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

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

V e rsi o n /
D at e

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

A m e n d m e nt

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

V ersi o n 3/
0 3 M a y  2 0 2 4

N/ A Cl arifi c ati o n of 
a n al ys es or 
a d diti o n al 
d et ails a d d e d 
f oll o wi n g Dr aft 
T a bl e R e vi e w s
( D T Rs/ B D Rs)
a n d pri or t o 
D at a b as e 
R el e as e

C h a n g e d ‘ p arti ci p a nts’ t o ‘ p ati e nts’ i n 
d efi niti o n of esti m a n ds w h e n d es cri bi n g 
t h e wi d er p ati e nt p o p ul ati o n a n d 
cl arifi e d dis e as e c o nfir m ati o n will b e 
b as e d o n o n eli gi bilit y  ass ess m e nt of 
S C R 2 bi o ps y  ( S e cti o ns 2. 1. 1, 2. 1. 2, 
2. 1 3).

A d d e d cl arifi c ati o n h o w t o h a n dl e 
e n d p oi nt d eri v ati o n f or p arti ci p a nts w h o 
wit h dr a w tr e at m e nt f or ot h er r e as o ns b ut 
h a v e e v al u a bl e bi o ps y d at a at 
wit h dr a w al or W e e k 4 8 a n d p arti ci p a nts 
wit h n o W e e k 4 8 bi o ps y  d at a ( S e cti o ns 
2. 1. 2, 2. 1. 3)

A d d e d e x pl or at or y  Esti m a n ds 3. 2 a n d 
3. 3, a n d t h eir c orr es p o n di n g e n d p oi nt 
d efi niti o n a n d a n al ys is ( S e cti o ns 2. 1. 3, 
3. 3, 6. 3, A p p e n di x 1)

A d d e d t h e dr u g n a m es of t h e 
i n v esti g ati o n al pr o d u cts a n d t h e 
c orr es p o n di n g t ot al d aily d os e of BI D 
d os e ar ms ( S e cti o n 2. 2)

A d d e d cl arifi c ati o n f or pri m ar y  e n d p oi nt 
d eri v ati o n ( S e cti o n 3. 1)

A d d e d cl arifi c ati o n f or s e c o n d ar y  
e n d p oi nts d eri v ati o n ( S e cti o n 3. 2)

A d d e d cl arifi c ati o n f or e x pl or at or y  
e n d p oi nts ( S e cti o n 3. 3)

A d d e d all o w a bl e a n al ys is wi n d o ws f or 
Fi br o S c a n ® a n d l a b r es ults ( S e cti o n 3. 4, 
A p p e n di x 4. 1)
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

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

A d d e d Fl a g L e v el c at e g ori es f or e G F R 
i n T a bl e 3 Cli n ci al L a b or at or y 
P ar a m et ers   ( S e cti o n 3. 5. 2)

R e m o v e d d eri v e d n o n- H D L C i n 
h e m at ol o g y  a n alyt es as dir e ct V L D L is 
b ei n g c oll e ct e d i nst e a d a n d a d d e d ot h er 
Bi o m ar k ers ( or c o m p o n e nts) t h at s h o ul d 
b e b as e d o n s a m pl es c oll e ct e d i n a
f ast e d st at e( S e cti o n 3. 5. 2)

A d d e d c at e g ori es f or h e art r at e i n E C G 
crit eri a of cli ni c al c o n c er n ( S e cti o n 
3. 5. 3)

U p d at e d missi n g d at a h a n dli n g f or 
h y p ot h eti c al esti m a n ds ( S e cti o ns 4, 5. 3, 
A p p e n di x 1)

C h a n g e d ‘ CI’ t o ‘ cr e di bl e i nt er v al’ f or 
r es ults o bt ai n e d fr o m B a y esi a n E m a x 
m o d el ( S e cti o ns 5. 2. 1, 5. 2. 2, 6. 1. 1, 
6. 2. 1, 6. 2. 2, 6. 2. 3, 6. 2. 4, 6. 3. 3 , 6. 3. 5) 

C h a n g e d ' 9 5 %’ t o 9 0 % CIs/ cr e di bl e 
i nt er v als e x c e pt f or t h e 3-ti er a p pr o a c h 
f or t h e a n al ysis of a d v ers e e v e nts 
( S e cti o ns 5. 2. 1, 5. 2. 2, 6. 1. 1, 6. 2. 1 t o 
6. 2. 5, 6. 3. 1 t o 6. 3. 6)

A d d e d cl arifi c ati o n t h at T ot al D ail y  
D os e will b e us e d i n B a y esi a n E m a x
m o d eli n g ( S e cti o n 5. 2. 1)

A d d e d esti m ati o n of ris k diff er e n c e i n 
tr e at m e nt c o m p aris o ns ( S e cti o ns 5. 2. 1, 
6. 1. 1, 6. 2. 1 t o 6. 2. 4, 6. 3. 1 t o 6. 3. 5)

A d d e d s p e cifi c ati o n o n B a y esi a n E m a x 
m o d eli n g f or li v er f at ( S e cti o ns 5. 2. 2, 
6. 2. 5)
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 0
T M F D o c I D: 9 8. 0 3

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

A d d e d i nstr u cti o ns o n h o w t o h a n dl e 
n o n - e v al u a bl e hist ol o gi c al c h a n g e fr o m 
b as eli n e d at a ( S e cti o n 5. 3)

A d d e d s p e cifi c ati o ns f or s u p pl e m e nt ar y  
a n al ys es of t h e pri m ar y  e n d p oi nt 
( S e cti o n 6. 1. 1. 2)

A d d e d pri or esti m at es f or t h e B a y esi a n 
E m a x m o d eli n g of li v er f at ( S e cti o n 
6. 2. 5)

A d d e d s p e cifi c ati o ns f or t h e a n al ys es of 
ot h er c o nti n u o us t erti ar y  e n d p oi nts 
( S e cti o n 6. 3. 6)

A d d e d a crit eri o n f or e x cl usi o n of 
s a m pl es i n P K s u m m ari es ( S e cti o n 
6. 3. 8)

R e m o v e d t e xt d es cri bi n g t h e s u m m ar y  
of p arti ci p a nt dis p ositi o n b y  pr e-d efi n e d 
m e di c al hist or y  t er ms ( S e cti o n 6. 5. 2)

I ncr e as e d t h e n u m b er of c at e g ori es f or 
w hi c h t h e n u m b er of p arti ci p a nts 
diff eri n g n u m b ers wit h pr es p e cifi e d 
m e di c al hist ori es will b e s u m m ari z e d
( S e cti o n 6. 5. 4)

A d d e d s p e cifi c ati o n f or i n di vi d u al pl ots 
t o b e pr o d u c e d f or s ele ct e d l a b or at or y  
p ar a m et ers ( S e cti o n 6. 6. 2)

A d d e d r ef er e n c es t o esti m a n ds a n d 
a d diti o n al e x pl or at or y  e n d p oi nts t o t h e 
S u m m ar y  of Effi a c y A n al ys es 
( A p p e n di x 1)
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 1
T M F D o c I D: 9 8. 0 3

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

A d d e d cl arifi c ati o ns i n a n al y sis visit 
wi n d o ws ( A p p e n di x 2. 1)

A d d e d cl arifi c ati o n f or % li v er f at 
d eri v ati o n ( A p p e n di x 2. 2. 1)

A d d e d s p e cifi c ati o n f or t h e d eri v ati o n of 
N A S H S y m pt o m Di ar y  S c or e ( S e cti o n 
2. 3. 3)

A d d e d s p e cifi c ati o n f or t h e d eri v ati o n of 
M E L D s c or e ( A p p e n di x 2. 4. 2)

A d d e d s p e cifi c ati o n f or t h e d eri v ati o n of 
A U DI T T ot al S c or e ( A p p e n di x 2. 4. 4)

V ersi o n 2/
0 6 A pr 2 0 2 2

A m e n d m e nt 1
3 0 A u g ust 2 0 2 1

Cl arifi c ati o n of 
a n al ys es or 
a d diti o n al 
d et ails a d d e d t o 
pri or v ersi o n 
a n d u p d at es t o 
r efl e ct Pr ot o c ol 
A m e n d m e nt 1

U p d at e d t h e d efi niti o n of esti m a n ds b y  
r e m o vi n g t h e p hr as e ” t h e st u d y 
p o p ul ati o n of r a n d o mi z e d a n d 
t r e at e d” i n t h e d es cri pti o n of t h e t ar g et 
i nf er e nti al p o p ul ati o n ( S e cti o ns 2. 1. 1, 
2. 1. 2, 2. 1. 3, 3. 1)

T hr o u g h o ut t h e d o c u m e nt, e ns ur e d t h at 
t h e t er m p a rti ci p a nts h a s b e e n us e d 
w h e n r ef erri n g t o s u bj e cts c o ns e nt e d 
i nt o t his st u d y

A d d e d e x pl or at or y  esti m a n d t o ass ess 
e n d p oi nts r el at e d t o w ors e ni n g i n li v er 
bi o p s y  c o m p o n e nts as w ell as c a pt ur e 
q u alit ati v e ass ess m e nt o n e a c h of 4 
d o m ai ns of hist ol o gi c al ass ess m e nts          
( S e cti o ns 2. 1. 3, 6. 3. 1, 6. 3. 2, A p p e n di x 
1)

A p pli e d c h a n g es m a d e i n Pr ot o c ol 
A m e n d m e nt 1 r el at e d t o t h e 
dis c o nti n u e d e v al u ati o n of 2 ar ms wit h 
a d mi nistr ati o n of D G A T 2i al o n e ( 1 5 0 
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 2
T M F D o c I D: 9 8. 0 3

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

m g Q D a n d 3 0 0 m g Q D) ( S e cti o ns 2. 2, 
4, 4. 1, 5. 1, 5. 2, 5. 2. 1)

U p d at e d t h e h y p ot h eti c al esti m a n d 
d efi niti o n t o i n cl u d e i nf or m ati o n o n 
c e ns or e d d at a ( S e cti o ns 2. 1. 2, 2. 1. 3, 4, 
A p p e n di x 1)

A d d e d a d diti o n al d et ails a b o ut t h e 
d efi niti o n a n d d eri v ati o n of t h e pri m ar y  
e n d p oi nt , a n d bi o ps y ass ess m e nts
( S e cti o n 3. 1)

A d d e d  a n d  as 
e x pl or at or y  e n d p oi nts ( S e cti o n 3. 3, 
6. 3. 3, A p p e n di x 2. 2. 1, A p p e n di x 2. 2. 3)

A d d e d d eri v ati o n of b as eli n e vit al si g ns 
( S e cti o n 3. 4)

A d d e d cl arifi c ati o n o n t h e d efi niti o n of 
tr e at m e nt e m er g e nt a d v ers e e v e nts 
( S e cti o n 3. 5. 1)

A d d e d cl arifi c ati o n o n l a b or at or y  
p ar a m et ers ( S e cti o n 3. 5. 2 a n d A p p e n di x 
2. 4)

U p d at e d t h e f or m ul a f or Q T c F, 
d efi niti o n of c h a n g es i n b a c k gr o u n d 
m e di c ati o ns of s p e ci al i nt er est , d at a t o 
b e s u m m ari z e d f or A U DI T, a n d a n al y sis 
of DI LI ( S e cti o n 3. 5. 3)

A d d e d e x cl usi o n of p arti ci p a nts fr o m 
E v al u a bl e a n d S af et y A n al ysis S ets f or 
iss u es r el at e d t o q u alit y of pr ot o c ol 
e x e c uti o n l e a di n g t o a S p o ns or d e cisi o n 
t o pr e m at ur ely wit h dr a w r a n d o mi z e d 
p arti ci p a nts a n d cl os e sit e(s) ( S e cti o n 4)
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 3
T M F D o c I D: 9 8. 0 3

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

U p d at e d t h e d efi niti o n of E nr oll e d, 
E v al u a bl e a n d S af et y S et t o e x pl ai n h o w 
p arti ci p a nts ori gi n all y  r a n d o mi z e d t o t h e
2 D G A T 2i Q D gr o u ps will b e h a n dl e d
( S e cti o n 4)

A d d e d d efi n e d a n al ys is d at a s et f or 
bi o p s y -b as e d c o m p osit e esti m a n ds 
r el at e d t o w ors e ni n g i n li v er bi o ps y 
c o m p o n e nts a n d u p d at e d t h e d efi niti o n 
of d efi n e d a n al ys is d at a s et f or 
h y p ot h eti c al esti m a n ds ( S e cti o n 4)

C orr e ct e d t h e d eri v ati o n of p er c e nt 
c h a n g e fr o m b as eli n e i n t h e a n alys is of 
l o g-tr a nsf or m e d c o nti n u o us e n d p oi nts t o
first d et er mi n e t h e r el ati v e c h a n g e fr o m 
b as eli n e ( S e cti o n 5. 2. 2, 6. 2. 5. 1, 6. 3. 3. 1)

U p d at e d t h e d es cri pti o n of M M R M 
a n al ys is ( S e cti o ns 5. 2. 2, 6. 3. 3. 1)

A d d e d d eri v ati o n of d at e of birt h 
( S e cti o n 5. 3)

A d d e d s u p pl e m e nt ar y  a n al ys es t o ass ess 
q u alit y  of bi o ps y ass ess m e nts ( 6. 1. 1. 2)

U p d at e d t h e list of e v e nt -b as e d 
e x pl or at or y  e n d p oi nts t h at will b e 
s u m m ari z e d b as e d o n t h e pr e- s p e ci fi e d 
e v e nts u n d er g oi n g a dj u di c ati o n ( S e cti o n 
6. 3. 4. 1)

R e m o v e d s u bs et a n al ys is o n L F T 
e n d p oi nts i n p arti ci p a nts wit h 
A L T > U L N at b as eli n e ( S e cti o n 6. 4)

A d d e d d e m o gr a p hi c a n d b as eli n e 
c h ar a ct eristi cs v ari a bl es t o b e 
s u m m ari z e d ( S e cti o n 6. 5. 1)
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 4
T M F D o c I D: 9 8. 0 3

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

U p d at e d d es cr i pti o n of b as eli n e a n d 
ot h er s u m m ari es ( S e cti o n 6. 5)

C h a n g e d t h e p er c e nt a g es of r a n d o mi z e d 
p arti ci p a nts t o b e us e d t o tri g g er t h e 
i nt eri m a n al ys es ( S e cti o n 7. 1)

Cl arifi e d d at a i n cl usi o n a n d h a n dli n g of  
i nt er c urr e nt e v e nts a n d missi n g d at a i n 
effi c a c y  a n alys es ( A p p e n di x 1)

U p d at e d d efi niti o n a n d us e of visit 
wi n d o ws ( A p p e n di x 2. 1)

I nc or p or at e d a d diti o n al cl arifi c ati o n t o 
e n d p oi nt d eri v ati o ns ( A p p e n di x 2. 2)

V ersi o n 1 /
3 1 M ar 2 0 2 0

Ori gi n al 
2 2 J a n 2 0 2 0

N/ A N/ A

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

T his St atisti c al A n al y sis 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 S t u d y C 2 5 4 1 0 1 3 ( MIR N A) .  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 ny 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 ys is 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. St u d y O bj e cti v es , E n d p oi nts, a n d Esti m a n ds

2. 1. 1. P ri m a r y Esti m a n d (s)

 Esti m a n d 1. 1 : Usi n g a c o m p osit e esti m a n d str at e g y i n p ati e nts wit h bi o ps y -c o nfir m e d 
N A S H a n d fi br osis o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y , esti m at e t h e tr e at m e nt 
eff e ct of D i a c yl gl yc er ol a c y ltr a nsf er as e 2 i n hi bit or (D G A T 2i ) d os es a d mi nist er e d al o n e 
a n d c o a d mi nistr a ti o n of D G A T 2i + A c et yl -C o A c ar b o x y l as e i n hi bit or (A C Ci ) r el ati v e t o 
pl a c e b o, a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of 
t h e pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d: r es ol uti o n of N o n al c o h oli c st e at o h e p atitis (N A S H ) wit h o ut w ors e ni n g of 
fi br osis or i m pr o v e m e nt i n fi br osis b y ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H, or b ot h, at 
W e e k 4 8 a n d tr e ati n g all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or 
t ol er ati o n as n o n- r es p o n d ers .
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T h e m ai n i nt er c urr e nt e v e nt of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n is 
a d dr ess e d as p art of t h e r es p o n d er v ari a bl e d efi niti o n , t h er ef or e t his is n ot h a n dl e d s e p ar at el y.
P arti ci p a nt s w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e e v al u a bl e bi o p s y  d at a at 
wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o d et er mi n e w h et h er t h e y ar e 
r es p o n d ers or n ot. P arti ci p a nt s wit h n o W e e k 4 8 bi o ps y d at a will b e c o nsi d er e d t o b e n o n -
r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e B a y esi a n d os e -
r es p o ns e ( D R) a n d/ or e x p os ur e- r es p o ns e ( E R) m o d els wit h a l o git tr a nsf or m ati o n, or l o gisti c 
r e gr essi o n m o d els.

2. 1. 2. S e c o n d a r y Esti m a n d (s)

S e c o n d ar y  esti m a n ds to ass ess s e c o n d ar y  o bj e cti v es will b e:

 Esti m a n d 2. 1 : Usi n g a c o m p osit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y- c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d r es ol uti o n of N A S H wit h o ut w ors e ni n g of fi br osis, at W e e k 4 8 a n d tr e ati n g 
all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n as n o n -
r es p o n d ers. P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e 
e v al u a bl e bi o ps y d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o 
d et er mi n e w h et h er t h e y ar e r es p o n d ers or n ot. P arti ci p a nts wit h n o W e e k 4 8 bi o ps y  d at a 
will b e c o nsi d er e d t o b e n o n -r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d 
t hr o u g h fitti n g t h e B a y esi a n d os e-r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git 
tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

 Esti m a n d 2. 2 : Usi n g a c o m p o sit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y- c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi n istr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d i m pr o v e m e nt i n fi br osis b y ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H, at W e e k 4 8 
a n d tr e ati n g all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n as 
n o n -r es p o n d ers. P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e 
e v al u a bl e bi o ps y d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o 
d et er mi n e w h et h er t h e y ar e r es p o n d ers or n ot. P arti ci p a nts wit h n o W e e k 4 8 bi o ps y  d at a 
will b e c o nsi d er e d t o b e n o n -r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d 
t hr o u g h fitti n g t h e B a y esi a n d ose-r es p o ns e a n d/ or e x p os ur e- r es p o ns e m o d els wit h a l o git 
tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

 Esti m a n d 2. 3 : Usi n g a c o m p osit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y- c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass es s e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
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c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d i m pr o v e m e nt i n fi br osis b y ≥ 2 st a g es wit h o ut w ors e ni n g of N A S H, at W e e k 
4 8 a n d tr e ati n g all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n 
as n o n -r es p o n d ers. P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e 
e v al u a bl e bi o ps y d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o 
d et er mi n e w h et h er t h e y  ar e r es p o n d ers or n ot. P arti ci p a nts wit h n o W e e k 4 8 bio p s y  d at a 
will b e c o nsi d er e d t o b e n o n -r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d 
t hr o u g h fitti n g t h e B a y esi a n d os e-r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git 
tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

 Esti m a n d 2. 4 : Usi n g a c o m p osit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y- c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d i m pr o v e m e nt of ≥ 2 p oi nts i n Tot al N o n al c o h oli c f att y  li v er dis e as e (N A F L D )
A cti vit y S c or e ( N A S) wit h o ut w ors e ni n g of fi br osis at W e e k 4 8 a n d tr e ati n g all c as es of 
wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n as n o n -r es p o n d ers. 
P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e e v al u a bl e bi o ps y 
d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o d et er mi n e 
w h et h er t h e y  ar e r es p o n d ers or n ot. P arti ci p a nts wit h n o W e e k 4 8 bi o ps y d at a will b e 
c o nsi d er e d t o b e n o n -r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h 
fitti n g t h e B a y esi a n d os e-r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git 
tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

 Esti m a n d 2. 5 : Usi n g a h y p ot h eti c al esti m a n d str at e g y, i n p ati e nts wit h bi o ps y- c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of p o p ul ati o n 
l e v el a v er a g e p er c e nt a g e c h a n g e fr o m b as eli n e i n li v er f at ( ass ess e d vi a M a g n eti c 
r es o n a n c e i m a gi n g usi n g pr ot o n d e nsit y f at fr a cti o n a c q uisiti o n (M RI -P D F F )) at W e e k 4 8 , 
ass u mi n g all p arti ci p a nts h a d r e m ai n e d i n t h e tri al a n d r e c ei v e d tr e at m e nt as pl a n n e d 
wit h o ut wit h dr a w al u p t o 4 8 w e e ks. E n d p oi nt d at a c oll e ct e d aft er tr e at m e nt wit h dr a w al 
will b e c e ns or e d. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e 
B a y esi a n d os e -r es p o ns e a n d/ or e x p os ur e -r es p o ns e m o d els, or A n al ys is of c o v ari a n c e
(A N C O V A ) m o d els.

