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6. 3. 1 6. S er u m c o n c e ntr ati o ns of G D F- 1 5 o n  
 ( C o h ort B o nl y) ........................................................ 4 9 

6. 3. 1 7. I n ci d e n c e of A D A, a n d N A b ( C o h ort B o nl y) .......................................... 5 0  

6. 3. 1 8. F ol d c h a n g e fr o m b as eli n e i n N T- pr o B N P at W e e ks 1 2 a n d 1 6 
( O p e n-l a b el, P K C o h ort [ C o h ort B] o nl y) ....................................................... 5 0 

6. 4. S u bs et A n al ys es ....................................................................................................... 5 0  

6. 5. B as eli n e a n d Ot h er S u m m ari es a n d A n al ys es ......................................................... 5 1  
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6. 5. 1. B as eli n e S u m m ari es .................................................................................... 5 1  

6. 5. 2. St u d y C o n d u ct a n d P arti ci p a nt Dis p ositi o n ( All C o h orts [ A, B, C a n d 
D] ) .................................................................................................................... 5 1 

6. 5. 3. R et ai n e d R es e ar c h S a m pl es a n d ot h er e x pl or at or y pl as m a bi o m ar k ers ..... 5 1  

6. 5. 4. P o p ul ati o n P K ............................................................................................. 5 1  

6. 5. 5. C o n c o mit a nt M e di c ati o ns a n d N o n dr u g Tr e at m e nts/ Pr o c e d ur es ( All 
C o h orts [ A, B, C a n d D]) ................................................................................. 5 2  

6. 5. 6. Tr e at m e nt C o m pli a n c e ( All C o h orts [ A, B, C a n d D]) ............................... 5 2  

6. 6. S af et y S u m m ari es a n d A n al ys es ............................................................................. 5 2  

6. 6. 1. El e ctr o c ar di o gr a m s ( All C o h orts [ A, B, C a n d D]) .................................... 5 2  

7. I N T E RI M A N A L Y S E S  ....................................................................................................... 5 2 

7. 1. I ntr o d u cti o n ............................................................................................................. 5 2  

7. 2. I nt eri m A n al ys es a n d S u m m ari es ............................................................................ 5 3  

7. 2. 1. I nt eri m A n al ysis # 1 ..................................................................................... 5 3  

7. 2. 1. 1. Effi c a c y E n d p oi nts .................................................................... 5 3  

7. 2. 1. 2. S af et y E n d p oi nts ....................................................................... 5 4  

7. 2. 1. 3. Ot h er S u m m ari e s ....................................................................... 5 4  

7. 2. 2. I nt eri m A n al ysis # 2 ..................................................................................... 5 5  

8. R E F E R E N C E S  .................................................................................................................... 5 5 

9. A P P E N DI C E S  ..................................................................................................................... 5 6 

 

L I S T O F T A B L E S  

T a bl e  1. S u m m ar y of C h a n g es .................................................................................. 9  

T a bl e  2. D eri v ati o n of P o ns e gr o m a b P K P ar a m et ers ............................................. 2 8  

T a bl e  3. P K P ar a m et ers t o b e S u m m ari z e d D es cri pti v el y  ...................................... 4 9 

  

L I S T O F FI G U R E S  
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A P P E N DI C E S  

A p p e n di x 1. K C C Q- 2 3 ............................................................................................................ 5 6  
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1.  V E R S I O N  H I 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  
2 1 O ct  2 0 2 2 
 

Ori gi n al  
2 3 J u n 2 0 2 2 
 

N /A  N /A  

2  
1 8 O ct  2 0 2 4 

A m e n d m e nt 1  
0 6 J u n 2 0 2 3 
 
A m e n d m e nt 2  
1 8 J ul 2 0 2 4 

O p e n -l a b el, P K 
c o h ort a d d e d i n 
r es p o ns e t o 
r e g ul at or y r e q u est. 
 
A d diti o n al c o h ort s 
C a n d D a d d e d f or 
l o w er d os e a n d 
l o w er G D F- 1 5 
 
D ail y di ar y 
r e m o v e d. 
 
Fr e q u e n c y of 
a cti vit y 
m o nit ori n g 
r e d u c e d. 
 
A d diti o n al N T-
pr o B N P ti m e p oi nt 
a d d e d. 
 

e n d p oi nts/ o bj e cti v
es a d d e d  
 
A E o ut p ut s 
u p d at e d b as e d o n 
c urr e nt g ui d a n c e. 
 
I nt eri m A n al ysi s 
d et ails a d d e d.  

•  T hr o u g h o ut: Pr ot o c ol l a n g u a g e u p d at e d; 
G e n er al u p d at es t o cl arif y r el e v a nt  p art of 
t h e st u d y; D ail y di ar y r e m o v e d; t ot al G D F-
1 5 r e m o v e d 

•  2. 2: O bj e cti v es u p d at e d t o m at c h pr ot o c ol; 
cl arifi c ati o n o n d efi niti o n of i n a d e q u at e 
c o m pli a n c e ; A d diti o n al pr ot o c ol esti m a n d 
w or di n g a d d e d f or s af et y a n d t erti ar y 
e n d p oi nts 

•  2. 3: U p d at e d st u d y d es cri pti o n  a n d  s c h e m a 
a d d e d 

•  3: Cl arifi c ati o n of b as eli n e d efi niti o n  
•  3. 2. 2: F urt h er cl arifi c ati o n of c e ns ori n g 
•  3. 2. 5. 1/ 6. 2. 5. 1 : M e di c al e v al u ati o n of I- A E s 

u p d at e d 
•  3. 2. 5. 2: C F B i n li pi d p a n el e n d p oi nts a d d e d 
•  3. 2. 5. 3: M a xi m u m c h a n g es i n vit al s si g ns 

a d d e d 
•  3. 3: A d diti o n al e n d p oi nt s a d d e d; P GI - S a n d 

P GI -C cl arifi e d; % C F B i n b o d y w ei g ht 
r e m o v e d; acti vit y ti m e p oi nts r e d u c e d  a n d 
e n d p oi nts u p d at e d; d efi niti o n of “ c o m pli a nt 
d a y ” u p d at e d ; h e alt h y v ol u nt e er G D F- 1 5 
l e v el c orr e ct e d; m et h o d f or d e ali n g wit h 
B L Q v al u es a d d e d; a d d e d; 
cl arifi c ati o n of cli ni
c al c ul ati o ns; s e cti o ns a d d e d f or o p e n- l a b el, 
P K c o h ort e n d p oi nt s 

•  3. 4: M o difi e d B MI a d d e d 
•  3. 5: M a xi m u m c h a n g es i n Q T c F a d d e d 
•  4: F urt h er c l arifi c ati o n of a n al ysi s s et  

d efi niti o ns a n d d et ail s 
•  5. 1 : A d diti o n al h y p ot h esis t esti n g w or di n g 

a d d e d f or o p e n-l a b el, P K c o h ort 
•  5. 2: G e n er al a p pr o a c h f or a n al ysi s a d d e d ; 

c o h ort a d d e d i nt o a n al ys es; A d diti o n of 
A N C O V A , l o gi sti c r e gr essi o n wit h o ut 
i m p ut ati o n, C u m ul ati v e i n ci d e n c e pl ots, C o x 
pr o p orti o n al h a z ar ds  
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•  5. 3: A d diti o n al w or di n g a d d e d f or m a n a gi n g 
B L Q c o n c e ntr ati o ns a n d missi n g d at a f or P K 
p ar a m et er s  a n d s cr e e ni n g d at a f or P K C o h ort 
p arti ci p a nt s  

•  6. 1. 1 : Cl arifi c ati o n of c o h ort a p pr o a c h; B o x 
a n d w his k er pl ot s r e m o v e d ; cl arifi c ati o n of 
m o d el t er m s; a d diti o n al s e nsiti vit y a n al ysi s 
a d d e d 

•  6. 2/ 6. 6: Cl arifi c ati o n of c o h ort a p pr o a c h;  
s e nsiti vit y a n al ysi s a d d e d; A d diti o n of a 
p o ns e gr o m a b c o m bi n e d gr o u p i n s af et y 
o ut p ut s (i n cl u di n g E C Gs) ; S u m m ari es of 
inj e cti o n sit e r e a cti o ns  a d d e d; A d diti o n al 
s u m m ari es f or li pi d p a n el e n d p oi nt s 

•  6. 3: A d diti o n al e n d p oi nt s a d d e d; s e nsiti vit y 
a n al ysis a d d e d ; A cti vit y ti m e p oi nt s r e d u c e d 
a n d a n al ysi s c h a n g e d t o A N C O V A; 
Cl arifi c ati o n of c o h ort a p pr o a c h; hs C R P, 
al b u mi n a n d pr e -al b u mi n ti m e p oi nt s r e d u c e d 
a n d a n al ysi s c h a n g e d t o A N C O V A ; t ot al 
G D F - 1 5 e n d p oi nt r e m o v e d;  

 a d d e d; cl arifi c ati o n t h at cli ni c al 
o ut c o m es ar e a dj u di c at e d; a d diti o n al 
a n al ysis f or i n di vi d u al c o m p o n e nts of 
cli ni c al c o m p osit e ; s e cti o ns a d d e d f or o p e n-
l a b el, P K c o h ort e n d p oi nt s 

•  6. 4: S u bs et a n al ys es a d d e d 
•  6. 5: B as eli n e s u m m ari es u p d at e d ; A d diti o n al 

d et ail a d d e d f or p arti ci p a nt di s c o nti n u ati o ns , 
pri or /c o n c o mit ati o n m e di c ati o ns/ pr o c e d ur es , 
a n d c o m pli a n c e 

•  7: D et ail s a d d e d f or i nt eri m a n al ys es 
•  8: R ef er e n c e a d d e d  
•  A p p e n di x 4: Cl arifi e d w h e n c o h ort i s 

i n cl u d e d i n m o d el; E x a m pl e S A S c o d e f or 
A N C O V A , l o gi sti c r e gr essi o n wit h o ut 
i m p ut ati o n, c u m ul ati v e i n ci d e n c e pl ot s a n d 
pr o p orti o n al h a z ar ds a d d e d 

•  A p p e n di x 7 : A b br e vi ati o ns u p d at e d 
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2.  I N T R O D U C T I 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 3 6 5 1 0 1 1 ( t h e m ai n c o h ort [ C o h ort A], t h e 
o p e n- l a b el, P K c o h ort [ C o h ort B], o pti o n al C o h ort C, a n d o pti o n al C o h ort D). 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 ysis 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. 

2. 1.  M o difi c ati o n s 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.  

2. 2.  St u d y O bj e cti v es, E n d p oi nts , a n d E sti m a n d s  

2. 2. 1.  M ai n C o h o rt ( C o h o rt A), C o h o rt C a n d C o h o rt D 

T y p e  O bj e cti v es  E n d p oi nts  Esti m a n d s  

P ri m a r y:  Pri m a r y:  Pri m a r y:  Pri m a r y:  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 3 0 0  
m g  v ers u s pl a c e b o, 
o n H F dis e a s e -
s p e cifi c h e alt h st at u s 
i n p a rti ci p a nts wit h 
H F  a n d s er u m G D F -
1 5 c o n c e ntr ati o n s 

p g/ m L ( M ai n 
C o h o rt [ C o h o rt A]) 
o nl y . 

•  C h a n g e fr o m b a s eli n e i n 
K C C Q- 2 3  C S S at W e e k 2 2.  

 
  

•  Esti m a n d 1 (si mil a r t o 
“ h y p ot h eti c al ”) is t h e diff er e n c e 
b et w e e n p o n s e g r o m a b a n d pl a c e b o 
i n m e a n c h a n g e fr o m b a s eli n e i n 
K C C Q- 2 3 C S S at W e e k 2 2, i n 
st u d y p a rti ci p a nts wit h H F  a n d 
s er u m G D F -1 5 c o n c e ntr ati o n s

p g/ m L , u n d er t h e s c e n a ri o of 
n o dis c o nti n u ati o n of st u d y 
i nt er v e nti o n a n d wit h o ut t h e 
p ot e nti al c o nf o u n di n g eff e ct of 
p r o hi bit e d p r o c e d u r es o r 
p a rti ci p a nts’ n o n -c o m pli a n c e wit h 
d o si n g.  

S e c o n d a r y:  S e c o n d a r y:  S e c o n d a r y:  S e c o n d a r y:  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n H F 
dis e a s e -s p e cifi c 
o v er all h e alt h st at u s 
i n p a rti ci p a nts wit h 
H F  a n d s er u m G D F -
1 5 c o n c e ntr ati o n s 

 p g/ m L. 

•  C h a n g e fr o m b a s eli n e i n 
K C C Q- 2 3  C S S, O S S, T S S, a n d 
p h ysi c al li mit ati o n at W e e k 2 2.  

•  Esti m a n d 2 (si mil a r t o 
“ h y p ot h eti c al ”) is t h e diff er e n c e 
b et w e e n p o n s e g r o m a b a n d pl a c e b o 
i n m e a n c h a n g e fr o m b a s eli n e i n 
e a c h of K C C Q -2 3 C S S, O S S, T S S 
a n d p h ysi c al li mit ati o n s c o r e at 
W e e k  2 2, i n p a rti ci p a nts wit h H F  
a n d s er u m G D F -1 5 c o n c e ntr ati o ns 

p g/ m L , u n d er t h e s c e n a ri o 
of n o dis c o nti n u ati o n of st u d y 
i nt er v e nti o n a n d wit h o ut t h e 
p ot e nti al c o nf o u n di n g eff e ct of 
p r o hi bit e d p r o c e d u r es o r 
p a rti ci p a nts’ n o n -c o m pli a n c e wit h 
d o si n g.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n H F 
dis e a s e -s p e cifi c 
h e alt h st at u s i n 
p a rti ci p a nts wit h H F  

•  R es p o n s es a s d efi n e d b y a 
≥ 5 -p oi nt i n cr e a s e fr o m b a s eli n e 
i n K C C Q-2 3  C S S, O S S, T S S, 
a n d p h ysi c al li mit ati o n at 
W e e k  2 2.  

•  Esti m a n d 3 (si mil a r t o 
“ h y p ot h eti c al ”) is t h e o d d s r ati o 
b et w e e n p o n s e g r o m a b a n d pl a c e b o 
o n t h e p r o p o rti o n of p a rti ci p a nts 
wit h ≥ 5 -p oi nt i n cr e a s es fr o m 
b a s eli n e i n e a c h of K C C Q -2 3  C S S, 
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a n d s er u m G D F -1 5 
c o n c e ntr ati o n s

p g/ m L . 

O S S, T S S, a n d p h ysi c al li mit ati o n 
s c o r e at W e e k  2 2, i n p a rti ci p a nts 
wit h H F  a n d s er u m G D F -1 5 
c o n c e ntr ati o n s p g/ m L , 
u n d er t h e s c e n a ri o of n o 
dis c o nti n u ati o n of st u d y 
i nt er v e nti o n a n d wit h o ut t h e 
p ot e nti al c o nf o u n di n g eff e ct of 
p r o hi bit e d p r o c e d u r es o r 
p a rti ci p a nts’ n o n -c o m pli a n c e wit h 
d o si n g.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n t h e 
p h ysi c al f u n cti o n of 
p a rti ci p a nts wit h H F  
a n d s er u m G D F -1 5 
c o n c e ntr ati o n s

p g/ m L . 

•  C h a n g e fr o m b a s eli n e i n 6 M W D 
at W e e k 2 2.  

•  Esti m a n d 4 (si mil a r t o 
“ h y p ot h eti c al ”) is t h e diff er e n c e 
b et w e e n p o n s e g r o m a b a n d pl a c e b o 
i n m e a n c h a n g e fr o m b a s eli n e i n 
6 M W D at W e e k 2 2, i n p a rti ci p a nts 
wit h H F  a n d s er u m G D F -1 5 
c o n c e ntr ati o n s p g/ m L , 
u n d er t h e s c e n a ri o of n o 
dis c o nti n u ati o n of st u d y 
i nt er v e nti o n a n d wit h o ut t h e 
p ot e nti al c o nf o u n di n g eff e ct of 
p r o hi bit e d p r o c e d u r es o r 
p a rti ci p a nts’ n o n -c o m pli a n c e wit h 
d o si n g.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
f ati g u e r e p o rt e d b y 
p a rti ci p a nts wit h H F  
a n d s er u m G D F -1 5 
c o n c e ntr ati o n s

p g/ m L . 

•  C h a n g e fr o m b a s eli n e i n 
P R O MI S F ati g u e 7 a at 
W e e k  2 2.  

•  Esti m a n d 5 (si mil a r t o 
“ h y p ot h eti c al ”) is t h e diff er e n c e 
b et w e e n p o n s e g r o m a b a n d pl a c e b o 
i n m e a n c h a n g es fr o m b a s eli n e i n 
P R O MI S F ati g u e 7 a at W e e k  2 2, i n 
p a rti ci p a nts wit h H F  a n d s er u m 
G D F -1 5 c o n c e ntr ati o n s
p g/ m L , u n d er t h e s c e n a ri o of n o 
dis c o nti n u ati o n of st u d y 
i nt er v e nti o n a n d wit h o ut t h e 
p ot e nti al c o nf o u n di n g eff e ct of 
p r o hi bit e d p r o c e d u r es o r 
p a rti ci p a nts’ n o n -c o m pli a n c e wit h 
d o si n g.  

S af et y  •  T o d es cri b e t h e s af et y 
a n d t ol er a bilit y of 
p o n s e g r o m a b i n 
p a rti ci p a nts wit h H F.  

•  I n ci d e n c e of T E A Es, T E S A Es, 
a b n o r m al l a b o r at o r y r es ults, 
a n d vit al si g n s.  

•  T h er e a r e n o d efi n e d esti m a n d s f or 
t h e i n ci d e n c e of T E A Es, T E S A Es, 
a b n o r m al l a b o r at o r y r es ults, a n d 
vit al si g n s, a n d t h es e e n d p oi nts 
will b e a n al yz e d u si n g Pfiz er d at a 
st a n d a r d s a s a p pli c a bl e.  

T e rti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 3 0 0 
m g v ers u s pl a c e b o, 
o n H F dis e a s e -
s p e cifi c h e alt h st at u s 
i n p a rti ci p a nts wit h 
H F a n d a n y s er u m 
G D F -1 5 
c o n c e ntr ati o n . 

•  C h a n g e fr o m b a s eli n e i n 
K C C Q- 2 3  C S S, O S S, T S S, a n d 
p h ysi c al li mit ati o n at W e e k 2 2.  

•  R es p o n s es a s d efi n e d b y a 
≥ 5 -p oi nt i n cr e a s e fr o m b a s eli n e 
i n K C C Q-2 3  C S S, O S S, T S S, 
a n d p h ysi c al li mit ati o n at 
W e e k  2 2.  

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 3 0 0 

•  C h a n g e fr o m b a s eli n e i n 6 M W D 
at W e e k 2 2.  

•  N ot a p pli c a bl e.  
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m g v ers u s pl a c e b o o n 
t h e p h ysi c al f u n cti o n 
of p a rti ci p a nts wit h 
H F a n d a n y s er u m 
G D F -1 5 
c o n c e ntr ati o n.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 3 0 0 
m g v ers u s pl a c e b o o n 
f ati g u e r e p o rt e d b y 
p a rti ci p a nts wit h H F 
a n d a n y s er u m G D F -
1 5 c o n c e ntr ati o n.  

•  C h a n g e fr o m b a s eli n e i n 
P R O MI S F ati g u e 7 a at 
W e e k  2 2.  

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n H F 
dis e a s e -s p e cifi c 
h e alt h st at u s i n 
p a rti ci p a nts wit h H F.  

•  R es p o n s e a s d efi n e d b y a ≥ 1 0 -
p oi nt a n d ≥ 1 5 -p oi nt i n cr e a s e i n 
K C C Q- 2 3 C S S, O S S, T S S, a n d 
p h ysi c al li mit ati o n at W e e k 2 2.  

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o d es cri b e t h e eff e ct 
of p o n s e g r o m a b o n 
i m p r essi o n s of 
dis e a s e s e v erit y a n d 
c h a n g e i n 
p a rti ci p a nts wit h H F.  

•  A b s ol ut e a n d c h a n g e fr o m 
b a s eli n e i n P GI -S at W e e k 2 2.  

•  A b s ol ut e P GI -C at W e e k 2 2.  

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
b o d y w ei g ht i n 
p a rti ci p a nts wit h H F.  

•  C h a n g e fr o m b a s eli n e i n b o d y 
w ei g ht at W e e k 2 2.  

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
d ail y a cti vit y 
m e a s u r es b a s e d o n 
a c c el er o m etr y i n 
p a rti ci p a nts wit h H F.  

•  C h a n g e fr o m b a s eli n e i n d ail y 
a cti vit y m e a s u r es b a s e d o n 
a c c el er o m etr y at W e e k 2 2.  

•  N ot a p pli c a bl e.  

P h ar m a c o ki n eti cs  •  T o e v al u at e t h e P K of 
p o n s e g r o m a b i n 
p a rti ci p a nts wit h H F.  

•  S er u m u n b o u n d a n d t ot al 
p o n s e g r o m a b c o n c e ntr ati o n s o n 
D a y 1 ( p r e d o s e) a n d W e e ks 4, 
8, 1 2, 1 6, 2 0, 2 2, 2 4, a n d 3 2.  

•  N ot a p pli c a bl e.  

Bi o m ar k ers  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
G D F -1 5 
c o n c e ntr ati o n s i n 
p a rti ci p a nts wit h H F.  

•  S er u m c o n c e ntr ati o n s of 
G D F -1 5 o n  

 

•  N ot a p pli c a bl e.  

I m m u n o g e ni cit y •  T o c h a r a ct eriz e t h e 
i m m u n o g e ni cit y of 
p o n s e g r o m a b i n 
p a rti ci p a nts wit h H F.  

•  I n ci d e n c e of a nti-p o n s e g r o m a b 
a nti b o di es, a n d n e utr alizi n g 
a nti b o di es.  

•  N ot a p pli c a bl e.  

Bi o m ar k ers  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
m a r k ers t o c h e c k H F 

•  F ol d c h a n g e fr o m b a s eli n e i n 
N T- p r o B N P, h s C R P, al b u mi n 
a n d p r e -al b u mi n at W e e k  2 2.  

•  N ot a p pli c a bl e.  
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ris k, a c ut e MI, 
i nfl a m m ati o n, a n d 
n utriti o n al st at u s i n 
p a rti ci p a nts wit h H F.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 

i n 
p a rti ci p a nts wit h H F.  

•  F ol d c h a n g e fr o m b a s eli n e i n 
at W e e ks 1 2 a n d 2 2.  

•  F ol d c h a n g e fr o m b a s eli n e i n 
at W e e ks 1 2 a n d 2 2 

( C o h o rts C a n d D o nl y). 

•  N ot a p pli c a bl e.  

Effi c a c y  •  T o c o m p a r e t h e eff e ct 
of p o n s e g r o m a b 
v ers u s pl a c e b o o n 
cli ni c al o ut c o m es of 
c a r di o v a s c ul a r d e at h, 
h o s pit aliz ati o n f o r 
H F, o r u r g e nt H F 
visit a n d o n d a ys 
ali v e a n d o ut of t h e 
h o s pit al i n 
p a rti ci p a nts wit h H F.  

•  Hi er a r c hi c al c o m p o sit e 
e n d p oi nt:  
o  Ti m e t o c a r di o v a s c ul a r 

d e at h;  
o  N u m b er of w o rs e ni n g H F 

e v e nts ( h o s pit aliz ati o n f o r 
H F, o r u r g e nt H F visit);  

o  Ti m e t o first w o rs e ni n g H F 
e v e nt ( h o s pit aliz ati o n f o r 
H F, o r u r g e nt h e a rt visit);  

o  C h a n g e fr o m b a s eli n e i n 
K C C Q- 2 3 C S S at W e e k 2 2.  

•  Ti m e t o first o c c u rr e n c e of t h e 
cli ni c al c o m p o sit e of 
c a r di o v a s c ul a r d e at h, 
h o s pit aliz ati o n f o r H F, o r 
u r g e nt h e a rt visit.  

•  T ot al n u m b er of d a ys ali v e a n d 
o ut of t h e h o s pit al o v er 
2 2  w e e ks.  

•  T ot al n u m b er of 
h o s pit aliz ati o n s f o r H F a n d 
u r g e nt H F visits o v er 2 2  w e e ks.  

•  N ot a p pli c a bl e.  

 

2. 2. 2.  O p e n -l a b el, P K C o h o rt ( C o h o rt B) 

T y p e  O bj e cti v es  E n d p oi nts  Esti m a n d s  

S e c o n d a r y:  S e c o n d a r y:  S e c o n d a r y:  S e c o n d 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 
p o n s e g r o m a b i n 
p a rti ci p a nts wit h H F 
a n d el e v at e d 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s.  

•  I n ci d e n c e of T E A Es, T E S A Es, 
a b n o r m al l a b o r at o r y r es ults, 
a n d vit al si g n s.  

•  T h er e a r e n o d efi n e d esti m a n d s f or 
t h e i n ci d e n c e of T E A Es, T E S A Es, 
a b n o r m al l a b o r at o r y r es ults, a n d 
vit al si g n s, a n d t h es e e n d p oi nts 
will b e a n al yz e d u si n g Pfiz er d at a 
st a n d a r d s a s a p pli c a bl e.  

T e rti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  T erti a r y/ E x pl o r at o r y:  

P h ar m a c o ki n eti cs  •  T o e v al u at e t h e P K of 
p o n s e g r o m a b 
f oll o wi n g r e p e at e d 
S C a d mi nistr ati o n i n 
p a rti ci p a nts wit h H F 
a n d el e v at e d 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s.  

•  S er u m u n b o u n d a n d t ot al 
p o n s e g r o m a b P K p a r a m et ers 
aft er 1 st d o s e o n D a y 1 a n d 4 t h 
d o s e o n D a y 8 5: A U C t a u, Cm a x , 

T m a x  a n d a s d at a p er mit, t½, 
C L/ F, V z/ F, P T R aft er 4 t h d o s e.  
 

•  T h er e a r e n o d efi n e d esti m a n d s f or 
P K e n d p oi nts.  
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Bi o m ar k ers  •  T o c h a r a ct eriz e t h e 
eff e ct of 
p o n s e g r o m a b o n 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s i n 
p a rti ci p a nts wit h H F 
a n d el e v at e d 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s.  

•  S er u m c o n c e ntr ati o n s of G D F -
1 5 o n  

.  

•  N ot a p pli c a bl e  

I m m u n o g e ni cit y •  T o c h ar a ct eri z e t h e 
i m m u n o g e ni cit y of 
p o n s e gr o m a b i n 
p arti ci p a nts wit h H F 
a n d el e v at e d 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s.  

•  I n ci d e n c e of A D A, a n d N A b. •  N ot a p pli c a bl e.  

Bi o m ar k ers  •  T o e v al u at e t h e eff e ct 
of p o n s e g r o m a b o n 
N T- p r o B N P i n 
p a rti ci p a nts wit h H F 
a n d el e v at e d 
cir c ul ati n g G D F -1 5 
c o n c e ntr ati o n s.  

•  F ol d c h a n g e fr o m b a s eli n e i n 
N T- p r o B N P at W e e ks 1 2 a n d 
1 6.  

•  N ot a p pli c a bl e.  

 

2. 2. 3.  P ri m a r y E sti m a n d (s) 

Esti m a n d s r el at e d t o t h e H F dis e as e- sp e cifi c h e alt h st at us pri m ar y o bj e cti v e  ( Mai n C o h ort 
[ C o h ort A] o nl y): 

E sti m a n d 1  (si mil ar t o “ h y p ot h eti c al ”) is i nt e n d e d t o pr o vi d e a p o p ul ati o n l e v el esti m at e of 
t h e tr e at m e nt eff e ct o n t h e c h a n g e fr o m b as eli n e i n K C C Q-2 3 C S S f or p o ns e gr o m a b 
c o m p ar e d wit h pl a c e b o i n all e v al u a bl e p arti ci p a nts i n t h e M ai n C o h ort ( C o h ort A), u n d er 
t h e s c e n ari o of n o dis c o nti n u ati o n of st u d y i nt er v e nti o n a n d wit h o ut t h e p ot e nti al 
c o nf o u n di n g eff e ct of pr o hi bit e d pr o c e d ur es or p a rti ci p a nts’ n o n- c o m pli a n c e wit h d osi n g (i e, 
usi n g t h e c e ns or e d a n al y sis s et f or t h e M ai n C o h ort ( C o h ort A) as d efi n e d i n S e cti o n  4 ). 

•  P o p ul ati o n: P arti ci p a nts wit h H F, el e v at e d cir c ul ati n g G D F- 1 5 c o n c e ntr ati o ns a n d 
K C C Q -2 3 C S S < 7 5.  

•  E n d p oi nt: C h a n g e fr o m b as eli n e i n K C C Q- 2 3 C S S at W e e k 2 2.  

•  I nt er c urr e nt E v e nts: 

a.  Dis c o nti n u ati o n of st u d y i nt er v e nti o n: D at a c oll e ct e d aft er a p arti ci p a nt h as 
dis c o nti n u e d st u d y i nt er v e nti o n will b e c e ns or e d a n d tr e at e d as missi n g d at a. 
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b.  Pr o hi bit e d pr o c e d ur es: D at a c oll e ct e d aft er a p a rti ci p a nt h as u n d er g o n e 
pr o hi bit e d pr o c e d ur es, t h at w o ul d m o d ul at e t h e pri m ar y e n d p oi nt, will b e 
c e ns or e d a n d tr e at e d as missi n g d at a. A n y pr o c e d ur es will b e r e vi e w e d pri or t o 
d at a b as e l o c k t o d et er mi n e w hi c h w o ul d b e cl ass e d as “ pr o hi bit e d ” f or t his 
esti m a n d. 

c.  I n a d e q u at e c o m pli a n c e: D at a c oll e ct e d aft er a p a rti ci p a nt h as miss e d a d os e, or 
h as r e c ei v e d a n i n c o m pl et e d os e,  will b e c e ns or e d a n d tr e at e d as missi n g d at a. 
F or p arti ci p a nts w h o r es u m e (c o m pl et e) d osi n g, t h eir s u bs e q u e nt d at a m a y b e 
i n cl u d e d i n t h e a n al ysis f oll o wi n g a r e vi e w of t h eir c o m pli a n c e pri or t o d at a b as e 
l o c k.  

Missi n g d at a d u e t o c e ns ori n g, st u d y wit h dr a w al or ot h er r e as o ns, ar e ass u m e d t o b e 
missi n g at r a n d o m i n t h e a n al ysis. 

•  P o p ul ati o n-l e v el s u m m ar y: Diff er e n c e i n m e a n c h a n g e fr o m b as eli n e f or t h e 
K C C Q -2 3  C S S at W e e k 2 2 b et w e e n p o ns e gr o m a b a n d pl a c e b o.  

E sti m a n d 1 b  (si mil ar t o “tr e at m e nt p oli c y ”) is i nt e n d e d t o pr o vi d e a p o p ul ati o n l e v el 
esti m at e of t h e tr e at m e nt eff e ct o n t h e c h a n g e fr o m b as eli n e i n K C C Q - 2 3 C S S f or 
p o ns e gr o m a b c o m p ar e d wit h pl a c e b o i n all e v al u a bl e p arti ci p a nts i n t h e M ai n C o h ort ( C o h ort 
A),  r e g ar dl ess of dis c o nti n u ati o n of st u d y i nt er v e nti o n, d osi n g c o m pli a n c e or pr o hi bit e d 
pr o c e d ur es  (i e, usi n g t h e c o m pl et e a n al ysis s et  f or t h e M ai n C o h ort ( C o h ort A) as d efi n e d i n 
S e cti o n  4 ). 

