: 2 , 3 a n d 4 ) a n d ar e list e d b el o w.  
T h es e d ef a ult distri b uti o ns will b e u p d at e d if t h e m et a -d at a , a n d t h eir a n al ysis , ar e u p d at e d 
b ef or e t h e c o m pl eti o n of t h e c urr e nt st u d y .

P ar a m et er Pri or

l o g( E D5 0 / P5 0 ) t( M e a n = 0, S D = 1. 7 3, df = 5)

l o g( Hill) t( M e a n = 0, S D = 0.8 5 , df = 5)

T h e c orr el ati o n b et w e e n t h es e t w o p ar a m et ers is c urr e ntl y -0. 4 5 b as e d o n t h e a n al ys is of t h e 
m et a - d at a, w hi c h als o w o ul d b e u p d at e d if t h e hist ori c al a n alys is is u p d at e d.

T h e pr e di ct e d E D 5 0 f or t h e c o m p o u n d (P 5 0 ) = , b as e d o n d at a 
fr o m t h e C 4 5 4 1 0 0 1 st u d y.

R C o d e

T h e f oll o wi n g R c o d e is i n cl u d e d as a n e x a m pl e t h at will b e us e d as a b asis f or t h e a n al y sis : -

li br ar y( cli n D R) 
m mr m R es < - r e a d. cs v(“ L S m e a ns. cs v ", h e a d er = T, stri n gs As F a ct ors = F) 

# D et er mi n e ' eff e cti v e' s u bj e ct n u m b ers b as e d o n M M R M S D at D a y 1 4: 
m mr m _s d < - 0. 8 2 5 # Pr o vi d e d b y pr o gr a m mi n g 
m mr m R es $ n <- tr u n c(( m mr m _s d/ m mr m R es $s e ) ^ 2, 0) 
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# S et -u p pri ors a n d M C M C o pti o ns: 
pri or _ m mr m < - e m a x Pri or. c o ntr ol( e p m u = 0, e p s c a = 1 7,

             dif T ar g et m u = 0, dif T ar g ets c a = 1 7 ,
             d T ar g et = 6 0 0 ,
            
             si g m al o w = 0, si g m a u p = 3. 5) 

m c m c _ m mr m < - m c m c. c o ntr ol( c h ai ns = 3, t hi n = 2 0, s e e d = 1 6 9)

# R u n E m a x m o d el: # 
e m a x M M R M < - fit E m a x B( m mr m R es $m e a n , m mr m R es $ d os e, pri or _ m mr m, m o d T y p e = 4,

c o u nt = m mr m R es $ n , ms S at = m mr m _s d ^ 2, m c m c = m c m c _ m mr m) 

# Di a g n osti cs a n d o ut p ut: 
st a n _tr a c e( e m a x M M R M $ est a nfit) # L o o k at tr a c e 
st a n _ d e ns( e m a x M M R M $ est a nfit) # L o o k at d e nsiti es 
st a n _ a c( e m a x M M R M $ est a nfit) # L o o k at a ut o c orr el ati o n 
s u m m ar y( e m a x M M R M) # S u m m ar y of m o d el p ar a m et ers 
pl ot( e m a x M M R M) # L o o k at fitt e d vs. o bs er v e d d at a t o c h e c k m o d el fit
e m a x M M R M o ut < - pr e di ct( e m a x M M R M, d os e v e c = m mr m R es $ d os e, cl e v = 0. 9 0) # G et d os e pr e di cti o ns 

# P ost eri or pr e di cti v e c h e c k f or n o n -m o n ot o n e d os e r es p o ns e
p ost C h e c k < -c h e c k M o n o E m a x( y = m mr m R es $ m e a n , d os e = m mr m R es $ d os e,
                p ar m = c o ef( e m a x M M R M),si g m a 2 =(si g m a( e m a x M M R M)) ^ 2, n v e c = m mr m R es $ n)

D at a Pr o vi d e d b y St atisti ci a n

M o d el p ar a m et ers, p ost eri or m e di a ns a n d cr e di bl e i nt er v als, as s p e cifi e d i n S e cti o n 5. 2. 5 , 
will b e o ut p ut a n d pr o vi d e d b a c k t o pr o gr a m mi n g a ft er Q C is c o m pl et e.
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A p p e n di x 5. List o f A b b r e vi ati o ns