2. 1. 3. A d diti o n al Esti m a n d (s)

A s e c o n d ar y  esti m a n d t o ass ess t h e pri m ar y o bj e cti v e will b e:

 Esti m a n d 1. 2 : Usi n g a h y p ot h eti c al esti m a n d str at e g y , i n p ati e nts wit h b i o ps y-c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
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a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of esti m ati n g 
t h e pr o p orti o n of ' cli ni c al r es p o n d ers', d efi n e d as p arti ci p a nts a c hi e vi n g c e ntr all y 
a dj u di c at e d: r es ol uti o n of N A S H wit h o ut w ors e ni n g of fi br osis or i m pr o v e m e nt i n fi br osis 
b y ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H, or b ot h, at W e e k 4 8 , ass u mi n g all p ati e nts h a d 
r e m ai n e d i n t h e tri al a n d r e c ei v e d tr e at m e nt as pl a n n e d wit h o ut wit h dr a w al u p t o 4 8 
w e e ks . E n d p oi nt d at a c oll e ct e d aft er tr e at m e nt wit h dr a w al will b e c e ns or e d. All 
tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e B a yesi a n d os e -r es p o ns e 
a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git tr a nsf or m ati o n, or l o gisti c r e gr essi o n 
m o d els .

T his esti m a n d ass ess es t h e tr e at m e nt eff e ct i n a n alt er n ati v e, h y p ot h eti c al s etti n g of
a d h er e n c e t o t h eir tr e at m e nt as pl a n n e d .

A n e x pl or at or y  esti m a n d t o ass ess e n d p oi nts r el at e d t o w ors e ni n g i n li v er bi o ps y  e n d p oi nt 
c o m p o n e nts at W e e k 4 8 is als o d efi n e d as foll o ws :

 Esti m a n d 3. 1 : Usi n g a c o m p osit e esti m a n d str at e g y , i n p ati e nts wit h bi o ps y - c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i dos es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’ (f or t h e p ur p os es of a n alys is), d efi n e d as p arti ci p a nts 
wit h w ors e ni n g i n li v er bi o ps y  e n d p oi nt c o m p o n e nts at W e e k 4 8 a n d tr e ati n g all c as es of 
wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y  or t ol er ati o n als o as ‘r es p o n d ers’. 
P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e e v al u a bl e bi o ps y  
d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o d et er mi n e 
w h et h er t h e y  ar e ‘r es p o n d ers’ or n ot. P arti ci p a nts wit h n o W e e k 4 8 bi o ps y d at a will b e 
c o nsi d er e d t o b e ‘r es p o n d ers’ . P arti ci p a nts w h o i m pr o v e or r e m ai n t h e s a m e c o m p ar e d t o 
b as eli n e i n t h eir li v er bi o ps y  e n d p oi nt c o m p o n e nts ar e tr e at e d as ‘ n o n-r es p o n d ers’, as 
r es p o ns e f or t h es e e n d p oi nts is d efi n e d as a w ors e ni n g i n li v er bi o psy e n d p oi nt 
c o m p o n e nts . All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e B a y esi a n 
d os e -r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git tr a nsf or m ati o n, or l o gisti c 
r e gr essi o n m o d els.

Fi n all y , e x pl or at or y esti m a n ds t o ass ess e n d p oi nts r el at e d t o a d diti o n al d efi niti o ns of ‘ cli ni c al 
r es p o ns e’ ar e d efi n e d as f oll o ws :

 Esti m a n d 3. 2 : Usi n g a c o m p osit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y - c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t he tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g i m pr o v e m e nt i n 
fi br osis b y ≥1 st a g e i n d e p e n d e nt of c h a n g es i n N A S, at W e e k 4 8 a n d tr e ati n g all c as es of 
wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y  or t ol er ati o n as n o n-r es p o n d ers. 
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P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns b ut h a v e e v al u a bl e bi o ps y  
d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir bi o ps y  d at a ass ess e d t o d et er mi n e 
w h et h er t h e y  ar e r es p o n d ers or n ot. P arti ci p a nts wit h n o W e e k 4 8 bi o ps y d at a will b e 
c o nsi d er e d t o b e n o n -r es p o n d ers. All tr e at m e nt eff e ct c o ntr asts wi ll b e o bt ai n e d t hr o u g h 
fitti n g t h e B a yesi a n d os e -r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git 
tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

 Esti m a n d 3. 3 : Usi n g a c o m p osit e esti m a n d str at e g y, i n p ati e nts wit h bi o ps y - c o nfir m e d 
N A S H a n d fi br osis, o n eli gi bilit y  ass ess m e nt of S C R 2 bi o ps y as ass ess e d b y t h e s p o ns or -
i d e ntifi e d c e ntr al p at h ol o gist(s), esti m at e t h e tr e at m e nt eff e ct of D G A T 2i d os es 
a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e, i n t er ms of t h e 
pr o p orti o n of ‘ cli ni c al r es p o n d ers’, d efi n e d as p arti ci p a nts a c hi e vi n g r es ol uti o n of N A S H 
wit h o ut w ors e ni n g of fi br osis a n d i m pr o v e m e nt i n fi br osis b y  ≥ 1 st a g e wit h o ut w ors e ni n g 
of N A S H , at W e e k 4 8 a n d tr e ati n g all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of 
effi c a c y  or t ol er ati o n as n o n-r es p o n d ers. P arti ci p a nts w h o wit h dr a w fr o m tr e at m e nt f or 
ot h er r e as o ns b ut h a v e e v al u a bl e bi o ps y  d at a at wit h dr a w al or at W e e k 4 8 will h a v e t h eir 
bi o p s y  d at a ass ess e d t o d et er mi n e w h et h er t h e y ar e r es p o n d ers or n ot. P arti ci p a nts wit h 
n o W e e k 4 8 bi o ps y  d at a will b e c o nsi d er e d t o b e n o n-r es p o n d ers. All tr e at m e nt eff e ct 
c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e B a y esi a n d os e- r es p o ns e a n d/ or e x p os ur e-
r es p o ns e m o d els wit h a l o git tr a nsf or m ati o n, or l o gisti c r e gr essi o n m o d els.

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

T h e d et ail e d s et -u p of t h e st u d y is s u m m ariz e d b el o w –

Fi g u r e 1 . St u d y D esi g n
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S c r e e ni n g P h a s e Tr e at m e nt P h a s e F oll o w -u p

a. R u n -I n/ Vi sit 3 r e q uir e d t o b e o n sit e if c h a n g e s t o b a c k gr o u n d m e di c ati o n s ( pr ot o c ol m a n d at e d or c h a n g e s t o i m pr o v e di s e a s e m a n a g e m e nt) ar e b ei n g m a d e; 
ot h er wi s e, t hi s vi sit p er mitt e d a s a t el e p h o n e c o nt a ct o n t h e s a m e d a y , or u p t o 4 d a y s, p o st c o n d u ct of S C R 2 li v er bi o p s y

b. St a bili z ati o n p eri o d d efi n e d a s i nt er v al of ti m e fr o m R u n -I n/ Vi sit 3 ( o n-sit e or t el e p h o n e c o nt a ct) t o D a y 1/ Vi sit 5

1 0 - t o 1 6- w e e k s

At l e a st 6 w e e k s b

1 4 ± 4 d a y s

4 8 w e e k s ± 4 d a y s

~ 5 2 w e e k s

M RI -P D F F i n ~ 5 0 % 
of r a n d o mi z e d 

[I m a gi n g S u b- st u d y]
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 1 9
T M F D o c I D: 9 8. 0 3

T his is a m ulti c e nt er, m ulti n ati o n al, r a n d o miz e d, d o u bl e -bli n d, d o u bl e -d u m m y, pl a c e b o -
c o ntr oll e d, p ar all el- gr o u p, e v al u ati o n of D G A T 2i al o n e, a n d D G A T 2i + A C Ci. A p pr o xi m at el y 
3 5 0 p arti ci p a nts ( 5 0 p er ar m) wit h bi o ps y c o nfir m e d N A S H wit h F 2- F 3 fi br osis, as as s ess e d 
b y s p o ns or -i d e ntifi e d c e ntr al p at h ol o gist(s), will b e r a n d o ml y assi g n e d t o t h e st u d y 
i nt er v e nti o n t o e ns ur e a p pr o xi m at el y 2 8 0 e v al u a bl e p arti ci p a nts ( 4 0 p er ar m) off er e v al u a bl e 
d at a f or t h e pri m ar y o bj e cti v e. 

P arti ci p a nts will b e r a n d o miz e d i n a b al a n c e d r ati o, usi n g a c o m p ut er -g e n er at e d 
r a n d o miz ati o n c o d e, t o r e c ei v e eit h er d o u bl e -bli n d, d o u bl e -d u m m y pl a c e b o, 1 of 4
d os es/ d osi n g r e gi m e ns of D G A T 2i al o n e, or 1 of 2 d os e- l e v els of D G A T 2i + A C Ci f or a 
tr e at m e nt d ur ati o n of u p t o 4 8-w e e ks . 

F or p arti ci p a nts r a n d o miz e d b ef or e P r ot o c ol A m e n d m e nt 1 is e n a ct e d , t h os e r a n d o miz e d t o 
eit h er of t h e 2 Q D ( D G A T 2i 1 5 0 m g Q D a n d D G A T 2i 3 0 0 m g Q D) d osi n g r e gi m e ns of 
D G A T 2i al o n e will r e m ai n i n t h e st u d y b ut will b e s wit c h e d t o t h e c orr es p o n di n g BI D d osi n g
r e gi m e n of D G A T 2i al o n e, m ai nt ai ni n g t h e assi g n e d t ot al d ail y d os e a n d t h e d o u bl e -bli n d, 
d o u bl e - d u m m y d esi g n. N e w r a n d o mi z ati o n t o t h e Q D tr e at m e nt ar ms will c e as e, aft er H e alt h 
A ut h orit y  ( w h er e a p pli c a bl e) a n d I R B/ E C a p pr o v als of P r ot o c ol A m e n d m e nt 1 . T h er ef or e, 
f oll o wi n g Pr ot o c ol A m e n d m e nt 1, p arti ci p a nts will b e r a n d o mi z e d t o o n e of t h e f oll o wi n g 
tr e at m e nt ar ms:

 Pl a c e b o

D G A T 2i ( Er v o g ast at) BI D d os e ar ms (f or c h ar a ct eri z ati o n of d os e -r es p o ns e):

 D G A T 2i 2 5 m g BI D , t ot al d ail y d os e of 5 0 m g 

 D G A T 2i 7 5 m g BI D , t ot al d ail y d os e of 1 5 0 m g 

 D G A T 2i 1 5 0 m g BI D , t ot al d ail y d os e of 3 0 0 m g 

 D G A T 2i 3 0 0 m g BI D , t ot al d ail y d os e of 6 0 0 m g 

D G A T 2i ( Er v o g ast at) + A C Ci ( Cl es a c ost at) c o a d mi nistr ati o n d os e ar ms:

 D G A T 2i 1 5 0 m g BI D + A C Ci 5 m g BI D

 D G A T 2i 3 0 0 m g BI D + A C Ci 1 0 m g BI D

T h e tr e at m e nt gr o u p l a b els i n pr o gr a m m e d o ut p uts will b e as f oll o ws:

Pl a c e b o P F -5 5 7 1
2 5 m g 
BI D

P F -5 5 7 1
7 5 m g 
BI D

P F -5 5 7 1
1 5 0 m g 

BI D

P F -5 5 7 1
1 5 0 m g 
BI D + 

P F 1 3 0 4 5 
m g BI D

P F -5 5 7 1
3 0 0 m g 

BI D

P F -5 5 7 1
3 0 0 m g 
BI D + 

P F 1 3 0 4 1 0 
m g BI D

T ot al

F oll o wi n g f o ot n ot e t o b e i n cl u d e d o n all t a bl es: P F 5 5 7 1 = Er v o g ast at a n d P F 1 3 0 4 = Cl es a c ost at
N ot e: A ‘ T ot al’ c ol u m n is r e q uir e d w h e n s u m m ari zi n g b as eli n e of p o p ul ati o n r a n d o mi z e d
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

T h e ‘ P F 5 5 7 1 7 5 m g BI D’ gr o u p will als o i n cl u d e t h os e r a n d o mi z e d t o D G A T 2i 1 5 0 m g Q D
a n d ‘P F 5 5 7 1 1 5 0 m g  BI D’ gr o u p will als o i n cl u d e t h os e r a n d o mi z e d t o D G A T 2i 3 0 0 m g 
Q D , t h er ef or e, t h er e will b e n o r ef er e n c e t o t h e Q D tr e at m e nt ar ms i n a n y of t h e pr o gr a m m e d 
o ut p uts (i n cl u di n g d os e at o ns et f or A Es a n d tr e at m e nt d ur ati o n – t h es e will o nl y r ef er t o t h e 
BI D gr o u ps as d es cri b e d a b o v e ).

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

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

T h e Pri m ar y  E n d p oi nt is t h e pr o p orti o n of p arti ci p a nts a c hi e vi n g r es ol uti o n of N A S H wit h o ut 
w ors e ni n g of fi br osis or i m pr o v e m e nt i n fi br osis b y ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H or 
b ot h, b as e d o n ass ess m e nt b y s p o ns or- i d e ntifi e d c e ntr al p at h ol o gist(s), at W e e k 4 8, 
c o m p ar e d t o b as el i n e.

I n or d er t o d eri v e t his e n d p oi nt, t h e c o m p o n e nts ar e d efi n e d as f oll o ws:

 R es ol uti o n of N A S H: dis a p p e ar a n c e of b all o o ni n g ( N A S b all o o ni n g s c or e = 0) a n d 
r esi d u al or n o l o b ul ar i nfl a m m ati o n (N A S l o b ul ar i nfl a m m ati o n s c or e of 0 or 1) a n d N A S 
st e at osis s c or e of 0 , 1, 2 or 3 .

 N o w ors e ni n g of fi br osis: n o c h a n g e or a d e cr e as e of at l e ast 1 st a g e i n t h e Br u nt -Kl ei n er 
s c al e c o m p ar e d t o b as eli n e

a n d

 Im pr o v e m e nt i n fi br osis b y  ≥ 1 st a g e: a d e cr e as e of at l e ast 1 st a g e i n t h e Br u nt- Kl ei n er 
s c al e c o m p ar e d t o b as eli n e

 N o w ors e ni n g of N A S H: n o c h a n g e or n o i n cr e as e i n N A S f or b all o o ni n g, i nfl a m m ati o n, 
or st e at osis c o m p ar e d t o b as eli n e

F or a ll bi o p s y e n d p oi nts e v al u ati n g c h a n g e fr o m b as eli n e, ass ess m e nt will b e b as e d o n t h e 
p air e d d o u bl e p at h ol o gist r e vi e w of di giti z e d s li d es. As a r es ult of t h e fi n al p air e d d o u bl e 
p at h ol o gist r e vi e w, if a p arti ci p a nt is f o u n d n ot t o b e eli gi bl e f or t h e st u d y ( e. g. if t h e y  ar e r e-
c at e g ori z e d as F 1 or F 4) , t h e y will still b e i n cl u d e d i n t h e a n alys i s. If t h er e h as b e e n a 
diff er e nt assi g n m e n t of bi o p s y  gr a di n g ( e. g. if t h e fi n al assi g n m e nt of t h e b as eli n e bi o ps y  is 
F 3 b ut at t h e ti m e of eli gi bilit y d et er mi n ati o n t his s a m e bi o ps y w as ass ess e d as F 2), t h e n 
p arti ci p a nts will b e i n cl u d e d i n a n y a n al ys es b as e d o n t h e fi n al p air e d ass ess m e nt, r at h er t h a n 
t h e o n e at t h e ti m e of eli gi bilit y  d et er mi n ati o n, h o w e v er, t h e fi br osis gr a d e at eli gi bilit y  
d et er mi n ati o n ( S C R 2 Eli gi bilit y) will b e us e d as a c o v ari at e, as t his is w h at will b e us e d f or 
str atifi c ati o n . Pl a n n e d bi o ps y  ass ess m e nts ar e s u m m ari z e d i n T a bl e 2 . 