•  P o p ul ati o n: P arti ci p a nts wit h H F, el e v at e d cir c ul ati n g G D F - 1 5 l e v els a n d K C C Q- 2 3 
C S S < 7 5  

•  E n d p oi nt: C h a n g e fr o m b as eli n e i n K C C Q- 2 3 C S S at W e e k 2 2  

•  I nt er c urr e nt E v e nts: T h er e ar e n o c h a n g es m a d e b as e d o n i nt er c urr e nt e v e nts.  F or 
p arti ci p a nts w h o dis c o nti n u e st u d y i nt er v e nti o n, r e c ei v e a pr o hi bit e d pr o c e d ur e a n d/ or 
miss a d os e  or r e c ei v e a n i n c o m pl et e d os e , all o bs er v ati o ns p ost- dis c o nti n u ati o n, p ost-
pr o c e d ur e or p ost- miss e d /i n c o m pl et e d os e will b e i n cl u d e d i n t h e a n al ysis s et. 

•  P o p ul ati o n- l e v el s u m m ar y: Diff er e n c e i n m e a n c h a n g e fr o m b as eli n e f or t h e K C C Q-
2 3 C S S at W e e k 2 2 b et w e e n p o ns e gr o m a b a n d pl a c e b o 

2. 2. 4.  S e c o n d a r y E sti m a n d (s) 

T h e s e c o n d ar y esti m a n ds ar e a p pli e d t o t h e c o m p aris o ns b et w e e n e a c h p o ns e gr o m a b d os e 
a n d pl a c e b o. D at a fr o m t h e M ai n C o h ort ( C o h ort A) will b e us e d f or c o m p aris o ns b et w e e n 
p o ns e gr o m a b 3 0 0 m g a n d pl a c e b o . D at a fr o m t h e M ai n C o h ort ( C o h ort A) a n d C o h ort C, 
c o m bi n e d (i e, C o h ort A + C o h ort C), will b e us e d f or c o m p aris o ns b et w e e n p o ns e gr o m a b 
1 0 0, 2 0 0 a n d 3 0 0 m g a n d pl a c e b o.  
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E sti m a n d r el at e d t o t h e H F dis e as e- s p e cifi c h e alt h st at us  s e c o n d ar y o bj e cti v e ( Mai n C o h ort 
[ C o h ort A] ± C o h ort C): 

E sti m a n d 2  will b e si mil ar t o Esti m a n d 1, e x c e pt f or t h e f oll o wi n g: 

•  E n d p oi nt: C h a n g e fr o m b as eli n e i n e a c h of K C C Q- 2 3 C S S *, O S S, T S S a n d p h ysi c al 
li mit ati o n s c or e at W e e k 2 2. 

•  P o p ul ati o n-l e v el s u m m ar y: Diff er e n c e i n m e a n c h a n g e fr o m b as eli n e f or t h e 
K C C Q -2 3 C S S, O S S, T S S, or p h ysi c al li mit ati o n s c or e at W e e k 2 2 b et w e e n 
p o ns e gr o m a b a n d pl a c e b o. 

* N ot e: F or K C C Q -2 3 C S S, c o m p aris o ns b et w e e n p o ns e gr o m a b 1 0 0 or 2 0 0 m g a n d pl a c e b o 
ar e b as e d o n d at a fr o m t h e M ai n C o h ort ( C o h ort A) a n d C o h ort C c o m bi n e d, o nl y.  

Esti m a n d r el at e d t o t h e H F dis e as e-s p e cifi c h e alt h st at us (r es p o n s es as d efi n e d b y a ≥≥ 5-
p oi nt i n cr e as e fr o m b as eli n e)  s e c o n d ar y o bj e cti v e ( Mai n C o h ort [ C o h ort A] ± C o h ort C): 

E sti m a n d 3  will b e si mil ar t o Esti m a n d 1, e x c e pt f or t h e f oll o wi n g: 

•  E n d p oi nt:  R es p o ns e as d efi n e d b y a ≥ 5 - p oi nt i n cr e as e i n e a c h of K C C Q-2 3 C S S, 
O S S, T S S, a n d p h ysi c al li mit ati o n s c or e at W e e k 2 2.  

•  P o p ul ati o n-l e v el s u m m ar y: O d ds r ati o f or t h e pr o p orti o n of st u d y p arti ci p a nts wit h 
≥ 5 - p oi nt i n cr e as e i n K C C Q-2 3 C S S, O S S, T S S, a n d p h ysi c al li mit ati o n s c or e at 
W e e k  2 2 b et w e e n p o ns e g r o m a b a n d pl a c e b o.  

Esti m a n d r el at e d t o t h e p h ysi c al f u n cti o n  s e c o n d ar y o bj e cti v e  ( Mai n C o h ort [ C o h ort A] ± 
C o h ort C): 

E sti m a n d 4  will b e si mil ar t o Esti m a n d 1, e x c e pt f or t h e f oll o wi n g: 

•  E n d p oi nt: C h a n g e fr o m b as eli n e i n t h e 6 M W D at W e e k  2 2.  

•  P o p ul ati o n- l e v el s u m m ar y: Diff er e n c e i n m e a n c h a n g e fr o m b as eli n e f or t h e 6 M W D 
at W e e k 2 2 b et w e e n p o ns e gr o m a b a n d pl a c e b o.  

Esti m a n d r el at e d t o t h e F ati g u e  se c o n d ar y o bj e cti v e ( Mai n C o h ort [ C o h o rt A] ± C o h ort C): 

E sti m a n d 5  will b e si mil ar t o Esti m a n d 1, e x c e pt f or t h e f oll o wi n g: 

•  E n d p oi nt: C h a n g e fr o m b as eli n e i n P R O MI S F ati g u e 7 a at W e e k 2 2.  

•  P o p ul ati o n- l e v el s u m m ar y: Diff er e n c e i n m e a n c h a n g e fr o m b as eli n e f or P R O MI S 
F ati g u e 7 a at W e e k 2 2 b et w e e n p o ns e gr o m a b a n d pl a c e b o.  
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E sti m a n ds r el at e d t o t h e s af et y a n d t ol er a bilit y  s e c o n d ar y o bj e cti v e ( All C o h orts ): 

T h er e ar e n o d efi n e d esti m a n ds f or t h e i n ci d e n c e of tr e at m e nt- e m er g e nt a d v ers e e v e nts a n d 
t r e at m e nt- e m er g e nt s eri o us a d v ers e e v e nts, a b n or m al l a b or at or y r es ults a n d vit al si g ns, a n d 
t h es e e n d p oi nts will b e r e p ort e d usi n g Pfiz er d at a st a n d ar ds as a p pli c a bl e. T h e M ai n C o h ort 
( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d; t h e o p e n-l a b el, P K c o h ort ( C o h ort B) 
will b e r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d s e p ar at el y. 

2. 2. 5.  T e rti a r y/ E x pl o r at o r y E sti m a n ds 

T erti ar y/ e x pl or at or y e n d p oi nts m a y b e a n al yz e d u si n g si mil ar esti m a n ds or a n al yz e d i n a 
d es cri pti v e m a n n er wit h o ut r ef er e n c e t o a n esti m a n d. Ot h er s u p p orti n g esti m a n ds m a y b e 
us e d f or s o m e of t h e pri m ar y a n d s e c o n d ar y e n d p oi nts as a m e a ns t o e x a mi n e t h e r o b ust n ess 
of r es ults, c o m p ar e t o a v ail a bl e lit er at ur e a n d/ or b e us e d f or f ut ur e st u d y pl a n ni n g as 
n e e d e d.  

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

T his is a P h as e 2, p ar all el - gr o u p, r a n d o miz e d, d o u bl e- bli n d, pl a c e b o- c o ntr oll e d st u d y t o 
e v al u at e t h e eff e ct of p o ns e gr o m a b  ( P F- 0 6 9 4 6 8 6 0) o n H R Q L, p h ysi c al a cti vit y, s af et y, a n d 
cir c ul ati n g bi o m ar k ers i n a d ult p arti ci p a nts wit h H F a n d el e v at e d cir c ul ati n g G D F- 1 5.  

F or t h e M ai n C o h ort ( C o h ort A), C o h ort C, a n d C o h ort D, f oll o wi n g t h e 5 6- d a y s cr e e ni n g 
p eri o d t o c o nfir m eli gi bilit y, t h e st u d y will i n cl u d e a 2 2 - w e e k tr e at m e nt p eri o d a n d a 1 0-w e e k 
f oll o w-u p p eri o d f or a t ot al st u d y d ur ati o n of 3 2  w e e ks n ot i n cl u di n g t h e s cr e e ni n g p eri o d. 

A p pr o xi m at el y 4 1 6 p arti ci p a nts will b e e nr oll e d i nt o t h e M ai n C o h ort ( C o h ort A) a n d 
r a n d o miz e d t o o n e of 3 d os es of p o ns e gr o m a b ( 1 0 0  m g [ n = 1 8], 2 0 0  m g [ n = 1 8], or 3 0 0 m g 
[ n = 1 9 0]) or t o m at c h e d pl a c e b o ( n = 1 9 0). A p pr o xi m at el y 1 9 5 a d diti o n al p arti ci p a nts m a y b e 
e nr oll e d i nt o o pti o n al C o h ort C a n d r a n d o miz e d i n a 2: 1 r ati o t o eit h er 1 0 0 m g 
p o ns e gr o m a b ( n ~ 1 3 0) or t o m at c h e d pl a c e b o ( n ~ 6 5). T h e p arti ci p a nts i n o pti o n al C o h ort C 
will all o w f or a m or e c o m pr e h e nsi v e e v al u ati o n of t h e s af et y a n d effi c a c y of t h e 
p o ns e gr o m a b 1 0 0 m g d o s e l e v el c o m p ar e d t o pl a c e b o. F or e a c h of t h es e c o h orts, bli n d e d 
st u d y dr u g will b e a d mi nist er e d S C Q 4 W f or a t ot al of 6 d os es d uri n g t h e 2 2 w e e k tr e at m e nt 
p eri o d. 

P arti ci p a nt r a n d o miz ati o n will b e str atifi e d b as e d o n :  

 

 K C C Q -2 3  C S S: < 4 5 or ≥ 4 5 . 

T h e pri m ar y e n d p oi nt f or t h e st u d y is t h e c h a n g e f r o m b as eli n e at W e e k 2 2 i n K C C Q -2 3  C S S, 
a n H R Q L P R O i nstr u m e nt.  

A p pr o xi m at el y 1 0 0 p arti ci p a nts ( m a xi m u m of a p p r o xi m at el y 1 5 0) w h o m e et all eli gi bilit y 
crit eri a f or C o h orts A a n d C, e x c e pt t h e r e q uir e m e nt f or s er u m G D F- 1 5 c o n c e ntr ati o n

p g/ m L, m a y b e e nr oll e d i nt o t h e o pti o n al C o h ort D a n d r a n d o miz e d i n a 1: 1 r ati o t o 
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either 300 mg ponsegromab (n~50) or to matched placebo (n~50), administered SC Q4W for 
a total of 6 doses during the 22 week treatment period. Participant randomization in Cohort 
D will be stratified by KCCQ-23 CSS: <45 or ≥45. The purpose of this optional cohort is for 
a supportive assessment of efficacy and safety endpoints across the spectrum of GDF-15 
concentrations in participants with HF.

Open-label, PK Cohort (Cohort B): The primary purpose of this open-label, PK cohort is to 
facilitate a more comprehensive assessment of PK characteristics and PK/PD relationship of 
ponsegromab following single and repeated SC administration in participants with HF and 
elevated circulating GDF-15 concentrations.  

Approximately 20 participants, after confirmation of eligibility, will be randomized to one of 
3 dose levels of open-label ponsegromab (100 mg [n=4], 200 mg [n=8], or 300 mg [n=8]) 
administered SC Q4W for a total of 4 doses, with last dose at Week 12 and follow-up to Week 
22.

Figure 1. Study Design
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3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND 
CONVENTIONS
For all safety endpoints, unless otherwise stated, baseline is defined as the last pre-dose 
measurement.  For all efficacy endpoints, unless otherwise stated, baseline is defined as the 
last measurement on study day 1. 

3.1. Primary Endpoint(s)
3.1.1. Change from baseline in KCCQ-23 CSS at Week 22 (Cohort A only)
The KCCQ is a self-reported 23-item questionnaire that assesses HRQL in participants with 
HF over the past 2 weeks. Items assess physical limitations, symptoms (frequency, severity, 
and recent change over time), QoL, social interference, and self-efficacy. Response options 
vary by question. There are 10 summary scores within KCCQ: physical limitation, symptom 
stability, symptom frequency, symptom burden, total symptom score (TSS), self-efficacy, 
quality of life, social limitation, overall summary score (OSS), and clinical summary score 
(CSS). Raw summary scores are transformed to a 0-100 scale where higher scores indicate 
better health. The KCCQ-23 questionnaire and full scoring instructions are provided in 
Appendix 1. 
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T h e c h a n g e fr o m b as eli n e i n K C C Q - 2 3 C S S will b e c al c ul at e d f or all p ost-b as eli n e 
ti m e p oi nts.  

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

3. 2. 1.  C h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, T S S, a n d p h ysi c al li mit ati o n at 
W e e k 2 2  ( C o h o rts A a n d C)  

S e e S e cti o n 3. 1. 1 . 

T h e c h a n g e fr o m b as eli n e i n K C C Q - 2 3 C S S, O S S, T S S a n d p h ysi c al li mit ati o n will b e 
c al c ul at e d f or all p ost -b a s eli n e ti m e p oi nts.  

3. 2. 2.  R es p o n s es as d efi n e d b y a ≥ 5 -p oi nt i n c r e as e f r o m b as eli n e i n K C C Q - 2 3 C S S, 
O S S, T S S, a n d p h ysi c al li mit ati o n at W e e k 2 2 ( C o h o rts A a n d C ) 

S e e S e cti o n 3. 1. 1 . 

E a c h of t h es e e n d p oi nts will h a v e t w o l e v els: ‘ R e s p o ns e’ a n d ‘ N o n- r es p o n s e’.  T h e f or m er 
will b e b as e d o n p arti ci p a nts h a vi n g a ≥ 5 -p oi nt i n cr e as e fr o m b as eli n e i n K C C Q - 2 3 C S S, 
O S S, T S S, or p h ysi c al li mit ati o n, r es p e cti v el y, at W e e k 2 2.  Ot h er wis e, p arti ci p a nts will b e 
cl ass e d as h a vi n g a ‘ N o n -r es p o ns e’.  P arti ci p a nts wit h a n i nt er c urr e nt e v e nt of pr e m at ur e 
dis c o nti n u ati o n of I P, pr o hi bit e d pr o c e d ur e or i n a d e q u at e c o m pli a n c e pri or t o  W e e k 2 2  will 
h a v e t h eir W e e k 2 2 v al u e c e ns or e d (if n ot missi n g). Missi n g or c e ns or e d v al u es at W e e k 2 2  
will b e i m p ut e d as d es cri b e d i n S e cti o n 5. 3 .  P arti ci p a nts w h o di e d uri n g t h e st u d y will b e 
cl ass e d as h a vi n g a ‘ N o n -r es p o ns e’ aft er i m p ut ati o n . 

T h es e e n d p oi nts will b e c al c ul at e d si mil arl y f or all ot h er p ost- b as eli n e ti m e p oi nts.  

3. 2. 3.  C h a n g e f r o m b as eli n e i n 6 M W D at W e e k 2 2 ( C o h o rts A a n d C ) 

T h e 6 M W T is a s u b m a xi m al e x er cis e t est t h at e nt ails m e as ur e m e nt of dist a n c e w al k e d o v er a 
s p a n of 6 mi n ut es . T h e 6 M W D ( dist a n c e tr a v el e d i n m et ers) pr o vi d es a m e as ur e f or 
i nt e gr at e d gl o b al r es p o ns e of m ulti pl e c ar di o p ul m o n ar y a n d m us c ul os k el et al s yst e ms 
i n v ol v e d i n e x er cis e. 

T h e c h a n g e fr o m b as eli n e i n 6 M W D will b e c al c ul at e d f or all p ost -b as eli n e ti m e p oi nts  wit h a 
v ali d t est r es ult .  

3. 2. 4.  C h a n g e f r o m b as eli n e i n P R O MI S F ati g u e 7 a at W e e k 2 2 ( C o h o rts A a n d C ) 

T h e P R O MI S F ati g u e 7 a is a s elf -r e p ort e d m e as ur e t h at ass ess es a r a n g e of s y m pt o ms i n t h e 
p ast 7 d a ys fr o m mil d s u bj e cti v e f e eli n gs of tir e d n ess t o a n o v er w h el mi n g, d e bilit ati n g, a n d 
s ust ai n e d s e ns e of e x h a u sti o n t h at li k el y d e cr e as e s o n e’s a bilit y t o e x e c ut e d ail y a cti viti es 
a n d f u n cti o n n or m all y i n f a mil y or s o ci al r ol es.  

T h e s h ort f or m 7 A c o nsists of 7  it e ms t h at st u d y p arti ci p a nts will r at e fr o m 1: “ N e v er ” t o 
5: “ Al w a ys ”. A gl o b al r a w s c or e r a n gi n g fr o m 7 t o 3 5 is c al c ul at e d a n d c a n b e tr a nsl at e d 
i nt o a T-s c or e ( M e a n  = 5 0, S D = 1 0) usi n g t h e a p pli c a bl e s c or e c o n v ersi o n t a bl e pr o vi d e d i n 
A p p e n di x 2 . 
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T h e c h a n g e fr o m b as eli n e i n P R O MI S -F ati g u e T -s c or e will b e c al c ul at e d f or all p ost -b as eli n e 
ti m e p oi nts.  

3. 2. 5.  I n ci d e n c e of T E A E s, T E S A E s, a b n o r m al l a b o r at o r y r es ults, a n d vit al si g n s ( All 
C o h o rts [ A, B, C a n d D ]) 

3. 2. 5. 1.  A d v e rs e E v e nts  

A n a d v ers e e v e nt is c o nsi d er e d a Tr e at m e nt -E m er g e nt A d v ers e E v e nt ( T E A E) if t h e e v e nt 
st art e d d uri n g t h e eff e cti v e d ur ati o n of tr e at m e nt. All e v e nts t h at st art o n or aft er t h e first 
d osi n g d a y a n d ti m e/st art ti m e, if c oll e ct e d, b ut b ef or e t h e l ast d os e pl u s t h e l a g ti m e will b e 
fl a g g e d as T E A Es. T h e l a g ti m e is d efi n e d b y t h e Pfi z er st a n d ar d of 3 6 5 d a ys p ost l ast d os e 
of I P.   T h e al g orit h m will n ot c o nsi d er a n y e v e nts t h at st art e d pri or t o t h e fir st d os e d at e.  

A Tr e at m e nt -E m er g e nt S eri o us A d v ers e E v e nt ( T E S A E) is a T E A E w hi c h als o m e ets t h e 
d efi niti o n of a S eri o us A d v ers e E v e nt ( S A E).  

A 3 -ti er a p pr o a c h will b e us e d t o s u m m ari z e T E A Es. U n d er t his a p pr o a c h, T E A Es ar e 
cl assifi e d i nt o 1 of 3 ti ers: -  

Ti er  1 ev e nts: T h es e ar e pr es p e cifi e d e v e nts of cli ni c al i m p ort a n c e a n d ar e m ai nt ai n e d 
i n a list i n t h e pr o d u ct’s S af et y R e vi e w Pl a n ( or si mil ar, e. g. S af et y S ur v eill a n c e 
R e vi e w Pl a n).    

Ti er  2 e v e nts: T h es e ar e e v e nts t h at ar e n ot ti er  1 b ut ar e “ c o m m o n. ” A M e di c al 
Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A) pr ef err e d t er m ( P T) is d efi n e d as a 
Ti er  2 e v e nt if t h er e ar e at l e ast 5 % of p arti ci p a nts r e p orti n g t h e e v e nt i n eit h er t h e 
pl a c e b o gr o u p or c o m bi n e d o v er t h e p o ns e gr o m a b tr e at m e nt gr o u ps. 

Ti er  3 e v e nts: T h es e ar e e v e nts t h at ar e n eit h er Ti er  1 n or Ti er 2 e v e nts. 

P ot e nti al i m m u n o g e ni c A Es i n cl u di n g p ot e nti al c as es of a n gi o e d e m a, a n a p h yl a xis, 
h y p ers e nsiti vit y, d el a y e d h y p ers e nsiti vit y r e a cti o n s a n d e v e nts p ot e nti all y m e eti n g t h e 
S a m ps o n crit eri a ( as d efi n e d i n A p p e n di x 3 ) will b e m e di c all y e v al u at e d i n a bli n d e d m a n n er 
t hr o u g h o ut t h e st u d y t o d et er mi n e w h et h er or n ot t h e y ar e i m m u n e r e a cti o ns a n d p ossi bl y 
r el at e d t o st u d y dr u g a n d c at e g ori z e d as   p er g ui d a n c e as: 1) H y p ers e nsiti vit y, 2) 
A n a p h yl a xis, 3) A n gi o e d e m a, 4) D el a y e d i m m u n e  r es p o ns e a n d / or 5) C yt o ki n e R el e as e 
s y n dr o m e. 

3. 2. 5. 2.  I nj e cti o n sit e r e a cti o n s will i n cl u d e t h e si g n s a n d s y m pt o m s r e p o rt e d al o n g wit h 
t h e A E of i nj e cti o n sit e r e a cti o n. L a b o r at o r y R es ults  

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 s af et y 
l a b or at or y t ests will b e as s 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 l a b or at or y 
p ar a m et er.  
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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 of t h e li pi d p a n el e n d p oi nts ( t ot al 
c h ol est er ol, H D L- c h ol est er ol, n o n- H D L - c h ol est er ol, c al c ul at e d L D L c h ol e st er ol a n d 
tri gl y c eri d es) at t h e W e e k 2 2 ti m e p oi nt. 

3. 2. 5. 3.  Vit al Si g n s  

T h e c h a n g e fr o m b as eli n e f or vit al si g ns (s u pi n e s yst oli c a n d di ast oli c bl o o d pr ess ur e a n d 
p uls e r at e) will b e c al c ul at e d f or all p ost b as eli n e ti m e p oi nts.  

T h e m a xi m u m i n cr e as e/ 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 will 
b e c al c ul at e d f or s u pi n e s yst oli c a n d di ast oli c bl o o d pr ess ur es 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 as th e m a xi m u m c h a n g e fr o m b as eli n e f or a 
p arti ci p a nt, 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 e s 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. 3.  Ot h e r E n d p oi nt (s) 

3. 3. 1.  C h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, T S S, a n d p h ysi c al li mit ati o n at 
W e e k 2 2  ( C o h o rts A a n d D c o m bi n e d ) 

S e e S e cti o n 3. 2. 1 . 

3. 3. 2.  R es p o n s es as d efi n e d b y a ≥ 5 -p oi nt i n c r e as e f r o m b as eli n e i n K C C Q - 2 3 C S S, 
O S S, T S S, a n d p h ysi c al li mit ati o n at W e e k 2 2 ( C o h o rts A a n d D c o m bi n e d) 

S e e S e cti o n 3. 2. 2 . 

3. 3. 3.  C h a n g e f r o m b as eli n e i n 6 M W D at W e e k 2 2 ( C o h o rts A a n d D c o m bi n e d) 

S e e S e cti o n 3. 2. 3 . 

3. 3. 4.  C h a n g e f r o m b as eli n e i n P R O MI S F ati g u e 7 a at W e e k 2 2 ( C o h o rts A a n d D 
c o m bi n e d)  

S e e S e cti o n 3. 2. 4 .  

3. 3. 5.  R es p o n s e as d efi n e d b y a ≥ 1 0- p oi nt a n d ≥ 1 5- p oi nt i n c r e as e i n K C C Q - 2 3 C S S, 
O S S, T S S, a n d p h ysi c al li mit ati o n at W e e k  2 2  ( C o h o rts A, C a n d D) 

S e e S e cti o n 3. 1. 1 . 

E a c h of t h es e e n d p oi nts will h a v e t w o l e v els: ‘ R e s p o ns e’ a n d ‘ N o n- r es p o n s e’.  T h e f or m er 
will b e b as e d o n p arti ci p a nts h a vi n g a  ≥ 1 0- p oi nt or 1 5- p oi nt i n cr e as e fr o m b as eli n e i n 
K C C Q -2 3 C S S, O S S, T S S, or p h ysi c al li mit ati o n, r es p e cti v el y.  Ot h er wis e, p arti ci p a nts will 
b e cl ass e d as h a vi n g a ‘ N o n -r es p o ns e’.   P arti ci p a nts wit h a n i nt er c urr e nt e v e nt of pr e m at ur e 
dis c o nti n u ati o n of I P pri or t o W e e k 2 2 will h a v e t h eir W e e k 2 2 v al u e c e ns or e d (if n ot 
missi n g). Missi n g or c e ns or e d v al u es at W e e k 2 2 will b e i m p ut e d as d es cri b e d i n  S e cti o n 5. 3 .  
N ot e t h at d at a f or p arti ci p a nts w h o di e d uri n g t h e st u d y will b e i n cl u d e d i n t h e i m p ut ati o n b ut 
will t h e n b e cl ass e d as h a vi n g a ‘ N o n-r es p o ns e’ aft er i m p ut ati o n. 
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T h es e e n d p oi nts will b e c al c ul at e d f or all p ost- b as eli n e ti m e p oi nts.  

3. 3. 6.  A b s ol ut e a n d c h a n g e f r o m b as eli n e i n P GI - S at W e e k 2 2 a n d P GI-C at W e e k 2 2  
( C o h o rts A, C a n d D) 

3. 3. 6. 1.  P GI - S 

T h e P GI - S is a m e as ur e c o nsisti n g of 4 q u esti o ns t h at as k t h e st u d y p arti ci p a nts t o e v al u at e 
t h e s e v erit y of t h eir f ati g u e, s h ort n ess of br e at h, o v er all s y m pt o ms of H F , a n d d ail y a cti vit y 
li mit ati o ns o v er t h e p ast 1 4 d a ys o n a 5- p oi nt v er b al r es p o ns e s c al e t h at r a n g es fr o m “ N o n e ” 
t o “ V er y s e v er e ”.   

T h e P GI - S is r e c o m m e n d e d b y t h e F D A f or us e as a n a n c h or m e as ur e t o g e n er at e a n 
a p pr o pri at e t hr es h ol d t h at r e pr es e nts m e a ni n gf ul wit hi n-i n di vi d u al c h a n g e i n t h e t ar g et 
p ati e nt p o p ul ati o n. 

T h e c h a n g e fr o m b as eli n e i n P GI -S will b e c al c ul at e d f or all p ost -b as eli n e ti m e p oi nts.  

3. 3. 6. 2.  P GI - C 

T h e P GI - C is a m e as ur e c o nsisti n g of 4 q u esti o ns t h at as k st u d y p arti ci p a nts t o r at e t h e 
o v er all c h a n g e i n t h eir f ati g u e, s h ort n ess of br e at h, o v er all s y m pt o ms of H F , a n d a bilit y t o 
d o d ail y a cti viti es o n a 5- p oi nt v er b al r ati n g s c al e r a n gi n g fr o m “ M u c h b ett er ” t o M u c h 
w ors e ”.   

T h e P GI - C is r e c o m m e n d e d b y F D A f or us e as a n a n c h or m e as ur e t o g e n e r at e a n 
a p pr o pri at e t hr es h ol d t h at r e pr es e nts m e a ni n gf ul wit hi n-i n di vi d u al c h a n g e i n t h e t ar g et 
p ati e nt p o p ul ati o n.  

3. 3. 7.  C h a n g e f r o m b as eli n e i n b o d y w ei g ht at W e e k 2 2 ( C o h o rts A, C a n d D) 

W ei g ht will b e r e c or d e d usi n g a c ali br at e d s c al e ( wit h t h e s a m e s c al e us e d if p ossi bl e f or t h e 
d ur ati o n of t h e st u d y) r e p orti n g w ei g ht i n eit h er l b or k g, a n d a c c ur a c y t o t h e n e ar est 0. 2  l b. 
( or 0. 1 k g).   

A bs ol ut e c h a n g e fr o m b a s eli n e i n b o d y w ei g ht will b e c al c ul at e d f or all p ost- b as eli n e 
ti m e p oi nts.   

3. 3. 8.  C h a n g e f r o m b as eli n e i n d ail y a cti vit y m e as u r es b as e d o n a c c el e r o m et r y at W e e k 
2 2 ( C o h o rts A, C a n d D) 

A n a cti vit y m o nit or s h o ul d b e pl a c e d o n t h e p arti ci p a nt’s n o n- d o mi n a nt w rist fr o m  S V 2  t o 
D a y 1 a n d fr o m W e e k 2 0 t o W e e k 2 2 .  T h e p arti ci p a nt s h o ul d b e as k e d t o w e ar t h e a cti vit y 
m o nit or c o nti n u o usl y d uri n g t h es e p eri o ds.  

T h e f oll o wi n g d ail y e n d p oi nts will b e pr o vi d e d fr o m t h e a cti vit y m o nit or: 

•  * M o d er at e t o Vi g or o us P h ysi c al A cti vit y Ti m e ( M V P A; mi ns/ d a y)  
•  * T ot al v e ct or m a g nit u d e ( c o u nts/ 1 0 0 0/ d a y)  

•  * N o n -s e d e nt ar y P h ysi c al A cti vit y ( mi ns/ d a y)  
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•  * N u m b er of St e ps p er D a y (st e ps/ d a y) 
•  * M a x 6 mi ns of a cti vit y l e v el ( M 6 mi ns; c o u nts/ d a y) 
•  S e d e nt ar y A cti vit y Ti m e ( mi ns/ d a y) 
•  Li g ht A cti vit y Ti m e ( mi ns/ d a y)  
•  M o d er at e A cti vit y Ti m e ( mi ns/ d a y ) 
•  Vi g or o us A cti vit y Ti m e ( mi ns/ d a y ) 
•  M a x 1 5/ 6 0 mi ns of a cti vit y l e v el ( M 1 5 mi ns, M 6 0 mi ns; c o u nts/ d a y) 
•  A v er a g e a cti vit y c o u nts  f or t h e m ost a cti v e 1 0 h o urs of t h e d a y ( M 1 0 hr; c o u nts/ d a y) 
•  A v er a g e a cti vit y c o u nts  f or t h e l e ast a cti v e 5 h o ur s of t h e d a y ( L 5 hr; c o u nts/ d a y) 
•  T ot al A cti vit y C o u nt f or A xis X ( c o u nts/ 1 0 0 0 / d a y) 
•  T ot al A cti vit y C o u nt f or A xis Y ( c o u nts/ 1 0 0 0 / d a y) 
•  T ot al A cti vit y C o u nt f or A xis Z ( c o u nts/ 1 0 0 0/ d a y) 
•  W e ar Ti m e ( mi n s/ d a y) 
•  W e ar A w a k e Ti m e ( mi ns/ d a y)  

 
N ot e: * Pri orit y e n d p oi nts  

 
F ort ni g htl y a v er a g es ( o n D a y 1 a n d at W e e k 2 2) will b e c al c ul at e d as t h e m e a n t a k e n o v er 
t h e 1 4 d a ys i m m e di at el y pri or ( e. g. if t h e W e e k 2 2 visit o c c urs o n D a y 1 5 5, t h e W e e k 2 2 
a v er a g e will b e t a k e n o v er D a y s 1 4 1 t o 1 5 4 ). T h es e f ort ni g htl y a v er a g es will n ot o v erl a p a 
d osi n g visit, i. e. if t h e W e e k 2 0 visit o c c urs o n D a y 1 4 3, t h e W e e k 2 2 a v er a g e will o nl y b e 
t a k e n o v er D a ys 1 4 3 t o 1 5 4.  If f e w er t h a n 4 c o m pli a nt d a ys of s c or es ar e r e c or d e d, t h e m e a n 
s h o ul d b e tr e at e d as missi n g  ( a d a y is d efi n e d as c o m pli a nt if at l e ast 1 0 h o urs of a w a k e w e ar 
a n d/ or 1 8 h o urs of t ot al w e ar ti m e ar e pr es e nt). 