A b b r e vi ati o n T e r m
A E a d v ers e e v e nt
A e t a u a m o u nt of u n c h a n g e d dr u g r e c o v er e d i n uri n e d uri n g t h e d osi n g

i nt er v al
A e t a u % p er c e nt of d os e r e c o v er e d i n uri n e as u n c h a n g e d dr u g
A L T al a ni n e a mi n otr a nsf er as e
A S T as p art at e a mi n otr a nsf er as e
A U C ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e
A U C 2 4 ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e 0 t o 2 4 h o urs
A U C e xtr a p % ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e 0 t o i nfi nit y b as e d 

o n e xtr a p ol ati o n
A U C i nf ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e fr o m ti m e 0 t o i nfi nit y
A U C l ast ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e fr o m 0 t o ti m e of l ast

m e as ur a bl e c o n c e ntr ati o n
A U C t a u ar e a u n d er t h e c o n c e ntr ati o n -ti m e c ur v e at st e a dy st at e o v er t h e 

d osi n g i nt er v al t a u

A & R a n al ys is a n d r e p orti n g

B L Q b el o w t h e li mit of q u a ntit ati o n
B P bl o o d pr ess ur e
b p m b e ats p er mi n ut e
C a v a v er a g e pl as m a c o n c e ntr ati o n
C -C A S A C ol u m bi a -Cl assifi c ati o n Al g orit h m of S ui ci d e Ass ess m e nt
C F B c h a n g e fr o m b as eli n e
CI c o nfi d e n c e i nt er v al
C L / F a p p ar e nt cl e ar a n c e f or or al d osi n g
C L r r e n al cl e ar a n c e
C m a x m a xi m u m pl as m a c o n c e ntr ati o n
C mi n mi ni m u m pl as m a c o n c e ntr ati o n
C O VI D -1 9 c or o n a vir us dis e as e 2 0 1 9
C R F c as e r e p ort f or m
C R U cli ni c al r es e ar c h u nit
C -S S R S 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 R cli ni c al st u d y  r e p ort
c v c o effi ci e nt of v ari ati o n
C Y P c y t o c hr o m e P 4 5 0
E C G el e ctr o c ar di o gr a m
E 0 pl a c e b o eff e ct
E D 5 0 d os e t h at pr o d u c es h alf -m a xi m al eff e ct
E m a x t h e m a xi m al eff e ct

0
9
0
1
7
7
e
1
9
e
6
0
6
e
0
6\

Fi
n
al\

Fi
n
al 

O
n:
 
2
2-

A
u
g-

2
0
2
3 

2
0:

1
1 

(
G

M
T)

C CI



Pr ot o c ol C 4 5 4 1 0 0 3 (P F -0 7 2 5 8 6 6 9 ) St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 7. 0 St atisti c al A n al ysis Pl a n T e m pl at e 3 1 -J a n-2 0 2 2
P FI Z E R C O N FI D E N TI A L

T M F D o c I D: 9 8. 0 3
P a g e 4 6 of 4 6

A b b r e vi ati o n T e r m
F A S f ull a n al ysis s et
H h o ur
H C H C hi g h c ar b o h y dr at e, hi g h c al ori e
H F H C hi g h f at, hi g h c al ori e
H R h e art r at e
I D i d e ntifi c ati o n
k el t er mi n al p h as e eli mi n ati o n r at e c o nst a nt
L litr es
L L Q l o w er li mit of q u a ntit ati o n
L S l e ast-s q u ar es
M M R M mi x e d -eff e cts m o d el wit h r e p e at e d m e as ur es
m m H g milli m etr e of m er c ur y
ms millis e c o n d
ms e c millis e c o n d
M T D m a xi m u m t ol er at e d d os e
N n u m b er of o bs er v ati o ns
N/ A n ot a p pli c a bl e
N C n ot c al c ul at e d
N D n ot d o n e

N S n o s a m pl e
P A 2 pr ot o c ol a m e n d m e nt 2
P A 3 pr ot o c ol a m e n d m e nt 3
P A 4 pr ot o c ol a m e n d m e nt 4
P K p h ar m a c o ki n eti c(s)
P K/ P D p h ar m a c o ki n eti cs/ p h ar m a c o d y n a mi cs
P T R p e a k -t o-tr o u g h r ati o
Q 8 H e v er y  8 h o urs
Q C q u alit y  c o ntr ol
Q Q q u artil e -q u artil e
Q T c F c orr e ct e d Q T ( Fri d eri ci a m et h o d)
R a c o bs er v e d a c c u m ul ati o n r ati o
R a c, C m a x o bs er v e d a c c u m ul ati o n r ati o f or C m a x

S A P st atisti c al a n al ysis pl a n
S D st a n d ar d d e vi ati o n
t½ t er mi n al h alf-lif e

T m a x ti m e f or Cm a x

V z/ F a p p ar e nt v ol u m e of distri b uti o n f or or al d osi n g

0
9
0
1
7
7
e
1
9
e
6
0
6
e
0
6\

Fi
n
al\

Fi
n
al 

O
n:
 
2
2-

A
u
g-

2
0
2
3 

2
0:

1
1 

(
G

M
T)

C CI

C CI

C CI

C CI


	TABLE OF CONTENTS
	LIST OF TABLES
	Table 1. Summary of Changes
	Table 2.  Midazolam PK Parameters
	Table 3. PF-07258669 PK parameters
	Table 4. Additional PF-07258669 PK parameters
	Table 5. Additional Midazolam PK Parameters
	Table 6. Midazolam PK Parameters to be Summarized Descriptively
	Table 7. PF-07258669 PK Parameters to be Summarized Descriptively
	Table 8. Additional PF-07258669 PK Parameters to be Summarized Descriptively
	Table 9. Additional Midazolam PK parameters to be Summarized Descriptively
	Table 10. C-SSRS Mapped to C-CASA (Suicidality Events and Codes)