 T h er e will b e t w o t y p es of bi o ps y ass ess m e nts c o n d u ct e d b y t h e p at h ol o gists:

 Q u a ntit ati v e: N A S gr a di n g a n d fi br osis st a gi n g

 Q u alit ati v e: I n t h e bli n d e d si d e -b y -si d e r e vi e w, a n a ss ess m e nt of w hi c h bi o p s y  ( S C R 2 
or W e e k 4 8/ D C) is c o nsi d er e d t o b e b ett er, w ors e or ar e b ot h t h e s a m e 
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 2 1
T M F D o c I D: 9 8. 0 3

T a bl e 2 . Bi o ps y r es ults t o b e r e p o rt e d f o r e a c h p a rti ci p a nt

Bli n d e d si d e-b y -si d e ( C h a n g e fr o m B as eli n e)
r e vi e w of S C R 2 a n d O n-tr e at m e nt bi o psi es

Li mit e d t o o nl y t h os e wit h o n -t r e at m e nt bi o ps y
S C R 2 (f or 
Eli gi bilit y : 
q u a ntit ati v e 
ass ess m e nt o nl y )

S C R 2 (f or A n al y sis: 
q u a ntit ati v e a n d 
q u alit ati v e
ass ess m e nts )

O n tr e at m e nt - W k 4 8 or 
D/ C (f or A n al ys is: 
q u a ntit ati v e a n d 
q u alit ati v e 
ass ess m e nts )

P at h ol o gist 1
p ar all el r e vi e w

All p arti ci p a nts All p arti ci p a nts wit h 
o n -tr e at m e nt bi o psy

All p arti ci p a nts wit h o n -
tr e at m e nt bi o ps y

P at h ol o gist 2
p ar all el r e vi e w

All p arti ci p a nts All p arti ci p a nts wit h 
o n -tr e at m e nt bi o psy

All p arti ci p a nts wit h o n -
tr e at m e nt bi o ps y

C o ns e ns us r e vi e w If n e e d e d1 If n e e d e d, f or b ot h 
q u a ntit ati v e a n d 
q u alit ati v e 
c o m p aris o ns 2

If n e e d e d, f or b ot h 
q u a ntit ati v e a n d 
q u alit ati v e c o m p aris o ns 2

1. C o ns e ns us r e vi e w t o r e a c h a gr e e m e nt is n ot r e q uir e d if b ot h c e ntr al p at h ol o gists a gr e e t h at ( a) eit h er t h e 
N A S or Fi br osis gr a d e r e n d ers p arti ci p a nt i n eli gi bl e; ( b) t ot al N A S s c or e ≥ 4 , wit h ≥ 1 f or st e at osis, 
i nfl a m m ati o n, a n d b all o o ni n g, is m et, e v e n if  ali g n m e nt of s c or e f or e a c h c o m p o n e nt of N A S [st e at osis, 
i nfl a m m ati o n, b all o o ni n g] is a bs e nt ; a n d/ o r ( c) fi br osis st a g e is ali g n e d f or hi g h er gr o u p [ F 3 or F 4] b ut 
m a y n ot b e ali g n e d f or s u b -gr o u p [ F 3 a, F 3 b, F 4 a, F 4 b]

2. C o ns e ns us r e vi e w t o r e a c h a gr e e m e nt r e q uir e d f or all c as es of mi s ali g n m e nt o n p ar all el r e vi e w – i e, 
mis ali g n m e nt o n s c ori n g of e a c h c o m p o n e nt of N A S s c or e, s u b -gr o u p of fi br osis st a g e [ F 3 a, F 3 b, F 4 a or 
F 4 b] , q u alit ati v e ass ess m e nt of b ett er, s a m e, w ors e 

N ot e t h at T ri c hr o m e S t ai n s h o ul d o n l y b e us e d f or t h e Fi br osis r es ults a n d t h e He m ot o x y li n 
a n d E osi n S t ai n s h o ul d b e us e d f or t h e N A S r es ults , o nl y. A d diti o n all y , i n c h a n g e-fro m-
b as eli n e ass ess m e nt, if t h er e is a C o ns e ns us r es ult (i. e. ‘ P A T H O L O GI S T 1 A N D 
P A T H O L O GI S T 2 ’) t h e n t his is t h e o n e t h at s h o ul d b e us e d, a n d if a C o ns e ns us r es ult is n ot 
r e p ort e d, t h e P A T H O L O GIS T 1 a n d P A T H O L O GI S T 2 r es ults s h o ul d b e i d e nti c al f or all 4 
d o m ai ns ( 3 r el at e d t o N A S + 1 r el at e d t o fi br osis) , s o eit h er P A T H O L O GI S T 1 or
P A T H O L O GI S T 2 r es ult s c a n b e us e d.

 M a p pi n g of Fi br osis Gr a d es f or a n al y sis:

A c c e pt a bl e V al u es L a b c o r p R es ult Fi b r osis G r a d e t o 
us e f o r a n al ysis

0 0 - N o fi br osis 0
11 a 1 a - Z o n e 3 mil d p erisi n fi b 1

1 b 1 b - Z o n e 3 m o d p erisi n fi b 1

1 c 1 c - P eri p ort al/ p ort al fi b 1
2 2 - Z o n e 3 + p eri p ort/ p ort fi b 2
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n
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A c c e pt a bl e V al u es L a b c o r p R es ult Fi b r osis G r a d e t o 
us e f o r a n al ysis

3 a 3 a - Bri d gi n g fi br osis (f e w) 3
3 b 3 b - Bri d gi n g fi br osis ( n u m) 3

4 a 4 a - Cirr h osis (i n c o m pl et e) 4
4 b 4 b - Cirr h osis ( est a blis h e d) 4

N O N E V A L U A B L E N ot e v al u a bl e N ot e v al u a bl e

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

S e c o n d ar y E n d p oi nts ar e:

 Pr o p orti o n of p arti ci p a nts a c hi e vi n g i m pr o v e m e nt i n diff er e nt r es p o n d er d efi niti o ns 
b as e d o n ass ess m e nt b y s p o ns or -i d e ntifi e d c e ntr al p at h ol o gist(s) at W e e k 4 8 c o m p ar e d t o 
b as eli n e ( e a c h d efi n e d as a b o v e f or t h e pri m ar y e n d p oi nt):

o R es ol uti o n of N A S H, wit h o ut w ors e ni n g of fi br osis

o I m pr o v e m e nt i n fi br osis b y ≥1 st a g e, wit h o ut w ors e ni n g of N A S H

o I m pr o v e m e nt i n fi br osis b y ≥2 st a g es ( d efi n e d as a d e cr e as e of at l e ast 2 st a g es i n 
t h e Br u nt-Kl ei n er s c al e c o m p ar e d t o b as eli n e) , wit h o ut w ors e ni n g of N A S H

o I m pr ov e m e nt of ≥ 2 p oi nts i n T ot al N A S ( d efi n e d as a d e cr e as e of at l e ast 2 p oi nts 
i n T ot al N A S c o m p ar e d t o b as eli n e), wit h o ut pr o gr essi o n of fi br osis

T ot al N A S c a n r a n g e fr o m 0 t o 8 a n d is c al c ul at e d as t h e s u m of s c or es of 
st e at osis ( 0 t o 3), l o b ul ar i nfl a m m at i o n ( 0 t o 3) a n d b all o o ni n g ( 0 t o 2). If a n y of 
t h e s u b-s c al e s c or es ar e n o n- e v al u a bl e/ missi n g, t h e n t h e t ot al s c or e s h o ul d b e 
d eri v e d as missi n g .

 P er c e nt c h a n g e i n li v er f at ( ass ess e d vi a M RI - P D F F i n s u bst u d y p o p ul ati o n), at W e e k 4 8

 Ass ess m e nt of Tr e at m e nt E m er g e nt A d v ers e E v e nts (T E A Es ), s af et y-r el at e d cli ni c al 
l a b or at or y t ests, vit al si g ns, a n d 1 2-l e a d E l e ctr o c ar di o gr a ms ( E C Gs), o v er ti m e u p t o 
W e e k 4 8

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

 Pr o p orti o n of p arti ci p a nts a c hi e vi n g i m pr o v e m e nt i n fi br osis b y ≥ 1 st a g e i n d e p e n d e nt of 
c h a n g es i n N A S, b as e d o n ass ess m e nt b y  s p o ns or-i d e ntifi e d c e ntr al p at h ol o gist(s), at 
W e e k 4 8 c o m p ar e d t o b as eli n e 

 Pr o p orti o n of p arti ci p a nts a c hi e vi n g r es ol uti o n of N A S H wit h o ut w ors e ni n g of fi br osis 
a n d i m pr o v e m e nt i n fi br osis b y  ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H, b as e d o n 
ass ess m e nt b y  s p o ns or-i d e ntifi e d c e ntr al p at h ol o gist(s), at W e e k 4 8 c o m p ar e d t o b as eli n e

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

 Pr o p orti o n of p arti ci p a nts wit h w ors e ni n g i n li v er bi o ps y e n d p oi nt c o m p o n e nts b as e d o n 
ass ess m e nt b y s p o ns or -i d e ntifi e d c e ntr al p ath ol o gist(s) at W e e k 4 8:

o Pr o gr essi o n of fi br osis b y ≥ 1 st a g e ( d efi n e d as an i n cr e as e of at l e ast 1 st a g e i n 
t h e Br u nt -Kl ei n er s c al e c o m p ar e d t o b as eli n e ) i n d e p e n d e nt of c h a n g es i n N A S

o Pr o gr essi o n of fi br osis b y  ≥ 1 st a g e a n d w ors e ni n g of ≥ 2 p oi nts i n T ot al N A S

o W ors e ni n g of ≥ 2 p oi nts i n T ot al N A S ( d efi n e d as an i ncr e as e of at l e ast 2 p oi nts i n 
T ot al N A S c o m p ar e d t o b as eli n e ) i n d e p e n d e nt of c h a n g es i n fi br osis

Ot h er t erti ar y / e x pl or at or y e n d p oi nts ar e as s h o w n b el o w. T h e a n al y s es of t h es e e n d p oi nts ar e 
ass ess e d f or effi c a c y  u p t o W e e k 4 8, b ut t h e a n alys es of bl o o d b as e d bi o m ar k ers will als o 
i n cl u d e d at a u p t o a n d i n cl u di n g W e e k 5 0 t o all o w a n ass ess m e nt of off-tr e at m e nt eff e cts::

 P er c e nt c h a n g e i n li v er f at ( ass ess e d vi a M RI -P D F F i n I m a gi n g s u bst u d y  p o p ul ati o n), 
o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n li v er v ol u m e ( ass ess e d vi a M a g n eti c r es o n a n c e i m a gi n g (M RI ) i n 
I m a gi n g s u bst u dy p o p ul ati o n), o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n  ( ass ess e d vi a M RI i n I m a gi n g s u bst u d y p o pul ati o n), 
o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n  ( ass ess e d vi a M RI i n I m a gi n g s u bst u d y p o p ul ati o n), o v er ti m e 
u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e i n li v er f at as ass ess e d vi a C o ntr oll e d att e n u ati o n p ar a m et er
(C A P ™) m e as ur e b y Fi br o S c a n ® , ( e ntir e st u dy p o p ul ati o n), o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e i n li v er stiff n ess ( ass ess e d vi a Vi br ati o n -C o ntr oll e d 
Tr a nsi e nt El ast o gr a p h y (V C T E ™ ) usi n g Fi br o S c a n ® ( e ntir e st u d y p o p ul ati o n)), o v er ti m e 
u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b a s eli n e i n Li v er F u n cti o n T ests – A l a ni n e a mi n otr a nsf er as e (A L T ), 
As p art at e a mi n otr a nsf er as e ( A S T ), Al k ali n e p h os p h at as e (A L P ), G a m m a -gl ut a m y l 
tr a nsf er as e (G G T ), T ot al Bilir u bi n, Dir e ct Bilir u bi n, a n d T ot al Bil e A ci ds o v er ti m e u p t o 
W e e k 5 0

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n M e c h a nis m -R el at e d a n d 
M et a b oli c P ar a m et ers – Pr o pr ot ei n c o n v ert as e s u btilisi n/ k e xi n t y p e 9 (P C S K 9 ), 
A di p o n e cti n, Pl at el et c o u nt, e G F R -C K D -E PI -C y st ati n- C, a n d B o dy W ei g ht 

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n C yt o k er ati n -1 8- M 3 0 fr a g m e nt
(C K 1 8 -M 3 0 ) a n d C yt o k er ati n -1 8 -M 6 5 fr a g m e nt (C K 1 8 -M 6 5 )
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 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n N- t er mi n al pr o p e pti d e of t yp e 
III pr o c oll a g e n (Pr o C 3 ) a n d C- t er mi n al fr a g m e nt of α 3 c h ai n of pr o c oll a g e n t yp e VI   
(Pr o C 6 )

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n E n h a n c e d Li v er Fi br osis (E L F )
s c or e (i n cl u di n g t h e i n di vi d u al p ar a m et ers ass a y e d - S er u m h y al ur o ni c a ci d ( H A) , S er u m 
a mi n o -t er mi n al pr o p e pti d e of t yp e III pr o c oll a g e n ( PIII N P) a n d S er u m tiss u e i n hi bit or of 
m et all o pr ot ei n as es 1 ( TI M P - 1))

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n Hi g h -s e nsiti v e C-r e a cti v e 
pr ot ei n ( hs-C R P )

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 A p oli p o pr ot ei n A 1, B (t ot al), 
B 1 0 0, B 4 8, C 3, E ( P ot e nti all y  m e c h a nis m-r el at e d p ar a m et ers)

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n F asti n g li pi d p a n el (t ot al 
c h ol est er ol, dir e ct L o w d e nsit y  li p o pr ot ei n-c h ol est er ol (L D L- C), Hi g h d e nsit y  li p o pr ot ei n
c h ol est er ol (H D L - C), tri gl yc eri d es, dir e ct V er y  l o w-d e nsit y  li p o pr ot ei n (V L D L )),

 C h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 5 0 i n H b A 1 C, F asti n g pl as m a gl u c os e 
( F P G), F asti n g pl as m a i ns uli n ( F PI), H o m e ost ati c M o d el Ass ess m e nt f or I ns uli n 
R esist a n c e ( H O M A -I R)   

 C h a n g e fr o m b as eli n e, ( a d ults wit h T 2 D M o nl y), o v er ti m e u p t o W e e k 5 0 , i n H b A 1 C, 
F asti n g pl as m a gl u c os e (F P G ), F asti n g pl as m a i ns uli n (F PI ), H o m e ost ati c M o d el 
Ass ess m e nt f or I ns uli n R esist a n c e (H O M A -I R)

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n a b d o mi n al p ai n a n d bl o ati n g q u esti o ns 
fr o m t h e N A S H S ym pt o m Di ar y  

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n f ati g u e, sl e e p dist ur b a n c e, a n d d a y ti m e 
sl e e pi n ess q u esti o ns fr o m t h e N A S H S y m pt o m Di ar y  

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n f ati g u e as m e as ur e d b y P ati e nt -R e p ort e d 
M e as ur e m e nt O ut c o m e I nf or m ati o n S y st e m (P R O MI S) F ati g u e q u esti o n n air e

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n H e alt h -r el at e d q u alit y of lif e (H R Q o L )
s u b -s c al e s c or es as m e as ur e d b y N A S H -C h e c k

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n P GI - S

 A bs ol ut e s c or e o v er ti m e i n P ati e nt Gl o b al I m pr essi o n of S e v erit y (P GI - S)

 A bs ol ut e s c or e o v er ti m e i n P ati e nt Gl o b al I m pr essi o n of C h a n g e (P GI - C)
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3. 4. B as eli n e V a ri a bl es

T h e f oll o wi n g b as eli n e v ari a bl e will b e i n cl u d e d as a f a ct or:

 B as eli n e fi br osis st a g e ( F 2/F 3) 

F or all bi o ps y b as e d effi c a c y e n d p oi nts, b as eli n e will b e d efi n e d as t h e bi o ps y  r es ults
o bt ai n e d at S C R 2 or a hist ori c al bi o ps y  wit hi n 1 2-w e e ks pri or t o S C R 2 ( t h o u g h wit hi n 2 4-
w e e ks of D a y  1 ( Visit 5).

F or Li v er F at as m e as ur e d b y  M RI-P D F F, b as eli n e is d efi n e d as t h e v al u e of t ot al m e a n li v er 
f at o bt ai n e d b et w e e n Visit 4 a nd Visit 5 (i e, l a b el e d as b as eli n e) .

F or Li v er V ol u m e as m e as ur e d b y M RI -P D F F, b as eli n e is d efi n e d as t h e v al u e of t ot al m e a n 
li v er v ol u m e o bt ai n e d b et w e e n Visit 4 a n d Visit 5 (i e, l a b el e d as b as eli n e).

B as eli n e f or Fi br o S c a n ® b as e d e n d p oi nts will als o b e d efi n e d as t h e e v al u a bl e v al u es 
o bt ai n e d b et w e e n Visit 4 a n d Visit 5 o r S C R 1 if t h er e is n’t a n e v al u a bl e v al u e b et w e e n Visit 
4 a n d Visit 5 (i e, l a b el e d as b as eli n e).

F or all P ati e nt R e p ort e d O ut c o m es, a n y ot h er c o nti n u o us effi c a c y e n d p oi nts a n d all s af et y-
r el at e d c o nti n u o us e n d p oi nts, b as eli n e will b e d efi n e d as t h e cl os est r es ults o bt ai n e d pri or t o 
d osi n g o n D a y  1 ( Visit 5 )

F or l a b or at or y r es ults, t h e b as eli n e v al u e t o b e us e d will b e eit h er D a y 1 or D a y - 1 4 (pl us a n y 
all o w a bl e a n al y sis wi n d o ws – s e e A p p e n di x 2. 1 ), b ut n ot a n y f urt h er b a c k t h a n t his. If 
l a bor at or y c oll e cti o n s h a v e b e e n t a k e n i n t h e c orr e ct f ast e d st at e ( as i n di c at e d i n t h e C R F), 
D a y  1 s h o ul d b e us e d, b ut if n ot, t h e n D a y -1 4 s h o ul d b e us e d ( a g ai n, if i n t h e c orr e ct f ast e d 
st at e f or t h e s p e cifi c l a b or at or y p ar a m et er) . 

F or vit al si g ns , t h e b as eli n e v al u e t o b e us e d will b e eit h er D a y 1 or D a y -1 4, b ut n ot a n y  
f urt h er b a c k t h a n t his. If p ossi bl e, D a y  1 s h o ul d b e us e d, b ut if t his is missi n g , t h e n D a y - 1 4 
s h o ul d b e us e d. If b ot h D a y -1 4 a n d D a y  1 is missi n g f or a p arti c ul ar p ar a m et er, t h e n t h e 
b as eli n e s h o ul d b e c o nsi d er e d as “ Missi n g ”.

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

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

A n a d v ers e e v e nt will b e c o nsi d er e d tr e at m e nt e m er g e nt r el ati v e t o a gi v e n tr e at m e nt if: 
 T h e e v e nt st arts o n or aft er t h e first d osi n g d a y of d o u bl e -bli n d e d st u d y  m e di c ati o n o n 

D a y  1 [ Visit 5], b ut b ef or e t h e l ast d os e pl us t h e l a g ti m e.  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 fi rst d os e d at e.  If a n A E st arts o n t h e 
s a m e d a y as t h e first d os e d at e, it will b e c o nsi d er e d tr e at m e nt e m er g e nt.
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 A n y  A Es t h at o c c ur aft er si g ni n g I nf or m e d C o ns e nt a n d b ef or e r a n d o mi z ati o n a n d t h e 
first d os e of d o u bl e-bli n d st u d y  m e di c ati o n s h o ul d b e r e c ord e d i n M e di c al Hist or y ; 
wit h o nl y tr e at m e nt e m er g e nt A Es r e p ort e d o n t h e A E C R F p a g e.

T h e eff e cti v e d ur ati o n of tr e at m e nt is d et er mi n e d b y t h e l a g ti m e d efi n e d as t h e Pfi z er 
St a n d ar d of 9 9 9 d a ys p ost l ast d os e of d o u bl e -bli n d e d st u d y  m e di c ati o n (i. e. a n i nfi nit e l a g). 
A n y  t r e at m e nt-e m e r g e nt e v e nt o c c urri n g wit hi n t h e l a g ti m e, w h et h er it o c c urs d uri n g a 
br e a k i n tr e at m e nt or at t h e e n d of tr e at m e nt, will b e attri b ut e d t o t h e assi g n e d r a n d o mi z e d 
r e gi m e n. 

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 A Es. U n d er t his a p pr o a c h, A Es ar e cl assifi e d 
i nt o 1 of 3 ti ers. Diff er e nt a n al ys es will b e p erf or m e d f or diff er e nt ti ers (s e e S e cti o n 6. 6. 1 ).

Ti er 1 e v 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.

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 a r 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 4 p arti ci p a nt s wit h at l e ast o n e o c c urr e n c e i n a n y tr e at m e nt gr o u p.

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.

3. 5. 2. L a b o r at o r y D at a

F or t h e s p e cifi c l a b or at or y p ar a m et ers list e d i n T a bl e 3 b el o w, t h e f oll o wi n g e n d p oi nts will 
b e e v al u at e d usi n g C DI S C a n d Pfi z er st a n d ar ds (C a P S ): 

 A bs ol ut e v al u e a n d c h a n g e fr o m b as eli n e at e a c h visit ( W e e k 2, 4, 6, 8, 1 2, 1 6, 2 4, 3 2, 
4 0, 4 8 a n d F oll o w -u p ). 