B as eli n e is d efi n e d as t h e m e a n t a k e n o v er t h e 1 4 d a ys pri or t o D a y 1 ( e. g. D a y s - 1 4 t o - 1 ). 
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 t h e W e e k 2 2  ti m e p oi nt. 

3. 3. 9.  S e r u m u n b o u n d a n d t ot al p o n s e g r o m a b c o n c e nt r ati o n s o n D a y 1 ( p r e d os e) a n d 
W e e k s 4, 8, 1 2, 1 6, 2 0, 2 2, 2 4 a n d 3 2 ( C o h o rts A, C a n d D) 

Bl o o d s a m pl es will b e c oll e ct e d f or m e as ur e m e nt of s er u m u n b o u n d a n d t ot al c o n c e ntr ati o ns 
of p o ns e gr o m a b as s p e cifi e d i n t h e  pr ot o c ol. 

I n a d diti o n, i n t h e M ai n C o h ort ( C o h ort A)/ C o h ort C/ C o h ort D, if t h e p arti ci p a nt c o ns e nts t o 
t h e e xtr a s a m pl e c oll e cti o n, a fl e xi bl e P K s a m pl e m a y b e c oll e ct e d at 1 w e e k ( ± 2 d a ys) p ost 
a n y d os e (i e, c oll e ct a s a m pl e at W e e k 1, W e e k 5, W e e k 9, W e e k 1 3, W e e k 1 7, or W e e k 2 1 f or 
a d os e a d mi nist er e d o n D a y 1, W e e k 4, W e e k 8, W e e k 1 2, W e e k 1 6 or W e e k 2 0, r es p e cti v el y).  

Tr o u g h c o n c e ntr ati o ns ( C tr o u g h) ar e d efi n e d as t h e s a m pl es m e as ur e d pr e- d os e at W e e ks 4, 8, 
1 2, 1 6, a n d 2 0.   

3. 3. 1 0.  S e r u m c o n c e nt r ati o n s of G D F - 1 5 o n  
 ( C o h o rts A, C a n d D) 

Bl o o d s a m pl es will b e c oll e ct e d f or m e as ur e m e nt of s er u m c o n c e ntr ati o ns of   
 G D F- 1 5 at ti m e p oi nts s p e cifi e d i n t h e pr ot o c ol.   
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I n a d diti o n, i n t h e M ai n C o h ort ( C o h ort A)/ C o h ort C/ C o h ort D, if t h e p arti ci p a nt c o ns e nts t o 
t h e e xtr a s a m pl e c oll e cti o n, a

 

C h a n g e fr o m b as eli n e a n d f ol d c h a n g e fr o m b as eli n e (i. e. p ost- d os e / b as eli n e), f or   
G D F - 1 5, will b e c al c ul at e d f or all  p ost-b as eli n e ti m e p oi nt s.  

A d dit i o n all y, t h e   G D F- 1 5 will b e c o m p ar e d t o t h e m e di a n h e alt h y v ol u nt e er l e v el, 
at  all ti m e p oi nts , t o cr e at e a n e n d p oi nt wit h t w o l e v els (‘ Y es’ a n d ‘ N o’) i n di c ati n g w h et h er 
t h e c o n c e ntr ati o n is b el o w t h e esti m at e d h e alt h y v ol u nt e er m e di a n l e v el  

. 

3. 3. 1 1.  I n ci d e n c e of a nti -p o n s e g r o m a b a nti b o di es, a n d n e ut r ali zi n g a nti b o di es  ( C o h o rts 
A, C a n d D)   

Bl o o d s a m pl es will b e c oll e ct e d f or d et er mi n ati o n of A D A a n d N A b as s p e cifi e d i n t h e 
pr ot o c ol .  P arti ci p a nts f o u n d t o h a v e a nti- p o ns e gr o m a b a nti b o di es still pr es e nt at t h e e n d of 
st u d y m a y b e r e q u est e d t o pr o vi d e a d diti o n al i m m u n o g e ni cit y s a m pl es. S e e A p p e n di x 6  f or 
i m m u n o g e ni cit y t er ms a n d d ef niti o ns. 

3. 3. 1 2.  F ol d c h a n g e f r o m b as eli n e i n N T -p r o B N P, h s C R P, al b u mi n a n d p r e -al b u mi n at 
W e e k 2 2  ( C o h o rts A, C a n d D) 

T h e f ol d c h a n g e fr o m b a s eli n e (i. e. p ost- d os e / b a s eli n e) i n e a c h a n al yt e will b e c al c ul at e d f or 
all p ost- b as eli n e ti m e p oi nts. N ot e: 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) pri or t o c al c ul ati o n of t h e r ati o . 

3. 3. 1 3.  F ol d c h a n g e f r o m b as eli n e i n  ( C o h o rts A, C a n d D) a n d ( C o h o rts 
C a n d D o nl y) at W e e k s 1 2 a n d 2 2 

T h e f ol d c h a n g e fr o m b a s eli n e (i. e. p ost- d os e / b a s eli n e) i n e a c h e n d p oi nt will b e c al c ul at e d 
f or all p ost- b as eli n e ti m e p oi nts.  

A d diti o n all y, t h e % r e d u cti o n i n   will b e c al c ul at e d  at W e e ks 1 2 a n d 2 2, w h er e  

  % r e d u cti o n at W e e k X = 1 0 0 * ( b as eli n e – W e e k X) / b as eli n e.  

3. 3. 1 4.  C li ni c al o ut c o m es ( C o h o rts A, C a n d D) 

B ot h i n v esti g at or-r e p ort e d a n d a dj u d i c at e d e v e nts will b e r e c or d e d.   

3. 3. 1 4. 1.  Hi e r a r c hi c al c o m p osit e e n d p oi nt of ti m e t o c a r di o v as c ul a r d e at h, n u m b e r of 
w o rs e ni n g H F e v e nts ( h os pit ali z ati o n f o r H F, o r u r g e nt H F visit), ti m e t o fi rst 
w o rs e ni n g H F e v e nt a n d c h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S at W e e k 2 2 

T h e ti m e ( d a ys) t o c ar di o v as c ul ar d e at h will b e c al c ul at e d f or e a c h p arti ci p a nt.   
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T h e n u m b er of h os pit ali z ati o ns f or H F a n d t h e n u m b er of ur g e nt H F visits, o v er t h e 2 2 
w e e ks, will b e c al c ul at e d f or e a c h p arti ci p a nt.  T h e t ot al n u m b er of t h es e w ors e ni n g h e art 
f ail ur e e v e nts will als o b e c al c ul at e d f or e a c h p arti ci p a nt, as w ell as t h e t otal n u m b er di vi d e d 
b y t h e n u m b er of d a ys of st u d y p arti ci p ati o n ( u p t o W e e k 2 2) , w h er e ‘ n u m b er of d a ys of 
st u d y p arti ci p ati o n’ = ti m e fr o m r a n d o mi z ati o n t o W e e k 2 2, or t o ti m e l ost- t o-f oll o w- u p,  
wit h dr a w al  fr o m st u d y, or d e at h .  T his t ot al will t h e n b e m ul ti pli e d b y 1 5 4 d a ys i n or d er t o 
pr o vi d e a 2 2- w e e k esti m at e .  Si mil arl y, t h e t ot al n u m b er of c o m bi n e d c ar di o v as c ul ar d e at hs 
a n d w ors e ni n g h e art f ail ur e e v e nts will b e c al c ul at e d . 

T h e c o m p osit e H F o ut c o m e ( c ar di o v as c ul ar d e at h, h os pit ali z ati o n f or H F or ur g e nt H F visits) 
will b e d et er mi n e d f or e a c h p arti ci p a nt as w ell as  e a c h i n di vi d u al c o m p o n e nt as a first e v e nt. 

T h e ti m e ( d a ys) t o first h os pit ali z ati o n f or H F a n d t h e ti m e ( d a ys) t o first ur g e nt H F visit will 
b e c al c ul at e d f or e a c h p arti ci p a nt.  T h e ti m e t o t h e first of t h es e w ors e ni n g H F e v e nts 
( h os pit ali z ati o n f or H F or ur g e nt H F visit) will als o b e c al c ul at e d f or e a c h p arti ci p a nt.  

T h e c h a n g e fr o m b as eli n e i n K C C Q -2 3 C S S at W e e k 2 2 will b e c al c ul at e d (s e e S e cti o n 
3. 1. 1 ).  

3. 3. 1 4. 2.  Ti m e t o fi rst o c c u r r e n c e of t h e cli ni c al c o m p osit e of c a r di o v as c ul a r d e at h, 
h os pit ali z ati o n f o r H F, o r u r g e nt H F visit  

T h e ti m e ( d a ys) t o t h e fir st o c c urr e n c e of c ar di o v a s c ul ar d e at h or w ors e ni n g H F e v e nts will 
b e c al c ul at e d.  

3. 3. 1 4. 3.  T ot al n u m b e r of d a ys ali v e a n d o ut of t h e h os pit al o v e r 2 2 w e e k s 

T h e t ot al n u m b er of d a ys e a c h p arti ci p a nt is ali v e a n d o ut of t h e h os pit al ( D A O H) o v er t h e 
2 2 w e e ks will b e c al c ul at e d : 

•  F or p arti ci p a nts ali v e , l ost t o f oll o w- u p or wit h dr a w al, at W e e k 2 2:  
o  ‘ti m e o n st u d y’ = ti m e fr o m r a n d o mi z ati o n t o W e e k 2 2, or t o ti m e l ost-t o-f oll o w-

u p or wit h dr a w al  
o  ‘h os pit ali z ati o n ti m e ’ = s u m of all t h e d ur ati o ns i n h os pit al d uri n g t h e 

p arti ci p a nt’s ‘ti m e o n st u d y’ 
o  D A O H = ‘ti m e o n st u d y’ – ‘h os pit ali z ati o n ti m e ’ 

•  F or p arti ci p a nts w h o di e b ef or e W e e k 2 2 :  
o  ‘ti m e o n st u d y’ = ti m e fr o m r a n d o mi z ati o n t o W e e k 2 2 ( D a y 1 5 5) 
o  ‘ hos pit ali z ati o n ti m e ’ = s u m of all t h e d ur ati o ns i n h os pit al d uri n g t h e 

p arti ci p a nt’s ‘ti m e o n st u d y’ 
o  D A O H = ‘ti m e o n st u d y’ – ‘h os pit ali z ati o n ti m e ’ – n u m b er of d a ys fr o m t h e d at e 

of d e at h t o W e e k 2 2 

A d diti o n all y, t h e n u m b er of d a ys ali v e a n d o ut of t h e h os pit al di vi d e d b y t h e n u m b er of d a ys 
of st u d y p arti ci p ati o n ( % D A O H ) will b e c al c ul at e d:  

% D A O H = 1 0 0 * ( D A O H / ‘ti m e o n st u d y’). 
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3. 3. 1 4. 4.  T ot al n u m b e r of h os pit ali z ati o n s f o r H F a n d u r g e nt H F visits o v e r 2 2 w e e k s 

S e e S e cti o n 3. 3. 1 4. 1 . 

3. 3. 1 5.  S e r u m u n b o u n d a n d t ot al p o n s e g r o m a b P K p a r a m et e rs  ( C o h o rt B o nl y) 

 Bl o o d s a m pl es will b e c oll e ct e d f or m e as ur e m e nt of s er u m u n b o u n d a n d t ot al c o n c e ntr ati o ns 
of p o ns e gr o m a b as s p e cifi e d i n t h e  pr ot o c ol. 

T h e f oll o wi n g P K p ar a m et ers f or u n b o u n d a n d t ot al p o ns e gr o m a b aft er 1st d os e o n D a y 1 
a n d 4t h d os e o n D a y 8 5, will b e d eri v e d, usi n g t h e P K c o n c e ntr ati o n a n al ysis s et f or t h e 
o p e n-l a b el, P K c o h ort, fr o m t h e c o n c e ntr ati o n-ti m e pr ofil es usi n g n o n c o m p art m e nt m et h o ds, 
as d at a p er mit.   

T a bl e 2.  D e ri v ati o n of P o n s e g r o m a b P K P a r a m et e rs  
P a r a m et e r  D a y( s) D efi niti o n  M e t h od  o f D et e r m i n ati o n 
A U C t a u 1 , 8 5  Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e 

pr ofil e fr o m ti m e z er o t o ti m e t a u, t h e d o si n g 
i nt er v al, w h er e t a u = 2 8 d a y s  f or Q 4 W 
d o si n g.  

Li n e ar/ L o g tr a p e z oi d al m et h o d  

C m a x  1 , 8 5  M a xi m u m  pl as m a  c o n c e ntr ati o n d uri n g t h e 
d o si n g int er v al  

O b s er v e d  dir e ctl y  fr o m d at a  

T m a x  1 , 8 5  Ti m e  f or C m a x  O b s er v e d  dir e ctl y  fr o m d at a as ti m e of first 
o c c urr e n c e  

A U C t a u ( d n) 1 , 8 5  D o s e  n or m ali z e d  A U C t a u A U C t a u/ D o s e 

C m a x  (d n)  1 , 8 5  D o s e  n or m ali z e d  C m a x  C m a x / D o s e 

C mi n   1, 8 5  Mi ni m u m pl as m a c o n c e ntr ati o n d uri n g t h e 
d o si n g i nt er v al  

O b s er v e d dir e ctl y fr o m d at a  

C L/ F  8 5  A p p ar e nt  cl e ar a n c e  f or or al  d o si n g  D o s e/ A U C t a u 

R a c  8 5  O b s er v e d  a c c u m ul ati o n  r ati o D a y 8 5  A U C t a u/ D a y 1 A U C t a u 

R a c, C m a x  8 5  O b s er v e d  a c c u m ul ati o n  r ati o f or Cm a x  D a y 8 5  C m a x / D a y 1  C m a x  

P T R  8 5  P e a k -to -tr o u g h r ati o C m a x / Cmi n  

t½ *  8 5  T er m i n al h al f-lif e L o g e( 2)/ k el, w h er e k el is t h e t er mi n al p h as e 
eli mi n ati o n  r at e c o n st a nt c al c ul at e d b y a li n e ar 
r e gr e ssi o n of t h e l o g-li n e ar c o n c e ntr ati o n -ti m e 
c ur v e  

V z / F*  8 5  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  

D o s e/( A U C t a u *  k el ) 

* As d at a  p er mits.  

   

3. 3. 1 6.  S e r u m c o n c e nt r ati o n s of G D F - 1 5 o n  
 ( C o h o rt B o nl y ) 

S e e S e cti o n 3. 3. 1 0 . 

0
9
0
1
7
7
e
1
a
1f

a
ef

4
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
1-

Oc
t-

2
0
2
4 

0
8:

3
9 

(
G

M
T)

C CI



Pr ot o c ol C 3 6 5 1 0 1 1  (P F -0 6 9 4 6 8 6 0 ) St atisti c al A n al y sis 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 9  of 8 5  

3. 3. 1 7.  I n ci d e n c e of A D A, a n d N A b  ( C o h o rt B o nl y) 

S e e S e cti o n 3. 3. 1 1 . 

3. 3. 1 8.  F ol d c h a n g e f r o m b as eli n e i n N T - p r o B N P at W e e k s 1 2 a n d 1 6 ( C o h o rt B o nl y) 

S e e S e cti o n 3. 3. 1 2 . 

3. 4.  B as eli n e V a ri a bl es  

M o difi e d B MI ( m B MI) will b e c al c ul at e d at b as eli n e as:  

𝑤𝑤 𝑤𝑤𝑤𝑤 𝑤𝑤 ℎ𝑡𝑡  𝑎𝑎 𝑡𝑡  𝐷𝐷 𝑎𝑎 𝐷𝐷  1 [ 𝑘𝑘 𝑤𝑤 ]

ℎ 𝑤𝑤 𝑤𝑤 𝑤𝑤ℎ𝑡𝑡  𝑎𝑎 𝑡𝑡  𝑠𝑠 𝑠𝑠 𝑠𝑠 𝑤𝑤 𝑤𝑤 𝑠𝑠 𝑤𝑤𝑠𝑠 𝑤𝑤  [𝑚𝑚 ]2
×  𝑠𝑠 𝑤𝑤 𝑠𝑠 𝑠𝑠 𝑚𝑚  𝑎𝑎𝑎𝑎 𝑎𝑎 𝑠𝑠 𝑚𝑚𝑤𝑤 𝑠𝑠  𝑎𝑎 𝑡𝑡  𝐷𝐷 𝑎𝑎 𝐷𝐷  1 [ 𝑤𝑤 / 𝐿𝐿 ] 

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

T h e c h a n g e fr o m b as eli n e f or E C Gs ( h e art r at e, Q T, Q T c F, P R a n d Q R S i nt er v al) will b e 
c al c ul at e d f or all p ost b as eli n e ti m e p oi nts.  T h e 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 will b e c al c ul at e d f or Q T c F.  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 as t h e m a xi m u m c h a n g e fr o m b as eli n e f or a p arti ci p a nt , 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.  

Ot h er s af et y e n d p oi nts ar e c o v er e d i n S e cti o n 3. 2. 5 . 

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

P a rti ci p a nt A n al ysis S et  D es c ri 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 r a n d o miz ati o n. 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. 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.  

E v al u a bl e  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 ( n ot i n cl u di n g 
t h e o p e n- l a b el pl a c e b o  a d mi nist er e d i n s cr e e ni n g), f or t h e 
gi v e n p art of t h e st u d y ( M ai n C o h ort [ C o h ort A], o p e n -
l a b el, P K c o h ort [ C o h ort B], C o h ort C or C o h ort D). 
P arti 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 r a n d o miz e d 
i nt er v e nti o n. 

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  ( n ot i n cl u di n g 
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t h e o p e n-l a b el pl a c e b o a d mi nist er e d i n s cr e e ni n g), f or t h e 
gi v e n p art of t h e st u d y ( M ai n C o h ort [ C o h ort A], o p e n -
l a b el, P K c o h ort [ C o h ort B], C o h ort C or C o h ort D). 
P arti 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. T his will b e t h e st u d y i nt er v e nti o n 
r e c ei v e d b y t h e p arti ci p a nt f or t h e m aj orit y of t h e ti m e p oi nts 
d uri n g t h e st u d y  ( n ot i n cl u di n g t h e o p e n-l a b el pl a c e b o 
a d mi nist er e d i n s cr e e ni n g) . If a p arti ci p a nt r e c ei v es a n e q u al 
n u m b er of diff er e nt d os e s, t h e n t h e l o w est of t h os e d os es 
will b e us e d . If a p arti ci p a nt r e c ei v es a n e q u al n u m b er of 
pl a c e b o a n d a gi v e n d os e of p o ns e gr o m a b, t h e p o n s e gr o m a b 
d os e will b e us e d. 

 

D efi n e d A n al ysis S et  D es c ri pti o n  

C e ns or e d  All e v al u a bl e p arti ci p a nts. F or p arti ci p a nts w h o dis c o nti n u e 
st u d y i nt er v e nti o n or r e c ei v e a pr o hi bit e d pr o c e d ur e, all 
o bs er v ati o ns p ost- dis c o nti n u ati o n  (i. e. l ast d os e of I P + 3 1 
d a ys) , or p ost- pr o c e d ur e, will b e c e ns or e d a n d tr e at e d as 
missi n g d at a. F or p arti ci p a nts w h o miss a d os e , or r e c ei v e 
a n i n c o m pl et e d os e , all o bs er v ati o ns p ost-miss e d /i n c o m pl et e 
d os e will b e c e ns or e d. F or p arti ci p a nts w h o r es u m e d osi n g, 
t h eir s u bs e q u e nt d at a m a y b e i n cl u d e d i n t h e a n al ysis 
f oll o wi n g a r e vi e w of t h eir c o m pli a n c e pri or t o d at a b as e 
l o c k.  

C o m pl et e  All e v al u a bl e p arti ci p a nt s.  F or p arti ci p a nts w h o dis c o nti n u e 
st u d y i nt er v e nti o n, r e c ei v e a pr o hi bit e d pr o c e d ur e a n d/ or 
miss a d os e , or r e c ei v e a n i n c o m pl et e d os e, all o b s er v ati o ns 
p ost- dis c o nti n u ati o n, p ost- pr o c e d ur e or p ost-
miss e d /i n c o m pl et e d os e will b e i n cl u d e d i n t h e a n al ysis s et. 

P K  c o n c e ntr ati o n  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 p o ns e gr o m a b a n d i n w h o m at 
l e ast 1 P K 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 ( M ai n C o h ort [ C o h ort A], or o p e n -l a b el, 
P K c o h ort [ C o h ort B], C o h ort C or C o h ort D). 

P K p ar a m et er ( C o h ort B 
o nl y) 

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 p o ns e gr o m a b 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. 

P D  

 

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 a n d i n w h o m 
at l e ast 1 P D ( G D F-1 5  ) c o n c e ntr ati o n 
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v al u e i s r e p ort e d , f or a n y P D e n d p oi nt, f or t h e gi v e n p art of 
t h e st u d y ( M ai n C o h ort [ C o h ort A], or o p e n-l a b el, P K 
c o h ort [ C o h ort B], C o h ort C or C o h ort D). 

I m m u n o g e ni cit y  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 p o ns e gr o m a b a n d i n w h o m at 
l e ast 1 A D A r es ult 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 
( M ai n C o h ort [ C o h ort A], or o p e n-l a b el, P K c o h ort [ C o h ort 
B], C o h ort C or C o h ort D).  

 

4. 1.  P r o hi bit e d P r o c e d u r es  

Listi n gs of n o n- dr u g tr e at m e nt(s)/ pr o c e d ur e(s) will b e pr o vi d e d (s e e S e cti o n 6. 5. 5 ).  T h es e  
will b e bli n d e d t a bl es a n d will b e r e vi e w e d pri or t o d at a b as e l o c k t o d et er mi n e w hi c h 
pr o c e d ur es w o ul d b e cl as s e d as “ pr o hi bit e d ”. 

4. 2.  T r e at m e nt C o m pli a n c e  

Tr e at m e nt d osi n g will b e r e vi e w e d pri or t o d at a b a s e l o c k t o d et er mi n e, f or p arti ci p a nts w h o 
miss a d os e , or r e c ei v e a n i n c o m pl et e d os e, a n d  r es u m e ( c o m pl et e) d osi n g, w h et h er t h eir 
s u bs e q u e nt d at a m a y b e i n cl u d e d i n t h e a n al ysis.  S u b s e q u e nt d at a will  b e i n cl u d e d 
i m m e di at el y aft er ( c o m pl et e) I P d osi n g is r es u m e d. 

4. 3.  I n c o r r e ct R a n d o mi z ati o n  

P arti ci p a nts w h o ar e r a n d o mi z e d t o t h e wr o n g str at u m, i n err or, will h a v e t h e i n c orr e ct 
str at u m assi g n m e nt r e m ai n i n I M P A L A b ut t h e cli ni c al d at a b as e will i n cl u d e t h e c orr e ct 
str at u m. T h e l att er will s u bs e q u e ntl y b e us e d f or all r el e v a nt a n al ys es, if a p pr o pri at e.  

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 T I O N S  

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

Pri m ar y s t atisti c al i nf er e n c e will b e b as e d o n t h e pri m ar y e n d p oi nt, c h a n g e fr o m b as eli n e i n 
K C C Q - 2 3 C S S at W e e k 2 2.  T h e n ull h y p ot h esis of n o diff er e n c e b et w e e n p o ns e gr o m a b a n d 
pl a c e b o will b e t est e d  f or t h e 3 0 0 m g d os e gr o u p fr o m C o h ort A o nl y. T h e alt er n ati v e 
h y p ot h esis is t h at p o ns e gr o m a b is s u p eri or t o pl a c e b o.  T h e T y p e I err or r at e ( α -l e v el) us e d 
f or t h e st atisti c al i nf er e n c e will b e 5 % ( 1-si d e d).   E a c h d os e of p o ns e gr o m a b will b e 
c o m p ar e d s e p ar at el y wit h pl a c e b o.  N o a dj ust m e nt f or m ulti pl e c o m p aris o ns will b e m a d e.  

Si m il ar h y p ot h es es will b e a p pli e d t o t h e s e c o n d ar y effi c a c y e n d p oi nts ( a n d s el e ct e d 
e x pl or at or y effi c a c y e n d p oi nts) , w h er e t h e t y p e I err or r at e will als o b e 5 % ( 1-si d e d). N ot e 
t h e alt er n ati v e h y p ot h esis f or t h e r es p o ns e e n d p oi nt is t h at p o ns e gr o m a b is s u p eri or t o 
pl a c e b o as s h o w n b y a n o d ds r ati o > 1. N ot e als o t h at t h es e a d diti o n al i nf er e n c es f or t h e 3 0 0 
m g p o ns e gr o m a b tr e at m e nt gr o u p will als o b e b as e d o n d at a fr o m C o h ort A o nl y.  I nf er e n c e 
f or t h e 1 0 0 a n d 2 0 0 m g p o ns e gr o m a b tr e at m e nt gr o u ps will b e b as e d o n d at a fr o m C o h orts A 
a n d C c o m bi n e d. 
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F or all ot h er e n d p oi nts, t h e r es ults of a n y st atisti c al a n al ys es ar e f or e x pl or at or y p ur p os es 
o nl y a n d t h er e is n o f or m al h y p ot h esis t esti n g. 

T h er e is n o h y p ot h esis t esti n g pl a n n e d f or t h e o p e n-l a b el, P K c o h ort.  

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

F oll o wi n g P C D, t h e d at a will b e a n al yz e d a n d r e p ort e d i n a C S R. T h e r es ults f or t h e o p e n-
l a b el, P K c o h ort ( C o h ort B) m a y b e r e p ort e d i n a s e p ar at e C S R.   

F or s af et y a n al ys es  a n d P K/ P D/i m m u n o g e ni cit y a n al ys es , t h e M ai n C o h ort ( C o h ort A) a n d 
C o h ort C will b e r e p ort e d c o m bi n e d , wit h d at a fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d 
a cr oss c o h orts ; t h e o p e n- l a b el, P K c o h ort ( C o h ort B) will b e r e p ort e d s e p a r at el y; C o h ort D 
will b e r e p ort e d s e p ar at el y. 

Effi c a c y a n al ys es  will b e pr o d u c e d usi n g 4 diff er e nt a p pr o a c h es: 

1.  M ai n C o h ort ( C o h ort A) o nl y : T h e m ai n effi c a c y a n al ys es f or t h e 3 0 0 m g  
p o ns e gr o m a b tr e at m e nt gr o u p will b e p erf or m e d usi n g d at a fr o m t h e M ai n C o h ort 
( C o h ort A) o nl y; st atisti c al m o d els will i n cl u d e d at a fr o m t h e 3 0 0 m g  p o ns e gr o m a b 
tr e at m e nt gr o u p a n d pl a c e b o o nl y.  S u m m ari es will i n cl u d e d at a fr o m all tr e at m e nt 
gr o u ps. 

2.  T h e o p e n-l a b el, P K c o h ort ( C o h ort B) o nl y : T h e o p e n-l a b el, P K c o h ort ( C o h ort B) 
will b e pr es e nt e d s e p ar at el y fr o m t h e M ai n C o h ort ( C o h ort A), C o h ort C a n d C o h ort 
D.   

3.  M ai n C o h ort ( C o h ort A) a n d C o h ort C c o m bi n e d : T h e m ai n st atisti c al a n al ys es f or 
t h e 1 0 0 m g a n d 2 0 0 m g p o ns e gr o m a b tr e at m e nt gr o u ps will b e p erf or m e d usi n g 
c o m bi n e d d at a fr o m t h e M ai n C o h ort ( C o h ort A) a n d C o h ort C; st atisti c al m o d els 
will i n cl u d e d at a fr o m all t hr e e p o ns e gr o m a b tr e at m e nt gr o u ps a n d pl a c e b o, wit h 
t h es e a n al ys es als o pr o vi di n g s e nsiti vit y a n al ys es f or t h e 3 0 0 m g p o ns e gr o m a b 
tr e at m e nt gr o u p. S u m m ari es will i n cl u d e d at a fr o m all tr e at m e nt gr o u ps.  Dat a fr o m 
t h e s a m e tr e at m e nt gr o u p will b e c o m bi n e d a cr oss c o h orts, a n d c o h ort will b e a d d e d 
as a t er m i n t h e st atisti c al m o d els.  

4.  M ai n C o h ort ( C o h ort A) a n d C o h ort D c o m bi n e d :  Th es e a n al ys es will  pr o vi d e 
s e nsiti vit y a n al ys es f or t h e 3 0 0 m g p o ns e gr o m a b tr e at m e nt gr o u p, i n p arti ci p a nts wit h 
a n y s er u m G D F- 1 5 c o n c e ntr ati o n . B ot h su m m ari es a n d st atisti c al m o d els will i n cl u d e 
d at a fr o m t h e 3 0 0 m g p o ns e gr o m a b tr e at m e nt gr o u p a n d pl a c e b o o nl y. D at a fr o m t h e 
s a m e tr e at m e nt gr o u p will b e c o m bi n e d a cr oss c o h orts, a n d c o h ort will b e a d d e d as a 
t er m i n t h e st atisti c al m o d els. 

T h e a n al ys es r el at e d t o t h e pri m ar y, s e c o n d ar y a n d e x pl or at or y e n d p oi nts will b e b as e d o n 
th e a p pr o pri at e p o p ul ati o n f or a n al ysis (s e e S e cti o n 4 ). 

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.  T h e 
f oll o wi n g tr e at m e nt gr o u p l a b els ( or si mil ar) will b e us e d: 
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Pl a c e b o  
P o ns e gr o m a b 1 0 0 m g  
P o ns e gr o m a b 2 0 0 m g  
P o ns e gr o m a b 3 0 0 m g  

A p o ns e gr o m a b c o m bi n e d tr e at m e nt gr o u p ( c o m bi n e d o v er t h e p o ns e gr o m a b d os es , eit h er 
wit hi n a si n gl e c o h ort or wit hi n c o m bi n e d c o h orts) a n d a n o v er all tr e at m e nt gr o u p will als o 
b e pr es e nt e d f or s af et y a n al ys es.  