	LIST OF FIGURES
	Figure 1. Study Design Part A
	Figure 2. Study Design Part B

	1. VERSION HISTORY
	2. INTRODUCTION
	2.1. Modifications to the Analysis Plan Described in the Protocol
	2.2. Study Objectives, Endpoints, and Estimands
	2.3. Study Design
	2.3.1. Part A
	2.3.2. Part B


	3. ENDPOINTS AND BASELINE VARIABLES:  DEFINITIONS AND CONVENTIONS
	3.1. Primary Endpoint(s)
	3.1.1. Part A: Safety and Tolerability
	3.1.1.1. Adverse Events
	3.1.1.2. Clinical Safety Laboratory Tests
	3.1.1.3. Vital Signs
	3.1.1.4. Continuous Cardiac Monitoring
	3.1.1.5. 12-lead Electrocardiograms
	3.1.1.6. Respiratory Rate
	3.1.1.7. Oral Body Temperature
	3.1.1.8. Physical and Neurological Examinations
	3.1.1.9. C-SSRS
	 

	3.1.2. Part B: Midazolam PK Parameters

	3.2. Secondary Endpoint(s)
	3.2.1. Part A: PF-07258669 Plasma and Urine PK Parameters
	3.2.2. Part B: Safety and Tolerability

	3.3. Other Endpoint(s)
	3.3.1. Part A
	3.3.1.1. Additional PF-07258669 PK Parameters
	3.3.1.2. Body Weight
	-
	 
	-
	-
	3.3.1.7. Potential for Induction of CYP3A
	3.3.1.8. Qualitative Metabolite Profiling
	3.3.1.9. Other Endpoints

	3.3.2. Part B
	3.3.2.1. Additional Midazolam PK Parameters
	3.3.2.2. Potential for Induction of CYP3A
	 
	-


	3.4. Baseline Variables
	3.5. Safety Endpoints
	3.5.1. COVID-19


	4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)
	5. GENERAL METHODOLOGY AND CONVENTIONS
	5.1. Hypotheses and Decision Rules
	5.2. General Methods
	5.2.1. Analyses for Continuous Endpoints
	5.2.2. Analyses for Categorical Endpoints
	5.2.3. Mixed Effects Model
	5.2.4. Mixed Model Repeated Measures
	5.2.5. Bayesian Emax Model

	5.3. Methods to Manage Missing Data
	5.3.1. Concentrations Below the Limit of Quantification
	5.3.2. Deviations, Missing Concentrations and Anomalous Values
	5.3.3. Pharmacokinetic Parameters


	6. ANALYSES AND SUMMARIES
	6.1. Primary Endpoint(s)
	6.1.1. Part A: Safety and Tolerability
	6.1.1.1. Adverse Events
	6.1.1.2. Clinical Safety Laboratory Tests
	6.1.1.3. Vital Signs
	6.1.1.4. 12-lead Electrocardiograms
	6.1.1.5. Respiratory Rate
	6.1.1.6. Oral Body Temperature
	6.1.1.7. C-SSRS
	 

	6.1.2. Part B: Midazolam PK Parameters

	6.2. Secondary Endpoint(s)
	6.2.1. Part A: PF-07258669 Plasma and Urine PK Parameters
	6.2.2. Part B: Safety and Tolerability
	6.2.2.1. Adverse events
	6.2.2.2. Vital signs
	6.2.2.3. ECGs
	6.2.2.4. Clinical Safety Laboratory Measurements
	6.2.2.5. Respiratory Rate
	6.2.2.6. Oral Body Temperature


	6.3. Other Endpoint(s)
	6.3.1. Part A
	6.3.1.1. Additional PF-07258669 PK Parameters
	6.3.1.2. Body Weight
	-
	 
	 
	-
	6.3.1.7. Potential for Induction of CYP3A
	 

	6.3.2. Part B
	6.3.2.1. Additional Midazolam PK Parameters
	6.3.2.2. Potential for Induction of CYP3A
	 
	-


	6.4. Subset Analyses
	6.5. Baseline and Other Summaries and Analyses
	6.5.1. Baseline Summaries
	6.5.2. Study Conduct and Participant Disposition
	6.5.3. Concomitant Medications and Nondrug Treatments

	6.6. Safety Summaries and Analyses
	6.6.1. COVID-19


	7. INTERIM ANALYSES
	7.1. Introduction
	7.2. Interim Analyses and Summaries

	8. REFERENCES
	APPENDICES
	Appendix 1. Categorical Classes for ECG and Vital Signs of Potential Clinical Concern
	Appendix 2. C-SSRS Mapped to C-CASA - Suicidal Ideation and Behavior Events and Codes
	Appendix 3. Example SAS Code for Statistical Analyses
	Appendix 4. Bayesian Emax Model Methodology Details
	Appendix 5. List of Abbreviations