 N u m b er of o c c urr e n c es of t h es e a b n or m aliti es d efi n e d as “ Fl a g L e v el ” or “ Al ert 
L e v el ” 

 N u m b er of p arti ci p a nts wit h t h es e a b n or m aliti es d efi n e d a s “ Fl a g L e v el ” or “ Al ert 
L e v el ”

T a bl e 3.  Cli ni c al L a b o r at o r y P a r a m et e rs 

P a r a m et e r Fl a g L e v el * Al e rt L e v el ^ C o n v e nti o n al U nits
F asti n g S er u m Tri gl y c eri d es ≥ 4 0 0 ≥ 6 0 0 m g/ d L

-- ≥ 8 0 0 m g/ d L
Pl at el et C o u nt < 1 0 0 < 7 5 1 0 ^ 9 / L
F asti n g Pl as m a Gl u c os e < 7 0 ≤ 4 9 m g/ d L

≥ 1 4 0 > 2 7 0 m g/ d L
Al a ni n e a mi n otr a nsf er as e ≥ 2 x U L N Pfi z er st d 

fl a g f or P C C
I U/ L

> 3 x U L N Pfiz er st d 
fl a g f or P C C

I U/ L

> 5 x U L N > 8 x U L N IU/ L
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T a bl e 3.  Cli ni c al L a b o r at o r y P a r a m et e rs 

P a r a m et e r Fl a g L e v el * Al e rt L e v el ^ C o n v e nti o n al U nits
As p art at e a mi n otr a nsf er as e ≥ 2 x U L N Pfiz er st d 

fl a g f or P C C
I U/ L

> 3 x U L N Pfiz er st d 
fl a g f or P C C

I U/ L

> 5 x U L N > 8 x U L N IU/ L
Al k ali n e P h os p h at as e ≥ 2 x U L N Pfiz er st d 

fl a g f or P C C
I U/ L

> 3 x U L N Pfiz er st d 
fl a g f or P C C

I U/ L

> 5 x U L N Pfiz er st d 
fl a g f or P C C

I U/ L

G a m m a Gl ut a m yl Tr a nsf er as e > U L N Pfiz er st d 
fl a g f or P C C

I U/ L

T ot al Bilir u bi n > 1. 5 x U L N > 3 x U L N m g/ d L
Dir e ct ( C o nj u g at e d) Bilir u bi n > U L N Pfiz er st d 

fl a g f or P C C
m g/ d L

Esti m at e d gl o m er ul ar filtr ati o n r at e ( e G F R) * * < 6 0 Pfiz er st d 
fl a g f or P C C

m L/ mi n/ 1. 7 3 m 2

< 4 5 Pfiz er st d 
fl a g f or P C C

m L/ mi n/ 1. 7 3 m 2

< 3 0 Pfiz er st d 
fl a g f or P C C

m L/ mi n/ 1. 7 3 m 2

* All fl a g l e v el c h a n g es ar e c u m ul ati v e fr o m b as eli n e ( d efi n e d as r es ult cl os est pri or t o d osi n g at Visit 5 ( D a y 
1); r efl e ct eit h er t hr es h ol d f or e ntr y crit eri a i nt o st u d y or cli ni c all y si g nifi c a nt t hr es h ol ds

^ All al ert c h a n g es ar e c u m ul ati v e fr o m b as eli n e ( d efi n e d as r es ult cl os est pri or t o d osi n g at Visit 5 ( D a y 1); 
v al u es w h e n n ot e d d uri n g t h e st u d y, b y c e ntr al l a b or at or y n e c essit at es r a pi d n otifi c ati o n ( vi a f a x/ e -m ail) t o 
sit e a n d St u d y  Cli ni ci a n 

P C C – P ot e nti al Cli ni c al C o n c er n
U L N – u p p er li mit of n or m al as d et er mi n e d b y t h e c e ntr al l a b or at or y
* * e G F R s h o ul d b e b as e d o n c yst ati n -C – s e e A p p e n di x 2. 4 f or d eri v ati o ns. 

T h e s af et y e v e nts  as d efi n e d i n T a bl e 3 will b e s u m m ari z e d a n d 
t h e fr e q u e n c y of l a b or at or y a b n or m aliti es ( b ot h n u m b er of o c c urr e n c es a n d n u m b er of 
p arti ci p a nt s).

A cr oss all t h e l a b or at or y -r el at e d a n alyt es (f or s af et y a n d p h ar m a c o d y n a mi cs/ bi o m ar k er s),
i n cl usi o n of r es ults w h e n ass ess e d at s c h e d ul e d n o mi n al visits m ust b e ( 1) c oll e ct e d pri or t o 
A M d os e of d o u bl e -bli n d e d st u d y  m e di c ati o n, a n d s h o ul d b e s u m m ari z e d as n ot e d eit h e r f or 
crit eri a ( 2) o r crit eri a ( 3) :

( 2) C oll e cti o n p er mitt e d t o b e n o nf ast e d f or t h e f oll o wi n g a n al y t es a n d will b e p er mitt e d t o 
b e gr o u p e d wit h f ast e d r es ults gi v e n t h at n o nf ast e d st at e is n ot k n o w n t o i m p a ct r es ults
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T a bl e 4. L a b o r at o r y Ass ess m e nts ( n o n-f ast e d)

C h e mist r y p a n el H e m at ol o g y Ot h e r U ri n al ysis
T ot al bilir u bi n
Dir e ct bilir u bi n
I n dir e ct bilir u bi n
Al k P h os
A L T
A S T
G G T
Ur e a Nitr o g e n
Cr e ati ni n e
Uri c a ci d
C al ci u m
T ot al pr ot ei n
Al b u mi n
Cr e ati n e ki n as e
S o di u m
P ot assi u m
Bi c ar b o n at e
C hl ori d e

H e m o gl o bi n
H e m at o crit
R B C
M C V
M C H
M C H C
W B C
N e utr o p hils ( a bs)
L y m p h o c yt es ( a bs)
M o n o c yt es ( a bs)
E osi n o p hils ( a bs)
B as o p hils ( a bs)
Pl at el ets
R eti c ul o c yt e c o u nt %
R eti c ul o c yt e c o u nt

C yst ati n - C ( a n d e G F R 
usi n g C K D -E PI -
C yst ati n -C)
a P T T
P T
I N R
Uri n e -dr u g -t esti n g
S er ol o g y t esti n g
[H B s A g, H C V A b ( a n d 
if p o siti v e, r efl e x H C V 
R N A) , HI V]
Al p h a- 1- a ntitr y psi n
C er ul o pl as mi n
H b A 1 C
hs -C R P
β- h C G
F S H

p H
Pr ot ei n
Gl u c os e
K et o n es
Bilir u bi n
Ur o bili n o g e n
Bl o o d
Nitrit e
L e u k o c yt e est er as e
Mi cr os c o pi c U A

O r

( 3) T h e f oll o wi n g a n al yt es will o nl y  b e i n cl u d e d i n s u m m ar y o ut p uts if c oll e cti o ns ar e
c o nfir m e d t o b e f oll o wi n g a n o v er ni g ht f ast of at l e ast 8 h o urs ( as r e c or d e d o n t h e l a bor at or y
C R F p a g e) as it is w ell k n o w n t h at f asti n g st at us i m p a cts n u m eri c al r es ults ( o r t h er e is 
i ns uffi ci e nt d at a r e g ar di n g eff e ct of m e als o n res ults) .

T a bl e 5. L a b o r a t o r y Ass ess m e nts (f ast e d)

Bi o m a r k e rs Li pi d -r el at e d Ot h e r Bl o o d -
r el at e d

% C D T
Pl as m a Gl u c os e
Pl as m a I ns uli n
T ot al Bil e A ci ds
C K 1 8 -M 3 0
C K 1 8 -M 6 5
Pr o C 3
Pr o C 6
Pl a s m a P C S K 9
I n di vi d u al c o m p o n e nts of E L F S c or e (i e, H A, PIII N P, TI M P -
1)
A di p o n e cti n
I n di vi du al c o m p o n e nts of H O M A -I R (i. e. F asti n g Pl as m a 
Gl u c os e a n d F asti n g Pl as m a I ns uli n)

T ot al c h ol est er ol
H D L - C
Dir e ct L D L - C
Tri gl y c eri d es
Dir e ct V L D L
A p oli p o pr ot ei n A 1
A p oli p o pr ot ei n B t ot al
A p oli p o pr ot ei n B 1 0 0
A p oli p o pr ot ei n B 4 8
A p oli p o pr ot ei n C 3
A p oli p o pr ot ei n E

 
 

 

 

, usi n g t h es e s a m pl es will b e s u m m ari z e d i n a st a n d al o n e r e p ort ( o utsi d e of 
st u d y-l e v el C S R).
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3. 5. 3. Ot h e r St a n d a r d S af et y ot h e r t h a n A Es

I n di vi d u al p arti ci p a nt s’ vit al si g ns m e eti n g t h e crit eri a o utli n e d i n T a bl e 6 of s p e ci al cli ni c al 
c o n c er n, w hi c h ali g n wit h t h e Pfi z er st a n d ar d crit eri a, will b e s u m m ari z e d b y  r a n d o mi z e d 
ar m, as p art of st a n d ar d s af et y- r el at e d o ut p uts. 

T a bl e 6 . Vit al Si g ns t o b e M o nit o r e d

P a r a m et e r Fl a g L e v el * C o n v e nti o n al U nits 
S yst oli c Bl o o d Pr ess ur e (s e at e d) < 9 0 m m H g 

≥ 3 0 c h a n g e fr o m b as eli n e m m H g 
Di ast oli c Bl o o d Pr ess ur e (s e at e d) < 5 0 m m H g 

≥ 2 0 c h a n g e fr o m b as eli n e m m H g 
P uls e r at e (s e at e d) < 4 0 B e ats p er mi n ut e ( b p m )

> 1 2 0 b p m 
* All fl a g l e v el c h a n g es ar e c u m ul ati v e fr o m b as eli n e ( d efi n e d as r es ult cl os est pri or t o d osi n g at Visit 5 ( D a y 
1) 

I n a d diti o n, Pfi z er st a n d ar d crit eri a f or r e p orti n g of c ar di a c c o n d u cti o n i nt er v als will b e 
s u m m ari z e d b y r a n d o mi z e d ar m. 

I n di vi d u al p arti ci p a nt s’ E C Gs m e eti n g t h e crit eri a o utli n e d i n T a bl e 7 , w hi c h ali g n wit h t h e 
Pfi z er st a n d ar d crit eri a, will b e s u m m ari z e d b y r a n d o mi z e d ar m, as p art of st a n d ar d s af et y -r el at e d 
o ut p uts. 

T a bl e 7 . E C G C at e g o ri es

P a r a m et e r Fl a g L e v el * 
M a xi m u m P ost - d os e C orr e ct e d Q T ( Fri d eri ci a 
m et h o d) ( Q T c F) ( ms e c) 

≤ 4 5 0
4 5 0 - ≤ 4 8 0
4 8 0 - ≤ 5 0 0
> 5 0 0

M a xi m u m I n cr e as e fr o m B as eli n e i n Q T c F ( ms e c) ≤ 3 0
3 0 - ≤ 6 0
> 6 0

M a xi m u m P ost -d os e P R ( ms e c) ≥ 3 0 0 
M a xi m u m I n cr e as e fr o m B as eli n e i n P R ( ms e c) 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
M a xi m u m P ost -d os e Q R S ( ms e c) ≥ 1 4 0
M a xi m u m I n cr e as e fr o m B as eli n e i n Q R S ( ms e c) ≥ 5 0 % i n cr e as e
H e art R at e ( b p m) < 4 0

> 1 2 0
* All fl a g l e v el c h a n g es ar e c u m ul ati v e fr o m b as eli n e ( d efi n e d as r es ult cl os est pri or t o d osi n g at Visit 5 ( D a y 
1) 
 Q T c F – d eri v e d b y pr o gr a m mi n g as f oll o ws –

Q T c F (i n m s e c ) = [ Q T (i n m s e c )/[ c u b e r o ot of R R i nt er v al (i n s e c )] wit h R R (i n s e c) = R R (i n 
ms e c) x 1 0 0 0
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I n a d diti o n, c h a n g es i n b a c k gr o u n d m e di c ati o ns (i. e. fi n al T ot al D aily D os e ( T D D) i n t h e 
st u d y, i. e. E n d of Tr e at m e nt, c o m p ar e d t o B as eli n e ( pr e -D a y  1) T D D) f or a g e nts us e d f or 
gl y c e mi c c o ntr ol, li pi d c o ntr ol, or bl o o d pr ess ur e , a n d s el e ct e d ot h er s p e cifi c b a c k gr o u n d 
m e di c ati o ns will b e s u m m ari z e d as f oll o ws:
 D os e i n cr e as e a n d d e cr e as e i n c o n c o mit a nt m e di c ati o n f or gl y c e mi c c o ntr ol , i. e. 

m e di c ati o ns f or

o T y p e 1 a n d 2 Di a b et es

o M etf or mi n d os e c at e g ori es will als o b e s u m m ari z e d b y visit a n d tr e at m e nt gr o u p

o T h e r el e v a nt d at a c a n b e o bt ai n e d fr o m t h e C M 0 0 1 _ 1 p a g e ( A nti-di a b eti c a g e nts 
c at e g or y ) fr o m t h e e C R F.

 D os e i n cr e as e a n d s e p ar at el y d e cr e as e i n c o n c o mit a nt li pi d -m o dif y i n g m e di c ati o ns, i. e. 
m e di c ati o ns f or

o H D L -C d e cr e as e d

o L D L -C i n cr e as e d

o Tri gl y c eri d es i n cr e as e d

o T h e r el e v a nt d at a c a n b e o bt ai n e d fr o m t h e C M 0 0 1 _ 2, 3 a n d 5 p a g es 
( Hy p er c h ol est er ol e mi a c at e g or y) fr o m t h e e C R F.

 D os e i n cr e as e a n d s e p ar at el y d e cr e as e i n c o n c o mit a nt bl o o d pr ess ur e m a n a g e m e nt 
m e di c ati o ns , i. e. m e dic ati o ns f or 

o H y p ert e nsi o n
o T h e r el e v a nt d at a c a n b e o bt ai n e d fr o m t h e C M 0 0 1 _ 4 p a g es ( A nti-h y p ert e nsi o n 

a g e nts c at e g or y ) fr o m t h e e C R F.
 D os e i n cr e as e a n d s e p ar at el y d e cr e as e i n c o n c o mit a nt t h er a pi es r el ati n g t o:

o H y p ot h y r oi dis m
o T h e r el e v a nt d at a c a n b e o bt ai n e d fr o m t h e C M 0 0 1 _ 6 p a g es ( Hy p ot h yr oi dis m 

m e di c ati o ns c at e g or y ) fr o m t h e e C R F.

T o ass ess f or c h a n g es i n al c o h ol c o ns u m pti o n d uri n g t h e st u d y, c h a n g es fr o m b as eli n e i n t h e 
Al c o h ol us e dis or d ers i d e ntifi c at i o n t est (A U DI T ) q u esti o n n air e t ot al s c or e a n d t h e A bs ol ut e
V al u e i n P er c e nt c ar b o h y dr at e d efi ci e nt tr a nsf erri n r el ati v e t o t ot al tr a nsf erri n (% C D T ), will 
als o b e s u m m ari z e d d es cri pti v el y o v er ti m e .

D r u g -I n d u c e d Li v e r I nj u r y ( DI LI) a n d H y’s L a w C rit e ri a  
A s u m m ar y  t a bl e will c at e g ori z e 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 i n e a c h tr e at m e nt 
gr o u p w h o m e et t h e   crit eri a, d efi n e d diff er e ntl y  f or p arti ci p a nts wit h N or m al b as eli n e 
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a n d A b n or m al b as eli n e (s e e A p p e n di x 6 of pr ot o c ol f or d efi niti o n of p ot e nti al H y ’s L a w a n d 
P ot e nti al DI LI )

P arti ci p a nt s m e eti n g t h e A S T/ A LT a n d T Bili crit eri a will b e c at e g ori z e d as p ot e nti al H y ’s 
L a w c as es, a n d p arti ci p a nt s w h o m e et t h e A S T/ A L T crit eri a b ut n ot t h e T Bili crit eri a will b e 
c at e g ori z e d as p ot e nti al DI LI c as es.

e Dis h pl ots will b e pr o d u c e d ( P e a k A L T vs P e a k T Bili a n d P e a k A S T vs P e a k T Bili), wit h 
s e ct ors d eli n e at e d b y t h e f oll o wi n g li n es t o i n di c at e el e v ati o ns i n A L T, A S T a n d T Bili:

 t w o v erti c al li n e s at t h e p oi nt at w hi c h P e a k A L T ( or A S T) = 3 x U L N a n d at 8 x
U L N

 a h ori z o nt al li n e at t h e p oi nt at w hi c h P e a k T ot al Bilir u bi n = 1 x U L N a n d at 2 x U L N

S e p ar at e pl ots will b e pr o d u c e d f or e a c h tr e at m e nt gr o u p, wit h m al es a n d f e m al es i d e ntifi e d 
usi n g diff er e nt s y m b ols.

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

F or p ur p os es of a n al ysis, t h e f oll o wi n g a n al ysis s ets ar e d efi n e d:

N ot e t h at p arti ci p a nt s r a n d o mi z e d at sit es t er mi n at e d b y  t h e S p o ns or f or G o o d Cli ni c al 
Pr a cti c e ( G C) n o n -c o m pli a n c e will n ot h a v e t h eir d at a i n cl u d e d i n a n y s u m m ar y o ut p uts or 
a n al ys es (i. e. th e y  will b e e x cl u d e d fr o m t h e E v al u a bl e a n d S af et y A n alys is S ets), b ut t h eir 
d at a will b e r et ai n e d i n listi n gs as p art of t h e All R a n d o mi z e d P ar ti ci p a nts s et b el o w.

T a bl e 8. A n al ysis S et D efi niti o ns

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

E nr oll e d All p arti ci p a nts w h o si g n t h e I C D a n d ar e e nr oll e d i nt o t h e M ai n 
st u d y

R a n d o ml y assi g n e d t o 
i n v esti g ati o n al pr o d u ct

All r a n d o miz e d p arti ci p a nts

E v al u a bl e (i. e. F ull A n al ysis 
S et)

D efi n e d a c c or di n g t o t h e F ull A n al ysis S et:

All r a n d o miz e d p arti ci p a nts w h o t a k e at l e ast 1 d os e of i n v esti g ati o n al 
pr o d u ct w h o h a v e pr o vi d e d b as eli n e d at a f or t h e pri m ar y e n d p oi nt (i. e. 
e v al u a bl e b as eli n e bi o ps y d at a). 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 tr e at m e nt gr o u p t h e y ar e r a n d o miz e d t o.

 T h e o nl y e x c e pti o n t o t his is f or p arti ci p a nts r a n d o miz e d b ef or e
P r ot o c ol A m e n d m e nt 1 is e n a ct e d w h o ar e r a n d o miz e d t o eit h er of
t h e 2 Q D d osi n g r e gi m e ns of D G A T 2i al o n e, will b e a n al yz e d
u n d e r t h e c orr es p o n di n g D G A T 2i BI D tr e at m e nt gr o u p.

S af et y All p arti ci p a nts w h o t a k e at l e ast 1 d os e of i n v esti g ati o n al pr o d u ct. 
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 tr e at m e nt t h e y a ct u all y 
r e c ei v e d.

 T h e o nl y e x c e pti o n t o t his is f or p arti ci p a nts r a n d o miz e d b ef or e
P r ot o c ol A m e n d m e nt 1 is e n a ct e d w h o ar e r a n d o miz e d t o eit h er of
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T a bl e 8 . A n al ysis S et D efi niti o ns

t h e 2 Q D d osi n g r e gi m e ns of D G A T 2i al o n e, will b e a n al yz e d 
u n d e r t h e c orr es p o n di n g D G A T 2i BI D tr e at m e nt gr o u p.