5. 2. 1.  S u m m a ri es  f o r C o nti n u o u s 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 ( S D), m e di a n, 2 5 t h a n d 7 5t h 
p er c e ntil es,  a n d r a n g e ( mi ni m u m a n d m a xi m u m) v al u es.  F or e n d p oi nts t o b e a n al y z e d o n t h e 
n at ur al l o g s c al e (l o g e ), t h e g e o m etri c m e a n a n d g e o m etri c c o effi ci e nt of v ari ati o n ( C V) will 
a d diti o n all y b e pr es e nt e d.  

5. 2. 2.  S u m m a ri 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 M o d els R e p e at e d M e as u r es ( M M R M) A n al ysis  

T h e M M R M m o d el will i n cl u d e p arti ci p a nt as a r a n d o m t er m, a n d b as eli n e, ti m e ( as a 
f a ct or), b as eli n e- b y-ti m e i nt er a cti o n, tr e at m e nt a n d tr e at m e nt- b y-ti m e i nt er a cti o n as fi x e d 
t er ms i n t h e m o d el. 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 s u bj e ct ( 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), a n d t h e K e n w ar d -
R o g er a p pr o xi m ati o n will b e us e d f or esti m ati n g d e gr e es of fr e e d o m. A d diti o n al t er ms m a y 
b e fitt e d i n t h e m o d el ( e g, c o h ort, b as eli n e L V E F, l o g G D F - 1 5 c o n c e ntr ati o n fr o m S V 1, 
b as eli n e l o g N T -pr o B N P), as a p pr o pri at e.  L e ast s q u ar es m e a ns ( a n d 9 0 % CIs) a n d m e a n 
diff er e n c es v ers us pl a c e b o ( a n d 9 0 %  CIs a n d p-v al u es , f or pri m ar y, s e c o n d ar y, a n d s el e ct e d 
e x pl or at or y e n d p oi nts ) will b e pr o vi d e d. N o a dj ust m e nts will b e m a d e f or m ulti pli cit y.  I n 
a d diti o n, t h e f oll o wi n g pl ots will b e pr o d u c e d:  

•  Pr ofil e pl ots of t h e L S m e a ns ( a n d 9 0 % CIs) o v er ti m e, wit h a s e p ar at e li n e f or e a c h 
tr e at m e nt gr o u p 

•  Pr ofil e pl ots of t h e L S m e a n diff er e n c es t o pl a c e b o ( a n d 9 0 % CIs) o v er ti m e, wit h a 
s e p ar at e li n e f or e a c h d os e of p o ns e gr o m a b.  

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 ysis 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 4 . 
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St ati sti 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 ut 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 a n til e- q u a ntil 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 e sti 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 al ys es 
e x cl u di n g o utli ers. J ustifi c ati o n f or a n y alt er n ati v e t o t h e pl a n n e d a n al ysis will b e gi v e n i n 
t h e r e p ort of t h e st u d y. 

5. 2. 4.  L o gisti c R e g r essi o n  wit h m ulti pl e i m p ut ati o n  

T h e l o gisti c r e gr essi o n m o d el will i n cl u d e b as eli n e s c or e a n d tr e at m e nt as fi x e d t er ms i n t h e 
m o d el.  A d diti o n al t er ms m a y b e fitt e d i n t h e m o d el ( e g, c o h ort, b as eli n e L V E F, l o g G D F - 1 5 
c o n c e ntr ati o n fr o m S V 1, b as eli n e l o g N T - pr o B N P), as a p pr o pri at e. Missi n g v al u es ( e. g. d u e 
t o c e ns ori n g) will b e i m p ut e d f or missi n g d at a usi n g a m ulti pl e i m p ut ati o n m et h o d as 
d es cri b e d i n S e cti o n 5. 3 . Od ds ( a n d 9 0 % CIs) a n d o d ds r ati os v ers us pl a c e b o ( a n d 9 0 % CIs  
[ a n d p- v al u es, f or s e c o n d ar y e n d p oi nts]) will b e pr o vi d e d.  N o a dj ust m e nts will b e m a d e f or 
m ulti pli cit y .  

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 ysis m o d el a n d m ulti pl e i m p ut ati o n a p pr o a c h, 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 4 . 

5. 2. 5.  A n al ysis of C o v a ri a n c e ( A N C O V A) 

T h e A N C O V A m o d el will i n cl u d e b as eli n e a n d tr e at m e nt as fi x e d t er ms i n t h e m o d el.  
A d diti o n al t er ms m a y b e fitt e d i n t h e m o d el ( e g, c o h ort, b as eli n e L V E F, l o g G D F - 1 5 
c o n c e ntr ati o n  fr o m S V 1, b as eli n e l o g N T- pr o B N P), as a p pr o pri at e.  L e ast s q u ar es m e a ns 
( a n d 9 0 % CIs) a n d m e a n diff er e n c es v ers us pl a c e b o ( a n d 9 0 % CIs) will b e pr o vi d e d. N o 
a dj ust m e nts will b e m a d e f or m ulti pli cit y.  I n a d diti o n, p l ots of L S m e a ns a n d diff er e n c es 
(i n cl u di n g 9 0 % CIs f or b ot h) will b e pr o d u c e d.  

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 ysis 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 4 . 

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 
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li sti 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 ut 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 esid 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 a ntil e- q u a ntil 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 e sti 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 al ys es 
e x cl u di n g o utli ers. J ustifi c ati o n f or a n y alt er n ati v e t o t h e pl a n n e d a n al ysis will b e gi v e n i n 
t h e r e p ort of t h e st u d y. 

5. 2. 6.  L o gisti c R e g r essi o n wit h o ut m ulti pl e i m p ut ati o n  

T h e l o gisti c r e gr essi o n m o d el will i n cl u d e tr e at m e nt as a fi x e d t er m i n t h e m o d el.  A d diti o n al 
t er ms m a y b e fitt e d i n t h e m o d el ( e g, c o h ort, b as eli n e L V E F, l o g G D F- 1 5 c o n c e ntr ati o n  fr o m 
S V 1 , b as eli n e l o g N T- pr o B N P), as a p pr o pri at e. Missi n g v al u es ( e. g. d u e t o c e ns ori n g) will 
n ot b e i m p ut e d. O d ds ( a n d 9 0 % CIs) a n d o d ds r ati os v ers us pl a c e b o ( a n d 9 0 % CIs [ a n d 
p- v al u es, f or s el e ct e d  e n d p oi nts]) will b e pr o vi d e d.  N o a dj ust m e nts will b e m a d e f or 
m ulti pli cit y.  

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 ysis 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 4 . 

5. 2. 7.  C u m ul ati v e I n ci d e n c e Pl ots  

C u m ul ati v e i n ci d e n c e pl ots will b e pr o d u c e d b as e d o n t h e ti m e t o t h e e v e nt of i nt er est 
(st arti n g fr o m t h e ti m e of st art of d osi n g o n D a y 1; fi nis hi n g at W e e k 2 2) f or t h e tr e at m e nt 
gr o u ps s e p ar at el y, o n t h e s a m e pl ot. T his will b e b as e d o n pl otti n g t h e c u m ul ati v e i n ci d e n c e 
f u n cti o n ( wit h n o c o m p eti n g ris ks), w hi c h will b e pr es e nt e d as a p er c e nt a g e o n t h e y- a xis. 
P arti ci p a nts w h o dis c o nti n u e fr o m t h e st u d y or fr o m st u d y i nt er v e nti o n will b e c e ns or e d at 
t h e ass o ci at e d dis c o nti n u ati o n d at e (i. e. d at e of d e at h, st u d y wit h dr a w al, l o st-t o-f oll o w- u p, or 
l ast d os e of I P + 3 1 d a ys).  N u m b er of p arti ci p a nts at ris k at e a c h ti m e p oi nt will b e i n cl u d e d 
i n t h e pl ot. 

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 4 . 

5. 2. 8.  C o x P r o p o rti o n al H a z a r d s M o d el 

T h e C o x pr o p orti o n al h a z ar ds m o d el will i n cl u d e tr e at m e nt as a fi x e d t er m i n t h e m o d el.  
A d diti o n al t er ms m a y b e fitt e d i n t h e m o d el ( e g, c o h ort, b as eli n e L V E F, l o g G D F - 1 5 
c o n c e ntr ati o n  fr o m S V 1, b as eli n e l o g N T - pr o B N P, b as eli n e K C C Q - 2 3 C S S), as a p pr o pri at e.  
H a z ar d r ati os v ers us pl a c e b o ( a n d 9 0 % CIs) will b e pr o vi d e d.  N o a dj ust m e nts will b e m a d e 
f or m ulti pli cit y.  

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 ysis m o d el. 
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E x a m pl e S A S c o d e a n d f urt h er d et ails of t h e st atisti c al m et h o d ol o g y is pr o vi d e d i n 
A p p e n di x 4 . 

5. 2. 9.  Wi n- R ati o  A p p r o a c h  

T h e u n m at c h e d wi n- r ati o a p pr o a c h is a m et h o d f or a n al ysi n g hi er ar c hi c al c o m p ositi v e 
e n d p oi nts, a p pl yi n g t h e f oll o wi n g pri n ci pl e t o all p ossi bl e p ati e nt p airs b et w e e n t h e tr e at m e nt 
gr o u p a n d t h e c o ntr ol gr o u p (i. e. e a c h p ati e nt i n t h e tr e at m e nt gr o u p is c o m p ar e d wit h e v er y 
p ati e nt i n t h e c o ntr ol gr o u p): - 

•  F or a n y p air, t h e r es ult f or t h e m ost i m p ort a nt o ut c o m e d et er mi n es t h e “ wi n n er ”  ( e. g. 
t h e o n e w h o di es l at er, if ti m e t o d e at h is t h e m ost i m p ort a nt o ut c o m e). If t h e wi n n er 
c a n n ot b e d et er mi n e d, t h e s e c o n d- m ost i m p ort a nt o ut c o m e is c o nsi d er e d, a n d s o f ort h 
u ntil t h e wi n n er c a n b e d et er mi n e d; ot h er wis e t h e p air is ti e d.  

•  T h e wi n r ati o is t h e r ati o of wi n n ers t o l os ers f or t h e tr e at m e nt gr o u p.  

T h e u n m at c h e d wi n- r ati o a p pr o a c h will o nl y i n cl u d e t h e 3 0 0 m g p o ns e gr o m a b a n d pl a c e b o 
tr e at m e nt gr o u ps. T h e n u m b er of ‘ wi n n ers’ a n d t h e n u m b er of ‘l os ers’ f or p o ns e gr o m a b 3 0 0 
m g  v ers us pl a c e b o will b e pr o vi d e d, as w ell as t h e wi n-r ati o ( a n d 9 0 % CI) v ers us pl a c e b o .    
 
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 4 . 

5. 3.  M et h o d s t o M a n a g e Mi ssi n g D at a 

F or t h e a n al ysis 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 n s B el o w t h e Li mit of Q u a ntifi c ati o n  

I n all P D 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 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 listi n gs, B L Q v al u es (f or P K, P D , a n d hsC R P ) 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 d wit h t h e v al u e f or t h e L L Q, a n d B L Q v al u es  will b e s et t o  L L Q f or c ert ai n 
a n al ys es . 

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

F or P K a n d P D 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 b y t h e p h ar m a c o ki n eti cist/st atisti ci a n.  
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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 a n d P D p ar a m et ers.  

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 b y 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 d os e wit h ≥ 3 e v al u a bl e m e as ur e m e nts.  

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 es.  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 
st a n d ar d r ul es will b e a p pli e d. 

5. 3. 4.  M ulti pl e I m p ut ati o n  

F or s u m m ari zi n g t h e pr o p orti o n of r es p o ns es ( e. g. i n K C C Q- 2 3 C S S ), all c h a n g e fr o m 
b as eli n e  d at a fr o m t h e c e ns or e d a n al ysis s et will b e i n cl u d e d (i. e. all ti m e p oi nts u p t o a n d 
i n cl u di n g W e e k 2 2). A m ulti pl e i m p ut ati o n m et h o d will b e i m pl e m e nt e d, usi n g a m ulti v ari at e 
i m p ut ati o n m et h o d b y c h ai n e d e q u ati o ns, w hi c h is still v ali d wit h a n ar bitr ar y missi n g d at a 
p att er n. T h e m o d el will i n cl u d e b as eli n e s c or e a n d tr e at m e nt .  A d diti o n al t er ms m a y als o b e 
i n cl u d e d ( e g, c o h ort, b as eli n e L V E F, l o g G D F - 1 5 c o n c e ntr ati o n at S V 1 , b a s eli n e l o g N T -
pr o B N P), as a p pr o pri at e. T w e nt y s ets of i m p ut ati o ns of e a c h missi n g v al u e will b e 
c o nstr u ct e d fr o m t h e m ulti pl e i m p ut ati o n  m et h o d a n d t h e pr o p orti o n of r es p o ns es b y 
tr e at m e nt will b e d et er mi n e d wit h ass o ci at e d st a n d ar d err ors utili zi n g a n or m al 
a p pr o xi m ati o n a n d will b e c o m bi n e d usi n g st a n d ar d m ulti pl e i m p ut ati o n t e c h ni q u es pr o p os e d 
b y R u bi n 1  t o yi el d o v er all esti m at es a n d CIs. If t h er e is m or e missi n g d at a i n t h e st u d y t h a n 
a nti ci p at e d, t h e n u m b er of i m p ut ati o n s ets m a y b e i n cr e as e d as r e q uir e d. N ot e t h at d at a f or 
p arti ci p a nts w h o di e d uri n g t h e st u d y will b e i n cl u d e d i n t h e i m p ut ati o n b ut will t h e n b e 
cl ass e d as h a vi n g a ‘ N o n -r es p o ns e’ aft er i m p ut ati o n . 

F or l o gisti c r e gr essi o n, all c h a n g e fr o m b as eli n e d at a fr o m t h e c e ns or e d a n al ysis s et  will b e 
i n cl u d e d (i. e. all ti m e p oi nts u p t o a n d i n cl u di n g W e e k 2 2). T h e s a m e i m p ut e d d at as ets as 
pr o d u c e d f or t h e pr o p orti o n of r es p o ns es a b o v e will b e utili z e d, w h er e a L o gisti c R e gr essi o n 
m o d el ( as d es cri b e d i n S e cti o n 5. 2. 4 ) will b e a p pli e d t o e a c h of t h e 2 0 i m p ut e d d at as ets 
s e p ar at el y. P ar a m et er esti m at es , of t h e l o g o d ds f or e a c h tr e at m e nt a n d l o g o d ds r ati os f or 
e a c h d os e r el ati v e t o pl a c e b o , will b e c o m bi n e d usi n g st a n d ar d m ulti pl e i m p ut ati o n 
t e c h ni q u es pr o p os e d b y R u bi n1  t o yi el d o v er all esti m at es of t h e l o g o d ds a n d l o g o d ds r ati os 
a n d t h eir ass o ci at e d st a n d ar d err ors  a n d  will b e us e d t o cr e at e 9 0 % CIs  o n t h e l o g- o d ds s c al e. 
T h e l o g o d ds ( a n d CIs) a n d l o g o d ds r ati os ( a n d CIs)  will b e b a c k tr a nsf or m e d i nt o o d ds a n d 
o d ds r ati os ( a n d CIs)  f or fi n al r e p orti n g. 
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5. 3. 5.  P K C o h o rt ( C o h o rt B) P a rti ci p a nts  

F or p arti ci p a nts i n t h e P K c o h ort w h o pr e vi o usl y s cr e e nf ail e d  fr o m t h e m ai n c o h ort, t h eir 
ori gi n al s cr e e ni n g d at a ( G D F - 1 5, h e m at ol o g y, cli ni c al c h e mistr y, pr e g n a n c y t est a n d  
O L pl a c e b o i nj e cti o n f or t ol er a bilit y ) will  b e us e d  if t h es e t ests ar e n ot r e p e at e d at ti m e of 
r es cr e e ni n g a n d if r es cr e e ni n g is wit hi n 2 8 d a ys of t h e ori gi n al s cr e e ni n g. 

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

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

6. 1. 1.  C h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S at W e e k 2 2 ( C o h o rt A o nl y) 

S u m m ari es a n d a n al ys e s will us e effi c a c y a p pr o a c h 1, as d es cri b e d i n S e cti o n 5. 2 . 

6. 1. 1. 1.  M ai n A n al ysis 

T his a n al ysis will b e p erf or m e d o n t h e c e ns or e d a n al ysis s et, as d efi n e d i n S e cti o n 4 . 

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 t h e K C C Q- 2 3 C S S s c or e 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 gr o u p 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 a bl es will 
i n cl u d e b as eli n e a n d all p ost-b as eli n e ti m e p oi nts.   

C h a n g e fr o m b as eli n e i n K C C Q- 2 3 C S S at W e e k 2 2 will b e a n al yz e d usi n g Esti m a n d 1 a n d 
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. 3 . T h e M M R M m o d el will b e fitt e d t o t h e 
c h a n g e fr o m b as eli n e at all p ost- tr e at m e nt ti m e p oi nts u p t o W e e k 2 2 usi n g t h e C e ns or e d 
a n al ysis s et  ( as d efi n e d i n S e cti o n 4 ) fr o m C o h ort A p arti ci p a nts o nl y. A d diti o n al t er ms f or 
b as eli n e L V E F, l o g G D F - 1 5 c o n c e ntr ati o n s fr o m S V 1 a n d b as eli n e l o g N T -pr o B N P 
will b e fitt e d i n t h e m o d el.   

A d diti o n al 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 9 0 % CIs f or b ot h), f or W e e k 2 2 
o nl y, will b e pr o d u c e d o v er tr e at m e nt (f or t h e pri m ar y e n d p oi nt o nl y). 

6. 1. 1. 2.  S e n siti vit y /S u p pl e m e nt a r y  A n al ys es 

A s e nsiti vit y a n al ysis will b e p erf or m e d o n t h e c o m pl et e a n al ysis s et, as d efi n e d i n S e cti o n 4 . 
T h e a n al ysis will mirr or t h e m ai n a n al ysis as l ai d o ut i n S e cti o n 6. 1. 1. 1 , b ut will us e 
Esti m a n d 1 b ( as d es cri b e d i n S e cti o n 2. 2. 3 ).  
 
A d diti o n all y, a s u p pl e m e nt ar y a n al ysis will b e p erf or m e d o n t h e c e ns or e d a n al ysis s et, as 
d efi n e d i n S e cti o n 4 .  T he s u m m ari es a n d  a n al ysis will mirr or t h e m ai n a n al ysis as l ai d o ut i n 
S e cti o n 6. 1. 1. 1 , b ut will b e r estri ct e d t o p arti ci p a nts wit h a K C C Q-2 3 C S S s c or e at b as eli n e < 
7 5. 

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

T h e effi c a c y  a n al ys es will b e p erf or m e d o n t h e c e ns or e d a n al ysis s ets, as d efi n e d i n S e cti o n 
4 , a n d usi n g effi c a c y  a p pr o a c h es 1 a n d 3, as d es cri b e d i n S e cti o n 5. 2 . 
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6. 2. 1.  C h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, T S S, a n d p h ysi c al li mit ati o n at 
W e e k 2 2  ( C o h o rts A a n d C) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h 3 f or all e n d p oi nts, as d es cri b e d i n 
S e cti o n 5. 2  a n d effi c a c y a p pr o a c h 1 f or all e n d p oi nts ot h er t h a n C S S ( w hi c h h as alr e a d y b e e n 
d et ail e d i n S e cti o n 6. 1 ). 

K C C Q - 2 3 C S S,  O S S, T S S a n d p h ysi c al li mit ati o n will e a c h b e s u m m ari z e d a n d a n al y z e d 
a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as 
o utli n e d i n S e cti o n 6. 1. 1. 1 .  T his a n al ysis will esti m at e t h e tr e at m e nt eff e ct r el at e d t o 
Esti m a n d 2 ( as d es cri b e d i n S e cti o n 2. 2. 4 ). N ot e t h at f or effi c a c y a p pr o a c h 3, c o h ort will b e 
i n cl u d e d as a t er m i n t h e st atisti c al m o d el . 

F or K C C Q - 2 3 C S S s c or e, a s u p pl e m e nt ar y a n al ysis will als o b e p erf or m e d.  T h e s u m m ari es 
a n d  a n al ysis will mirr or t h at d es cri b e d a b o v e, b ut will b e r estri ct e d t o p arti ci p a nts wit h a 
K C C Q -2 3 C S S s c or e at b as eli n e < 7 5.  

6. 2. 2.  R es p o n s e as d efi n e d b y a  ≥ 5 -p oi nt i n c r e as e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, 
T S S, a n d p h ysi c al li mit ati o n at W e e k 2 2 ( C o h o rts A a n d C ) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1 a n d 3 f or all e n d p oi nts, as d es cri b e d 
i n S e cti o n 5. 2 . 

R es p o ns es as d efi n e d b y a ≥ 5 - p oi nt i n cr e as e i n K C C Q- 2 3 C S S, O S S, T S S, a n d p h ysi c al 
li mit ati o n s c or e 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 gr o u p 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. 2 , wit h n o i m p ut ati o n f or missi n g d at a.  T a bl es will i n cl u d e all p ost-
b as eli n e ti m e p oi nts.  Pl ots of t h e p er c e nt a g es o v er ti m e will als o b e pr o d u c e d, wit h all 
tr e at m e nts o n t h e s a m e pl ot f or e a c h s c or e. 

T h e p er c e nt a g e  of r es p o ns es ( a n d 9 0 % CIs) at W e e k 2 2 will als o b e r e p ort e d b y tr e at m e nt 
aft er m ulti pl e i m p ut ati o n f or missi n g v al u es as p er S e cti o n 5. 3. 4 .  T h es e r es p o ns es will  als o 
b e a n al yz e d s e p ar at el y u si n g Esti m a n d 3 a n d a l o gisti c r e gr essi o n m o d el  wit h m ulti pl e 
i m p ut ati o n ( as d es cri b e d i n S e cti o n 5. 2. 4 ), w h er e missi n g v al u es will b e i m p ut e d usi n g 
m ulti pl e i m p ut ati o n as p er S e cti o n  5. 3. 4 . T h e l o gisti c r e gr essi o n m o d el will b e fitt e d t o t h e 
d at a at W e e k 2 2 o nl y. N ot e t h at f or effi c a c y a p pr o a c h 3, c o h ort will b e i n cl u d e d as a t er m i n 
t h e st atisti c al m o d el. 

F or K C C Q - 2 3 C S S s c or e, a s u p pl e m e nt ar y a n al ysis will als o b e p erf or m e d.  T he s u m m ari es 
a n d a n al ysis will mirr or t h at  d es cri b e d a b o v e, b ut will b e r estri ct e d t o p arti ci p a nts wit h a 
K C C Q -2 3 C S S s c or e at b as eli n e < 7 5.  

6. 2. 3.  C h a n g e f r o m b as eli n e i n 6 M W D at W e e k 2 2 ( C o h o rts A a n d C ) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1 a n d 3, as d es cri b e d i n S e cti o n  5. 2 . 

6 M W D will b e s u m m ari z e d a n d a n al y z e d a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e 
m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1. 1 . T his a n al ysis will 
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esti m at e t h e tr e at m e nt eff e ct r el at e d t o Esti m a n d 4 ( as d es cri b e d i n S e cti o n 2. 2. 4 ).  N ot e t h at 
f or effi c a c y a p pr o a c h 3, c o h ort will b e i n cl u d e d a s a t er m i n t h e st atisti c al m o d el. 

6. 2. 4.  C h a n g e f r o m b as eli n e i n P R O MI S F ati g u e 7 a   at W e e k 2 2 ( C o h o rts A a n d C ) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1 a n d 3, as d es cri b e d i n S e cti o n  5. 2 . 

P R O MI S F ati g u e 7 a will b e s u m m ari z e d a n d a n al y z e d a cr oss all ti m e p oi nts, i n a si mil ar 
m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1. 1 . T his 
a n al ysis will esti m at e t h e tr e at m e nt eff e ct r el at e d t o Esti m a n d 5 ( as d es cri b e d i n S e cti o n 
2. 2. 4 ). N ot e t h at f or effi c a c y a p pr o a c h 3, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al 
m o d el. 

6. 2. 5.  I n ci d e n c e of T E A E s, T E S A E s, a b n o r m al l a b o r at o r y r es ults a n d vit al si g n s ( All 
C o h o rts [ A, B, C a n d D]) 

F or a n al ysis of a d v ers e e v e nts ( A Es), l a b or at or y a b n or m aliti es a n d vit als si g ns t h e M ai n 
C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d , wit h d at a fr o m t h e s a m e 
tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; t h e o p e n-l a b el, P K c o h ort ( C o h ort B) will b e 
r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d s e p ar at el y. T h e s af et y a n al ys es will us e t h e  
c orr es p o n di n g s af et y a n al ysis s ets,  d efi n e d i n S e cti o n 4 . 

6. 2. 5. 1.  A d v e rs e E v e nts  

A d v ers e e v e nts ( Ti er 1, 2 a n d 3 A Es as d es cri b e d i n S e cti o n 3. 2. 5. 1 ) will b e s u m m ari z e d b y 
tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) 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. T h e a d v ers e e v e nts will b e s ort e d i n d es c e n di n g fr e q u e n c y wit hi n a 
s yst e m or g a n cl ass.  If a p pli c a bl e, s u bj e ct dis c o nti n u ati o ns d u e t o a d v ers e e v e nts will b e 
d et ail e d a n d s u m m ari z e d.  

I n ci d e n c e a n d s e v erit y of T E A E a n d T E S A E t a bl e s will a d diti o n all y b e pr o d u c e d (‘ All 
c a us alit y’ a n d ‘ Tr e at m e nt r el at e d’, s e p ar at el y) t o s u m m aris e t h e t ot al n u m b er of a d v ers e 
e v e nts b y pr ef err e d t er m, w hi c h will b e r e p ort e d b y tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b 
c o m bi n e d) a n d o v er all.  

T E A Es cl ass e d as Ti er 2 e v e nts  (e x c e pt  f or t h e P K  c o h ort) will e a c h b e t a b ul at e d  b y 
tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d).  T h e n u m b er a n d p er c e nt a g e of 
p arti ci p a nts will b e pr es e nt e d, al o n g wit h t h e ris k diff er e n c e ( a n d 9 5 % c o nfi d e n c e i nt er v al) 
b et w e e n e a c h d os e of p o ns e gr o m a b a n d pl a c e b o.  N o a dj ust m e nt f or m ulti pli cit y will b e 
us e d.  

Ti er 2 T E A Es  (e x c e pt  f or t h e P K c o h ort) will als o b e pr es e nt e d gr a p hi c all y i n t w o-p a n el 
pl ots; t h e l eft p a n el will pr es e nt t h e pr o p orti o ns of T E A Es o bs er v e d i n a d os e gr o u p of 
p o ns e gr o m a b (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d s e p ar at el y pl a c e b o, w hil e t h e ri g ht 
p a n el will dis pl a y t h e 9 5 % c o nfi d e n c e i nt er v al f or t h e ris k diff er e n c es f or e a c h T E A E.  A 
v erti c al li n e c orr es p o n di n g t o t h e v al u e of 0 will b e a d d e d t o t h e ri g ht- h a n d pl ot. E a c h p a n el 
will b e p a g e d b y tr e at m e nt gr o u p of p o ns e gr o m a b. 
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Ti er 2 T E A E o ut p uts will b e or d er e d i n d es c e n di n g p oi nt esti m at e of ris k diff er e n c e wit hi n 
S yst e m Or g a n Cl ass. If t w o or m or e e v e nts h a v e t h e s a m e fr e q u e n c y t h e y will b e s ort e d 
al p h a b eti c all y b y pr ef err e d t er m.  F o ot n ot es will b e i n cl u d e d o n t h e t a bl es t o pr o vi d e pr o p er 
i nt er pr et ati o n of c o nfi d e n c e i nt er v als a n d t o d es cri b e h o w t h e c o m p aris o n w as c o n d u ct e d, 
e. g. “ C o nfi d e n c e i nt er v al s ar e n ot a dj ust e d f or m ulti pli cit y a n d s h o ul d b e us e d f or s cr e e ni n g 
p ur p os es o nl y. 9 5 % C o nfi d e n c e i nt er v als ar e pr o vi d e d t o h el p g a u g e t h e pr e cisi o n of t h e 
esti m at es f or Ris k Diff er e n c e. Ris k Diff er e n c e is c o m p ut e d as p o ns e gr o m a b v ers us 
pl a c e b o. ”   

It s h o ul d b e r e c o g ni z e d t h at m ost st u di es ar e n ot d esi g n e d t o r eli a bl y d e m o nstr at e a c a us al 
r el ati o ns hi p b et w e e n t h e us e of a p h ar m a c e uti c al pr o d u ct a n d a n a d v ers e e v e nt or a gr o u p of 
a d v ers e e v e nts. E x c e pt f or s el e ct e v e nts i n u ni q u e sit u ati o ns, st u di es d o n ot e m pl o y f or m al 
a dj u di c ati o n pr o c e d ur es f or t h e p ur p os e of e v e nt cl assifi c ati o n. As s u c h, s af et y a n al ysis is 
g e n er all y c o nsi d er e d as a n e x pl or at or y a n al ysis a n d its p ur p os e is t o g e n er at e h y p ot h es es f or 
f urt h er i n v esti g ati o n. T h e 3-ti er a p pr o a c h f a cilit at e s t his e x pl or at or y a n al ysi s. 

T E A E cl ass e d as Ti er 1 e v e nts (e x c e pt  f or t h e P K c o h ort) will b e t a b ul at e d b y tr e at m e nt 
gr o u p.  T h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s , r e p orti n g e v e nts list e d i n t h e pr e-
s p e cifi e d Ti er 1 lis t, will b e t a b ul at e d b y tr e at m e nt gr o u p ( wit h p o ns e gr o m a b tr e at m e nt 
gr o u ps c o m bi n e d o nl y) a n d o v er all, a n d b y s e v erit y .  N ot e t h at Ti er 1 e v e nt s ar e n ot pl a n n e d 
t o b e pr es e nt e d gr a p hi c all y d u e t o t h e s m all n u m b er of e x p e ct e d e v e nts. 

N ot e t h at Ti er 1 a n d 2 e v e nts will n ot b e pr es e nt e d f or t h e o p e n-l a b el, P K c o h ort ( C o h ort B). 

I nj e cti o n sit e r e a cti o ns (I S R) will als o b e s u m m ari z e d b y tr e at m e nt gr o u p (i n cl u di n g 
p o ns e gr o m a b c o m bi n e d) 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. T h e 
I S R s will b e s ort e d i n d e s c e n di n g fr e q u e n c y wit hi n a s yst e m or g a n cl ass. I n ci d e n c e a n d 
s e v erit y of I S R t a bl es will a d diti o n all y b e pr o d u c e d (‘ All c a us alit y’ a n d ‘ Tr e at m e nt r el at e d’, 
s e p ar at el y) t o s u m m aris e t h e t ot al n u m b er of I S R b y pr ef err e d t er m, w hi c h will b e r e p ort e d 
b y tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d o v er all. 

P ot e nti al i m m u n o g e ni c A Es  will b e s u m m ari z e d b y m e di c al e v al u ati o n c at e g or y (s e e S e cti o n 
3. 2. 5. 1 ) a n d tr e at m e nt gr o u ps (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d o v er all. 

6. 2. 5. 2.  L a b o r at o r y R es ults 

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 gr o u p (i n cl u di n g p o ns e gr o m a b 
c o m bi n e d) a n d o v er all, 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.  

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 at W e e k 2 2 i n li pi d p a n el e n d p oi nts ( t ot al 
c h ol est er ol, H D L - c h ol est er ol, n o n-H D L - c h ol est er ol, c al c ul at e d L D L c h ol e st er ol a n d 
tri gl y c eri d es) will b e s u m m ariz e d b y tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) 
a n d o v er all.  
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6. 2. 5. 3.  Vit al Si g n s  

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 vit al si g ns (s u pi n e s yst oli c a n d di ast oli c bl o o d 
pr ess ur e a n d 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 gr o u p (i n cl u di n g p o ns e gr o m a b 
c o m bi n e d) a n d o v er all, 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.  

I n a d diti o n (e x c e pt  f or t h e P K c o h ort), c h a n g es 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. 3 . T h e M M R M m o d el will b e fitt e d t o t h e c h a n g e 
fr o m b as eli n e at all p ost-tr e at m e nt ti m e p oi nts u p t o W e e k 2 2 usi n g t h e s af et y  a n al ysis s et ( as 
d efi n e d i n S e cti o n 4 ). A d diti o n al t er ms f or b as eli n e L V E F, l o g G D F - 1 5 c o n c e ntr ati o ns fr o m 
S V 1  a n d b as eli n e l o g N T - pr o B N P m a y  b e fitt e d i n t h e m o d el.  T h e M ai n C o h ort ( C o h ort A) 
a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d 
a cr oss c o h orts ; C o h ort D will b e r e p ort e d s e p ar at el y. N ot e t h at c o h ort will b e i n cl u d e d as a 
t er m i n t h e st atisti c al m o d el w h e n a n al ysis i n cl u d es d at a fr o m m or e t h a n o n e c o h ort. 

M a xi m u m i n cr e as e/d e cr e as e fr o m b as eli n e f or s u pi n e s yst oli c a n d di ast oli c bl o o d pr ess ur es 
a n d  m a xi m u m i n cr e as e / d e cr e as e fr o m b as eli n e f or s u pi n e 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 gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d o v er all, 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 a bs ol ut e v al u e s a n d c h a n g es fr o m b as eli n e f or s u pi n e vit al si g ns 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 gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d 
o v er all, usi n g c at e g ori es as d efi n e d i n A p p e n di x 5 . 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. All v al u es m e eti n g t h e crit eri a of 
p ot e nti al cli ni c al c o n c er n will b e list e d.  

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

U nl ess ot h er wis e st at e d t h es e a n al ys es will b e p erf or m e d o n t h e c e ns or e d a n al ysis s ets , as 
d efi n e d i n S e cti o n 4 , usi n g effi c a c y a p pr o a c h es  1, 3 a n d 4, as d es cri b e d i n S e cti o n 5. 2 , u nl ess 
ot h er wis e st at e d . 

6. 3. 1.  C h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, T S S, a n d p h ysi c al li mit ati o n at 
W e e k 2 2  ( C o h o rts A a n d D c o m bi n e d) 

A n al ys es will us e  effi c a c y a p pr o a c h 4, as d es cri b e d i n S e cti o n 5. 2 . 

K C C Q - 2 3 C S S, O S S, T S S a n d p h ysi c al li mit ati o n will e a c h b e s u m m ari z e d a n d a n al y z e d 
a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as 
o utli n e d i n S e cti o n 6. 1. 1. 1 . N ot e t h at c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al 
m o d el. 

F or K C C Q - 2 3 C S S s c or e, a s u p pl e m e nt ar y a n al ysis m a y  als o b e p erf or m e d.  T he s u m m ari es 
a n d  a n al ysis will mirr or t h at d es cri b e d a b o v e, b ut will b e r estri ct e d t o p arti ci p a nts wit h a 
K C C Q -2 3 C S S s c or e at b as eli n e < 7 5.  
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6. 3. 2.  R es p o n s e as d efi n e d b y a  ≥ 5 -p oi nt i n c r e as e f r o m b as eli n e i n K C C Q - 2 3 C S S, O S S, 
T S S, a n d p h ysi c al li mit ati o n at W e e k 2 2 ( C o h o rts A a n d D c o m bi n e d) 

A n al ys es will us e effi c a c y a p pr o a c h 4, as d es cri b e d i n S e cti o n 5. 2. 

R es p o ns es as d efi n e d b y a ≥ 5 - p oi nt i n cr e as e i n K C C Q- 2 3 C S S, O S S, T S S, a n d p h ysi c al 
li mit ati o n s c or e 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 gr o u p 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. 2 , wit h n o i m p ut ati o n f or missi n g d at a.  T a bl es will i n cl u d e all p ost -
b as eli n e ti m e p oi nts.  Pl ots of t h e p er c e nt a g es o v er ti m e will als o b e pr o d u c e d, wit h all 
tr e at m e nts o n t h e s a m e pl ot f or e a c h s c or e. 

T h e p er c e nt a g e  of r es p o ns es ( a n d 9 0 % CIs) at W e e k 2 2 will als o b e r e p ort e d b y tr e at m e nt 
aft er m ulti pl e i m p ut ati o n f or missi n g v al u es as p er S e cti o n 5. 3. 4 .  T h es e r es p o ns es will als o 
b e a n al y z e d s e p ar at el y usi n g a l o gisti c r e gr essi o n m o d el  w it h m ulti pl e i m p ut ati o n ( as 
d es cri b e d i n S e cti o n 5. 2. 4 ), w h er e missi n g v al u es will b e i m p ut e d usi n g m ulti pl e i m p ut ati o n 
as p er S e cti o n 5. 3. 4 . T h e l o gisti c r e gr essi o n m o d el will b e fitt e d t o t h e d at a at W e e k 2 2 o nl y. 
N ot e t h at c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al m o d el.  

F or K C C Q - 2 3 C S S s c or e, a s u p pl e m e nt ar y a n al ysis m a y als o b e p erf or m e d.  T he s u m m ari es 
a n d  a n al ysis will mirr or t h at d es cri b e d a b o v e, b ut will b e r estri ct e d t o p arti ci p a nts wit h a 
K C C Q -2 3 C S S s c or e at b as eli n e < 7 5.  

6. 3. 3.  C h a n g e f r o m b as eli n e i n 6 M W D at W e e k 2 2 ( C o h o rts A a n d D c o m bi n e d) 

A n al ys es will us e effi c a c y a p pr o a c h 4, as d es cri b e d i n S e cti o n 5. 2. 

6 M W D will b e s u m m ari z e d a n d a n al y z e d a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e 
m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1. 1 . N ot e t h at c o h ort will b e 
i n cl u d e d as a t er m i n t h e st atisti c al m o d el. 

6. 3. 4.  C h a n g e f r o m b as eli n e i n P R O MI S F ati g u e 7 a   at W e e k 2 2 ( C o h o rts A a n d D 
c o m bi n e d)  

A n al ys es will us e effi c a c y a p pr o a c h 4, as d es cri b e d i n S e cti o n 5. 2. 

P R O MI S F ati g u e 7 a will b e s u m m ari z e d a n d a n al y z e d a cr oss all ti m e p oi nts, i n a si mil ar 
m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1. 1 . N ot e t h at 
c o h ort will b e i n cl u d e d a s a t er m i n t h e st atisti c al m o d el.  

6. 3. 5.  R es p o n s e as d efi n e d b y a ≥ 1 0- p oi nt a n d  ≥ 1 5- p oi nt i n c r e as e i n K C C Q - 2 3 C S S, 
O S S, T S S, a n d p h ysi c al li mit ati o n at W e e k 2 2  ( C o h o rts A, C a n d D) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as 
d es cri b e d i n S e cti o n  5. 2 . 

R es p o ns es as d efi n e d b y a ≥ 1 0 -p oi nt a n d ≥ 1 5 - p oi nt i n cr e as e i n K C C Q- 2 3 C S S, O S S, T S S, 
a n d p h ysi c al li mit ati o n s c or e  will e a c h b e s u m m ari z e d , wit h n o i m p ut ati o n f or missi n g d at a,  
i n a si mil ar m a n n er t o t h e s e c o n d ar y e n d p oi nt, as o utli n e d i n 6. 2. 2 . N ot e t h at f or effi c a c y 
a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al m o d el.  
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F or K C C Q - 2 3 C S S s c or e, a s u p pl e m e nt ar y a n al ysis m a y  als o b e p erf or m e d.  T h es s u m m ari es 
will mirr or t h at d es cri b e d a b o v e, b ut will b e r estri ct e d t o p arti ci p a nts wit h a K C C Q - 2 3 C S S 
s c or e at b as eli n e < 7 5.  

6. 3. 6.  A b s ol ut e a n d c h a n g e f r o m b as eli n e i n P GI - S at W e e k 2 2 a n d P GI-C at W e e k  2 2 
( C o h o rts A, C a n d D) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as 
d es cri b e d i n S e cti o n  5. 2 . 

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 GI- S will b e s u m m ari z e d d e s cri pti v el y b y 
tr e at m e nt gr o u p a n d ti m e p oi nt as d es cri b e d i n S e cti o n  5. 2. 2 . 
 
A bs ol ut e v al u es i n P GI- C will b e s u m m ari z e d d e s cri pti v el y b y tr e at m e nt gr o u p a n d ti m e p oi nt 
as d es cri b e d i n S e cti o n  5. 2. 2 . 

6. 3. 7.  C h a n g e f r o m b as eli n e i n b o d y w ei g ht at W e e k 2 2 ( C o h o rts A, C a n d D) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as 
d es cri b e d i n S e cti o n  5. 2 . 

B o d y w ei g ht will b e s u m m ari z e d a n d a n al y z e d a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o 
t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1. 1 . N ot e t h at f or 
effi c a c y a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al m o d el.  

6. 3. 8.  C h a n g e f r o m b as eli n e i n d ail y a cti vit y m e as u r es b as e d o n a c c el e r o m et r y at W e e k 
2 2 ( C o h o rts A, C a n d D) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as 
d es cri b e d i n S e cti o n  5. 2 . 

T h e pri orit y d ail y a cti vit y e n d p oi nts will e a c h b e s u m m ari z e d , a cr oss all ti m e p oi nts , i n a 
si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as o utli n e d i n S e cti o n 6. 1. 1 .   

C h a n g e fr o m b as eli n e i n e a c h of t h e e n d p oi nts will b e a n al y z e d usi n g a n A N C O V A  m o d el, 
as d es cri b e d i n S e cti o n 5. 2. 5 , usi n g t h e C e ns or e d a n al ysis s ets ( as d efi n e d i n S e cti o n 4 ). 
A d diti o n al t er ms f or c o h ort, b as eli n e L V E F, l o g G D F -1 5 c o n c e ntr ati o ns  fr o m S V 1 a n d 
b as eli n e l o g N T-pr o B N P will b e fitt e d i n t h e m o d el , as a p pr o pri at e. N ot e t h at f or effi c a c y 
a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al m o d el. 

T h e r e m ai ni n g a d diti o n al d ail y a cti vit y e n d p oi nts will n ot b e i n cl u d e d i n t h e C S R. 

6. 3. 9.  S e r u m u n b o u n d a n d t ot al p o n s e g r o m a b c o n c e nt r ati o n s o n D a y 1 ( p r e d os e) a n d 
W e e k s 4, 8, 1 2, 1 6, 2 0, 2 2, 2 4, a n d 3 2 ( C o h o rts A, C a n d D) 

P K a n al ys es will b e p erf or m e d usi n g t h e P K c o n c e ntr ati o n a n al ysis s et s, as d efi n e d i n 
S e cti o n 4 . T h e M ai n C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a 
fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; C o h ort D will b e r e p ort e d 
s e p ar at el y.  
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Pr es e nt ati o ns f or s er u m u n b o u n d a n d t ot al c o n c e ntr ati o ns of p o ns e gr o m a b will i n cl u d e: - 
•  A listi n g of c o n c e ntr ati o ns s ort e d b y tr e at m e nt gr o u p, p arti ci p a nt a n d ti m e p oi nt. 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.  
•  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 gr o u p a n d ti m e p oi nt, w h er e t h e s et of 

st atisti cs will i n cl u d e n, arit h m eti c m e a n, S D, c o effi ci e nt of v ari ati o n ( C V %), 
mi ni m u m, Q 1, m e di a n, Q 3, m a xi m u m, g e o m etri c m e a n, g e o m etri c C V %,  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 L Q 

•  M e di a n c o n c e ntr ati o n-ti m e pl ot ( o n a s e mi -l o g s c al e, all tr e at m e nts o n t h e s a m e pl ot), 
Q 1 a n d Q 3 m a y b e i n cl u d e d 

•  M e a n ( ± S D) c o n c e ntr ati o n -ti m e pl ot ( o n a s e mi -l o g s c al e, all tr e at m e nts o n t h e s a m e 
pl ot). 

•  M e di a n tr o u g h c o n c e ntr ati o n- ti m e pl ot ( o n a li n e ar s c al e, all tr e at m e nts o n t h e s a m e 
pl ot), Q 1 a n d Q 3 m a y b e i n cl u d e d.  

•  M e a n  (± S D)  tr o u g h c o n c e ntr ati o n-ti m e pl ot ( o n a li n e ar s c al e, all tr e at m e nt s o n t h e 
s a m e pl ot) .  
 

6. 3. 1 0.  S e r u m c o n c e nt r ati o n s of G D F - 1 5 o n   
 ( C o h o rts A, C a n d D) 

P D a n al ys es will b e p erf or m e d usi n g t h e P D a n al ysis s ets, as d efi n e d i n S e cti o n 4 . Th e M ai n 
C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a fr o m t h e s a m e 
tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; C o h ort D will b e r e p ort e d s e p ar at el y. 

Pr es e nt ati o ns f or   G D F- 1 5 s er u m c o n c e ntr ati o n l e v els will i n cl u d e: - 
•  A listi n g of c o n c e ntr ati o ns s ort e d b y tr e at m e nt gr o u p, p arti ci p a nt a n d ti m e p oi nt. T h e 

listi n g will als o i n cl u d e t h e f ol d c h a n g e fr o m b as eli n e a n d  a c ol u m n t o i n di c at e 
w h et h er t h e a bs ol ut e c o n c e ntr ati o n v al u e is b el o w t h e h e alt h y v ol u nt e er m e di a n l e v el 
or n ot 

•  A s u m m ar y of c o n c e ntr ati o ns ( a bs ol ut e v al u es a n d f ol d c h a n g es fr o m b as eli n e) b y 
tr e at m e nt gr o u p a n d ti m e p oi nt, w h er e t h e s et of st atisti cs will i n cl u d e ( as d at a p er mit) 
n, arit h m eti c m e a n, S D, C V %, mi ni m u m, Q 1, m e di a n, Q 3, m a xi m u m, g e o m etri c 
m e a n, g e o m etri c C V % 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 L Q 

•  A s u m m ar y of w h et h er t h e a bs ol ut e   G D F- 1 5 c o n c e ntr ati o n v al u e is b el o w 
t h e h e alt h y v ol u nt e er m e di a n l e v el or n ot, b y tr e at m e nt gr o u p 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. 2  

•  M e di a n c o n c e ntr ati o n-ti m e pl ots (f or a bs ol ut e v al u es o nl y ) ( o n a li n e ar s c al e, all 
tr e at m e nts o n t h e s a m e pl ot), Q 1 a n d Q 3 m a y b e i n cl u d e d 

•  M e a n ( ± S D, if a p pr o pri at e) c o n c e ntr ati o n- ti m e pl ots (f or a bs ol ut e v al u es o nl y ) ( o n a 
li n e ar s c al e, all tr e at m e nt s o n t h e s a m e pl ot). 

I n all pr es e nt ati o ns, t h e f ol d c h a n g es will b e pr es e nt e d as p er c e nt c h a n g e fr o m b as eli n e ([f ol d 
c h a n g e fr o m b as eli n e - 1] * 1 0 0). 
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6. 3. 1 1.  I n ci d e n c e of a nti -p o n s e g r o m a b a nti b o di es ( A D As), a n d n e ut r ali zi n g a nti b o di es 
( N A b) ( C o h o rts A, C a n d D) 

I m m u n o g e ni cit y a n al ys e s will b e p erf or m e d o n t h e i m m u n o g e ni cit y a n al ysis s ets, as d efi n e d 
i n S e cti o n 4 . T h e M ai n C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a 
fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; C o h ort D will b e r e p ort e d 
s e p ar at el y.  
 
I m m u n o g e ni cit y a n al ys e s will i n cl u d e:   

•  A listi n g of A D A a n d N A b r es ults f or all p arti ci p a nts a n d, if a p pr o pri at e, a listi n g of 
A D A a n d N A b d at a, i n cl u di n g o ns et, d ur ati o n, a n d tit er f or all A D A - p ositi v e 
p arti ci p a nts   

•  A s u m m ar y ( b ot h t a bl e a n d fi g ur e, if a p pr o pri at e) of t h e o v er all i n ci d e n c e of A D A, 
i n ci d e n c e of N A b, as w ell as t h e p er c e nt a g e of p arti ci p a nts w h o ar e A D A p ositi v e 
a n d N A b p ositi v e at e a c h ti m e p oi nt. 

 
If a p pr o pri at e ( e. g. t h e n u m b er of A D A-p ositi v e p arti ci p a nts is ≥ 3), t h e a d diti o n al a n al ys es 
b el o w m a y b e p erf or m e d: 

•  A s p a g h etti pl ot of i n di vi d u al p arti ci p a nt A D A a n d N A b tit er o v er ti m e  
•  A s u m m ar y of A D A a n d N A b tit er b y ti m e 
•  A n al ysis of u n b o u n d a n d t ot al p o ns e gr o m a b c o n c e ntr ati o n b y A D A a n d N A b st at us. 

T his m a y i n cl u d e s u m m ar y t a bl es a n d b o x a n d/ or s p a g h etti pl ots of c o n c e ntr ati o n d at a 
b y A D A a n d N A b st at us 

•  A n al ysis of u n b o u n d a n d/ or t ot al p o ns e gr o m a b c o n c e ntr ati o n b y A D A a n d N A b tit er 
t ertil e w hi c h m a y i n cl u d e s u m m ar y t a bl es a n d b o x pl ots of c o n c e ntr ati o n d at a b y tit er 
t ertil e  

•  A n al ysis of  G D F- 1 5 c o n c e ntr ati o n ( as d at a p er mit) b y A D A a n d 
N A b st at us w hi c h m a y i n cl u d e s u m m ar y t a bl es a n d b o x a n d/ or s p a g h etti pl ots of 
c o n c e ntr ati o n d at a b y A D A a n d N A b st at us 

•  A n al ysis of  G D F- 1 5 c o n c e ntr ati o n ( as d at a p er mit) b y A D A a n d 
N A b tit er t ertil e w hi c h m a y i n cl u d e s u m m ar y t a bl es a n d a b o x pl ot of c o n c e ntr ati o n 
d at a b y tit er t ertil e  

•  A n i n di vi d u al pl ot of u n b o u n d a n d t ot al p o ns e gr o m a b c o n c e ntr ati o n,  
 G D F- 1 5 c o n c e ntr ati o n ( as d at a p er mit), A D A a n d N A b tit er i n A D A-p ositi v e 

p arti ci p a nts.  
 

6. 3. 1 2.  F ol d c h a n g e f r o m b as eli n e i n N T -p r o B N P, h s C R P, al b u mi n a n d p r e -al b u mi n at 
W e e k 2 2  ( C o h o rts A, C a n d D) 

S u m m ari es a n d a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as 
d es cri b e d i n S e cti o n  5. 2 . 

F or e a c h a n al yt e, t h e a bs ol ut e v al u es a n d f ol d c h a n g es fr o m b as eli n e will b e s u m m ari z e d, 
a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as 
o utli n e d i n S e cti o n 6. 1. 1 .   
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F ol d c h a n g e fr o m b as eli n e i n N T- pr o B N P will b e a n al y z e d ( o n t h e l o g e  s c al e) a cr oss al l 
ti m e p oi nts, i n a si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt ( wit h b as eli n e 
o n t h e l o g e  s c al e), as o uti n e d i n S e cti o n 6. 1. 1 . N ot e t h at f or effi c a c y a p pr o a c h es 3 a n d 4, 
c o h ort will b e i n cl u d e d a s a t er m i n t h e st atisti c al m o d el.  

F ol d c h a n g e fr o m b as eli n e i n hs C R P, al b u mi n a n d pr e- al b u mi n will b e a n al y z e d ( o n t h e l o g e  
s c al e) usi n g a n A N C O V A m o d el ( wit h b as eli n e o n t h e l o g e  s c al e) , as d es cri b e d i n S e cti o n 
5. 2. 5 , usi n g t h e C e ns or e d a n al ysis s ets ( as d efi n e d i n S e cti o n 4 ).  A d diti o n al t er ms f or c o h ort, 
b as eli n e L V E F , l o g G D F- 1 5 c o n c e ntr ati o ns at S V 1  a n d b as eli n e l o g N T-pr o B N P will b e 
fitt e d i n t h e m o d el, as a p pr o pri at e.  N ot e t h at f or effi c a c y a p pr o a c h es 3 a n d 4, c o h ort will b e 
i n cl u d e d as a t er m i n t h e st atisti c al m o d el. 

All L S m e a ns a n d L S m e a n 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) will b e b a c k-
tr a nsf or m e d t o gi v e g e o m etri c L S m e a ns a n d r ati os of g e o m etri c L S m e a n s. 

6. 3. 1 3.  F ol d c h a n g e f r o m b as eli n e i n  ( C o h o rts A, C a n d D) a n d ( C o h o rts 
C a n d D o nl y) at W e e k s 1 2 a n d 2 2 

F or   a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4, as d es cri b e d i n S e cti o n 5. 2 .  F or 
 a n al ysis will b e p erf or m e d s e p ar at el y f or C o h ort C a n d C o h ort D. 

F or e a c h e n d p oi nt, t h e a b s ol ut e v al u es a n d f ol d c h a n g es fr o m b as eli n e will b e s u m m ari z e d, 
a cr oss all ti m e p oi nts, i n a si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt, as 
o utli n e d i n S e cti o n 6. 1. 1 .   

F ol d c h a n g e fr o m b as eli n e will b e a n al y z e d ( o n t h e l o g e  s c al e) a cr oss all ti m e p oi nts, i n a 
si mil ar m a n n er t o t h e m ai n a n al ysis of t h e pri m ar y e n d p oi nt ( wit h b as eli n e o n t h e l o g e  s c al e), 
as o uti n e d i n S e cti o n 6. 1. 1 . All L S m e a ns a n d L S m e a n 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) will b e b a c k-tr a nsf or m e d t o gi v e g e o m etri c L S m e a ns a n d r ati os of g e o m etri c L S 
m e a ns.  N ot e t h at f or effi c a c y a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d a s a t er m i n t h e 
st atisti c al m o d el.  

A d diti o n all y, t h e % r e d u cti o n i n   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 gr o u p 
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. 2 , usi n g t h e f oll o wi n g c at e g ori es: 

•  ≥ 2 0 %  

•  ≥ 3 0 %  
•  ≥ 4 0 %  

T his c at e g ori c al s u m m ar y will b e pr o d u c e d o v er all a n d als o s plit b y G D F - 1 5 
( di c h ot o mis e d usi n g < or ≥ o v er all st u d y m e di a n l e v el ( b as e d o n t h e o v er all s af et y 
p o p ul ati o n) [ or a n alt er n ati v e c ut- p oi nt, if a p pr o pri at e]) a n d  s e p ar at el y b y  pr es e n c e/ a bs e n c e 
of c a c h e xi a ( b as e d o n i n cl usi o n 5 a). 
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6. 3. 1 4.  C li ni c al o ut c o m es  ( C o h o rts A, C a n d D) 

T h e f oll o wi n g s e cti o ns ar e a p pli e d  t o a dj u di c at e d cli ni c al o ut c o m e e v e nts.   S u m m ari es a n d 
a n al ys es will us e effi c a c y a p pr o a c h es 1, 3 a n d 4 f or all e n d p oi nts, as d es cri b e d i n S e cti o n 5. 2 . 

6. 3. 1 4. 1.  Hi e r a r c hi c al c o m p osit e e n d p oi nt of ti m e t o c a r di o v as c ul a r d e at h, n u m b e r of 
w o rs e ni n g H F e v e nts ( h os pit ali z ati o n f o r H F, o r u r g e nt H F visit), ti m e t o fi rst 
w o rs e ni n g H F e v e nt a n d c h a n g e f r o m b as eli n e i n K C C Q - 2 3 C S S at W e e k 2 2 

T h e hi er ar c hi c al c o m p osit e will b e a n al y z e d usi n g t h e u n m at c h e d, w i n-r ati o a p pr o a c h, as 
d es cri b e d i n S e cti o n 5. 2. 9 . 

A d diti o n all y, t h e n u m b er of p arti ci p a nts wit h t h e c o m p osit e H F o ut c o m e ( c ar di o v as c ul ar 
d e at h, h os pit ali z ati o n f or H F or ur g e nt H F visits), a n d t h e n u m b er of p arti ci p a nts wit h e a c h 
i n di vi d u al c o m p o n e nt as t h eir first e v e nt, 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 
gr o u p, as d es cri b e d i n S e cti o n 5. 2. 2 .  T h e pr es e nt ati o n will als o i n cl u d e t h e t ot al n u m b er of 
c o m bi n e d c ar di o v as c ul ar d e at hs  a n d w ors e ni n g H F e v e nts ( H F h os pit ali z ati o ns a n d  ur g e nt 
H F visits ), i n cl u di n g t h e t ot al n u m b er of e a c h c o m p o n e nt, s u m m ari z e d d es cri pti v el y b y 
tr e at m e nt gr o u p, as d es cri b e d i n S e cti o n 5. 2. 2 . 

T h e n u m b er of p arti ci p a nts wit h t h e c o m p osit e H F o ut c o m e  ( c ar di o v as c ul ar d e at h, 
h os pit ali z ati o n f or H F or ur g e nt H F visits) o v er 2 2 w e e ks will als o b e a n al y z e d usi n g a 
l o gisti c r e gr essi o n m o d el ( as d es cri b e d i n S e cti o n 5. 2. 6 ), wit h o ut a n y m ulti pl e i m p ut ati o n . 

6. 3. 1 4. 2.  Ti m e t o fi rst o c c u r r e n c e of t h e cli ni c al c o m p osit e of c a r di o v as c ul a r d e at h, 
h os pit ali z ati o n f o r H F, o r u r g e nt H F  visit  

Ti m e t o first o c c urr e n c e of t h e cli ni c al c o m p osit e ( a n d t h e i n di vi d u al c o m p o n e nts: H F 
h os pit ali z ati o n, ur g e nt H F visit, w ors e ni n g H F e v e nt , c ar di o v as c ul ar d e at h) 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 gr o u p, as d es cri b e d i n S e cti o n 5. 2. 1 .  

A c u m ul ati v e i n ci d e n c e pl ot, as d es cri b e d i n S e cti o n 5. 2. 7 , will b e pr o d u c e d f or t h e ti m e t o 
first o c c urr e n c e of t h e cli ni c al c o m p osit e.  

Ti m e t o first o c c urr e n c e of t h e cli ni c al c o m p osit e ( a n d t h e i n di vi d u al c o m p o n e nts: H F 
h os pit ali z ati o n, ur g e nt H F visit, w ors e ni n g H F e v e nt, c ar di o v as c ul ar d e at h) will b e a n al y z e d 
usi n g a C o x pr o p orti o n al h a z ar ds m o d el, as d es cri b e d i n S e cti o n 5. 2. 8 . N ot e t h at f or effi c a c y 
a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al m o d el.  

6. 3. 1 4. 3.  T ot al n u m b e r of d a ys ali v e a n d o ut of t h e h os pit al o v e r 2 2 w e e k s  

T h e t ot al n u m b er of d a ys ali v e a n d o ut of t h e h os pit al o v er 2 2 w e e ks ( D A O H), a n d t h e t ot al 
n u m b er of d a ys di vi d e d b y t h e n u m b er of d a ys of st u d y p arti ci p ati o n ( % D A O H), 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 gr o u p, as d es cri b e d i n S e cti o n 5. 2. 1 .   

6. 3. 1 4. 4.  T ot al n u m b e r of h os pit ali z ati o n s f o r H F a n d u r g e nt H F visits o v e r 2 2 w e e k s  

T h e n u m b er of h os pit ali z ati o ns f or H F a n d ur g e nt H F visits o v er 2 2 w e e ks, as w ell as t h e 
c o m bi n e d t ot al of t h es e w ors e ni n g H F e v e nts, a n d t h e t ot al n u m b er of c o m bi n e d 
c ar di o v as c ul ar d e at hs a n d w ors e ni n g H F e v e nts,  a n d t h e t ot al n u m b ers di vi d e d b y t h e 
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n u m b er of d a ys of st u d y p arti ci p ati o n, 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 gr o u p, 
as d es cri b e d i n S e cti o n 5. 2. 1 .   

6. 3. 1 5.  S e r u m u n b o u n d a n d t ot al p o n s e g r o m a b P K ( C o h o rt B o nl y) ( C o h o rt B o nl y) 

P K a n al ys es will b e p erf or m e d usi n g t h e P K c o n c e ntr ati o n a n d P K p ar a m et er a n al ysis s et s, as 
d efi n e d i n S e cti o n 4 , f or t h e o p e n-l a b el, P K c o h ort ( C o h ort B) o nl y.  

Pr es e nt ati o ns f or s er u m u n b o u n d a n d t ot al c o n c e nt ati o ns of p o ns e gr o m a b will b e pr o d u c e d as 
d es cri b e d i n  S e cti o n 6. 3. 9 . 

A d diti o n all y, t h e P K p ar a m et ers list e d i n S e cti o n 3. 3. 1 5  f or D a y 1 aft er 1 st d os e a n d/ or D a y 
8 5 aft er 4 t h d os e, will b e list e d a n d s u m m ari z e d d e s cri pti v el y b y d os e gr o u p a n d ti m e p oi nt i n 
a c c or d a n c e wit h Pfi z er d at a st a n d ar ds, as d at a p er mit , a n d will i n cl u d e t h e s et of 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.  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 .   

T a bl e 3. 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 cs  
A U C t a u, C m a x , A U C t a u 
( d n), Cm a x  ( d n), Cmi n , 
C tr o u g h C L/ F , Ra c , 
R a c ,C m a x , P T R  a n d 
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.  
t1/ 2  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.  

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 ali z e d A U C t a u, a n d 
C m a x  will 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), 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.  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 b y d os e.   

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. 

6. 3. 1 6.  S e r u m c o n c e nt r ati o n s of G D F - 1 5 o n  
 ( C o h o rt Bo nl y ) 

P D a n al ys es will b e p erf or m e d usi n g t h e P D a n al ysis s et, as d efi n e d i n S e cti o n 4 , f or t h e 
o p e n-l a b el, P K c o h ort ( C o h ort B) o nl y .  