D efi n e d A n al ysis D at a S et ( at 
t h e d at a l e v el) – e n d p oi nt 
s p e cifi c

D es cri pti o n

All bi o ps y -d eri v e d e n d p oi nts

Bi o ps y -b as e d C o m p osit e 
Esti m a n d

If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e st u d y d u e t o l a c k of 
effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, t h e y will b e c o nsi d er e d t o b e a n o n -r es p o n d er . If 
t h e y wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of 
effi c a c y or t ol er ati o n) a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or 
W e e k 4 8, t h es e d at a w ill b e utiliz e d t o d et er mi n e w h et h er t h e y ar e a 
r es p o n d er or n ot.

Bi o p s y -b as e d C o m p osi t e 
Esti m a n d f or ‘ W ors e ni n g fr o m 
B as eli n e’ e x pl or at or y li v er 
bi o ps y e n d p oi nts

If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e st u d y d u e t o l a c k of 
effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, t h e y will b e c o nsi d er e d t o b e a r es p o n d er . If a 
p arti ci p a nt i m pr o v e s or r e mai ns t h e s a m e c o m p ar e d t o b as eli n e, t h e n 
t h at p arti ci p a nt will b e t er m e d as a n o n-r es p o n d er. If t h e y wit h dr a w 
fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y or 
t ol er ati o n) a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, 
t h es e d at a will b e utili z e d t o d et er mi n e w h et h er t h e y ar e a r es p o n d er or 
n ot.

Bi o ps y -b a s e d H y p ot h eti c al
Esti m a n d

A n y a v ail a bl e bi o ps y d at a f or all p arti ci p a nts c oll e ct e d b ef or e or at t h e 
ti m e of tr e at m e nt wit h dr a w al will b e i n cl u d e d i n t h e a n al ysis, e v e n if 
t h e y h a v e wit h dr a w n fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n. 
E n d p oi nt d at a c oll e ct e d aft er tr e at m e nt wit h dr a w al will b e c e ns or e d.
T his a n al ysis will b e c arri e d o ut u n d er t h e ass u m pti o n t h at missi n g 
d at a at W e e k 4 8 ar e missi n g at r a n d o m c o n diti o n al o n d os e a n d t h e 
str at a f or m e d b y t h e c o v ari at es 

All M RI -P D F F -d eri v e d e n d p oi nts (i n I m a gi n g S u bst u d y)

M RI -b a s e d H y p ot h eti c al 
Esti m a n d

A n y a v ail a bl e M RI d a t a f or all p arti ci p a nts c oll e ct e d b ef or e or at t h e 
ti m e of tr e at m e nt wit h dr a w al will b e i n cl u d e d i n t h e a n al ysis, e v e n if 
t h e y h a v e wit h dr a w n fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n. 
E n d p oi nt d at a c oll e ct e d aft er tr e at m e nt wit h dr a w al will b e c e ns or e d.
M issi n g d at a at W e e k 4 8 will n ot b e i m p ut e d. M M R M a dj ust e d f or 
c o v ari at es will b e us e d t o o bt ai n L S m e a n esti m at e at W e e k 4 8 f or 
e a c h d os e, w hi c h will t h e n b e us e d i n fitti n g t h e B a y esi a n E m a x m o d el 

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

I n or d er t o ass ess tr e at m e nt mis all o c ati o ns , dr u g d osi n g i nf or m ati o n will b e c oll e ct e d. 
Tr e at m e nt mis all o c ati o ns will b e h a n dl e d as f oll o ws. If a p arti ci p a nt is: 

 R a n d o mi z e d b ut n ot tr e at e d (i. e. if t h e p arti ci p a nt h as a r a n d o mi z ati o n n u m b er b ut n o 
tr e at m e nt or P K d at a) , t h e n t h e p arti ci p a nt will b e e x cl u d e d fr o m all t h e st atisti c al 
a n al ys es. 

 R a n d o mi z e d b ut t o o k i n c orr e ct tr e at m e nt, t h e n t h e p arti ci p a nt will b e r e p ort e d u n d er 
his/ h er r a n d o mi z e d gr o u p f or all effi c a c y a n al ys e s . T h e p arti ci p a nt will b e r e p ort e d f or 
s af et y a n d P h ar m a c o ki n eti c (P K ) a n al ys is u n d er his/ h er a ct u al r a n d o mi z e d ar m. 

 P arti ci p a nts r a n d o mi z e d t o t h e i n c orr e ct str at u m at b as eli n e will b e all o c at e d t o t h e 
c orr e ct str at u m f or a n al ys es usi n g S C R 2 bi o p s y  eli gi bilit y  r es ults c oll e ct e d i n t h e s t u d y.

 Tr e at e d b ut n ot r a n d o mi z e d, t h e n b y  d efi niti o n t h e p arti ci p a nt will b e e x cl u d e d fr o m t h e 
effi c a c y  a n alys es si n c e r a n d o mi z e d ar m is missi n g, b ut will b e r e p ort e d u n d er t h e d osi n g 
r e gi m e n t h e y a ct u all y r e c ei v e d f or all s af ety a n d P K a n al ys es. 

N ot e: P a rti ci p a nts r a n d o mi z e d t o eit h er of t h e 2 Q D d osi n g r e gi m e ns of D G A T 2i will b e 
a n al y z e d a c c or di n g t o t h e c orr es p o n di n g BI D d osi n g r e gi m e n of D G A T 2i al o n e ( m ai nt ai ni n g 
t h e s a m e t ot al d ail y d os e). If a p arti ci p a nt h as b e e n r e -s cr e e n e d t h e n t h e y will o nl y b e 
c o u nt e d o n c e i n all s u m m ari es u n d er t h e ori gi n al u ni q u e S SI D # . I nf or m ati o n c oll e ct e d o n t h e 
D e m o gr a p h y p a g e of t h e C R F c a n b e us e d t o d et er mi n e a n y pr e vi o us p arti ci p a nt I D t h at a 
p arti ci p a nt m a y  h a v e b e e n s cr e e ne d u n d er i n t his st u d y.  

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

T h e st u d y  will b e a n aly z e d a n d r e p ort e d o n c e all r a n d o mi z e d p arti ci p a nt s h a v e c o m pl et e d t h e 
st u d y ( or dis c o nti n u e d), a n d f oll o wi n g st u d y-l e v el d at a s et r el e as e .

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

T h e r e ar e n o f or m al hy p ot h esis t ests pl a n n e d f or t his st u d y, a n d a s u m m ar y  of t h e g e n er al 
a n al ys is m et h o d ol o gi es t o b e utili z e d is s h o w n in T a bl e 9 b el o w . 

T a bl e 9 . S u m m a r y of A n al ysis M et h o ds

T r e at m e nt D os e g r o u p C o m p a r at o r P ri m a r y A n al ysis M et h o d ol o g y f o r e a c h 
c o m p a ris o n

Pl a c e b o Pl a c e b o - -

D G A T 2i 2 5 m g BI D Pl a c e b o B a y esi a n E m a x D R m o d elli n g /E R m o d elli n g

7 5 m g BI D Pl a c e b o B a y esi a n E m a x D R m o d elli n g /E R m o d elli n g

1 5 0 m g BI D Pl a c e b o B a y esi a n E m a x D R m o d elli n g /E R m o d elli n g

3 0 0 m g BI D Pl a c e b o B a y esi a n E m a x D R m o d elli n g /E R m o d elli n g
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T a bl e 9 . S u m m a r y of A n al ysis M et h o ds

T r e at m e nt D os e g r o u p C o m p a r at o r P ri m a r y A n al ysis M et h o d ol o g y f o r e a c h 
c o m p a ris o n

D G A T 2i + A C Ci 1 5 0 m g BI D + 5 
m g BI D

1 5 0 m g BI D P air wis e c o m p aris o n ( L o gisti c R e gr essi o n or 
A N C O V A) / Li n e ar D R m o d elli n g (if 
r e q uir e d)

3 0 0 m g BI D + 
1 0 m g BI D

3 0 0 m g BI D P air wis e c o m p aris o n ( L o gisti c R e gr essi o n or 
A N C O V A) / Li n e ar D R m o d elli n g (if 
r e q uir e d)

All 9 0 % cr e di bl e or c o nfi d e n c e i nt er v als a n d 5 0 % c o nfi d e n c e i nt er v als will b e ass ess e d as 
o n e- si d e d.

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

F or t h e ass ess m e nt of d os e -r es p o ns e, t h e f oll o wi n g BI D tr e at m e nt gr o u ps ( at a mi ni m u m) 
will b e i n cl u d e d i n a B a y esi a n E m a x d os e -r es p o ns e m o d el:

 Pl a c e b o

 D G A T 2i 2 5 m g BI D 

 D G A T 2i 7 5 m g BI D – i n cl u di n g t h os e r a n d o mi z e d t o 1 5 0 m g Q D

 D G A T 2i 1 5 0 m g BI D – i n cl u di n g t h os e r a n d o mi z e d t o 3 0 0 m g Q D

 D G A T 2i 3 0 0 m g BI D

Ot h er tr e at m e nt gr o u ps will b e a n al y z e d t o ass ess t h e c o m p aris o ns as s h o w n b el o w:

 D G A T 2i 1 5 0 m g BI D + A C Ci 5 m g BI D vs Pl a c e b o a n d vs D G A T 2i 1 5 0 m g BI D

 D G A T 2i 3 0 0 m g BI D + A C Ci 1 0 m g BI D vs Pl a c e b o a n d vs D G A T 2i 3 0 0 m g BI D

5. 2. 1. A n al ys es f o r Bi n a r y E n d p oi nts

D os e R es p o ns e A n al ys es

F or bi n ar y  (r es p o n d er) e n d p oi nts i n t h e st u d y, t o b e a n al y z e d u n d er a c o m p osit e esti m a n d 
str at e g y all c as es of wit h dr a w al fr o m tr e at m e nt f or l a c k of effi c a c y or t ol er ati o n or if a W e e k 
4 8 bi o ps y  is n ot p erf or m e d will b e c o nsi d er e d t o b e n o n -r es p o n d ers. S u c h e n d p oi nts will b e 
a n al yz e d b y fitti n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. T his m o d el will b e ut iliz e d t o 
c h ar a ct eriz e t h e d os e r es p o ns e a cr oss all BI D tr e at m e nt gr o u ps, t o esti m at e t h e pr o p orti o n of 
r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al ) f or e a c h BI D d os e st u di e d, a n d t o esti m at e t h e 
pl a c e b o - a dj ust e d pr o p orti o n of r es p o n d ers f or e a c h d os e ( a n d 9 0% c r e di bl e i nt er v al ). If t h e 
E m a x d os e -r es p o ns e m o d el c a n n ot b e fitt e d t o t h e d at a, t h e n ot h er m o d els t h at all o w d os e 
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r es p o ns e t o b e esti m at e d will b e fitt e d, i e, li n e ar, l o g -li n e ar or e x p o n e nti al. 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.

T h e 3 p ar a m et er E m a x m o d el will b e fit t e d t o t h e r es p o ns e at W e e k 4 8 o n pl a c e b o a n d all 
D G A T 2i m o n ot h er a p y BI D d os es – t h e a ct u al d os e t o b e m o d ell e d s h o ul d b e t h e T ot al D ail y 
D os e (i. e. BI D d os e * 2) . If t h e m o d el c o n v er g es, m o d el esti m at e d p ar a m et ers will b e 
pr es e nt e d al o n g wit h t h eir 9 0 % cr e di bl e i nt er v als. T h e m o d el pr oj e ct e d pl a c e b o a dj ust e d 
tr e at m e nt eff e ct f or e a c h BI D d o s e (i. e. T ot al D ail y  D o s e) will als o b e pr es e nt e d al o n g wit h 
t h eir cr e di bl e i nt er v als. 

T h e B a y esi a n esti m ati o n of t h e E m a x m o d el us es pri or distri b uti o ns o n t h e pl a c e b o r es p o ns e
( E 0), d os e t h at pr o d u c es h alf m a xi m al dr u g eff e ct ( E D5 0 ) a n d E m a x p ar a m et ers.  T h e 
s p e cifi c ati o n of t h e E m a x m o d el a n d t h e pri or distri b uti o ns f or s o m e of its p ar a m et ers ar e 
b as e d o n t hr e e m et a -a n al y s es of cli ni c al d os e r es p o ns e fr o m m or e t h a n 1 0 0 c o m p o u n ds 
(T h o m as, 2 0 1 4 ; T h o m as & R o y, 2 0 1 7 ; W u, 2 0 1 7 ).  
T h e D G A T 2i E D 5 0 f or t h e hist ol o gi c al -b as e d pri m ar y  e n d p oi nt h as b ee n ass u m e d t o b e 
sli g htl y hi g h er t h a n t h e pr oj e ct e d E C5 0 f or r e d u cti o n i n li v er f at w hi c h w as esti m at e d fr o m a 
pr eli mi n ar y  p o p ul ati o n p h ar m a c o ki n eti c m o d el b as e d o n pr e vi o us cli ni c al st u di es wit h 
D G A T 2i. T h er ef or e, t h e D G A T 2i E D 5 0 w as esti m at e d t o b e a p pr o xi m at el y  3 0 m g BI D ( T D D 
= 6 0 m g) . T h e s u bst a nti al u n c ert ai nt y i n E D 5 0 v al u es w as ass ess e d i n t h e m et a -a n al y s es of 
cli ni c al d os e r es p o ns e st u di es ( T h o m as, 2 0 1 4 ). T h er ef or e, b as e d o n t h e m et a-a n al ys es, a 
s c al e d t -distri b uti o n ( w it h 5 d e gr e es of fr e e d o m) is pl a n n e d t o b e us e d t h at is f o c us e d o n t h e 
i niti al pr oj e ct e d E D5 0 = 3 0 m g BI D, wit h a s c al e p ar a m et er of 0. 6.  A n or m al pri or distri b uti o n 
f or t h e l o git of t h e pl a c e b o r es p o ns e c e nt er e d at l o git( 0. 1 6) wit h a pri or st a n d ar d d e vi atio n of 
2. 0 (l o gisti c s c al e) is pl a n n e d t o b e us e d, w hi c h yi el ds a w e a k diff us e pri or distri b uti o n f or 
t h e pl a c e b o r es p o ns e.  A n or m al pri or distri b uti o n f or t h e E m a x p ar a m et er will als o b e us e d, 
c e ntr e d o n t h e a nti ci p at e d E m a x ( 0. 6) o n t h e l o gisti c s c al e. T his pri or distri b uti o n will als o b e 
diff us e o n t h e l o gisti c s c al e wit h a pri or st a n d ar d d e vi ati o n of 2. 0.

T h e pr o p orti o n of pri m ar y e n d p oi nt r es p o n d ers i n e a c h tr e at m e nt gr o u p will b e a n al y z e d b y 
fitti n g a B a yesi a n E m a x m o d el t o t h e d at a t o c h ar a ct eri z e t h e d os e r es p o ns e a cr oss all 
tr e at m e nt gr o u ps a n d t o esti m at e t h e pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or 
e a c h d os e st u di e d, a n d t o esti m at e t h e pl a c e b o -a dj ust e d pr o p orti o n of r es p o n d ers f or e a c h 
d os e ( a n d 9 0 % cr e di bl e i nt er v al). If a n E m a x m o d el c a n n ot b e fitt e d t o t h e d at a, t h e n ot h er 
m o d els t h at all o w d os e r es p o ns e t o b e esti m at e d will b e fitt e d, i. e. li n e ar, l o g -li n e ar or 
e x p o n e nti al.

N ot e t h at a si mil ar m et h o d ol o g y will b e us e d f or t h e e x pl or at or y  ‘ w ors e ni n g fr o m b as eli n e’ 
li v er bi o ps y e n d p oi nts, b ut f or t his E sti m a n d 3. 1 will b e utili z e d .

P air wis e Tr e at m e nt C o m p aris o ns

T h e c o m p aris o n of t h e pr o p orti o n of r es p o n d ers f or bi n ar y  r es p o n d er e n d p oi nts f or D G A T 2i 
BI D d os es vs pl a c e b o, a n d D G A T 2i + A C Ci BI D d os es vs pl a c e b o a n d c orr es p o n di n g 
D G A T 2i BI D m o n ot h er a p y  d os es will b e a n al yz e d usi n g l o gisti c r e gr essi o n m o d els, 
i n cl u di n g b as eli n e ( S C R 2 Eli gi bilit y) fi br osis st a g e ( F 2/F 3) as a f a ct or, t o esti m at e t h e 
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pr o p orti o n of r es p o n d ers i n e a c h tr e at m e nt gr o u p a n d o d ds r ati o a n d ris k diff er e n c e ( a n d 
c orr es p o n di n g 9 0 % C Is) f or e a c h tr e at m e nt c o m p aris o n. Ris k diff er e n c e a n d 2- si d e d 9 0 % 
c o nfi d e n c e i nt er v al f or ris k diff er e n c e will b e c al c ul at e d b y  usi n g t h e o bs er v e d pl a c e b o r at e 
a n d esti m at e d o d ds r ati o fr o m t h e l o gisti c r e gr essi o n m o d el.  F or c o m p aris o ns of 
D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y d os es c orr es p o n di n g 
5 0 % CI will als o b e pr o vi d e d. 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.

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

D os e R es p o ns e A n al ys es

C o nti n u o us e n d p oi nt s will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el, fitt e d t o 
L S m e a ns o bt ai n e d fr o m t h e M M R M m o d el fitt e d t o t h e c o nti n u o us e n d p oi nt t o b e a n al y z e d . 
T his B a y esi a n E m a x m o d el will b e utili z e d t o c h ar a ct eri z e t h e d os e r es p o ns e a cr oss all BI D 
tr e at m ent gr o u ps, t o esti m at e t h e p ost eri or m e a n r el ati v e c h a n g e fr o m b as eli n e ( a n d 9 0 % 
cr e di bl e i nt er v al ) f or e a c h BI D d os e st u di e d, a n d t o esti m at e t h e pl a c e b o-a dj ust e d p ost eri or 
m e a n r el ati v e c h a n g e fr o m b as eli n e f or e a c h d os e ( a n d 9 0 % cr e di bl e i nt er v al ). If t h e Em a x

d os e -r es p o ns e m o d el c a n n ot b e fitt e d t o t h e d at a, t h e n ot h er m o d els t h at all o w d os e r es p o ns e 
t o b e esti m at e d will b e fitt e d, i e, li n e ar, l o g-li n e ar or e x p o n e nti al. 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.

A pri or of % f or t h e pl a c e b o r es p o ns e h as b e e n esti m at e d fr o m t h e   st u d y a n d a 
pri or st a n d ar d d e vi ati o n of  ti m es t h e r esi d u al S D fr o m t h e M M R M m o d el will b e us e d, 
w hi c h y i el ds a w e a k diff us e pri or distri b uti o n f or t h e pl a c e b o r es p o ns e.  T h e m e a n of t h e 
pri or distri b uti o n of t h e diff er e n c e i n r es p o ns e b et w e e n t h e t ar g et d os e a n d pl a c e b o is s et t o 
z er o s o t h at t h e pri or of t h e m e a n diff er e n c e o v er pl a c e b o is c e ntr e d at n o eff e ct. T h e S D of 
t h e pri or distri b uti o n of t h e diff er e n c e i n r es p o ns e b et w e e n t h e tar g et d os e a n d pl a c e b o will 
b e  ti m es t h e r esi d u al S D fr o m t h e M M R M m o d el.

P air wis e Tr e at m e nt C o m p aris o ns

T o esti m at e p air wis e tr e at m e nt c o m p aris o n s f or D G A T 2i BI D d os es vs pl a c e b o, a n d 
D G A T 2i + A C Ci BI D d os es vs pl a c e b o a n d c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y d os es, 
c o nti n u o us e n d p oi nts will b e a n al yz e d usi n g a n A N C O V A p erf or m e d o n l o g -tr a nsf or m e d 
r el ati v e c h a n g e fr o m b as eli n e wit h tr e at m e nt ( w h er e r el ati v e c h a n g e fr o m b as eli n e = p ost 
b as eli n e v al u e/ b as eli n e v al u e) a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors, a n d l o g -
tr a nsf or m e d b as eli n e v al u e of t h e e n d p oi nt as a c o v ari at e. Esti m at es of t h e m e a n r el ati v e 
c h a n g es f or e a c h tr e at m e nt c o m p aris o n a n d t h e c orr es p o n di n g 9 0 % CI will b e o bt ai n e d fr o m 
t h e m o d el. T h e L S m e a n r el ati v e c h a n g es ( R C) a n d t h eir C Is will b e e x p o n e nti at e d , a n d 
p er c e nt c h a n g e will t h e n b e d et er mi n e d as f oll o ws: P er c e nt c h a n g e = 1 0 0 * ( R C – 1) .  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D vs t h e c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y d os es 
t h e c orr es p o n di n g 5 0 % CI will als o b e pr o vi d e d. N o a dj us t m e nt f or m ulti pl e c o m p aris o ns 
will b e m a d e.

D es cri pti v e s u m m ari es of t h e o bs er v e d v al u es a n d p er c e nt c h a n g e fr o m b as eli n e f or e a c h 
tr e at m e nt gr o u p will als o b e pr o d u c e d.
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Tr e at m e nt eff e cts o v er ti m e

A M i x e d-eff e cts m o d el wit h r e p e at e d m e as ur es (M M R M ) will b e us e d f or t h e a n al ysis of 
c o nti n u o us e n d p oi nts wit h m or e t h a n o n e p ost -b as eli n e c oll e cti o n ti m e p oi nt. All o bs er v e d 
d at a c oll e ct e d d uri n g t h e p ost -b as eli n e tr e at m e nt p eri o d will b e utiliz e d , i n cl u di n g f oll o w- u p 
d at a i n or d er t o ass ess t h e i m p a ct of st o p pi n g tr e at m e nt o n t h e e n d p oi nt . T h e 
M M R M a n al ysis will b e p erf or m e d wit h tr e at m e nt, st u d y w e e k ( n o mi n al ti m e p oi nt) a n d 
tr e at m e nt- b y-st u d y w e e k i nt er a cti o n as fi x e d eff e cts, a n d b as eli n e v al u e of t h e a n al ysis 
e n d p oi nt as a c o v ari at e , b as eli n e ( S C R 2 Eli gi bilit y) fi br osis st a g e ( F 2/ F 3) a s a f a ct or. If t h e 
e n d p oi nt b ei n g a n al yz e d is l o g -tr a nsf or m e d, t h e b as eli n e v al u e of t h e a n al ysis e n d p oi nt will 
als o b e l o g -tr a nsf or m e d. R e p e at e d m e as ur es m o d el wit h u nstr u ct ur e d c o v ari a n c e m atri x will 
b e utili z e d. If t his d o es n ot c o n v er g e t h e n c o m p o u n d s y m m etr y str u ct ur e will b e c o nsi d er e d. 
A d diti o n all y, t h e n u m b er of c o v ari at es m a y b e r e d u c e d t o i m pr o v e m o d el fit. Esti m at es of 
tr e at m e nt eff e cts will b e ass ess e d usi n g L e ast S q u ar e M e a ns (L S Ms ) a n d CIs at e a c h ti m e 
p oi nt. L S M diff er e n c e f or e a c h c o m p aris o n al o n g wit h t h e c orr es p o n di n g 9 0 % CI will b e 
pr o vi d e d. F or l o g -tr a nsf or m e d e n d p oi nts, th e m e a n r el ati v e c h a n g es ( R C) a n d t h eir C Is will 
b e e x p o n e nti at e d a n d p er c e nt c h a n g e will t h e n b e d et er mi n e d as f oll o ws : P er c e nt c h a n g e = 
1 0 0 * ( R C – 1).  If t h er e ar e m aj or d e vi ati o ns fr o m t h e st atisti c al ass u m pti o ns u n d erl yi n g t his 
m o d el t h e n alt er n ati v e tr a nsf or m ati o ns ( e g, l o g) or n o n -p ar a m etri c a n al ys es m a y b e 
pr es e nt e d.

5. 2. 3. A n al ys es f o r C at e g o ri c al E n d p oi nts

N ot a p pli c a bl e

5. 2. 4. A n al ys es f o r Ti m e -t o- E v e nt E n d p oi nt s

T h e o c c urr e n c e of a dj u di c at e d ti m e-t o-e v e nt e n d p oi nts o v er ti m e u p t o W e e k 4 8 will b e 
s u m m ariz e d d es cri pti v el y b y tr e at m e nt gr o u p.

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

F or c o m p osit e esti m a n ds, if a p arti ci p a nt dis c o nti n u e s tr e at m e nt or fr o m t h e st u d y  d u e t o l a c k 
of effi c a c y  or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e a n y e v al u a bl e W e e k 4 8 
Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er (i. e. r es p o ns e will b e i m p ut e d as 
‘ n o n-r es p o ns e’). If t h e y wit h dr a w fr o m t h e st u d y f or ot h er r e as o ns ( n ot r el at e d t o l a c k of 
effi c a c y  or t ol er ati o n) a n d h a v e e v al u a bl e bi o psy d at a at wit h dr a w al or W e e k 4 8, t h es e d at a 
will b e utili z e d t o d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

F or h y p ot h eti c al esti m a n ds , f or t h e bi o ps y r es p o n d er e n d p oi nts, a n al ys is will b e c arri e d o ut 
u n d er t h e ass u m pti o n t h at missi n g d at a at W e e k 4 8 ar e missi n g at r a n d o m c o n diti o n al o n 
d os e a n d t h e str at a f or m e d b y t h e c o v ari at es ., T h e u n c o n diti o n al esti m at e of tr e at m e nt eff e ct
wil l b e o bt ai n e d t hr o u g h c o v ari at e a dj ust m e nt (i e, a v er a g e d o v er str at a f or m e d b y b as eli n e 
fi br osis st at us ( F 2/ F 3) a n d m et a b oli c st at us ( wit h or wit h o ut T 2 D M)). F or t h e c o nti n u o us 
e n d p oi nt (i. e. p er c e nt a g e c h a n g e fr o m b as eli n e i n li v er f at), missi n g d at a at W e e k 4 8 will n ot 
b e i m p ut e d. M M R M a dj ust e d f or c o v ari at es will b e us e d t o o bt ai n L S  m e a n esti m at e at W e e k 
4 8 f or e a c h d os e, w hi c h will t h e n b e us e d i n fitti n g t h e B a yesi a n E m a x m o d el .
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F or q u a ntit ati v e bi o ps y a n al ys es, i f t h e S C R 2 C h a n g e fr o m B as eli n e bi o p s y ass ess m e nt is 
d e e m e d t o b e ‘ N o n -e v al u a bl e’ t h e S C R 2 El igi bilit y  bi o p s y ass ess m e nt will b e us e d i nst e a d. If 
t h e W e e k 4 8 C h a n g e fr o m B as eli n e bi o ps y ass ess m e nt is d e e m e d t o b e ‘ N o n -e v al u a bl e’ , t h e 
W e e k 4 8 I P V bi o ps y ass ess m e nt will b e us e d i nst e a d (if t his is a v ail a bl e, as n ot all 
p arti ci p a nts h a d a W e e k 4 8 I P V ass ess m e nt).

T a bl e 1 0 . H a n dli n g n o n - e v al u a bl e hist ol o gi c al c h a n g e -f r o m-b as eli n e d at a 

S c e n a ri o H a n dli n g

C F B -S C R = n o n e v al u a bl e (f or 
N A S or fi br osis c o m p o n e nt( s) 
r e q uir e d f or e n d p oi nt)

 Utili z e S C R 2 eli gi bilit y r e s ult s f or w hi c h e v er c o m p o n e nt(s) is/ ar e 
n o n e v al u a bl e (i e, c o ns e ns us r es ults if a v ail a bl e); if o nl y p ar all el is 
a v ail a bl e, s el e ct r es ults fr o m p at h ol o gists t h at h a d b ot h t h e l o west
N A S s c or e a n d / or l o we st fi br osis st a g e

 Q u alit ati v e ass ess m e nt will o nl y i n cl u d e d at a fr o m w hi c h e v er
c o m p o n e nt is e v al u a bl e, if a n y ( eit h er N A S c o m p o n e nts or fi br osis)

C F B -W k 4 8/ D C = n o n e v al u a bl e 
(f or N A S or fi br osis 
c o m p o n e nt(s) r e q uir e d f or 
e n d p oi nt)

 If c as e di d n ot c o m pl et e I P V  c o u nt as n o n -r es p o n d er 
 If c as e c o m pl et e d I P V, utili z e W e e k 4 8 -I P V r es ults f or w hi c h e v er 

c o m p o n e nt(s) i s/ar e n o n e v al u a bl e as W e e k 4 8 r es ult i n C F B (i e, 
I P V c o ns e ns us r es ults if a v ail a bl e); if o nl y p ar all el is a v ail a bl e, 
s el e ct r es ults fr o m p at h ol o gist t h at h a d hi g h est N A S s c or e a n d/ or 
fi br osis st a g e

 Q u alit ati v e ass ess m e nt will o nl y i n cl u d e d at a fr o m w hi c h e v er 
c o m p o n e nt is e v al u a bl e, if a n y ( eit h er N A S c o m p o n e nts or fi br osis)

O bs er v e d c as es (i n cl u di n g a ny alt er n ati v e c as es utili z e d f or a n al ysis as d es cri b e d a b o v e) will 
b e us e d w h e n a n al y z i n g v ari a bl es usi n g a n M M R M .

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

P K C o n c e nt r ati o ns b el o w t h e li mit of q u a ntifi c ati o n

 I n all 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. In listi n gs B L Q v al u es will b e r e p ort e d as “ < L L Q ”, w h er e L L Q 
will b e r e pl a c e d wit h t h e v al u e f or t h e l o w er li mit of q u a ntifi c ati o n.

D e vi ati o ns, missi n g c o n c e nt r ati o ns, a n d a n o m al o us v al u es f o r P K

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 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 visit wi n d o w 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.

N ot e t h at s u m m ar y  st atisti cs will n ot b e pr es e nt e d at a p arti c ul ar visit if m or e t h a n 5 0 % of t h e 
P K d at a ar e missi n g.
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Effi c a c y a n d P h a r m a c o d y n a mi c (P D ) e n d p oi nts

 Missi n g d at a f or all effi c a c y  a n d P D e n d p oi nts will b e tr e at e d as s u c h a n d n o i m p ut e d 
v al u es will b e d eri v e d w h e n pr es e nti n g d es cri pti v e st atisti cs at s c h e d ul e d ass ess m e nts.

 C o n c e ntr ati o ns b el o w L o w er Li mit of Q u a ntifi c ati o n ( L L Q) will b e s et t o h alf -L L Q (i e 
L L Q/ 2) f or s u m m ar y  o ut p uts; i n listi n gs B L Q v al u es will b e r e p ort e d as “ < L L Q ”. 

 D eri v e d d at a b y c al c ul ati o n ( e g i n dir e ct bilir u bi n) will n ot f oll o w t h e r ul e d es cri b e d 
a b o v e a n d will b e r e p ort e d as < L L Q (i n listi n gs) wit h a d eri v e d v al u e of ( < n e g ati v e 
v al u e > mi n us 0. 0 0 0 1 = p ositi v e v al u e) w h e n g e n er ati n g s u m m ar y  st atisti cs, as r e q uir e d.

 A n y  v al u es a b o v e t h e U p p er Li mit of Q u a ntifi c ati o n ( U L Q) will b e assi g n e d t o t h e U L Q 
f or di s pl a y  p ur p os es i n fi gur es a n d f or c o m p ut ati o n of s u m m ar y  st atisti cs; i n listi n gs 
U L Q v al u es will b e r e p ort e d as “ > U L Q ”.

 L a b or at or y p ar a m et ers t h at ar e n ot c orr e ctl y  c oll e ct e d ( e g, c oll e ct e d i n n o n-f ast e d w h e n 
r e q uir e d t o b e c oll e ct e d i n f ast e d st at e) s h o ul d n ot b e us e d a n d s et t o missi n g.

D at e of Bi rt h

 O nl y  t h e y e ar of birt h is c oll e ct e d i n t h e C R F , t h er ef or e t h e d a y a n d t h e m o nt h will b e 
i m p ut e d as 0 1 -J a n i n or d er t o d eri v e a c o m pl et e D at e of Birt h. 

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. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g c e nt r all y a dj u di c at e d r es ol uti o n of N A S H 
wit h o ut w o rs e ni n g of fi b r osis o r i m p r o v e m e nt i n fi b r osis b y ≥ 1 st a g e wit h o ut w o rs e ni n g 
of N A S H, o r b ot h, at W e e k 4 8

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

 Esti m a n d str at e g y: C o m p osit e (S e cti o n 2. 1. 1 ).

 A n al y sis s et: E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e pri m ar y  
e n d p oi nt (i. e. b as eli n e bi o ps y  d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ctors
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or to W e e k 4 8 or if t h e y  d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er. If t h e y 

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

wit h dr a w f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) a n d h a v e 
e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o d et er mi n e 
w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t h e pri m ar y  e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e n t e d at W e e k 4 8.  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d .  

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

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e n siti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.

S u p pl e m e nt ar y A n al ys es

A n a n al ys is t h at ass ess es t h e pri m ar y e n d p oi nt usi n g a h y p ot h eti c al esti m a n d str at e g y  
( Se cti o n 2. 1. 3 ) will b e p erf or m e d. Usi n g a hy p ot h eti c al esti m a n d str at e g y i n t h e st u d y  
p o p ul ati o n of r a n d o mi z e d a n d tr e at e d p arti ci p a nts wit h bi o ps y-c o nfir m e d N A S H a n d fi br osis, 
as ass ess e d b y t h e s p o ns or -i d e ntifi e d c e ntr al p at h ol o gist(s), t h e tr e at m e nt eff e ct of D G A T 2i 
d os es a d mi nist er e d al o n e a n d c o a d mi nistr ati o n of D G A T 2i + A C Ci r el ati v e t o pl a c e b o, a n d 
c o a d mi nistr ati o n of D G A T 2i + A C Ci, r el ati v e t o D G A T 2i al o n e will b e esti m at e d , i n t er ms 
of esti m ati n g t h e pr o p orti o n of ' cli ni c al r es p o n d ers', d efi n e d as p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d: r es ol uti o n of N A S H wit h o ut w ors e ni n g of fi br osis or i m pr o v e m e nt i n 
fi br osis b y ≥ 1 st a g e wit h o ut w ors e ni n g of N A S H, or b ot h, at W e e k 48, ass u mi n g all p ati e nts 
h a d r e m ai n e d i n t h e tri al a n d r e c ei v e d tr e at m e nt as pl a n n e d wit h o ut wit h dr a w al u p t o 4 8 
w e e ks. All tr e at m e nt eff e ct c o ntr asts will b e o bt ai n e d t hr o u g h fitti n g t h e B a y esi a n d os e -
r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els wit h a l o git tr a nsf or m ati o n, or l o gisti c r e gr essi o n 
m o d els.

A d diti o n al a n al y s e s m a y als o b e p erf or m e d t o ass ess p arti ci p a nts w h os e S C R 2 ass ess m e nt 
w h e n as p art of t h e fi n al p air e d bi o psy ass ess m e nt w as diff er e nt t o t h e ori gi n al S C R 2 
ass ess m e nt f or eli gi bilit y . S u m m ari e s of pr o p orti o n of p arti ci p a nts wit h N o C h a n g e, 
I m pr o v e m e nt or W ors e ni n g i n e a c h c o m p o n e nt of N A S a n d Fi br osis fr o m t h e q u alit ati v e 
c o m p aris o n of b as eli n e t o t h e e n d of tr e at m e nt bi o ps y  r es ults will b e pr o vi d e d. S hift t a bl es of 
B as e li n e/S C R 2 vs W e e k 4 8/ E O T i n di vi d u al N A S c o m p o n e nt s c or es a n d fi br osis gr a d es will 
b e pr o d u c e d. If a p arti ci p a nt d o es n’t h a v e a p air of C F B r es ult s (f or S C R 2 a n d W e e k 
4 8/ E O T ) ( e v en aft er ass essi n g if ot h er p ossi bl e r es ults ar e a bl e t o b e ut ili z e d as d es cri b e d i n 
T a bl e 1 0 ), t h e n t h eir S C R 2 E li gi bilit y r es ult will b e t a b ul at e d vs a ‘ Missi n g’ W e e k 4 8 r es ult.
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T o ass ess c o n c or d a n c e of i ntr a- p at h ol o gist r e vi e ws, a r a n d o m s a m pl e of bi o psi es will b e 
s el e ct e d ( 1 0 % f or e a c h of t h e s cr e e ni n g bi o psi es a m o n gst t h os e ulti m at el y r a n d o mi z e d a n d a 
s e p ar at e 1 0 % f or t h e e n d of tr e at m e nt bi o psi es o bt ai n e d ) t o b e r e vi e w e d a g ai n b y  t h e 2 
c e ntr al p at h ol o gists (i. e. I P V r e vi e w) – wit h t h e r e vi e w pr o c ess i d e nti c al t o t h at us e d f or 
S C R 2 eli gi bilit y . K a p p a st atisti cs (si m pl e a n d w ei g ht e d) a n d 9 0 % CI will b e esti m at e d b as e d 
o n t h e i niti al a n d s e c o n d ass ess m e nts of e a c h c e ntr al p at h ol o g ist. F or t h e s cr e e ni n g bi o ps y 
c o m p aris o ns , t h e S C R 2 E li gi bilit y bi o p s y  will b e t h e i niti al ass ess m e nt t h at is c o m p ar e d t h e 
s e c o n d ass ess m e nt . F or t h e W e e k 4 8/ E O T bi o ps y c o m p aris o ns , t h e W e e k 4 8/ e n d of tr e at m e nt 
bi o p s y fr o m t h e Bli n d e d si d e -b y -si d e (C h a n g e fr o m B as eli n e ) ass ess m e nt will b e t h e i niti al 
ass ess m e nt t h at is c o m p ar e d t h e s e c o n d ass ess m e nt. C o n c or d a n c e of i nt er -p at h ol o gist 
r e vi e ws ( P at h ol o gist 1 vs P at h ol o gist 2) will als o b e ass ess e d f or B as eli n e/ S C R 2 a n d W e e k 
4 8/ E O T s e p ar at el y.  I n a d diti on, s u m m ari es of t h e pr o p orti o n of bi o psi es at e a c h visit t h at 
h a d t o u n d er g o c o ns e ns us r e vi e w a n d a s u m m ar y of s cr e e ni n g bi o ps i es t h at re m ai ni n g 
e li gi bl e w h e n r e vi e w e d as p art of t h e C F B a ss ess m e nt will b e pr o d u c e d ( b y tr e at m e nt gr o u p).

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

6. 2. 1. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g c e nt r all y a dj u di c at e d r es ol uti o n of N A S H 
wit h o ut w o rs e ni n g of fi b r osis, at W e e k 4 8

6. 2. 1. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v est i g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n -r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his s e c o n d ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a d j ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8 .  F or 
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c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y  
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d .

6. 2. 1. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e nsiti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y  a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.