Pr es e nt ati o ns f or   G D F- 1 5 s er u m c o n c e ntr ati o n l e v els will b e pr o d u c e d as d es cri b e d 
i n S e cti o n 6. 3. 1 0 . 
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6. 3. 1 7.  I n ci d e n c e of A D A, a n d N A b  ( C o h o rt B o nl y) 

I m m un o g e ni cit y a n al ys e s will b e p erf or m e d, as d es cri b e d i n S e cti o n 6. 3. 1 1 , usi n g t h e 
i m m u n o g e ni cit y a n al ysis s et, as d efi n e d i n S e cti o n 4 , f or t h e o p e n-l a b el, P K c o h ort ( C o h ort 
B)  o nl y. I n a d diti o n, if a p pr o pri at e, a n al ysis of P K  p ar a m et ers ( e. g A U C t a u) b y A D A a n d 
N A b st at us or tit er  t ertil e will b e p erf or m e d . 

6. 3. 1 8.  F ol d c h a n g e f r o m b as eli n e i n N T - p r o B N P at W e e k s 1 2 a n d 1 6 ( O p e n-l a b el, P K 
C o h o rt [ C o h o rt B] o nl y) 

T his a n al ysis will b e p erf or m e d o n t h e c e ns or e d  a n al ysis s et , as d efi n e d i n S e cti o n 4 , f or t h e 
o p e n-l a b el, P K c o h ort ( C o h ort B) o nl y. 

T h e a bs ol ut e a n d f ol d c h a n g es fr o m b as eli n e f or N T- pr o B N P 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 gr o u p 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 a bl es will 
i n cl u d e b as eli n e a n d all p ost-b as eli n e ti m e p oi nts.  

6. 4.  S u b s et A n al ys es  

A d diti o n al a n al ys es will b e p erf or m e d o n K C C Q- 2 3 C S S, 6 M W D, N T - pr o BN P, e G F R  a n d 
b o d y w ei g ht ( w ei g ht l oss s u b gr o u p f a ct or o nl y), t o ass ess t h e eff e ct of t h e f oll o wi n g 
s u b gr o u p f a ct ors, if a p pr o pri at e:   

•  S cr e e n i n g  G D F-1 5 : di c h ot o mis e d usi n g < or ≥ o v er all st u d y m e di a n l e v el ( or 
a n alt er n ati v e c ut - p oi nt, if a p pr o pri at e).  

•  S cr e e ni n g  G D F -1 5: s plit b y o v er all st u d y q u artil e l e v els.  

•  N o n - e d e m at o us u ni nt e nti o n al w ei g ht l oss ≥ 5 % i n t h e l ast 6 m o nt hs or c urr e nt B MI 
< 2 0 k g/ m 2 , ass o ci at e d wit h s u bj e cti v e f ati g u e or a n or e xi a, or n ot 

T h es e a n al ys es will b e p erf or m e d o n t h e c e ns or e d a n al ysis s ets, as d efi n e d i n S e cti o n 4 , usi n g 
effi c a c y a p pr o a c h es 1, 3 a n d 4, as d es cri b e d i n S e cti o n 5. 2 . 

F or e a c h s u b gr o u p f a ct or, 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 ( or f ol d c h a n g e fr o m 
b as eli n e , if a p pr o pri at e) will b e s u m m ari z e d d es cri pti v el y b y s u b gr o u p f a ct or, tr e at m e nt 
gr o u p 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 a bl es will i n cl u d e b as eli n e a n d all p ost-
b as eli n e ti m e p oi nts.  

F or e a c h s u b gr o u p f a ct or, c h a n g e fr o m b as eli n e ( or f ol d c h a n g e fr o m b as eli n e, if a p pr o pri at e) 
will b e a n al y z e d as d es cri b e d i n S e cti o n s 6. 1. 1. 1 , 6. 2. 3 , 6. 3. 1 2  a n d 6. 3. 1 3 .  A d diti o n al t er ms 
f or t h e s u b gr o u p f a ct or a n d its i nt er a cti o n wit h tr e at m e nt gr o u p, ti m e a n d t h e tr e at m e nt- b y-
ti m e i nt er a cti o n, will b e i n cl u d e d i n t h e m o d el.  Ot h er t er ms ( e g, c o h ort, b as eli n e L V E F, 
N Y H A cl assifi c ati o n, G D F -1 5 c o n c e ntr ati o n  fr o m S V 1, b as eli n e N T -pr o B N P)  m a y b e 
dr o p p e d fr o m t h e m o d el, as a p pr o pri at e.  L e ast s q u ar es m e a ns ( a n d 9 0 % CIs) a n d m e a n 
diff er e n c es v ers us pl a c e b o ( a n d 9 0 % CIs) will b e pr o vi d e d ( a n d will b e b a c k -tr a nsf or m e d t o 
gi v e g e o m etri c L S m e a ns a n d r ati os of g e o m etri c L S m e a ns , if a p pr o pri at e). N o a dj ust m e nts 
will b e m a d e f or m ulti pli cit y.   If t h e M M R M m o d el c a n n ot b e fitt e d t o t h e d at a, or t h e m o d el 
i s d e e m e d i n a p pr o pri at e, t h e m o d el m a y b e si m plifi e d, or t h e a n al ysis m a y n ot b e p erf or m e d. 
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N ot e t h at f or effi c a c y a p pr o a c h es 3 a n d 4, c o h ort will b e i n cl u d e d as a t er m i n t h e st atisti c al 
m o d el. 

A d diti o n all y, s cr e e ni n g  G D F - 1 5 will b e pl ott e d vs W e e k 2 2 c h a n g e fr o m b as eli n e ( or 
f ol d c h a n g e fr o m b as eli n e, as a p pr o pri at e) f or K C C Q - 2 3 C S S, 6 M W D, N T- pr o B N P a n d 
e G F R  u si n g a s c att er pl ot. T h e pl ot will i n cl u d e all p arti ci p a nts a n d m a y b e c ol or e d/tr ellis e d 
b y tr e at m e nt gr o u p a n d ot h er p arti ci p a nt c h ar a ct eristi cs ( e. g. c o h ort, N Y H A, L V E F).  

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  

B as eli n e s u m m ari es will b e pr o d u c e d . Th e M ai n C o h ort ( C o h ort A) a n d C o h ort C will b e 
r e p ort e d c o m bi n e d, wit h d at a fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts ; t h e 
o p e n-l a b el, P K c o h ort ( C o h ort B) will b e r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d 
s e p ar at el y.  D e m o gr a p hi c d at a, pri or a n d c o n c o mit a nt m e di c ati o ns, G D F- 1 5 c o n c e ntr ati o ns 
( at s cr e e ni n g, usi n g t h e ass a y), h ei g ht ( at s cr e e ni n g), w ei g ht, B MI a n d  m B MI  
( at b as eli n e) a n d K C C Q- 2 3 s c or es ( at s cr e e ni n g  a n d b as eli n e) will b e s u m m ari z e d, as d efi n e d 
i n S e cti o n 5. 2. 1  or 5. 2. 2  as a p pr o pri at e.  I n a d diti o n, a s u bs et of m e di c al hist or y d at a will b e 
r e p or t e d; t his m a y i n cl u d e  L V E F, eti ol o g y of H F, N Y H A cl ass, e G F R a n d w h et h er t h e 
p ar ti ci p a nt e x p eri e n c e d a pri or H F h os pit ali z ati o n , w h er e f e asi bl e. 

Ot h er  d at a c oll e ct e d at s cr e e ni n g t h at ar e us e d f o r i n cl usi o n/ e x cl usi o n crit eri a, s u c h as 
l a b or at or y d at a, 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 r e p ort e d, 
u nl ess ot h er wis e n ot e d. 

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  (All C o h o rts [ A, B, C a n d D] ) 

P arti ci p a nt e v al u ati o n gr o u ps will s h o w p arti ci p a nt dis p ositi o n f or e a c h p h as e of t h e st u d y 
(s cr e e ni n g, d o u bl e bli n d tr e at m e nt a n d f oll o w- u p) a n d will a d diti o n all y 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 effi c a c y as w ell as f or 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) (i n cl u di n g r e as o ns f or 
dis c o nti n u ati o n, e. g. l ost t o f oll o w- u p, wit h dr a w al, d e at h) b y tr e at m e nt gr o u p.  T h e M ai n 
C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a fr o m t h e s a m e 
tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; t h e o p e n-l a b el, P K c o h ort ( C o h ort B) will b e 
r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d s e p ar at el y. 

6. 5. 3.  R et ai n e d R es e a r c h S a m pl es a n d ot h e r e x pl o r at o r y pl as m a bi o m a r k e rs  

P h ar m a c o g e n o mi c or bi o m ar k er d at a fr o m R et ai n e d R es e ar c h S a m pl es or ot h er e x pl or at or y 
pl as m a bi o m ar k er d at a m a y b e c oll e ct e d d uri n g or aft er t h e tri al a n d r et ai n e d f or f ut ur e 
a n al ys es; t h e r es ults of s u c h a n al ys es ar e n ot pl a n n e d t o b e i n cl u d e d i n t h e C S R. 

6. 5. 4.  P o p ul ati o n P K 

As p er mitt e d b y d at a, a n d d et er mi n e d b y t h e s p o n s or, t h e P K/ P D r el ati o ns hi p b et w e e n s er u m 
p o ns e gr o m a b c o n c e ntr ati o n a n d t h e eff e ct o n pri m ar y, s e c o n d ar y a n d/ or t erti ar y e n d p oi nts 
m a y b e e x pl or e d usi n g a p o p ul ati o n P K/ P D a p pr o a c h. T h e p o p ul ati o n P K/ P D a n al y sis, if 
c o n d u ct e d, will b e r e p ort e d i n a s e p ar at e r e p ort. 

0
9
0
1
7
7
e
1
a
1f

a
ef

4
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
1-

Oc
t-

2
0
2
4 

0
8:

3
9 

(
G

M
T)

C CI

C CI



Pr ot o c ol C 3 6 5 1 0 1 1  (P F -0 6 9 4 6 8 6 0 ) St atisti c al A n al y sis 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 5 2  of 8 5  

6. 5. 5.  C o n c o mit a nt M e di c ati o n s a n d N o n d r u g T r e at m e nts/ P r o c e d u r es  (All C o h o rts [ A, 
B, C a n d D] ) 

All 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)/ pr o c e d ur e(s) will 
b e r e p ort e d a c c or di n g t o c urr e nt s p o ns or r e p orti n g st a n d ar ds. T h e M ai n C o h ort ( C o h ort A) 
a n d C o h ort C will b e r e p ort e d c o m bi n e d, wit h d at a fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d 
a cr oss c o h orts ; t h e o p e n-l a b el, P K c o h ort ( C o h ort B) will b e r e p ort e d s e p ar at el y; C o h ort D 
will b e r e p ort e d s e p ar at el y.  Si mil arl y, t h e pri or h e art f ail ur e m e di c ati o ns will b e r e p ort e d. 

6. 5. 6.  T r e at m e nt C o m pli a n c e  (All C o h o rts [ A, B, C a n d D] ) 

A s u m m ar y t a bl e of tr e at m e nt c o m pli a n c e will b e pr o d u c e d a c c or di n g t o c urr e nt s p o ns or 
r e p orti n g st a n d ar ds. T h e M ai n C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d, 
wit h d at a fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; t h e o p e n-l a b el, P K c o h ort 
( C o h ort B) will b e r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d s e p ar at el y. 

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

6. 6. 1.  El e ct r o c a r di o g r a m s  ( All C o h o rts [ A, B, C a n d D]) 

A n al ysis of E C Gs will b e p erf or m e d usi n g t h e c orr es p o n di n g s af et y a n al ysis s et s d efi n e d i n 
S e cti o n 4 . T h e  M ai n C o h ort ( C o h ort A) a n d C o h ort C will b e r e p ort e d c o m bi n e d , wit h d at a 
fr o m t h e s a m e tr e at m e nt gr o u p c o m bi n e d a cr oss c o h orts; t h e o p e n-l a b el, P K c o h ort ( C o h ort 
B) will b e r e p ort e d s e p ar at el y; C o h ort D will b e r e p ort e d s e p ar at el y.  

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 E C Gs ( h e art r at e, Q T, Q T c F, P R a n d Q R S 
i nt er v al) will b e s u m m ari z e d b y tr e at m e nt gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d 
o v er all,  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. T a bl es will b e p a g e d b y 
p ar a m et er.   
 
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 gr o u p 
(i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d o v er all, 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 a bs ol ut e v al u e s 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 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 gr o u p (i n cl u di n g p o ns e gr o m a b c o m bi n e d) a n d 
o v er all,  usi n g c at e g ori es as d efi n e d i n A p p e n di x 5 . 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. All v al u es m e eti n g t h e crit eria of 
p ot e nti al cli ni c al c o n c er n will b e list e d.  

Listi n gs of p arti ci p a nts wit h a n y si n gl e p ost d os e v al u e > 5 0 0 ms e c will als o b e pr o d u c e d f or 
Q T c F . 

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  

I nt eri m a n al ys es will b e p erf or m e d at l e ast o n c e w hil e t h e st u d y is o n g oi n g t o ass ess effi c a c y 
a n d/ or s af et y aft er at l e ast a p pr o xi m at el y 2 5 % of t h e pl a n n e d p arti ci p a nts i n t h e 
p o ns e gr o m a b 3 0 0 m g a n d pl a c e b o ar ms i n t h e M ai n C o h ort ( C o h ort A), i e, a p pr o xi m at el y 8 0 
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p arti ci p a nt s, c o m pl et e t h eir st u d y p arti ci p ati o n t hr o u g h at l e ast W e e k 1 2 of t h e M ai n C o h ort  
( C o h ort A).  

I nt eri m a n al ysis r es ults m a y b e us e d f or i nt er n al b usi n ess d e cisi o ns i n cl u di n g, b ut n ot li mit e d 
t o, f ut ur e st u d y pl a n ni n g, st o p pi n g f or f utilit y, st o p pi n g f or e arl y s u c c ess, c o n d u cti n g a 
s a m pl e siz e r e - esti m ati o n, or a d a pti n g t h e st u d y aft er t h e i nt eri m a n al ysis. P arti ci p a nts m a y 
b e dis c o nti n u e d fr o m t h e st u d y i nt er v e nti o n/st u d y as a r es ult of t h e i nt eri m a n al ysis, as 
d es cri b e d i n  t h e Pr ot o c ol. 

B ef or e a n y i nt eri m a n al y sis is p erf or m e d, t h e d et ails of t h e o bj e cti v es, d e ci si o n crit eri a, 
diss e mi n ati o n pl a n, a n d m et h o d of m ai nt ai ni n g t h e st u d y bli n d (if a p pli c a bl e) as p er Pfiz er’s 
S O Ps will b e d o c u m e nt e d a n d a p pr o v e d i n a n I R C c h art er a n d/ or d at a a c c ess pl a n. I n 
a d diti o n, t h e a n al ysis d et ails will b e d o c u m e nt e d a n d a p pr o v e d i n a n a d diti o n al i nt eri m 
a n al ysis S A P  or i n cl u d e d i n t his m ai n S A P.  

I n a d diti o n, o n g oi n g m o nit ori n g of t h e s af et y of p arti ci p a nts will b e p erf or m e d b y a n E-
D M C.  F urt h er d et ails ar e pr o vi d e d i n  S e cti o n 1 0. 1. 5. 2 of t h e Pr ot o c ol  a n d will b e f urt h er 
d o c u m e nt e d i n a n E- D M C c h art er.  

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

D et ails of t h e o n g oi n g u n bli n d e d s af et y r e vi e ws will b e pr o vi d e d i n t h e I R C / E-D M C  
c h art er s. 

7. 2. 1.  I nt e ri m A n al ysis # 1 

A n  i nt eri m a n al ysis is pl a n n e d t o b e c o n d u ct e d aft er a p pr o xi m at el y 7 0 % of r a n d o mi z e d 
p arti ci p a nts  i n t h e Mai n C o h ort ( C o h ort A) r e a c h t h e W e e k 2 2 visit or dis c o nti n u e t h e st u d y 
pri or t o  t h at visit.  

T h e p arti ci p a nts t o b e i n cl u d e d i n t h e i nt eri m a n al ysis ar e:  

I nt eri m P o p ul ati o n D es cri pti o n  
I nt eri m S af et y P o p ul ati o n All M ai n C o h ort ( C o h ort A) p arti ci p a nts r a n d o m i z e d 

pri or t o t h e d at e of d at a c ut o ff (0 8 O C T 2 0 2 4).  

I nt eri m Effi c a c y P o p ul ati o n M ai n C o h ort ( C o h ort A) p arti ci p a nts w h o w er e 
r a n d o mi z e d u p t o, a n d i n cl u di n g, 0 7 M A Y 2 0 2 4, a n d 
c o m pl et e t h e d o u bl e -bli n d tr e at m e nt p h as e 

 
All i nt eri m a n al ys es will b e c arri e d o ut usi n g t h e r el e v a nt A n al ysis S et ( as d efi n e d i n S e cti o n 
4 ) a p pli e d t o t h e I nt eri m P o p ul ati o ns d es cri b e d a b o v e.  A n al ys es will i n cl u d e d at a fr o m t h e 
M ai n C o h ort ( C o h ort A) o nl y.  

7. 2. 1. 1.  Effi c a c y E n d p oi nts  

A s u bs et, or all, of t h e f oll o wi n g effi c a c y a n al ys es will b e pr o d u c e d: - 
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F or K C C Q - 2 3 C S S, 6 M W D, N T-p r o B N P, h s C R P  a n d e G F R , t h e d es cri pti v e s u m m ari es 
a n d  m ai n st atisti c al a n al y s es, d es cri b e d i n S e cti o ns 6. 1. 1. 1 , 6. 2. 3 , 6. 3. 1 2  a n d 6. 3. 1 3 , will b e 
p erf o r m e d.  Th e st atisti c al a n al ys es will o nl y i n cl u d e t h e 3 0 0 m g d os e gr o u p a n d pl a c e b o.  
A d diti o n all y, B a y esi a n pr e di cti v e pr o b a biliti es will b e c al c ul at e d  f or t h e 3 0 0 m g d os e gr o u p 
v ers us pl a c e b o, f or e n d of st u d y s u c c ess b as e d o n t h e M M R M / A N C O V A r es ults at W e e k 2 2 
( a n d a d diti o n all y W e e k 1 2 f or e G F R ).  T h e pr e di cti v e pr o b a biliti es will b e c al c ul at e d usi n g 
t h e met h o d d es cri b e d b y Gri e v e ( 1 9 9 1) 2 , i n c or p or ati n g v a g u e pri ors. A d diti o n all y, t h e 
c at e g ori c al s u m m ari es will b e pr o d u c e d f or e G F R, as d es cri b e d i n S e cti o n 6. 3. 1 3 .   

A d diti o n al s u b gr o u p a n al ys is will b e p erf or m e d o n K C C Q - 2 3 C S S, 6 M W D , N T - pr o B N P a n d 
e G F R , for s cr e e ni n g  G D F- 1 5 v al u es ( di c h ot o mi z e d usi n g o v er all st u d y m e di a n l e v el) 
a n d c a c h e xi a pr es e n c e/ a b s e n c e,  as d es cri b e d i n S e cti o n 6. 4 , e x cl u di n g t h e d es cri pti v e 
s u m m ari es of a bs ol ut e v al u es.  S u m m ari es a n d a n al ys es will o nl y i n cl u d e t h e 3 0 0 m g d os e 
gr o u p a n d pl a c e b o. 

N ot e t h at e G F R s u m m ari es a n d a n al ys es will b e pr o d u c e d i n s e p ar at e o ut p uts f or th e  i nt eri m 
a n al ysis.  

F or t ot al v e ct o r m a g nit u d e a n d n o n-s e d e nt a r y p h ysi c al a cti vit y , t h e d es cri pti v e s u m m ari es 
d es cri b e d i n S e cti o n 6. 3. 8 , will b e pr o d u c e d. 

T h e n u m b er of p arti ci p a nts wit h t h e c o m p osit e  H F o ut c o m e  ( c ar di o v as c ul ar d e at h, 
h os pit ali z ati o n f or H F or ur g e nt H F visit) will b e s u m m ari z e d  a n d a n al y z e d  ( usi n g l o gisti c 
r e gr essi o n), as d es cri b e d i n S e cti o n 6. 3. 1 4. 1 .  T h e st atisti c al a n al ys es will o nl y i n cl u d e t h e 
3 0 0 m g d os e gr o u p a n d pl a c e b o.  A d diti o n all y, B a y esi a n pr e di cti v e pr o b a biliti es will b e 
c al c ul at e d f or t h e 3 0 0  m g d os e gr o u p v ers us pl a c e b o, f or e n d of st u d y s u c c ess b as e d o n t h e 
l o gisti c r e gr essi o n r es ults. T h e pr e di cti v e pr o b a biliti es will b e c al c ul at e d usi n g t h e m et h o d 
d es cri b e d b y Gri e v e ( 1 9 9 1) 2 , i n c or p or ati n g v a g u e pri ors. 

T h e ti m e t o t h e first o c c urr e n c e of t h e cli ni c al c o m p osit e  will b e s u m m ari z e d a n d a n al y z e d as 
d es cri b e d i n S e cti o n 6. 3. 1 4. 2 . T h e pl ot a n d st atisti c al a n al ysis will o nl y i n cl u d e t h e 3 0 0  m g 
d os e gr o u p a n d pl a c e b o. 

N ot e t h at t h e i n v etsti g at or -r e p ort e d cli ni c al o ut c o m e  e v e nts will b e us e d f or t his i nt eri m 
a n al ysis .   

7. 2. 1. 2.  S af et y  E n d p oi nts  

A d v e rs e e v e nts , l a b o r at o r y a b n o r m aliti es a n d vit als will b e s u m m ari z e d a n d a n al y z e d as 
d es cri b e d i n S e cti o n  6. 2. 5  a n d S e cti o n 6. 6. 1 . A s u bs et of t h es e o ut p uts, pr e vi o usl y a gr e e d 
wit h t h e C 3 6 5 1 0 1 1 E- D M C, will b e pr o d u c e d. A d diti o n al o ut p uts f or li pi d p a n el e n d p oi nts, 
as d es cri b e d i n S e cti o n 6. 2. 5. 2  will als o b e pr o d u c e d. 

7. 2. 1. 3.  Ot h e r S u m m a ri es  

B as eli n e s u m m ari es will b e pr o d u c e d, as d es cri b e d i n S e cti o n 6. 5. 1 , f or b ot h t h e i nt eri m 
S af et y a n d Effi c a c y p o p ul ati o ns. 
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Tr e at m e nt c o m pli a n c e will b e pr o d u c e d, as d es cri b e d i n S e cti o n 6. 5. 6 . 

7. 2. 2.  I nt e ri m A n al ys is # 2 

A n a d diti o n al i nt eri m a n al ys is m a y b e p erf or m e d  aft er 1 0 0 % of t h e pl a n n e d p arti ci p a nts i n 
t h e p o ns e gr o m a b 3 0 0 m g a n d pl a c e b o ar ms i n t h e M ai n C o h ort ( C o h ort A) c o m pl et e t h eir 
st u d y p arti ci p ati o n t hr o u g h W e e k 2 2.  

All i nt eri m a n al ys es will b e c arri e d o ut usi n g t h e r el e v a nt A n al ysis S et ( as d efi n e d i n S e cti o n 
4 ) usi n g d at a fr o m t h e M ai n C o h ort ( C o h ort A) o nl y.  T h e  a n al ys es will si mil ar t o  t h e 
a n al ys es d et ail e d f or i nt eri m a n al ysis # 1, b ut wit h o ut pr e di cti v e pr o b a biliti es.   

A d diti o n all y, f or b o d y w ei g ht , t h e d es cri pti v e s u m m ari es a n d st atisti c al a n al ysis, d es cri b e d 
i n S e cti o n 6. 3. 7 , will b e p erf or m e d.  T h e st atisti c al a n al ysis will o nl y i n cl u d e t h e 3 0 0 m g 
d os e gr o u p a n d pl a c e b o. A d diti o n al s u b gr o u p a n al ys is will b e p erf or m e d o n b o d y w ei g ht, f or 
c a c h e xi a pr es e n c e/ a bs e n c e,  as d es cri b e d i n S e cti o n 6. 4 , e x cl u di n g t h e d es cri pti v e s u m m ari es 
of a bs ol ut e v al u es. T h is su m m ar y a n d a n al ysis will o nl y i n cl u d e t h e 3 0 0 m g d os e gr o u p a n d 
pl a c e b o.  

A d diti o n al o ut p uts m a y als o b e pr o d u c e d, if r e q uir e d. 

 

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

1.  R u bi n D B. M ulti pl e I m p ut ati o n f or N o nr es p o ns e i n S ur v e ys. 1 9 8 7; Wil e y, N e w Y or k.  

2.  Gri e v e A P ( 1 9 9 1) Pr e di cti v e pr o b a bilit y i n cli ni c al tri als: Bi o m etri cs, 4 7( 1) 3 2 3 - 9. 
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9.  A P P E N DI C E S  

A p p e n di x  1. K C C Q - 2 3 

A p p e n di x  1. 1. F ull Q u esti o n n ai r e  
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A p p e n di x  1. 2. S c o ri n g I n st r u cti o n s  
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A p p e n di x  2. P R O MI S S c o r e C o n v e r si o n T a bl es 
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A p p e n di x  3. S a m ps o n C rit e ri a  

Cli ni c al Crit eri a f or Di a g n osi n g A n a p h yl a xis 

 

Pr o gr a m m ati c all y I d e ntif yi n g P ot e nti al C as es of A n a p h yl a xis 

A p arti ci p a nt is s ai d t o h a v e a n e pis o d e f ulfilli n g t h e S a m ps o n Crit eri a if at l e ast o n e  of t h e 
f oll o wi n g crit eri a is m et: 

C rit e ri o n 1:  T h e p arti ci p a nt e x p eri e n c e d a n o ns et of b ot h C o n diti o n 1 a n d  C o n diti o n 2 
b el o w, o n t h e d a y of, or o n t h e d a y aft er, st u d y dr u g a d mi nistr ati o n. 

•  C o n diti o n 1: a s ki n or m u c os al m e m br a n e a d v ers e e v e nt ( A E) ( usi n g 
M e d D R A P Ts u n d er S ki n or M u c os al M e m br a n e gr o u pi n g),  

•  C o n diti o n 2: a r es pir at or y c o m pr o mis e A E ( usi n g M e d D R A P Ts u n d er t h e 
R es pir at or y gr o u pi n g), or a n e n d- or g a n d ysf u n cti o n/r e d u c e d bl o o d pr ess ur e 
A E ( usi n g M e d D R A P Ts u n d er E n d- or g a n d ysf u n cti o n or R e d u c e d Bl o o d 
Pr ess ur e gr o u pi n g), or r e d u c e d s yst oli c bl o o d p r es s ur e ( c h ar a ct eri z e d b y a 
P T of h y p ot e nsi o n, bl o o d pr ess ur e d e cr e as e d or bl o o d pr ess ur e s yst oli c 
d e cr e as e d).  

C rit e ri o n 2:  T h e p arti ci p a nt e x p eri e n c e d a n o ns et of a n y 2 or m or e c o n diti o ns b el o w, o n t h e 
d a y of, or o n t h e d a y aft er, st u d y dr u g a d mi nistr ati o n. 

•  C o n diti o n 1: a s ki n or m u c o us m e m br a n e i n v ol v e m e nt A E ( usi n g M e d D R A 
P Ts u n d er S ki n or M u c os al M e m br a n e gr o u pi n g) 

•  C o n diti o n 2: a r es pir at or y c o m pr o mis e A E ( usi n g M e d D R A P Ts u n d er t h e 
R es pir at or y gr o u pi n g);  
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•  C o n diti o n 3: a n e n d- or g a n d ysf u n cti o n/r e d u c e d bl o o d pr ess ur e A E ( usi n g 
M e d D R A P Ts u n d er ‘ E n d- Or g a n D ysf u n cti o n or R e d u c e d Bl o o d Pr ess ur e 
gr o u pi n g), or r e d u c e d s yst oli c bl o o d pr ess ur e ( c h ar a ct eri z e d b y a P T of 
h y p ot e nsi o n, bl o o d pr ess ur e d e cr e as e d or bl o o d pr ess ur e s yst oli c 
d e cr e as e d);  

•  C o n diti o n 4: a g astr oi nt esti n al A E ( usi n g M e d D R A P Ts u n d er t h e 
g astr oi nt esti n al gr o u pi n g). 

If t h e s a m e s p e cifi c A E b el o n gs t o m or e t h a n o n e C o n diti o n/ A E gr o u pi n g a b o v e 
(i. e., ‘ S ki n or M u c os al M e m br a n e’ gr o u pi n g, ‘ R es pir at or y C o m pr o mis e’ 
gr o u pi n g, ‘ E n d- Or g a n D ysf u n cti o n/ R e d u c e d Bl o o d Pr ess ur e’ gr o u pi n g, 
‘ G astr oi nt esti n al’ gr o u pi n g), t h e e v e nt s h o ul d b e assi g n e d t o n ot m or e t h a n o n e 
of t h e a b o v e C o n diti o ns a n d i n s u c h a w a y as t o m a xi mi z e t h e n u m b er of 
C o n diti o ns f ulfill e d t o s u p p ort Crit eri o n 2. F or e x a m pl e, if t h e A E of D ys p n e a 
( w hi c h b el o n gs t o t h e ‘ R es pir at or y C o m pr o mis e’ gr o u pi n g) a n d t h e A E of 
C h est P ai n ( w hi c h m a y b el o n g eit h er t o t h e ‘ R es pir at or y C o m pr o mis e’ gr o u pi n g 
or t o t h e ‘ E n d- Or g a n D ysf u n cti o n/ R e d u c e d Bl o o d Pr ess ur e’ gr o u pi n g) 
o c c urr e d, t h e n t h e A E of C h est P ai n will b e assi g n e d t o t h e ‘ E n d- Or g a n 
D ysf u n cti o n/ R e d u c e d Bl o o d Pr ess ur e’ gr o u pi n g, s o t h at Crit eri o n 2 is f ulfill e d 
(if t h e A E of C h est P ai n w er e assi g n e d t o t h e ‘ R es pir at or y C o m pr o mis e’ 
gr o u pi n g, t h e n Crit eri o n 2 w o ul d n ot b e f ulfill e d b e c a us e t h e A E of D ys p n e a 
als o b el o n gs t o t h e ‘ R es pir at or y C o m pr o mis e’ gr o u pi n g). 

 
C rit e ri o n 3:  T h e p arti ci p a nt e x p eri e n c e d r e d u c e d s yst oli c bl o o d pr ess ur e ( c h ar a ct eri z e d b y a 

P T of h y p ot e nsi o n, bl o o d pr ess ur e d e cr e as e d or bl o o d pr ess ur e s yst oli c 
d e cr e as e d) o n t h e d a y of, or o n t h e d a y aft er, st u d y dr u g a d mi nistr ati o n, a n d at 
l e ast 1 q u alif yi n g e v e nt. A q u alif yi n g e v e nt is d efi n e d as a n y  of t h e f oll o wi n g 
o c c urri n g d uri n g t h e c urr e nt st u d y or, if a p pli c a bl e, i n t h e p ar e nt st u d y fr o m 
w hi c h t h e p arti ci p a nt r oll e d o v er i nt o t h e c urr e nt st u d y, aft er t h e first 
a d mi nistr ati o n of t h e st u d y dr u g (i n t h e c urr e nt or t h e p ar e nt st u d y, as 
a p pli c a bl e) a n d b ef or e t h e a d mi nistr ati o n of t h e s a m e st u d y dr u g ass o ci at e d 
wit h t h e c urr e nt r e d u c e d s yst oli c bl o o d pr ess ur e e v e nt: 

•  A n e v e nt m e eti n g Crit eri o n 1 or Crit eri o n 2; 

•  A n I nj e cti o n Sit e r e a cti o n (I S R), as r e p ort e d b y t h e i n v esti g at or; 

•  A n A E u n d er t h e A n a p h yl a cti c R e a cti o n St a n d ar di s e d M e d D R A Q u er y 
( S M Q), or t h e A n gi o e d e m a S M Q, or t h e H y p ers e nsiti vit y S M Q, c o nsi d er e d 
t o b e r el at e d t o t h e st u d y dr u g, as r e p ort e d b y t h e i n v esti g at or. 