6. 2. 2. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g c e nt r all y a dj u di c at e d i m p r o v e m e nt i n 
fi b r osis b y ≥ 1 st a g e wit h o ut w o rs e ni n g of N A S H, at W e e k 4 8

6. 2. 2. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a: If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his s e c o n d ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8 .  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d .
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6. 2. 2. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e nsiti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y  a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.

6. 2. 3. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g c e nt r all y a dj u di c at e d i m p r o v e m e nt i n 
fi b r osis b y ≥ 2 st a g es wit h o ut w o rs e ni n g of N A S H, at W e e k 4 8

6. 2. 3. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v est i g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o p s y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his s e c o n d ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e n t e d at W e e k 4 8.  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d .

6. 2. 3. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e nsiti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y  a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.
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6. 2. 4. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g c e nt r all y a dj u di c at e d i m p r o v e m e nt of ≥ 2 
p oi nts in T ot al N A F L D A cti vit y S c o r e ( N A S) wit h o ut w o rs e ni n g of fi b r osis, at W e e k 4 8

6. 2. 4. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v est i g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n -r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his s e c o n d ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a d j ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8 .  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y  
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d .

6. 2. 4. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e nsiti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y  a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.

6. 2. 5. P e r c e nt a g e c h a n g e f r o m b as eli n e i n li v e r f at ( ass ess e d vi a M RI -P D F F) at W e e k 4 8

6. 2. 5. 1. M ai n A n al ysis

 Esti m a n d str at e g y: H y p ot h eti c al ( Se cti o n 2. 1. 2 ).
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 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts i n t h e i m a gi n g s u b-
st u d y, w h o t a k e at l e ast 1 d os e of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e 
b as eli n e d at a f or t h e e n d p oi nt, i. e. b as eli n e M RI -P D F F d at a . 

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e p er c e nt a g e c h a n g e fr o m 
b as eli n e i n li v er f at at W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e 
m o d el , fitt e d t o LS m e a ns o bt ai n e d fr o m t h e M M R M m o d el. F or ass essi n g p air wis e 
c o m p aris o ns, t h e p er c e nt a g e c h a n g e fr o m b as eli n e i n li v er f at at W e e k 4 8 will b e 
a n al y z e d usi n g a n A N C O V A p erf or m e d o n l o g -tr a nsf or m e d r el ati v e c h a n g e fr o m 
b as eli n e i n li v er f at wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors, a n d l o g -
tr a nsf or m e d b as eli n e li v er f at as a c o v ari at e.   All tr e at m e nt eff e ct c o ntr asts will b e 
o bt ai n e d t hr o u g h fitti n g t h e B a y esi a n d os e -r es p o ns e a n d/ or e x p os ur e-r es p o ns e m o d els, or 
a n A N C O V A m o d el ( Se cti o n 5. 2. 2 ).

 I nt er c urr e nt e v e nts a n d missi n g d at a: A n y a v ail a bl e M RI  d at a f or all p arti ci p a nts 
c oll e ct e d b ef or e or at t h e ti m e of tr e at m e nt wit h dr a w al will b e i n cl u d e d i n t h e a n al ys is, 
b ut e n d p oi nt d at a c oll e ct e d aft er tr e at m e nt wit h dr a w al will b e c e ns or e d. Missi n g d at a d u e 
t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or d u e t o ot h er r e as o ns ( n ot r el at e d t o 
l a c k of effi c a c y or t ol er ati o n), will b e ass u m e d t o b e missi n g at r a n d o m a n d will n ot b e 
i m put e d. I nst e a d, M M R M will b e us e d t o o bt ai n L S m e a n esti m at e at W e e k 4 8 f or e a c h 
d os e, w hi c h will t h e n b e us e d i n fitti n g t h e B a y esi a n E m a x m o d el .

 T h e s a m pl e si z e, m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m, a n d m a xi m u m at t h e 
b as eli n e a n d p ost b as eli n e visi ts f or o bs er v e d li v er f at a n d r el ati v e a n d a bs ol ut e c h a n g e 
fr o m b as eli n e will b e pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d m e a n r el ati v e c h a n g es f or e a c h tr e at m e nt c o m p aris o n a n d t h e 
c orr es p o n di n g 9 0 % cr e di bl e i nt er v al will b e o bt ai n e d fr o m t h e m o d el . T h e m e a n r el ati v e 
c h a n g es ( R C) a n d t h eir CIs will b e e x p o n e nti at e d a n d p er c e nt c h a n g e will t h e n b e 
d et er mi n e d as f oll o ws : P er c e nt c h a n g e = 1 0 0 * ( R C - 1). F or c o m p aris o ns of D G A T 2i + 
A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i B I D m o n ot h er a p y d os es c orr es p o n di n g 5 0 %
c o nfi d e n c e i nt er v als will als o b e pr o vi d e d.

6. 2. 5. 2. S e nsiti vit y/ S u p pl e m e nt a r y A n al ysis

S e nsiti vit y  A n alys es

I n or d er t o ass ess t h e s e nsiti vit y of t h e d os e B a y esi a n E m a x d os e -r es p o ns e m o d el t o t h e 
l o c ati o n a n d i nf or m ati v e n ess of t h e pri or distri b uti o ns, s e nsiti vit y  a n al ys e s m a y b e p erf or m e d 
t h at will utili z e alt er n ati v e pri or distri b uti o ns.
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6. 3. Ot h e r E n d p oi nt(s)

6. 3. 1. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g i m p r o v e m e nt i n fi b r osis b y ≥ 1 st a g e
i n d e p e n d e nt of c h a n g es i n N A S, b as e d o n ass ess m e nt b y s p o ns o r -i d e ntifi e d c e nt r al 
p at h ol o gist(s) , at W e e k 4 8 c o m p a r e d t o b as eli n e

6. 3. 1. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o ps y d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his t erti ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), an d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8.  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d.

6. 3. 2. P r o p o rti o n of p a rti ci p a nts a c hi e vi n g r es ol uti o n of N A S H wit h o ut w o rs e ni n g of 
fi b r osis a n d i m p r o v e m e nt i n fi b r osis b y ≥ 1 st a g e wit h o ut w o rs e ni n g of N A S H, b as e d o n 
ass ess m e nt b y s p o ns o r -i d e ntifi e d c e nt r al p at h ol o gist(s), at W e e k 4 8 c o m p a r e d t o 
b as eli n e

6. 3. 2. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 2 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 4 7
T M F D o c I D: 9 8. 0 3

 A n al y sis m et h o d ol o g y: F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 will b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r es p o ns e m o d el. F or ass essi n g 
p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d a n usi n g 
l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( Se cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 Bi o ps y  d at a, t h e y will b e c o nsi d er e d t o b e a n o n-r es p o n d er. If t h e y 
wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y  or t ol er ati o n) 
a n d h a v e e v al u a bl e bi o ps y d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d t o 
d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his t erti ar y e n d p oi nt at W e e k 4 8 will b e 
pr es e nt e d f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8.  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d.

6. 3. 3. P r o p o rti o n of p a rti ci p a nts wit h p r o g r essi o n of fi b r osis b y ≥ 1 st a g e ( d efi n e d as a n 
i n c r e as e of at l e ast 1 st a g e i n t h e B r u nt-Kl ei n e r s c al e c o m p a r e d t o b as eli n e )
i n d e p e n d e nt of c h a n g es i n N A S, at W e e k 4 8

6. 3. 3. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 3 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 ( d efi n e d as t h e pr o p orti o n of p arti ci p a nts wit h w ors e ni n g of fi br osis b y  ≥1 st a g e 
o n li v er bi o ps y , as ass ess e d b y s p o ns or i d e ntifi e d c e ntr al p at h ol o gist(s), at W e e k 4 8) will 
b e a n al y z e d usi n g a B a y esi a n E m a x d os e -r esp o ns e m o d el. F or ass essi n g p air wis e 
c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers at W e e k 4 8 will b e a n al y z e d usi n g l o gisti c 
r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as f a ct ors 
( S e cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 bi o p s y  d at a, t h e y  will b e c o nsi d er e d t o b e a r es p o n d er ( as t his 
ass u m es t h at t h es e p arti ci p a nts will als o h a v e w ors e n e d) . If a p arti ci p a nt h as i m pr o v e d or 

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

m ai nt ai n e d t h e s a m e l e v el of fi br osis c o m p ar e d t o b as eli n e, t h e n t h at p arti ci p a nt will b e 
t er m e d as a n o n-r es p o n d er.

 If t h e y wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y or 
t ol er ati o n) a n d h a v e e v al u a bl e d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d 
t o d et er mi n e w h et h er t h e y ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p or ti o n of r es p o n d ers f or t his e n d p oi nt at W e e k 4 8 will b e pr es e nt e d 
f or e a c h tr e at m e nt ar m.T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e
i nt er v al) f or e a c h tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or 
BI D e a c h d os e ( a n d 9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d 
c orr es p o n di n g 9 0 % c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e 
pr es e nt e d at W e e k 4 8.  F or c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g 
D G A T 2i BI D m o n ot h er a p y  d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e 
pr o vi d e d.  

6. 3. 4. P r o p o rti o n of p a rti c i p a nts wit h p r o g r essi o n of fi b r osis b y ≥ 1 st a g e a n d w o rs e ni n g
of ≥ 2 p oi nts i n T ot al N A S at W e e k 4 8

6. 3. 4. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e (S e cti o n 2. 1. 3 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y:  F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 ( d efi n e d as t h e pr o p orti o n of p arti ci p a nts wit h w ors e ni n g of fi br osis b y  ≥1 st a g e 
a n d w ors e ni n g of ≥ 2 p oi nts i n T ot al N A S o n li v er bi o ps y , as ass ess e d by s p o ns or 
i d e ntifi e d c e ntr al p at h ol o gist(s), at W e e k 4 8) will b e a n al y z e d usi n g a B a y esi a n E m a x 
d os e -r es p o ns e m o d el. F or ass essi n g p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers 
at W e e k 4 8 will b e a n al y z e d usi n g l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e 
fi br osis st a g e ( F 2/ F 3) as f a ct ors ( S e cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y d o n ot h a v e 
e v al u a bl e W e e k 4 8 bi o p s y  d at a, t h e y  will b e c o nsi d er e d t o b e a r es p o n d er ( as t his 
ass u m es t h at t h es e p arti ci p a nts will als o h a v e w ors e n e d). If a p arti ci p a nt h as i m pr o v e d or 
m ai nt ai n e d t h e s a m e l e v el of fi br osis c o m p ar e d t o b as eli n e, t h e n t h at p arti ci p a nt will b e 
t er m e d as a n o n-r es p o n d er.

 If t h e y wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of effi c a c y or 
t ol er ati o n) a n d h a ve e v al u a bl e d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will b e utili z e d 
t o d et er mi n e w h et h er t h e y ar e a r es p o n d er or n ot.
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 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his e n d p oi nt at W e e k 4 8 will b e pr es e nt e d 
f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c e b o-a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nf i d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8.  F or 
c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d.

6. 3. 5. P r o p o rti o n of p a rti ci p a nts w it h W o rs e ni n g of ≥ 2 p oi nts i n T ot al N A S ( d efi n e d as 
a n i n c r e as e of at l e ast 2 p oi nts i n T ot al N A S c o m p a r e d t o b as eli n e) i n d e p e n d e nt of 
c h a n g es i n fi b r osis at W e e k 4 8

6. 3. 5. 1. M ai n A n al ysis

 Esti m a n d str at e g y : C o m p osit e ( S e cti o n 2. 1. 3 ).

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d e v al u a bl e b as eli n e d at a f or t h e e n d p oi nt 
(i. e. b as eli n e bi o psy d at a).

 A n al y sis m et h o d ol o g y: F or ass essi n g d os e r es p o ns e, t h e pr o p orti o n of r es p o n d ers at 
W e e k 4 8 ( d efi n e d as t h e pr o p orti o n of p arti ci p a nts wit h w ors e ni n g of ≥ 2 p oi nts i n T ot al 
N A S i n d e p e n d e nt of c h a n g es i n fi br osis, o n li v er bi o ps y , as ass ess e d by s p o ns or 
i d e ntifi e d c e ntr al p at h ol ogist(s), at W e e k 4 8 ) will b e a n al y z e d usi n g a B a y esi a n E m a x 
d os e -r es p o ns e m o d el. F or ass essi n g p air wis e c o m p aris o ns, t h e pr o p orti o n of r es p o n d ers 
at W e e k 4 8 will b e a n al y z e d usi n g l o gisti c r e gr essi o n m o d els wit h tr e at m e nt a n d b as eli n e 
fi br osis st a g e ( F 2/ F 3) as f a ct ors ( S e cti o n 5. 2. 1 ).  

 I nt er c urr e nt e v e nts a n d missi n g d at a:  If a p arti ci p a nt dis c o nti n u es tr e at m e nt or fr o m t h e 
st u d y d u e t o l a c k of effi c a c y or t ol er ati o n pri or t o W e e k 4 8 or if t h e y  d o n ot h a v e 
e v al u a bl e W e e k 4 8 bi o ps y d at a, t h e y  will b e c o nsi d er e d t o b e a r es p o n d er ( as t his 
ass u m es t h at t h es e p arti ci p a nts will als o h a v e w ors e n e d) . If a p arti ci p a nt’s T ot al N A S h as 
i m pr o v e d or st a ye d t h e s a m e c o m p ar e d t o b as eli n e, t h e n t h at p arti ci p a nt will b e t er m e d as 
a n o n -r es p o n d er. If t h e y wit h dr a w fr o m tr e at m e nt f or ot h er r e as o ns ( n ot r el at e d t o l a c k of 
effi c a c y  or t ol er ati o n) a n d h a v e e v al u a bl e d at a at wit h dr a w al or W e e k 4 8, t h es e d at a will 
b e utili z e d t o d et er mi n e w h et h er t h e y  ar e a r es p o n d er or n ot.

 T h e n u m b er a n d pr o p orti o n of r es p o n d ers f or t his e n d p oi nt at W e e k 4 8 will b e pr es e nt e d 
f or e a c h tr e at m e nt ar m.

 T h e m o d el -esti m at e d pr o p orti o n of r es p o n d ers ( a n d 9 0 % cr e di bl e i nt er v al) f or e a c h 
tr e at m e nt ar m, a n d t h e pl a c eb o- a dj ust e d pr o p orti o n of r es p o n d ers f or BI D e a c h d os e ( a n d 
9 0 % cr e di bl e i nt er v al), a n d o d ds r ati o a n d ris k diff er e n c e ( a n d c orr es p o n di n g 9 0 % 
c o nfi d e n c e i nt er v al) f or ot h er tr e at m e nt c o m p aris o ns will b e pr es e nt e d at W e e k 4 8.  F or 
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c o m p aris o ns of D G A T 2i + A C Ci BI D d os es vs c orr es p o n di n g D G A T 2i BI D m o n ot h er a p y 
d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v al will als o b e pr o vi d e d.

6. 3. 6. Ot h e r C o nti n u o us T e rti a r y/ E x pl o r at o r y E n d p oi nts

T h e f oll o wi n g c o nti n u o us t erti ar y/ e x pl or at or y e n d p oi nts will b e s u m m ari z e d a n d a n aly z e d as
d es cri b e d b el o w . T h e a n al ys es of t h es e e n d p oi nts ar e ass ess e d f or effi c a c y  u p t o W e e k 4 8, 
b ut t h e a n al ys es of bl o o d b as e d bi o m ar k ers will als o i n cl u d e d at a u p t o a n d i n cl u di n g W e e k 
5 0 t o all o w a n ass ess m e nt of off-tr e at m e nt eff e cts:

 P er c e nt c h a n g e i n li v e r f at ( ass ess e d vi a M RI-P D F F i n I m a gi n g s u bst u d y  p o p ul ati o n), 
o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n li v er v ol u m e ( ass ess e d vi a M RI i n I m a gi n g s u bst u d y  p o p ul ati o n), o v er 
ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n  ( ass ess e d vi a M RI i n I m a gi n g s u bst u d y p o p ul ati o n), 
o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e i n  ( ass ess e d vi a M RI i n I m a gi n g s u bst u d y p o p ul ati o n), o v er ti m e 
u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e i n li v er f at as ass ess e d vi a C A P ™ m e as ur e b y Fi br o S c a n ®, 
( e ntir e st u dy p o p ul ati o n), o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e i n li v er stiff n ess ( ass ess e d vi a V C T E ™ usi n g Fi br o S c a n ® 
( e ntir e st u dy p o p ul ati o n), o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e i n Li v er F u n cti o n T ests – A L T, A S T, A L P, G G T , Tot al 
B ilir u bi n, Dir ect Bilir u bi n, a n d T ot al Bil e A ci ds, o v er ti m e u p t o W e e k 4 8

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n M e c h a nis m -R el at e d a n d 
M et a b oli c P ar a m et ers – P C S K 9 , A di p o n e cti n, Pl at el et c o u nt, e G F R -C K D -E PI -C y st ati n-
C, a n d B o d y W ei g ht .

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n C K 1 8 -M 3 0 a n d C K 1 8 -M 6 5

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n Pr o C 3 a n d Pr o C 6 

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n E L F t est (i n cl u di n g t h e 
i n di vi d u al p ar a m et ers ass a ye d - S er u m h y al ur o ni c a ci d ( H A), S er u m a mi n o -t er mi n al 
pr o p e pti d e of t y p e III pr o c oll a g e n ( PIII N P) a n d S er u m tiss u e i n hi bit or of 
m et all o pr ot ei n as es 1 ( TI M P -1))

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n hs- C R P
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 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 A p oli p o pr ot ei n A 1, B (t ot al), 
B 1 0 0, B 4 8, C 3, E (P ot e nti all y  m e c h a nis m-r el at e d p ar a m et ers)

 P er c e nt c h a n g e fr o m b as eli n e, o v erti m e u p t o W e e k 4 8 i n F asti n g li pi d p a n el (t ot al 
c h ol est er ol, dir e ct L D L -C, H D L -C, tri gl y c eri d es, dir e ct V L D L), , f or all p arti ci p a nts .

 C h a n g e fr o m b as eli n e, o v er ti m e u p t o W e e k 4 8, i n H b A 1 C , F P G , F PI , H O M A -I R (f or all 
p arti ci p a nts ( e x c e pt H b A 1 c) a n d als o p arti ci p a nt s wit h T 2 D M o nl y (i n cl u di n g H b A 1 c))

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n a b d o mi n al p ai n a n d bl o ati n g q u esti o ns 
fr o m t h e N A S H S ym pt o m Di ar y  

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n f ati g u e, sl e e p dist ur b a n c e, a n d d a yti m e 
sl e e pi n ess q u esti o ns fr o m t h e N A S H S y m pt o m Di ar y  

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n f ati g u e as m e as ur e d by P R O MI S F ati g u e 
q u esti o n n air e

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n H R Q o L  s u b-s c al e s c or es as m e as ur e d b y 
N A S H -C h e c k

 C h a n g e fr o m b as eli n e, o v er ti m e t o W e e k 4 8 i n P GI - S

 A bs ol ut e s c or e o v er ti m e i n P GI - S

 A bs ol ut e s c or e o v er ti m e i n P GI - C

6. 3. 6. 1. M ai n A n al ysis

 Esti m a n d str at e g y: N ot a p pli c a bl e

 A n al y sis s et:  E v al u a bl e ( S e cti o n 4 ). All r a n d o mi z e d p arti ci p a nts w h o t a k e at l e ast 1 d os e 
of i n v esti g ati o n al pr o d u ct w h o h a v e pr o vi d e d b as eli n e d at a f or t h e e n d p oi nt , a n d i n 
a d diti o n h a v e at l e ast 1 e v al u a bl e d at a p oi n t p ost r a n d o mi z ati o n .