 
F or e pis o d es wit h m ulti pl e A Es f ulfilli n g m or e t h a n o n e S a m ps o n Crit eri a, t h e f oll o wi n g 
hi er ar c h y is us e d: Crit eri o n 1, Crit eri o n 2, Crit eri o n 3. F or e x a m pl e, w h e n Crit eri o n 1 is 
f ulfill e d, Crit eri o n 2 a n d Crit eri o n 3 ar e n ot e v al u at e d.

0
9
0
1
7
7
e
1
a
1f

a
ef

4
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
1-

Oc
t-

2
0
2
4 

0
8:

3
9 

(
G

M
T)



Pr ot o c ol C 3 6 5 1 0 1 1  (P F -0 6 9 4 6 8 6 0 ) St atisti c al A n al y sis 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 6 7  of 8 5  

A p p e n di x  4. S A S C o d e  

l g G D F = l o g  G D F- 1 5 ( at s cr e e ni n g) 
l g B N P = l o g N T pr o B N P ( at b as eli n e) 
 
T h e f oll o wi n g S A S c o d e is t o b e us e d as a g ui d e f or i m pl e m e nt ati o n. 
 
 
E x a m pl e S A S c o d e f or M M R M M o d el: 
 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d. 
 
p r o c  m i x e d  d a t a  =  d a t a s e t  m e t h o d = r e m l ;  
   c l a s s  s u b j i d  t r e a t m e n t  t i m e ;  
   m o d e l  c f b  =  t r e a t m e n t  c o h o r t  L V E F  l g G D F 1 5  l g B N P  b a s e  t i m e  b a s e * t i m e   
      t i m e * t r e a t m e n t  /  d d f m = k r  r e s i d u a l  o u t p = r e s i d _ o u t ;  
   r e p e a t e d  t i m e  / s u b j e c t = s u b j i d  t y p e  =  u n ;  
   l s m e a n s  t r e a t m e n t * t i m e / d i f f  c l  a l p h a = 0 . 1 ;  
   o d s  o u t p u t  l s m e a n s = l s m e a n s _ o u t ;  
   o d s  o u t p u t  d i f f s = d i f f s _ o u t ;  
   o d s  o u t p u t  C o v P a r m s = C o v P a r m s _ o u t ;  
r u n ;  

 
 
E x a m pl e S A S c o d e f or Pr o p orti o n of R es p o ns es ( wit h m ulti pl e i m p ut ati o n):  
 
Ass u m e t h e S A S d at as et is i n a l o n g f or m at. T h e v ari a bl e ‘tr e at m e nt’ s h o ul d b e c o d e d si mil ar 
t o ‘ Pl a c e b o’, ‘P o ns e gr o m a b 1 0 0 m g ’, ‘P o ns e gr o m a b 2 0 0 m g ’, ‘P o ns e gr o m a b 3 0 0 m g ’, s o 
t h at ‘ Pl a c e b o’ c o m es first. 
 
N O T E :  If a p arti ci p a nt dis c o nti n u es d u e t o d e at h, t h e y s h o ul d b e i n cl u d e d i n t h e i m p ut ati o n, 
b ut o n c e t h eir v al u e h as b e e n i m p ut e d t h e n t h e y s h o ul d b e cl assifi e d as a n o n r es p o n d er.  
 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d. 
 
p r o c  s o r t  d a t a = a n a l y s i s  o u t = a n a l y s i s _ l o n g ;   
   b y  s u b j i d  t i m e  t r e a t m e n t  c o h o r t  L V E F  G D F 1 5  N T p r o B N P  b a s e ;   
r u n ;   
 
*  C r e a t e  w i d e  d a t a s e t  f o r  m u l t i p l e  i m p u t a t i o n ;   
p r o c  t r a n s p o s e  d a t a =  a n a l y s i s _ l o n g  o u t = a n a l y s i s _ w i d e  p r e f i x = w k ;   
   b y  s u b j i d  t r e a t m e n t  c o h o r t  L V E F  G D F 1 5  N T p r o B N P  b a s e ;   
   i d  t i m e ;   
   v a r  c f b ;   
r u n ;   
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*  P e r f o r m  m u l t i p l e  i m p u t a t i o n ;   
p r o c  m i  d a t a = a n a l y s i s _ w i d e  s e e d = 1 6 9  n i m p u t e = 2 0  o u t = a n a l y s i s _ m i ;   
   c l a s s  t r e a t m e n t ;  
   f c s  n b i t e r = 1 0  r e g ( / d e t a i l s ) ;   
   v a r  b a s e  t r e a t m e n t  c o h o r t  L V E F  l g G D F 1 5  l g B N P  w k 4  w k 8  w k 1 2  w k 1 6  w k 2 0   
   w k 2 2 ;   
r u n ;   
 
*  D e t e r m i n e  r e s p o n d e r s  a n d  n o n - r e s p o n d e r s  a t  W e e k  2 2  f o r  a l l  i m p u t e d     
  d a t a s e t s ;   
d a t a  a n a l y s i s _ m i _ 2 2 ;   
   s e t  a n a l y s i s _ m i ;   
   i f  w k 2 2  > =  5  a n d  w k 2 2  n e  .  t h e n  r e s p  =  1 ;   
   i f  w k 2 2  <  5  a n d  w k 2 2  n e  .  t h e n  r e s p  =  0 ;   
r u n ;   
 
*  C r e a t e  d a t a s e t s  a n d  c o m b i n e  p r o p o r t i o n s ;   
p r o c  f r e q  d a t a = a n a l y s i s _ m i _ 2 2 ;   
   t a b l e s  _ i m p u t a t i o n _ *  t r e a t m e n t  * r e s p  /  o u t = p r o p _ m i  o u t p c t ;   
r u n ;   
 
d a t a  p r o p _ m i _ 0 ;   
   s e t  p r o p _ m i ;   
   i f  r e s p = 0 ;   
   k e e p  _ i m p u t a t i o n _  t r e a t m e n t  c o u n t ;   
   r e n a m e  c o u n t = c o u n t _ 0 ;   
r u n ;   
d a t a  p r o p _ m i _ 1 ;   
   s e t  p r o p _ m i ;   
   i f  r e s p = 1 ;   
   k e e p  _ i m p u t a t i o n _  t r e a t m e n t  c o u n t ;   
   r e n a m e  c o u n t = c o u n t _ 1 ;   
r u n ;   
d a t a  p r o p _ m i _ c o m b i n e d ;   
   m e r g e  p r o p _ m i _ 0  p r o p _ m i _ 1 ;   
   b y  _ i m p u t a t i o n _  t r e a t m e n t ;   
   t o t a l  =  c o u n t _ 0  +  c o u n t _ 1 ;   
   p  =  c o u n t _ 1  /  t o t a l ;   
   q  =  c o u n t _ 0  /  t o t a l ;   
   s e _ p  =  s q r t ( ( p * q ) / t o t a l ) ;   
r u n ;   
p r o c  s o r t  d a t a = p r o p _ m i _ c o m b i n e d ;   b y  t r e a t m e n t  _ i m p u t a t i o n _ ;   r u n ;  
 
p r o c  m i a n a l y z e  d a t a = p r o p _ m i _ c o m b i n e d  a l p h a = 0 . 1 ;   
   b y  t r e a t m e n t ;   
   m o d e l e f f e c t s  p ;   
   s t d e r r  s e _ p ;   
   o d s  o u t p u t  p a r a m e t e r e s t i m a t e s = p r o p _ m i _ o u t ;   
r u n ;   
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E x a m pl e S A S c o d e f or L o gisti c R e gr essi o n M o d el ( wit h m ulti pl e i m p ut ati o n):  
 
T h e s a m e i m p ut e d d at as ets as pr o d u c e d a b o v e f or t h e ‘ Pr o p orti o n of R es p o ns es’ will b e 
utili z e d. N ot e: t h e i m p ut e d d at as et s h o ul d b e or d er e d wit h  ‘ R es p’ = 1 first t o e ns ur e t h at t h e 
o d ds r ati os ar e f or a r es p o ns e = 1  a n d  t h e r ef er e n c e gr o u p is Pl a c e b o. 
 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d. 
 
 
*  F i t  l o g i s t i c  r e g r e s s i o n s  t o  e a c h  i m p u t e d  d a t a s e t  a n d  c o m b i n e  r e s u l t s ;   
p r o c  s o r t  d a t a = a n a l y s i s _ m i _ 2 2 ;  b y  _ i m p u t a t i o n _  t r e a t m e n t  d e s c e n d i n g  r e s p ;  
r u n ;  
 
p r o c  g e n m o d  d a t a = a n a l y s i s _ m i _ 2 2  o r d e r = i n t e r n a l   d e s c e n d i n g ;  
   b y  _ i m p u t a t i o n _ ;  
   c l a s s  r e s p  t r e a t m e n t ;  
   m o d e l  r e s p  =  t r e a t m e n t  c o h o r t  L V E F  l g G D F 1 5  l g B N P  b a s e   
           /  d i s t = b i n  l i n k = l o g i t  a l p h a = 0 . 1 ;  
   l s m e a n s  t r e a t m e n t  /  c l  d i f f  a l p h a = 0 . 1  e x p ;  
   o d s  o u t p u t  l s m e a n s = o d d s _ m i  d i f f s = o d d s r a t _ m i ;  
r u n ;  
 
* O d d s  r a t i o s ;  
d a t a  o d d s r a t _ m i ;  
   s e t  o d d s r a t _ m i ( w h e r e = ( _ T R E A T T X T = " P l a c e b o " ) ) ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  1 0 0  m g  '  t h e n  t r e a t m e n t  =  1 0 0 ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  2 0 0  m g  '  t h e n  t r e a t m e n t  =  2 0 0 ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  3 0 0  m g  '  t h e n  t r e a t m e n t  =  3 0 0 ;  
   i f  t r e a t m e n t  =  .  t h e n  d e l e t e ;  
   S E  =  S t d E r r ;  
r u n ;  
p r o c  s o r t  d a t a = o d d s r a t _ m i ;  b y  t r e a t m e n t  _ i m p u t a t i o n _ ;   r u n ;  
 
p r o c  m i a n a l y z e  d a t a = o d d s r a t _ m i   a l p h a = 0 . 1 ;    
   b y  t r e a t m e n t ;  
   m o d e l e f f e c t s  e s t i m a t e ;  
   s t d e r r  S E ;  
   o d s  o u t p u t  p a r a m e t e r e s t i m a t e s = O d d s R a t i o s _ m i _ o u t ;  
r u n ;  
 
d a t a  O d d s R a t i o s _ m i _ o u t ;  
   s e t  O d d s R a t i o s _ m i _ o u t ;  
   o d d s r a t i o  =  e x p ( e s t i m a t e ) ;  
   L C L o d d s r a t i o  =  e x p ( L C L M e a n ) ;  
   U C L o d d s r a t i o  =  e x p ( U C L M e a n ) ;  
r u n ;  
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*  O d d s ;  
d a t a  o d d s _ m i ;  
s e t  o d d s _ m i ;  
   i f  T R E A T T X T  =  ' P l a c e b o '  t h e n  t r e a t m e n t  =  0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  1 0 0  m g  '  t h e n  t r e a t m e n t  =  1 0 0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  2 0 0  m g  '  t h e n  t r e a t m e n t  =  2 0 0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  3 0 0  m g  '  t h e n  t r e a t m e n t  =  3 0 0 ;  
   i f  t r e a t m e n t  =  .  t h e n  d e l e t e ;  
   S E  =  S t d E r r ;  
r u n ;  
p r o c  s o r t  d a t a = o d d s _ m i ;  b y  t r e a t m e n t  _ i m p u t a t i o n _ ;   r u n ;  
 
p r o c  m i a n a l y z e  d a t a = o d d s _ m i   a l p h a = 0 . 1 ;   
   b y  t r e a t m e n t ;  
   m o d e l e f f e c t s  e s t i m a t e ;  
   s t d e r r  S E ;  
   o d s  o u t p u t  p a r a m e t e r e s t i m a t e s = O d d s _ m i _ o u t ;  
r u n ;  
 
d a t a  O d d s _ m i _ o u t ;  
   s e t  O d d s _ m i _ o u t ;  
   o d d s  =  e x p ( e s t i m a t e ) ;  
   L C L o d d s  =  e x p ( L C L M e a n ) ;  
   U C L o d d s  =  e x p ( U C L M e a n ) ;  
r u n ;  

 
 
E x a m pl e S A S c o d e f or A N C O V A: 
 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d. 
 
p r o c  m i x e d  d a t a = d a t a s e t ;  
   c l a s s  t r e a t m e n t ;  
   m o d e l  c f b  =  t r e a t m e n t  c o h o r t  L V E F  l g G D F 1 5  l g B N P  b a s e  /  r e s i d u a l   
      o u t p = r e s i d _ o u t ;  
   l s m e a n s  t r e a t m e n t  /  d i f f  c l  a l p h a = 0 . 1 ;  
   o d s  o u t p u t  l s m e a n s = l s m e a n s _ o u t ;  
   o d s  o u t p u t  d i f f s = d i f f s _ o u t ;  
r u n ;  
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E x a m pl e S A S c o d e f or L o gisti c R e gr essi o n M o d el ( wit h o ut m ulti pl e i m p ut ati o n):  
  
N ot e: t h e d at as et s h o ul d b e or d er e d wit h  ‘ R es p’ = 1 first t o e ns ur e t h at t h e o d ds r ati os ar e f or a 
r es p o ns e = 1 a n d  t h e r ef er e n c e gr o u p is Pl a c e b o. 
 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d. 
 
*  F i t  l o g i s t i c  r e g r e s s i o n ;   
p r o c  s o r t  d a t a = d a t a s e t ;  b y  t r e a t m e n t  d e s c e n d i n g  r e s p ;  r u n ;  
 
p r o c  g e n m o d  d a t a =  d a t a s e t  o r d e r = i n t e r n a l   d e s c e n d i n g ;  
   c l a s s  r e s p  t r e a t m e n t ;  
   m o d e l  r e s p  =  t r e a t m e n t  c o h o r t  L V E F  l g G D F 1 5  l g B N P  
           /  d i s t = b i n  l i n k = l o g i t  a l p h a = 0 . 1 ;  
   l s m e a n s  t r e a t m e n t  /  c l  d i f f  a l p h a = 0 . 1  e x p ;  
   o d s  o u t p u t  l s m e a n s = o d d s  d i f f s = o d d s r a t ;  
r u n ;  
 
* O d d s  r a t i o s ;  
d a t a  o d d s r a t ;  
   s e t  o d d s r a t  ( w h e r e = ( _ T R E A T T X T = " P l a c e b o " ) ) ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  1 0 0  m g  '  t h e n  t r e a t m e n t  =  1 0 0 ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  2 0 0  m g  '  t h e n  t r e a t m e n t  =  2 0 0 ;  
   i f  T R E A T T X T  =  '  P o n s e g r o m a b  3 0 0  m g  '  t h e n  t r e a t m e n t  =  3 0 0 ;  
   i f  t r e a t m e n t  =  .  t h e n  d e l e t e ;  
   S E  =  S t d E r r ;  
r u n ;  
p r o c  s o r t  d a t a = o d d s r a t ;  b y  t r e a t m e n t ;   r u n ;  
 
d a t a  o d d s r a t ;  
   s e t  o d d s r a t ;  
   o d d s r a t i o  =  e x p ( e s t i m a t e ) ;  
   L C L o d d s r a t i o  =  e x p ( L C L M e a n ) ;  
   U C L o d d s r a t i o  =  e x p ( U C L M e a n ) ;  
r u n ;  
 
*  O d d s ;  
d a t a  o d d s ;  
s e t  o d d s ;  
   i f  T R E A T T X T  =  ' P l a c e b o '  t h e n  t r e a t m e n t  =  0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  1 0 0  m g  '  t h e n  t r e a t m e n t  =  1 0 0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  2 0 0  m g  '  t h e n  t r e a t m e n t  =  2 0 0 ;  
   i f  T R E A T T X T  =  ' P o n s e g r o m a b  3 0 0  m g  '  t h e n  t r e a t m e n t  =  3 0 0 ;  
   i f  t r e a t m e n t  =  .  t h e n  d e l e t e ;  
   S E  =  S t d E r r ;  
r u n ;  
p r o c  s o r t  d a t a = o d d s ;  b y  t r e a t m e n t ;   r u n ;  
 
d a t a  o d d s ;  
   s e t  o d d s ;  
   o d d s  =  e x p ( e s t i m a t e ) ;  
   L C L o d d s  =  e x p ( L C L M e a n ) ;  
   U C L o d d s  =  e x p ( U C L M e a n ) ;  
r u n ;  
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E x a m pl e S A S c o d e f or C u m ul ati v e I n ci d e n c e Pl ots: 
 
p r o c  l i f e t e s t  d a t a  =  d a t a s e t  m e t h o d = k m  p l o t s = c i f  o u t c i f = c i f a t r i s k  
i n t e r v a l s = 0  t o  2 0  b y  4 ,  2 2 ;   
   s t r a t a  t r t ;  
   t i m e  d a y * c e n s o r ( 1 )  /  e v e n t c o d e = 0 ;  
r u n ;   

 
N O T E: t h e c e ns or v ari a bl e h as a v al u e = 1 w h e n t h e r el at e d ti m e is c e ns or e d a n d h as a v al u e 
= 0 w h e n t h e e v e nt of i nt er est o c c urs. T h er e s h o ul d b e n o ot h er v al u es a v ail a bl e f or t his 
c e ns or e d v ari a bl e i n t his d at as et (i n cl u di n g missi n g v al u es). If r e q uir e d, missi n g o bs er v ati o ns 
s h o ul d b e r e m o v e d pri or t o a n al ysis. 
 
 
E x a m pl e S A S c o d e f or C o x Pr o p orti o n al H a z ar ds M o d el: 
 
 
T o o bt ai n t h e h a z ar d r ati o a n d  9 0% CI us e S A S pr o c p hr e g: 
 
p r o c  p h r e g  d a t a = d a t a s e t ;  
   c l a s s  t r t  ( r e f = ’ P l a c e b o ’ )  /  p a r a m = r e f  o r d e r = i n t e r n a l ;  
   m o d e l  t i m e * c e n s o r ( 1 ) =  c o h o r t  L V E F  l g G D F 1 5  l g B N P  K C C Q  t r t  /  t i e s = B r e s l o w  

r i s k l i m i t s  a l p h a = 0 . 1 ;  
   h a z a r d r a t i o  ‘ C o m p a r i s o n s  v s  P l a c e b o ’  t r t  /  d i f f = r e f  a l p h a = 0 . 1 ;  
r u n ;  

 
N O T E : c o h o r t  will b e i n cl u d e d o nl y w h e n d at a fr o m m or e t h a n o n e c o h ort ar e i n cl u d e d). 
 
 
E x a m pl e S A S c o d e f or Wi n -R ati o:  
 
*  a l p h a  f o r  1 0 0 * ( 1 - a l p h a ) %  c o n f i d e n c e  i n t e r v a l ;  
% l e t  a l p h a  =  0 . 1 0 ;  
 
*  n u m b e r  o f  p a t i e n t s  ( s a m p l e  s i z e )  i n  T r e a t m e n t  g r o u p ;  
% l e t  n _ t r t  =  1 0 ;  
 
*  n u m b e r  o f  p a t i e n t s  ( s a m p l e  s i z e )  i n  C o n t r o l  g r o u p ;  
% l e t  n _ c o n  =  1 0 ;  
 
 
d a t a  t r t ;  
   s e t  H F d a t a ;  
   i f  t r e a t m e n t  =  " P o n s e g r o m a b " ;  
   r e n a m e  s u b j e c t _ I D  =  s u b i d _ t r t  c a r d i o _ d e a t h = d e a t h _ t r t  t _ d e a t h = t 1 _ t r t   
          H F _ e v e n t = H F _ t r t  t _ H F = t 2 _ t r t  C F B _ K C C Q = K C C Q _ t r t ;  
r u n ;  
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d a t a  c t r l ;  
   s e t  H F d a t a ;  
   i f  t r e a t m e n t  =  " P l a c e b o " ;  
   r e n a m e  s u b j e c t _ I D  =  s u b i d _ c t r l  t r e a t m e n t = c o n t r o l         
          c a r d i o _ d e a t h = d e a t h _ c t r l  t _ d e a t h = t 1 _ c t r l      
          H F _ e v e n t = H F _ c t r l  t _ H F = t 2 _ c t r l  C F B _ K C C Q = K C C Q _ c t r l ;  
r u n ;  
 
* * * *  D e t e r m i n e  w i n n e r  i n  e a c h  p a i r  o f  t r e a t m e n t  v s  p l a c e b o  p a t i e n t s  * * * * ;  
 
p r o c  s q l ;  
   c r e a t e  t a b l e  p w d a t a  a s  
   s e l e c t  a . * ,  b . *  
   f r o m  t r t  a s  a ,  c t r l  a s  b  
   o r d e r  b y  s u b i d _ t r t ,  s u b i d _ c t r l ;  
q u i t ;  
 
 
d a t a  c o m p a r e ;  
   s e t  p w d a t a ;  
   b y  s u b i d _ t r t  s u b i d _ c t r l ;  
  
   *  w i n = 0 :  w i n n e r  n o t  d e t e r m i n e d ,  w i n = 1 :  w i n n e r  d e t e r m i n e d  o r  t i e ;  
   w i n  =  0 ;  
 
   *  w i n c a t :  w i n n i n g  c a t e g o r y ;  
   *  w i n c a t = ' a ' , ' c ' , ' e ' , ' g '  i f  C o n t r o l  p a t i e n t  w o n  p e r  E n d p o i n t  t i m e  t o   
     c a r d i o v a s c u l a r  d e a t h ,  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ,  t i m e  t o  1 s t  
     w o r s e n i n g  H F  e v e n t ,  C F B  i n  K C C Q - 2 3  a t  w e e k  2 2 ,  r e s p e c t i v e l y ;  
   *  w i n c a t = ' b ' , ' d ' , ' f ' , ' h '  i f  T r e a t m e n t  p a t i e n t  w o n  p e r  E n d p o i n t  t i m e  t o   
     c a r d i o v a s c u l a r  d e a t h ,  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ,  t i m e  t o  1 s t  
     w o r s e n i n g  H F  e v e n t ,  C F B  i n  K C C Q - 2 3  a t  w e e k  2 2 ,  r e s p e c t i v e l y ;  
   *  w i n c a t = ' t '  i f  a  p a i r  o f  p a t i e n t s  a r e  t i e d ;   
   w i n c a t  =  '  ' ;  
 
   i f  d e a t h _ t r t  =  1  t h e n  d o ;  
      i f  d e a t h _ c t r l  =  0  t h e n  w i n c a t = ' a ' ;    
 *  C o n t r o l  p a t i e n t  w o n  p e r  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
 e l s e  i f  d e a t h _ c t r l  =  1  a n d  t 1 _ t r t  <  t 1 _ c t r l  t h e n  w i n c a t  =  ' a ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
      e l s e  i f  d e a t h _ c t r l  =  1  a n d  t 1 _ t r t  >  t 1 _ c t r l  t h e n  w i n c a t  =  ' b ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
      e l s e  i f  H F _ t r t  >  H F _ c t r l  t h e n  w i n c a t  =  ' c ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ;  
 e l s e  i f  H F _ t r t  <  H F _ c t r l  t h e n  w i n c a t  =  ' d ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ;  
 e l s e  i f  H F _ t r t  >  0  a n d  t 2 _ t r t  <   t 2 _ c t r l  t h e n  w i n c a t  =  ' e ' ;   
 *  C o n t r o l    p a t i e n t  w o n  p e r  t i m e  t o  f i r s t  H F  e v e n t s ;  
 e l s e  i f  H F _ t r t  >  0  a n d  t 2 _ t r t  >   t 2 _ c t r l  t h e n  w i n c a t  =  ' f ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  t i m e  t o  f i r s t  H F  e v e n t s ;  
 e l s e  i f  K C C Q _ t r t  n e  ' '  a n d  K C C Q _ c t r l  n e  ' '  a n d  K C C Q _ t r t  <  K C C Q _ c t r l  
   t h e n  w i n c a t  =  ' g ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  C F B  i n  K C C Q ;  
      e l s e  i f  K C C Q _ t r t  n e  ' '  a n d  K C C Q _ c t r l  n e  ' '  a n d  K C C Q _ t r t  >  K C C Q _ c t r l  
   t h e n  w i n c a t  =  ' h ' ;   
   

0
9
0
1
7
7
e
1
a
1f

a
ef

4
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
2
1-

Oc
t-

2
0
2
4 

0
8:

3
9 

(
G

M
T)



Pr ot o c ol C 3 6 5 1 0 1 1  (P F -0 6 9 4 6 8 6 0 ) St atisti c al A n al y sis 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 7 4  of 8 5  

 
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  C F B  i n  K C C Q ;  
 i f  w i n c a t  n e  '  '  t h e n  w i n  =  1 ;  
   e n d ;  
 
   i f  d e a t h _ t r t  =  0  t h e n  d o ;  
      i f  d e a t h _ c t r l  =  1  t h e n  w i n c a t = ' b ' ;    
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  E n d p o i n t  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
 e l s e  i f  d e a t h _ c t r l  =  0  a n d  t 1 _ t r t  <  t 1 _ c t r l  t h e n  w i n c a t  =  ' a ' ;   
 *  C o n t r o l   p a t i e n t  w o n ,  p e r  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
      e l s e  i f  d e a t h _ c t r l  =  0  a n d  t 1 _ t r t  >  t 1 _ c t r l  t h e n  w i n c a t  =  ' b ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  t i m e  t o  c a r d i o v a s c u l a r  d e a t h ;  
      e l s e  i f  H F _ t r t  >  H F _ c t r l  t h e n  w i n c a t  =  ' c ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ;  
 e l s e  i f  H F _ t r t  <  H F _ c t r l  t h e n  w i n c a t  =  ' d ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n ,  p e r  n u m b e r  o f  w o r s e n i n g  H F  e v e n t s ;  
  e l s e  i f  H F _ t r t  >  0  a n d  t 2 _ t r t  <   t 2 _ c t r l  t h e n  w i n c a t  =  ' e ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  t i m e  t o  f i r s t  H F  e v e n t s ;  
 e l s e  i f  H F _ t r t  >  0  a n d  t 2 _ t r t  >   t 2 _ c t r l  t h e n  w i n c a t  =  ' f ' ;  
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  t i m e  t o  f i r s t  H F  e v e n t s ;  
 e l s e  i f  K C C Q _ t r t  n e  ' '  a n d  K C C Q _ c t r l  n e  ' '  a n d  K C C Q _ t r t  <  K C C Q _ c t r l  
   t h e n  w i n c a t  =  ' g ' ;   
 *  C o n t r o l  p a t i e n t  w o n  p e r  C F B  i n  K C C Q ;  
 e l s e  i f  K C C Q _ t r t  n e  ' '  a n d  K C C Q _ c t r l  n e  ' '  a n d  K C C Q _ t r t  >  K C C Q _ c t r l  
   t h e n  w i n c a t  =  ' h ' ;   
 *  T r e a t m e n t  p a t i e n t  w o n  p e r  C F B  i n  K C C Q ;  
 i f  w i n c a t  n e  '  '  t h e n  w i n  =  1 ;  
   e n d ;  
 
   i f  w i n c a t = '  '  t h e n  w i n c a t = ' t ' ;   *  t h e  p a i r  o f  p a t i e n t s  a r e  t i e d ;  
   i f  w i n c a t  n e  '  '  t h e n  w i n  =  1 ;  
r u n ;  
 
 
* * * * * * * *  C a l c u l a t e  w i n  r a t i o  a n d  t h e t a _ K 0  ( t h e t a _ L 0 )  * * * * * * * * ;  
 
o p t i o n s  n o c e n t e r ;  
t i t l e  ' W i n n i n g  c a t e g o r i e s ' ;  
p r o c  f r e q  d a t a = c o m p a r e ;  
   t a b l e s  w i n c a t / m i s s i n g  o u t = w i n ;  
r u n ;  
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d a t a  _ w i n ;    
   w i n c a t  =  ' a ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' b ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' c ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' d ' ;  c o u n t  =  0 ;  
   o u t p u t ;   
   w i n c a t  =  ' e ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' f ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' g ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' h ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
   w i n c a t  =  ' t ' ;  c o u n t  =  0 ;  
   o u t p u t ;  
r u n ;  
 
d a t a  w i n ;  
   m e r g e  _ w i n  w i n ;  
   b y  w i n c a t ;  
r u n ;  
 
p r o c  t r a n s p o s e  d a t a = w i n  o u t = w i n 2 ;  
   v a r  c o u n t ;  
   i d  w i n c a t ;  
r u n ;  
 
d a t a  w i n 2 ;  
   s e t  w i n 2 ;  
   w i n _ t r t  =  s u m ( b ,  d ,  f ,  h ) ;  
   w i n _ c o n  =  s u m ( a ,  c ,  e ,  g ) ;  
   t i e  =  t ;  
 
   t o t a l  =  s u m ( a ,  b ,  c ,  d ,  e ,  f ,  g ,  h ,  t ) ;  
   W i n R a t i o  =  w i n _ t r t / w i n _ c o n ;  
   t h e t a _ K L 0  =  ( w i n _ t r t  +  w i n _ c o n ) / ( 2 * t o t a l ) ;  
      
   l a b e l  w i n _ t r t  =  ' n u m b e r  o f  w i n n e r s  i n  T r e a t m e n t  g r o u p '  
         w i n _ c o n  =  ' n u m b e r  o f  w i n n e r s  i n  C o n t r o l  g r o u p '  
         t i e  =  ' n u m b e r  o f  t i e s '  
         t o t a l  =  ' t o t a l  n u m b e r  o f  p a i r s '  
         W i n R a t i o  =  ' W i n  r a t i o '  
         t h e t a _ K L 0  =  ' t h e t a  K 0 / L 0 ' ;  
r u n ;  
 
t i t l e  ' N u m b e r  o f  w i n n e r s  a n d  w i n  r a t i o ' ;  
p r o c  p r i n t  l a b e l ;  
   v a r  t h e t a _ K L 0  w i n _ t r t  w i n _ c o n  W i n R a t i o ;  
r u n ;  
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p r o c  s q l  n o p r i n t ;  
   s e l e c t  t h e t a _ K L 0  i n t o :  t h e t a _ K L 0  
   f r o m  w i n 2 ;  
   s e l e c t  w i n _ t r t  i n t o :  w i n _ t r t  
   f r o m  w i n 2 ;  
   s e l e c t  w i n _ c o n  i n t o :  w i n _ c o n  
   f r o m  w i n 2 ;  
   s e l e c t  W i n R a t i o  i n t o :  W i n R a t i o  
   f r o m  w i n 2 ;  
r u n ;  
q u i t ;  
 
% p u t  & t h e t a _ K L 0  & w i n _ t r t  & w i n _ c o n  & W i n R a t i o ;  
 
* * * * * * *  C o n s t r u c t  k e r n e l  f u n c t i o n s  * * * * * * * ;  
 
*  K e r n e l  f u n c t i o n  K ;  
d a t a  K ;  
   s e t  c o m p a r e ;  
   b y  s u b i d _ t r t  s u b i d _ c t r l ;  
   i f  w i n c a t  i n  ( ' b ' ,  ' d ' ,  ' f ' ,  ' h ' )  t h e n  k = 1 ;   * * *  i f  T r e a t m e n t  w o n ;  
   e l s e  k = 0 ;  
r u n ;  
 
*  K e r n e l  f u n c t i o n  L ;  
d a t a  L ;  
   s e t  c o m p a r e ;  
   b y  s u b i d _ t r t  s u b i d _ c t r l ;  
   i f  w i n c a t  i n  ( ' a ' ,  ' c ' ,  ' e ' ,  ' g ' )  t h e n  k = 1 ;   * * *  i f  C o n t r o l  w o n ;  
   e l s e  k = 0 ;  
r u n ;  
 
 
* * * * * * *  C a l c u l a t e  v a r i a n c e s  * * * * * * * ;  
 
% m a c r o  s i g ( d s i n = ,  p i d 1 = ,  p i d 2 = ,  n 1 = ,  n 2 = ,  d s o u t = ,  v a r o u t = ) ;  
*  d s i n :  i n p u t  k e r n e l  f u n c t i o n  d a t a s e t  ( K / L ) ;  
*  p i d 1 :  p a t i e n t  I D  i n  t h e  1 s t  g r o u p  ( p i d _ t r t / p i d _ c o n ) ;  
*  p i d 2 :  p a t i e n t  I D  i n  t h e  2 n d  g r o u p  ( p i d _ t r t / p i d _ c o n ) ;  
*  n 1 :  n u m b e r  o f  p a t i e n t s  i n  t h e  1 s t  g r o u p  ( & n _ t r t / & n _ c o n ) ;  
*  n 2 :  n u m b e r  o f  p a t i e n t s  i n  t h e  2 n d  g r o u p  ( & n _ t r t / & n _ c o n ) ;  
*  d s o u t :  o u t p u t  d a t a s e t ;  
*  v a r o u t :  v a r i a b l e  n a m e  o f  v a r i a n c e ;  
 
p r o c  s o r t  d a t a = & d s i n  o u t = t e m p ;  
   b y  & p i d 1  & p i d 2 ;  
r u n ;  
 
p r o c  m e a n s  d a t a = t e m p  n o p r i n t ;  
   b y  & p i d 1 ;  
   v a r  k ;  
   o u t p u t  o u t = t e m p 2  s u m = s u m _ 1 ;  
r u n ;  
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p r o c  s q l ;  
   c r e a t e  t a b l e  t e m p  a s  
   s e l e c t  a . * ,  b . s u m _ 1  
   f r o m  t e m p  a s  a  l e f t  j o i n  t e m p 2  a s  b  
   o n  a . & p i d 1 = b . & p i d 1  
   o r d e r  b y  & p i d 1 ,  & p i d 2 ;  
q u i t ;  
 
d a t a  t e m p ;  
   s e t  t e m p ;  
   b y  & p i d 1  & p i d 2 ;  
   s u m _ k  =  ( k - & t h e t a _ K L 0 ) * ( s u m _ 1  -  k  -  ( & n 2 - 1 )  *  & t h e t a _ K L 0 ) ;  
r u n ;  
 
p r o c  m e a n s  d a t a = t e m p  n o p r i n t ;  
   v a r  s u m _ k ;  
   o u t p u t  o u t = & d s o u t  s u m = & v a r o u t ;  
r u n ;  
 
d a t a  & d s o u t ;  
   s e t  & d s o u t ;  
   & v a r o u t  =  & v a r o u t  *  & n 1  *  & n 2  /  ( & n 2  -  1 ) ;  
r u n ;  
% m e n d ;  
 
o p t i o n s  m p r i n t ;  
*  S i g m a  s q u a r e  h a t  -  t 1 0 ;  
% s i g ( d s i n = K ,  p i d 1 = s u b i d _ t r t ,  p i d 2 = s u b i d _ c t r l ,  n 1 = & n _ t r t ,  n 2 = & n _ c o n ,  
d s o u t = s i g 2 _ t r t 1 ,  v a r o u t = s i g 2 _ t r t 1 ) ;  
*  S i g m a  s q u a r e  h a t  -  t 2 0 ;  
% s i g ( d s i n = K ,  p i d 1 = s u b i d _ c t r l ,  p i d 2 = s u b i d _ t r t ,  n 1 = & n _ c o n ,  n 2 = & n _ t r t ,  
d s o u t = s i g 2 _ t r t 2 ,  v a r o u t = s i g 2 _ t r t 2 ) ;  
 
*  S i g m a  s q u a r e  h a t  -  c 1 0 ;  
% s i g ( d s i n = L ,  p i d 1 = s u b i d _ c t r l ,  p i d 2 = s u b i d _ t r t ,  n 1 = & n _ c o n ,  n 2 = & n _ t r t ,  
d s o u t = s i g 2 _ c o n 1 ,  v a r o u t = s i g 2 _ c o n 1 ) ;  
*  S i g m a  s q u a r e  h a t  -  c 2 0 ;  
% s i g ( d s i n = L ,  p i d 1 = s u b i d _ t r t ,  p i d 2 = s u b i d _ c t r l ,  n 1 = & n _ t r t ,  n 2 = & n _ c o n ,  
d s o u t = s i g 2 _ c o n 2 ,  v a r o u t = s i g 2 _ c o n 2 ) ;  
 
* * * * * * *  C a l c u l a t e  c o v a r i a n c e  * * * * * * * ;  
 
% m a c r o  s i g _ c o v ( d s i n 1 = ,  d s i n 2 = ,  p i d 1 = ,  p i d 2 = ,  n 1 = ,  n 2 = ,  d s o u t = ,  v a r o u t = ) ;  
*  d s i n 1 :  d a t a s e t  o f  k e r n e l  f u n c t i o n  1  ( K / L ) ;  
*  d s i n 2 :  d a t a s e t  o f  k e r n e l  f u n c t i o n  2  ( K / L ) ;  
*  p i d 1 :  p a t i e n t  I D  i n  t h e  1 s t  g r o u p  ( p i d _ t r t / p i d _ c o n ) ;  
*  p i d 2 :  p a t i e n t  I D  i n  t h e  2 n d  g r o u p  ( p i d _ t r t / p i d _ c o n ) ;  
*  n 1 :  n u m b e r  o f  p a t i e n t s  i n  t h e  1 s t  g r o u p  ( & n _ t r t / & n _ c o n ) ;  
*  n 2 :  n u m b e r  o f  p a t i e n t s  i n  t h e  2 n d  g r o u p  ( & n _ t r t / & n _ c o n ) ;  
*  d s o u t :  o u t p u t  d a t a s e t ;  
*  v a r o u t :  v a r i a b l e  n a m e  o f  v a r i a n c e ;  
 
p r o c  s o r t  d a t a = & d s i n 1  o u t = t e m p 1 ;  
   b y  & p i d 1  & p i d 2 ;  
r u n ;  
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p r o c  s o r t  d a t a = & d s i n 2  o u t = t e m p 2 ;  
   b y  & p i d 1  & p i d 2 ;  
r u n ;  
 
p r o c  m e a n s  d a t a = t e m p 2  n o p r i n t ;  
   b y  & p i d 1 ;  
   v a r  k ;  
   o u t p u t  o u t = t e m p 2 _ s  s u m = s u m _ 1 ;  
r u n ;  
 
p r o c  s q l ;  
   c r e a t e  t a b l e  t e m p  a s  
   s e l e c t  a . * ,  b . s u m _ 1  
   f r o m  t e m p 1  a s  a  l e f t  j o i n  t e m p 2 _ s  a s  b  
   o n  a . & p i d 1 = b . & p i d 1  
   o r d e r  b y  & p i d 1 ,  & p i d 2 ;  
 
   c r e a t e  t a b l e  t e m p  a s  
   s e l e c t  a . * ,  b . k  a s  L  
   f r o m  t e m p  a s  a  l e f t  j o i n  t e m p 2  a s  b  
   o n  a . & p i d 1 = b . & p i d 1  a n d  a . & p i d 2 = b . & p i d 2  
   o r d e r  b y  & p i d 1 ,  & p i d 2 ;  
q u i t ;  
 
d a t a  t e m p ;  
   s e t  t e m p ;  
   b y  & p i d 1  & p i d 2 ;  
   s u m _ k  =  ( k - & t h e t a _ K L 0 ) * ( s u m _ 1  -  L  -  ( & n 2 - 1 )  *  & t h e t a _ K L 0 ) ;  
r u n ;  
 
p r o c  m e a n s  d a t a = t e m p  n o p r i n t ;  
   v a r  s u m _ k ;  
   o u t p u t  o u t = & d s o u t  s u m = & v a r o u t ;  
r u n ;  
 
d a t a  & d s o u t ;  
   s e t  & d s o u t ;  
   & v a r o u t  =  & v a r o u t  *  & n 1  *  & n 2  /  ( & n 2  -  1 ) ;  
r u n ;  
% m e n d ;  
 
*  S i g m a  h a t  -  t c 1 0 ;  
% s i g _ c o v ( d s i n 1 = K ,  d s i n 2 = L ,  p i d 1 = s u b i d _ t r t ,  p i d 2 = s u b i d _ c t r l ,  n 1 = & n _ t r t ,  
n 2 = & n _ c o n ,  d s o u t = s i g _ t r t _ c o n 1 ,  v a r o u t = s i g _ t r t _ c o n 1 ) ;  
*  S i g m a  h a t  -  t c 2 0 ;  
% s i g _ c o v ( d s i n 1 = K ,  d s i n 2 = L ,  p i d 1 = s u b i d _ c t r l ,  p i d 2 = s u b i d _ t r t ,  n 1 = & n _ c o n ,  
n 2 = & n _ t r t ,  d s o u t = s i g _ t r t _ c o n 2 ,  v a r o u t = s i g _ t r t _ c o n 2 ) ;  
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* * * * * * *  v a r i a n c e  a n d  c o v a r i a n c e  * * * * * * * ;  
 
d a t a  s i g ;  
   m e r g e  s i g 2 _ t r t 1  s i g 2 _ t r t 2  s i g 2 _ c o n 1  s i g 2 _ c o n 2  s i g _ t r t _ c o n 1  
s i g _ t r t _ c o n 2 ;  
 
   *  S i g m a  s q u a r e  h a t  -  t 0 ;  
   s i g 2 _ t r t  =  s i g 2 _ t r t 1 / & n _ t r t  +  s i g 2 _ t r t 2 / & n _ c o n ;  
   *  S i g m a  s q u a r e  h a t  -  c 0 ;  
   s i g 2 _ c o n  =  s i g 2 _ c o n 1 / & n _ c o n  +  s i g 2 _ c o n 2 / & n _ t r t ;  
   *  S i g m a  h a t  -  t c 0 ;  
   s i g _ t r t _ c o n  =  s i g _ t r t _ c o n 1 / & n _ t r t  +  s i g _ t r t _ c o n 2 / & n _ c o n ;  
 
   l a b e l  s i g 2 _ t r t  =  '  S i g m a  s q u a r e  h a t  -  t 0 '  
         s i g 2 _ c o n  =  '  S i g m a  s q u a r e  h a t  -  c 0 '  
         s i g _ t r t _ c o n  =  '  S i g m a  h a t  -  t c 0 ' ;  
 
   K e e p  s i g 2 _ t r t  s i g 2 _ c o n  s i g _ t r t _ c o n ;  
r u n ;  
 
t i t l e  ' V a r i a n c e  a n d  c o v a r i a n c e ' ;  
   p r o c  p r i n t  d a t a = s i g  l a b e l ;  
r u n ;  
 
d a t a  W i n r a t i o ;  
   s e t  s i g ;  
   *  S i g m a  s q u a r e  h a t  o f  l o g ( w i n  r a t i o ) ;  
   s i g 2 _ l o g _ w r  =  ( s i g 2 _ t r t  +  s i g 2 _ c o n  -  2 * s i g _ t r t _ c o n ) / ( ( & w i n _ t r t  +   
                  & w i n _ c o n ) * ( & w i n _ t r t  +  & w i n _ c o n ) / 4 ) ;  
 
   *  1 0 0 * ( 1 - a l p h a ) %  C I  o f  t h e  w i n  r a t i o ;  
   W R _ L  =  e x p ( l o g ( & W i n R a t i o )  -  p r o b i t ( 1 - & a l p h a / 2 ) * s q r t ( s i g 2 _ l o g _ w r ) ) ;  
   W R _ U  =  e x p ( l o g ( & W i n R a t i o )  +  p r o b i t ( 1 - & a l p h a / 2 ) * s q r t ( s i g 2 _ l o g _ w r ) ) ;  
 
   W i n R a t i o  =  & W i n R a t i o ;  
   a l p h a  =  & a l p h a ;  
   p v a l  =  ( 1 - p r o b n o r m ( a b s ( l o g ( & W i n R a t i o ) / s q r t ( s i g 2 _ l o g _ w r ) ) ) ) * 2 ;  
 
   l a b e l  s i g 2 _ l o g _ w r  =  ' S i g m a  s q u a r e  h a t  o f  l o g ( w i n  r a t i o ) '  
         W R _ L  =  " L o w e r  l i m i t  o f  1 0 0 * ( 1 - a l p h a ) %  C I  o f  t h e  W i n  r a t i o "  
         W R _ U  =  " U p p e r  l i m i t  o f  1 0 0 * ( 1 - a l p h a ) %  C I  o f  t h e  W i n  r a t i o "  
         W i n R a t i o  =  ' W i n  r a t i o '  
         a l p h a  =  ' A l p h a ' ;  
r u n ;  
 
t i t l e  '  W i n  r a t i o  a n d  i t s  1 0 0 * ( 1 - a l p h a ) %  C I ' ;  
p r o c  p r i n t  d a t a = W i n r a t i o  l a b e l ;  
   v a r  s i g 2 _ l o g _ w r  W i n R a t i o  W R _ L  W R _ U  a l p h a  p v a l ;  
r u n ;  
 
d a t a  W R ;  
   m e r g e  W i n r a t i o  w i n 2 ;  
   k e e p  W i n R a t i o  s i g 2 _ l o g _ w r  W R _ L  W R _ U  a l p h a  p v a l  w i n _ t r t  w i n _ c o n  t i e  
t o t a l ;  
r u n ;  
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d a t a  W R ;  
   r e t a i n  W i n R a t i o  s i g 2 _ l o g _ w r  W R _ L  W R _ U  a l p h a  p v a l  w i n _ t r t  w i n _ c o n  t i e  
t o t a l ;  
   s e t  W R ;  
r u n ;  
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A p p e n di x  5. C at e g o ri c al Cl ass es f o r E C G a n d Vit al Si g n s 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  

A b s ol ut e  v al u e  of  Q T c F  ( m s e c) > 4 7 0  a n d  ≤ 4 8 0  > 4 8 0  a n d  ≤ 5 0 0  > 5 0 0  

I n cr e as e fr o m b as eli n e  i n Q T c F  ( m s e c) > 3 0  a n d  ≤ 6 0  > 6 0   

 

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

P R ( m s e c ) m a x. ≥ 3 0 0    
P R ( m s e c ) 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 ( m s e c ) m a x. ≥ 1 4 0  
Q R S ( m s e c ) 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 n s 

S y st oli c B P ( m m H g)  mi n. < 9 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  
Di ast oli c B P ( m m H g)  mi n. < 5 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  
S u pi n e p uls e r at e ( b p m)  mi n. < 4 0  m a x. > 1 2 0  

 

M e as ur e m e nt s t h at f ulfill t h es e crit eri a ar e t o b e list e d.  
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A p p e n di x  6. I m m u n o g e ni cit y T e r m s a n d D efi niti o n s  

T e r m  D efi niti o n  

Tr e at m e nt -i n d u c e d A D A  B a s eli n e A D A tit er i s mi ssi n g or n e g ati v e a n d s u bj e ct h a s ≥ 1 p o st -tr e at m e nt p o siti v e A D A tit er.  

Tr e at m e nt -b o o st e d A D A  B a s eli n e A D A tit er i s p o siti v e a n d s u bj e ct h a s a ≥ 4 -f ol d dil uti o n i n cr e a s e ( or ot h er t hr es h ol d v al u e a s d efi n e d 
i n t h e S A P) i n A D A tit er fr o m b a s eli n e i n ≥ 1 p o st-tr e at m e nt s a m pl e. If A D A tit er i s l o g 1 0 tr a n sf or m e d, a 4-
f ol d dil uti o n i n cr e a s e i s e q ui v al e nt t o 0. 6 0 2 u nit i n cr e a s e i n tit er (l o g 1 0) fr o m b a s eli n e. If A D A tit er i s l o g 2 
tr a n sf or m e d, a 4-f ol d dil uti o n i n cr e a s e i s e q ui v al e nt t o 2 u nit i n cr e as e i n tit er (l o g 2) fr o m b a s eli n e. 

A D A -p o siti v e s u bj e ct  A s u bj e ct wit h ≥ 1 tr e at m e nt -i n d u c e d or tr e at m e nt-b o o st e d A D A r e s p o n s e.     

A D A -n e g ati v e s u bj e ct  A n A D A e v al u a bl e s u bj e ct wit h o ut tr e at m e nt -i n d u c e d or tr e at m e nt-b o o st e d A D A r e s p o ns e. S u bj e ct eit h er h a s 
( 1) all A D A-n e g ati v e r e s ult s t hr o u g h o ut t h e st u d y or ( 2) i s A D A p o siti v e at b a s eli n e b ut di d n ot b e c o m e 
tr e at m e nt-b o o st e d p o st -d o s e.  

A D A i n ci d e n c e  T h e p er c e nt of A D A -p o siti v e s u bj e ct s  i n a tr e at m e nt gr o u p/ c o h ort or st u d y.  

Tr e at m e nt -i n d u c e d N A b  B a s eli n e N A b tit er i s mi ssi n g or n e g ati v e or A D A -n e g ati v e a n d s u bj e ct h a s ≥ 1 p o st -tr e at m e nt p o siti v e N A b 
tit er. 

Tr e at m e nt -b o o st e d N A b  B a s eli n e N A b tit er i s p o siti v e a n d s u bj e ct h a s a ≥ 4 -f ol d dil uti o n i n cr e as e ( or ot h er t hr e s h ol d a s d efi n e d i n t h e 
S A P) i n N A b tit er fr o m b a s eli n e i n ≥ 1 p o st -tr e at m e nt s a m pl e. If N A b tit er i s l o g 1 0 tr a n sf or m e d, a 4-f ol d 
dil uti o n i n cr e a s e i s e q ui v al e nt t o 0. 6 0 2 u nit i n cr e a s e i n tit er (l o g 1 0)  fr o m b as eli n e. If N A b tit er i s l o g 2 
tr a n sf or m e d, a 4-f ol d dil uti o n i n cr e a s e i s e q ui v al e nt t o 2 u nit i n cr e as e i n tit er (l o g 2) fr o m b a s eli n e. 

N A b -p ositi v e s u bj e ct  A n A D A -p o siti v e s u bj e ct wit h ≥ 1 tr e at m e nt -i n d u c e d or tr e at m e nt-b o ost e d N A b r e s p o n s e.  F or A D A -p o siti v e 
(tr e at m e nt-b o o st e d) s u bj e ct s , su bj e ct is N A b p o siti v e o nl y if t h e s u bj e ct h a s ≥ 1 tr e at m e nt -i n d u c e d or 
tr e at m e nt-b o o st e d N A b r e s p o n s e at t h e vi sit w h e r e t h e s u bj e ct h a s a tr e at m e nt -b o o st e d A D A r e s p o n s e . For 
vi sit s w h er e t h e s u bj e ct di d n ot s h o w a b o o st e d A D A r e s p o n s e, t h e s u bj e ct is cl a ssifi e d a s N A b -n e g ati v e f or 
t h e vi sit e v e n if t h e s u bj e ct h a s p o st-tr e at m e nt p o siti v e N A b tit er f or t h at vi sit.      

N A b -n e g ati v e s u bj e ct  N A b e v al u a bl e p arti ci p a nt w h o i s eit h er ( 1) a n A D A -n e g ati v e s u bj e ct or ( 2) a n A D A -p o siti v e s u bj e ct wit h o ut 
tr e at m e nt-i n d u c e d or tr e at m e nt-b o o st e d N A b r e s p o n s e  (i. e. s u bj e ct h a s all N A b-n e g ati v e r e s ult s t hr o u g h o ut 
t h e st u d y or s u bj e ct is N A b p o siti v e at b a s eli n e b ut di d n ot b e c o m e tr e at m e nt-b o o st e d p o st -d o s e) .  
N ot e: i n t h e e v e nt a s u bj e ct i s A D A -p o siti v e at b a s eli n e b ut di d n ot s h o w a b o o st e d r e s p o n s e p o st -tr e at m e nt, 
s u bj e ct i s cl a ssifi e d a s A D A -n e g ati v e a n d N A b -n e g ati v e at t h e s u bj e ct l e v el e v e n if t h e s u bj e ct h a s p o st -
tr e at m e nt p o siti v e N A b tit er. As s u c h all A D A -n e g ati v e s u bj e ct s ar e N A b -n e g ati v e r e g ar dl ess of N A b tit er 
d at a. ”  

N A b i n ci d e n c e  T h e p er c e nt of N A b -p o siti v e s u bj e ct s i n a tr e at m e nt gr o u p / c o h ort or st u d y .  

D u r ati o n of A D A a n d N A b r e s p o ns e (s u bj e ct -l e v el d efi niti o ns): r e c o m m e n d e d f o r st u di e s wit h ≥ 1 6 w e e ks of A D A m e a s u r e m e nts  

Tr a n si e nt A D A   A n A D A -p o siti v e s u bj e ct wit h ( 1) a tr e at m e nt -i n d u c e d or tr e at m e nt-b o o st e d A D A s a m pl e d et e ct e d o nl y at 1 
s a m pli n g ti m e ( e x cl u di n g t h e l a st ti m e p oi nt) p o st -tr e at m e nt, or ( 2) tr e at m e nt-i n d u c e d or tr e at m e nt-b o o st e d 
A D A s a m pl e s d et e ct e d at ≥ 2 ti m e p oi nt s w h er e t h e first a n d l a st p o siti v e s a m pl e s (irr e s p e cti v e of a n y 
n e g ati v e s a m pl e s i n b et w e e n) ar e s e p ar at e d b y < 1 6 w e e ks, a n d t h e s u bj e ct’s l a st s a m pl e i s A D A n e g ati v e.  

P ersi st e nt A D A  A n A D A -p o siti v e s u bj e ct wit h first a n d l a st p o siti v e A D A s a m pl e s (tr e at m e nt-i n d u c e d or tr e at m e nt-b o o st e d) 
d et e ct e d o v er a p eri o d of ≥ 1 6 w e e k s p o st -tr e at m e nt, irr e s p e cti v e of a n y n e g ati v e s a m pl e s i n b et w e e n.  

I n d et er mi n at e A D A  A n A D A -p o siti v e s u bj e ct w h o i s n ot p ersi st e nt or tr a n si e nt.  

Tr a n si e nt N A b  A N A b -p o siti v e s u bj e ct wit h ( 1) a tr e at m e nt -i n d u c e d or tr e at m e nt-b o ost e d N A b s a m pl e d et e ct e d o nl y at 1 
s a m pli n g ti m e ( e x cl u di n g t h e l a st ti m e p oi nt) p o st -tr e at m e nt, or ( 2) tr e at m e nt-i n d u c e d or tr e at m e nt-b o o st e d 
N A b s a m pl e s d et e ct e d at ≥ 2 ti m e p oi nt s w h er e  t h e first a n d l a st p o siti v e s a m pl e s (irr e s p e cti v e of a n y n e g ati v e 
s a m pl e s i n b et w e e n) ar e s e p ar at e d b y < 1 6 w e e k s, a n d t h e s u bj e ct’s l a st s a m pl e i s N A b n e g ati v e or A D A 
n e g ati v e.   

P ersi st e nt N A b  A N A b -p o siti v e s u bj e ct wit h first a n d l a st p o siti v e N A b s a m pl e s (tr e at m e nt -i n d u c e d or tr e at m e nt-b o o st e d) 
d et e ct e d o v er a p eri o d of ≥ 1 6 w e e k s p o st -tr e at m e nt, irr e s p e cti v e of a n y n e g ati v e s a m pl e s i n b et w e e n.  

I n d et er mi n at e N A b A N A b -p o siti v e s u bj e ct w h o i s n ot p ersi st e nt or tr a n si e nt.  

N ot e: D ur ati o n of r e s p o n s e ( p ersi st e nt, tr a n si e nt or i n d et er mi n at e), o n-tr e at m e nt a n d off-tr e at m e nt d efi niti o n s ar e o nl y a p pli c a bl e t o A D A 
( or N A b)-p o siti v e s u bj e ct s.  
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A p p e n di x  7. List o f A b b r e vi ati o n s 

A b b r e vi ati o n  T e r m  
6 M W D  6 Mi n ut e W al k Dist a n c e  
6 M W T  6 Mi n ut e W al k T as k  
A D A  a nti -dr u g ( p o ns e gr o m a b ) a nti b o di es 
A E  a d v ers e e v e nt  
A N C O V A  a n al ysis of c o v ari a n c e  
A U C t a u ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e pr ofil e fr o m ti m e z er o t o 

ti m e t a u 
B L Q  b el o w t h e li mit of q u a ntit ati o n  
B MI  b o d y m ass i n d e x  
B P  bl o o d pr ess ur e  
b p m  b e ats p er mi n ut e  
C F B  c h a n g e fr o m b as eli n e  
% C F B  p er c e nt 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 m a x  m a xi m u m pl as m a c o n c e ntr ati o n d uri n g t h e d osi n g i nt er v al  
C mi n  mi ni m u m pl as m a c o n c e ntr ati o n d uri n g t h e d osi n g i nt er v al  
C S R  cli ni c al st u d y r e p ort  
C S S  cli ni c al s u m m ar y s c or e  
C tr o u g h tr o u g h c o n c e ntr ati o n 
C V  c o effi ci e nt of v ari ati o n  
d n  d os e n or m ali z e d  
D A O H  d a ys ali v e a n d o ut of h os pit al  
E C G  el e ctr o c ar di o gr a m or el e ctr o c ar di o gr a p h y  
E -D M C  e xt er n al d at a m o nit ori n g c o m mitt e e  
e G F R  esti m at e d gl o m er ul ar filtr ati o n r at e  
F D A  F o o d a n d Dr u g A d mi nistr ati o n  
F/ U  f oll o w u p 
g  gr a ms  
G D F -1 5  gr o wt h diff er e nti ati o n f a ct or 1 5   
H D L  hi g h -d e nsit y li p o pr ot ei n  
H F  h e art f ail ur e  
H R Q L  h e alt h -r el at e d q u alit y of lif e 
hs C R P  hi g h -s e nsiti vit y C -r e a cti v e pr ot ei n 
I-A E  I m m u n o g e ni cit y a d v ers e e v e nt 
I C D i nf or m e d c o ns e nt d o c u m e nt 
I P i n v esti g ati o n al pr o d u ct 
I R C i n d e p e n d e nt r e vi e w c o m mitt e e 
I S R i nj e cti o n sit e r e a cti o n 
K C C Q -2 3  K a ns as Cit y C ar di o m y o p at h y Q u esti o n n air e  
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A b b r e vi ati o n  T e r m  
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 
k g  kil o gr a m  
L  lit er 
L 5 hr  a v er a g e a cti vit y c o u nts f or t h e l e ast a cti v e 5 h o ur s of t h e d a y  
l b p o u n d  
L D L  l o w-d e nsit y li p o pr ot ei n  
L L Q  l o w er li mit of q u a ntifi cati o n  
L S  l e ast-s q u ar es  
L V E F  left v e ntri c ul ar ej e cti o n fr a cti o n  
m  m et ers  
M 1 0 hr  a v er a g e a cti vit y c o u nts f or t h e m ost a cti v e 1 0 h o urs of t h e d a y  
M 1 5 mi ns  m a xi m u m 1 5 mi ns of a cti vit y l e v el  
M 6 mi ns  m a xi m u m 6 mi ns of a cti vit y l e v el  
M 6 0 mi ns  m a xi m u m 6 0 mi ns of a cti vit y l e v el  
m B MI  m o difi e d B MI  
M e d D R A  m e di c al di cti o n ar y f or r e g ul at or y a cti viti es  
m g  milli gr a m  
mi ns  mi n ut es  
m L  millilitr e  
m m H g  milli m et ers of m er c ur y  
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  
ms e c  millis e c o n d  
M V P A  m o d er at e t o vi g or o us p h ysi c al a cti vit y  
n  n u m b er  
N/ A  n ot a p pli c a bl e  
N A b  n e utr ali zi n g a nti b o di es  
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  
N T -pr o B N P  N -t er mi n al pr o-B t y p e n atri ur eti c p e pti d e  
N Y H A  N e w Y or k H e art Ass o ci ati o n  
O S S  o v er all s u m m ar y s c or e  
P C D  pri m ar y c o m pl eti o n d at e  
P D  p h ar m a c o d y n a mi c(s)  
P E F  pr es er v e d ej e cti o n fr a cti o n  
p g  pi c o gr a m  
P GI -C  P ati e nt Gl o b al I m pr essi o n of C h a n g e  
P GI -S  P ati e nt Gl o b al I m pr essi o n of S e v erit y  
P K  p h ar m a c o ki n eti c(s)  
P R O  p ati e nt -r e p ort e d o ut c o m e 
P R O MI S  P ati e nt -R e p ort e d O ut c o m es M e as ur e m e nt I nf or m ati o n S yst e m  
P T  pr ef err e d t er m  
P T R  p e a k -t o-tr o u g h r ati o 
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A b b r e vi ati o n  T e r m  
Q 1  first q u artil e  
Q 3  thir d q u artil e  
Q 4 W  e v er y 4 w e e ks  
Q o L  q u alit y of lif e  
Q Q  q u a ntil e -q u a ntil 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 E  s eri o us a d v ers e e v e nt  
S A P  st atisti c al a n al ysis pl a n  
S C  s u b -c ut a n e o us  
S D  st a n d ar d d e vi ati o n  
S E  st a n d ar d err or  
S M Q  st a n d ar di z e d M e d D R A q u er y  
S O P  st a n d ar d o p er ati n g pr o c e d ur e  
S P S S  St atisti c al P a c k a g e f or t h e S o ci al S ci e n c es  
S V 1  s cr e e ni n g visit 1  
S V 2  s cr e e ni n g visit 2  
t1/ 2  t er mi n al h alf-lif e 
T E A E  tr e at m e nt-e m er g e nt a d v ers e e v e nt  
T E S A E  tr e at m e nt-e m er g e nt s eri o us a d v ers e e v e nt  
T m a x  ti m e f or Cm a x  
T S S  t ot al s y m pt o m s c or e  

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  
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