 A n al y sis m et h o d ol o g y: A M M R M will b e us e d f or t h e a n al ys is of c o nti n u o us e n d p oi nts 
wit h m or e t h a n o n e p ost -b as eli n e c oll e cti o n ti m e p oi nt. T h e M M R M a n al ysis will b e 
p erf or m e d wit h tr e at m e nt, st u d y  w e e k ( n o mi n al ti m e p oi nt) a n d tr e at m e nt -b y -st u d y w e e k
i nt er a cti o n as fi x e d eff e cts, a n d b as eli n e fi br osis st a g e ( F 2/ F 3) as a f a ct or a n d b as eli n e 
v al u e of t h e a n al ys is e n d p oi nt as a c o v ari at e . If t h e e n d p oi nt b ei n g a n aly z e d is l o g -
tr a nsf or m e d (i. e. f or all p er c e nt a g e c h a n g e s fr o m b as eli n e i n c o nti n u o us e n d p oi nts w hi c h 
will b e d e ri v e d fr o m t h e a n alys is of l o g-tr a nsf or m e d r el ati v e c h a n g e s fr o m b as eli n e), t h e 
b as eli n e v al u e of t h e a n al ysis e n d p oi nt will als o b e l o g- tr a nsf or m e d. R e p e at e d m e as ur es 
m o d el wit h u nstr u ct ur e d c o v ari a n c e m atri x will b e u tili z e d ( Se cti o n 5. 2. 2 ).

 I nt er c urr e nt e v e nts a n d missi n g d at a:  All o bs er v e d d at a c oll e ct e d d uri n g t h e p ost -
b as eli n e tr e at m e nt p eri o d will b e utiliz e d. Missi n g d at a will n ot b e e x pli citl y  i m p ut e d.
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 T h e s a m pl e si z e, m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m, a n d m a xi m u m at t h e 
b as eli n e a n d p ost b as eli n e visits f or o bs er v e d v al u es a n d r el ati v e a n d a bs ol ut e c h a n g e 
fr o m b as eli n e will b e pr es e nt e d f or e a c h tr e at m e nt ar m. 

o B o x a n d w his k er pl ots b y r a n d o mi z e d ar m a n d b y w e e k will als o b e dis pl a y e d t o 
c h ar a ct eri z e t h e distri b uti o n of p er c e nt c h a n g es fr o m b as eli n e o v er ti m e.

 F or p er c e nt a g e c h a n g es fr o m b as eli n e th e m o d el -esti m at e d m e a n r el ati v e c h a n g es f or 
e a c h tr e at m e nt c o m p ar is o n a n d t h e c orr es p o n di n g 9 0 % CI  will b e o bt ai n e d fr o m t h e 
m o d el. T h e m e a n r el ati v e c h a n g es ( R C) a n d t h eir CI s will b e e x p o n e nti at e d a n d p er c e nt 
c h a n g e will t h e n b e d et er mi n e d as f oll o ws : P er c e nt c h a n g e = 1 0 0 * ( R C - 1).  F or 
c o m p aris o ns of D G A T 2i + A C Ci B I D d os es vs c orr es p o n di n g D G A T 2i BI D 
m o n ot h er a p y d os es c orr es p o n di n g 5 0 % c o nfi d e n c e i nt er v als will als o b e pr o vi d e d.

  
p er mit r etr os p e cti v e a n al ysis of ) 

o T h es e r es ults m a y  or m a y n ot b e g e n er at e d i n t h e c o nt e xt of t h e pr es e nt st u d y.

6. 3. 7. E v e nt -b as e d T e rti a r y/ E x pl o r at o r y E n d p oi nts

6. 3. 7. 1. M ai n A n al ysis

T h e f oll o wi n g e n d p oi nts 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 ( S e cti o n 5. 2. 4 )
f or r a n d o mi z e d p arti ci p a nt s, s e p ar at el y f or pr e -r a n d o mi z ati o n e v e nts a n d tr e at m e nt-e m er g e nt 
e v e nts ( as S A Es will b e c oll e ct e d pri or t o r a n d o mi z ati o n s o c o ul d als o b e s e nt f or 
a dj u di c ati o n) :

 O c c urr e n c e of a n y o n e of t h e f oll o wi n g o v er ti m e u p t o W e e k 4 8 b as e d o n fi n al 
a dj u di c ati o n : 

D e at hs

 All c a us e m ort alit y ( d e at hs r e g ar dl ess of c a us e)

 D e at h d u e t o M y o c ar di al I nf ar cti o n

 D e at h d u e t o C er e br o v as c ul ar A c ci d e nt

 D e at h d u e t o H e p ati c f ail ur e

F o r n o n -f at al e v e nts. 

 C ar di o v as c ul ar e v e nts 

o M y o c ar di al i nf ar cti o n
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o C er e br o v as c ul ar e v e nt (str o k e) or tr a nsi e nt is c h a e mi c att a c k

o H os pit ali z ati o ns d u e t o u nst a bl e a n gi n a

o H os pit ali z ati o n f or h e art f ail ur e

 Li v er e v e nts 

o H e p ati c e n c e p h al o p at h y

o U p p er G astr oi nt esti n al bl e e d d u e t o p ort al h y p ert e nsi o n

o Li v er tr a ns pl a nt e v al u ati o n

o N e w di a g n osis of h e p at o c ell ul ar c ar ci n o m a 

o As cit es

o A c ut e ki d n e y  i nj ur y d u e t o h e p at or e n al s yn dr o m e

o Dr u g i n d u c e d li v er i nj ur y

o I n cr e as e of M o d el of e n d -st a g e li v er dis e as e ( M E L D) s c or e fr o m ≤ 1 2 t o ≥ 1 5 

i n di c ati n g listi n g f or li v er tr a ns pl a nt ( S e e A p p e n di x 2. 4. 2 )

6. 3. 8. P h a r m a c o ki n eti c ( P K) E n d p oi nts

6. 3. 8. 1. M ai n A n al ysis

c o n c e ntr ati o n 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, visit a n d 
n o mi n al ti m e p oi nt f or D G A T 2i a n d A C Ci s e p ar at el y .

As a g e n er al r ul e, s a m pl es c oll e ct e d i n t h os e assi g n e d pl a c e b o will n ot u n d er g o a n al ys is f or 
D G A T 2i a n d A C Ci .  H o w e v er, w h e n a n alys is is u n d ert a k e n, f or e x a m pl e: f or c as es of q u ality 
iss u es at s el e ct e d sit e(s), P K r es ults will b e list e d.  

A n y  s a m pl es t h at h a v e b e e n r e c or d e d wit h a st at us of ‘ L a b el i nf or m ati o n a n d p a p er w or k 
dis a gr e e ’ will b e e x cl u d e d fr o m a n y P K s u m m ari es , as t h es e s a m pl es ar e c o nsi d er e d t o b e 
u nr eli a bl e wit h t h e s a m pl e d et ails at t h e a n al y zi n g l a b or at or y  n ot m at c hi n g sit es’ s o ur c e 
d o c u m e nts .
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6. 4. S u bs et A n al ys es

T o e v al u at e t h e eff e ct of tr e at m e nt o n li v er f at a n d li v er v ol u m e as ass ess e d b y  M RI-P D F F , 
t h es e i m a gi n g e n d p oi nts will o nl y b e a n al yz e d i n t h e s u bs et of p arti ci p a nts i n cl u d e d i n t h e 
I m a gi n g s u bst u dy p o p ul ati o n. T h e a n al ys is of t h es e e n d p oi nts is i n cl u d e d i n S e cti o ns 6. 2. 5
a n d 6. 3. 6 . 

T h e f oll o wi n g s u bs et a n al y sis will als o b e p erf or m e d:
 A n al ysis of g l yc e mi c e n d p oi nts i n t h e T y p e 2 di a b et es m ellit us (T 2 D M ) p o p ul ati o n

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

S u m m ari es t h at a c c o u nt f or all p arti ci p a nt s w h o off er e d at l e ast c o ns e nt f or pr e -q u alifi c ati o n 
a n d w h et h er s cr e e n f ail e d or r a n d o mi z e d will b e pr es e nt e d. 

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

D e m o gr a p hi c a n d ot h er b as eli n e c h ar a ct eristi cs s u c h as p arti ci p a nt a g e, g e n d er, w ei g ht, b o d y 
m ass i n d e x ( B MI ), w aist cir c u mf er e n c e, r e gi o n, str atifi c ati o n f a ct ors, et h ni cit y  a n d r a c e, will 
b e s u m m ari z e d b y  r a n d o mi z e d ar m. 

F or e a c h effi c a c y  e n d poi nt (i e pri m ar y , s e c o n d ar y or t erti ar y e n d p oi nt), b as eli n e v al u es will 
b e list e d a n d d es cri pti v el y  s u m m ari z e d b y r a n d o mi z e d ar m. 

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

T h e n u m b er of p arti ci p a nt s r a n d o mi z e d, tr e at e d, c o m pl eti n g a n d dis c o nti n ui n g st u d y 
m e di c ati o n a n d fr o m t h e st u d y , will b e s u m m ari z e d b y r a n d o mi z e d ar m. F or p arti ci p a nt s w h o 
di d n ot c o m pl et e st u d y m e di c ati o n or t h e st u d y, t h e r e as o ns f or wit h dr a w al will b e pr es e nt e d. 

6. 5. 3. St u d y T r e at m e nt E x p os u r e

T h e n u m b er of d a y s of st u d y tr e at m e nt e x p os ur e will b e s u m m ari z e d b y  r a n d o mi z e d 
tr e at m e nt gr o u p a n d n u m b er of p arti ci p a nts wit h ≤ 8 w e e ks, > 8 t o 2 4 w e e ks, > 2 4 t o 3 6 w e e ks, 
> 3 6 t o 4 8 w e e ks ( + 4 d a ys – t o all o w f or t h e m a xi m u m wi n d o w f or a d mi nistr ati o n of st u d y  
tr e at m e nt), a n d > 4 8 w e e ks ( + 5 d a ys) e x p os ur e r es p e cti v ely. T h e f or m ul a t o c o m p ut e 
c o m pli a n c e is d efi n e d i n A p p e n di x 2. 5 . O v er all c o m pli a n c e ( D a y 1 t o W e e k 4 8 or pr e m at ur e 
t er mi n ati o n d uri n g tr e at m e nt p h as e) will b e s u m m ari z e d usi n g d es cri pti v e s u m m ar y st atisti cs 
a n d b y  fr e q u e n c y n ( %) i n t h e f oll o wi n g t w o c at e gori es b y  r a n d o mi z e d ar m:

o < 5 0 %

o ≥ 5 0 a n d < 8 0 % , i n cl usi v e

o ≥ 8 0 %

6. 5. 4. M e di c al Hist o r y

T h e n u m b er a n d pr o p orti o n of p arti ci p a nts wit h e a c h of t h e u p t o 1 2 pr es p e cifi e d m e di c al 
hist ori es   will b e s u m m ari z e d b y  r a n d o mi z e d tr e at m e nt gr o u p. I n a d diti o n, t h e 
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n u m b er of p arti ci p a nts wit h 0, 1, 2, 3 , 4, 5, 6, 7, 8 or > 8 of t h es e pr e s p e cifi e d m e di c al 
hist ori es will b e s u m m ari z e d.

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

T h e n u m b er a n d pr o p orti o n of p arti ci p a nts t a ki n g s p e cifi c c o n c o mit a nt m e di c ati o ns  
f or m e di c al hist ori es   o n D a y  1 a n d as c o n c o mit a nt m e di c ati o ns at t h e e n d 

of tr e at m e nt/ W e e k 4 8 will b e s u m m ari z e d b y  r a n d o mi z e d tr e at m e nt gr o u p, s e p ar at el y f or 
e a c h s p e cifi c m e di c al hist or y . In a d diti o n, t h e n u m b er a n d pr o p orti o n of p ar ti ci p a nts w h o 
h a v e i n cr e as e d or d e cr e as e d t h eir d os e of t h es e m e di c ati o ns will als o b e s u m m ari z e d b y
r a n d o mi z e d tr e at m e nt gr o u p, a n d t h e n u m b er of p arti ci p a nts wit h 0, 1, 2, 3, 4, 5 or > 5 of 
t h es e s p e cifi c m e di c ati o ns  will b e s u m m ari z e d.  All o t h er c o n c o mit a nt 
m e di c ati o ns will b e s u m m ari z e d b y  r a n d o mi z e d tr e at m e nt gr o u p.

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

All s af et y a n al ys es will b e p erf or m e d o n t h e s af et y p o p ul ati o n. T h es e will b e pr es e nt e d i n 
t a b ul ar a n d/ or gr a p hi c al f or m at a n d s u m m ariz e d d es cri ptiv el y a n d will f oll o w Pfiz er 
st a n d ar ds as a p pr o pri at e. F urt h er d et ails ar e pr o vi d e d b el o w.

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

M e d D R A will b e us e d t o cl assif y  all A Es wit h r es p e ct t o s yst e m or g a n cl ass a n d pr ef err e d 
t er m. S u m m ari es of A Es will i n cl u d e tr e at m e nt- e m er g e nt A Es a c c or di n g t o tr e at m e nt gr o u p. 

F urt h er m or e, a 3 -ti er a p pr o a c h will b e us e d t o s u m m ariz e A Es. Ti er-1 c o nsists of pr e -
s p e cifi e d a d v ers e e v e nts   a n d will i n cl u d e A Es or c oll e cti o ns of A Es r el at e d t o 
i d e ntifi e d a d v ers e dr u g r e a cti o ns i n t his pr o gr a m r el at e d t o eit h er D G A T 2i or A C Ci. Wh er e 
a v ail a bl e, st a n d ar d M e d D R A q u eri es will b e us e d t o p o ol diff er e nt A E t er ms t h at ar e r el at e d 
t o t h e Ti er- 1 A Es. T h e pr e cis e A E t er ms t h at will c o ntri b ut e t o t h e Ti er-1 e n d p oi nts will b e 
d et er mi n e d pri or t o u n bli n di n g. F or t h es e e v e nts, t h e p er c e nt a g e of p arti ci p a nts wit h i n ci d e nt 
A E, t h e ris k diff er e n c e (usi n g a n u n c o n diti o n al e x a ct t est t o c o m p ar e e a c h a cti v e tr e at m e nt ar m 
vs pl a c e b o) , its 9 5 % c o nfi d e n c e i nt er v al, a n d p-v al u e will b e pr o vi d e d. T h e c o nfi d e n c e 
i nt er v als a n d p- v al u es ar e n ot a dj ust e d f or m ulti pli cit y a n d ar e pr o vi d e d f or s cr e e ni n g 
p ur p os es o nl y. 

Ti er -2 A Es a r e t h os e t h at ar e n ot Ti er- 1, b ut ar e c o m m o n, o c c urri n g i n at l e ast 4 p arti ci p a nts 
i n a n y tr e at m e nt ar m. T h e c ut- off of at l e ast 4 e v e nts w as c h os e n b e c a us e t h e 9 5 % c o nfi d e n c e 
i nt er v al f or t h e b et w e e n-gr o u p diff er e n c e i n p er c e nt i n ci d e n c e will al w a ys i n cl u d e z er o w h e n 
tr e at m e nt gr o u ps of e q u al siz e e a c h h a v e l ess t h a n 4 e v e nts a n d s o a d ds littl e t o t h e 
i nt er pr et ati o n of p ot e nti all y m e a ni n gf ul diff er e n c es. F or t h es e e v e nts, t h e p er c e nt a g e of 
p arti ci p a nts wit h i n ci d e nt A E, t h e ris k diff er e n c e a n d its 9 5 % c o nf i d e n c e i nt er v al will b e 
pr o vi d e d. T h e CIs ar e f or esti m ati o n p ur p os es o nl y. 

F or Ti er 1 a n d Ti er 2 A Es, T E A Es, b y  pr ef err e d t er m, will b e s ort 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. F or t a bl e/ gr a p hi c o ut p ut, t h e f oll o wi n g f o ot n ot es will b e i n cl u d e d t o 
pr o vi d e pr o p er i nt er pr et ati o n of p -v al u es a n d/ or 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 
c o m p aris o n is c o n d u ct e d. E. g. P -v al u es a n d c o nfi d e n c e i nt er v als ar e n ot a dj ust e d f or m ulti pli cit y 
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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 e 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 < A cti v e 
tr e at m e nt v ers us Pl a c e b o >.

Ti er -3 A Es ar e all ot h er A Es ( n eit h er Ti er -1 n or Ti er -2). 

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 bly 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 alys is 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 alys is a n d its p ur p os e is t o g e n er at e h yp 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 es t his e x pl or at or y an al y si s .

6. 6. 2. L a b o r at o r y D at a

L a b or at or y p ar a m et ers will b e s u m m ari z e d d es cri pti v el y  o v er ti m e, a n d as d es cri b e d i n 
S e cti o n 3. 5. 2 . I ndi vi d u al p l ots of a bs ol ut e v al u es i n Pl at el et C o u nt, a P T T, I N R vs t i m e f or 
p arti ci p a nts wit h P l at el et C o u nt <1 0 0, 0 0 0/ m m 3 a ft er D a y 1 t o W e e k 4 8 will b e pr o d u c e d as 
w ell as i n di vi d u al p l ots of abs ol ut e v al u es i n T G, F P G, F PI, A p o C 3 vs tim e f or p arti ci p a nts 
wit h F asti n g T G ≥ 4 0 0 m g/ d L a ft er D a y 1 t o W e e k 4 8 .

6. 6. 3. Vit al Si g ns

C h a n g es fr o m b as eli n e i n s yst oli c bl o o d pr ess ur e, 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 ariz e d b y tr e at m e nt a n d ti m e. T h e n u m b er ( %) of p arti ci p a nts wit h m a xi m u m 
i n cr e as es fr o m b as eli n e will b e t a b ul at e d b y tr e at m e nt as d efi n e d i n S e cti o n 3. 5. 3 . 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 a n d 
i n di vi d u al v al u es list e d i n t h e st u d y r e port. N o f or m al i nf er e nti al st atisti cs will b e a p pli e d t o 
t h e vit al si g ns d at a.

6. 6. 4. El e ct r o c a r di o g r a m s

C h a n g es fr o m b as eli n e f or t h e E C G p ar a m et ers Q T i nt er v al, h e art r at e, Q T c F i nt er v al, P R 
i nt er v al, a n d Q R S i nt er v al will b e s u m m ariz e d b y tr e at m e nt a n d ti m e. For p ur p os es of 
r e p orti n g st u d y -l e v el r es ults, Q T c F i nt er v al will b e d eri v e d usi n g Fri d eri ci a’s h e art r at e 
c orr e cti o n f or m ul a a p pli e d t o d at a b as e d Q T i nt er v al, a n d R R i nt er v al . T h e n u m b er ( %) of 
p arti ci p a nts wit h m a xi m u m i n cr e as es fr o m b as eli n e will b e t a b ul at e d b y tr e at m e nt as d efi n e d 
i n S e cti o n 3. 5. 3 . 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 a n d i n di vi d u al v al u es list e d i n t h e st u d y r e p ort. N o f or m al i nf er e nti al 
st atisti cs will b e a p pli e d t o t h e E C G d at a.

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 (I As) will b e p erf or m e d t o ass ess s af et y aft er a p pr o xi m at el y 3 3 %, 6 7 %, a n d 
1 0 0 % of t h e pl a n n e d t ot al s a m pl e siz e h as b e e n r a n d o miz e d i n t h e st u d y ( a n d t h es e w o ul d 
pri m aril y  b e f or E xt er n al D at a M o nit ori n g C o m mitt e e ( E- D M C ) s af ety r e vi e ws w hil e t h e 
st u d y is o n g oi n g).  If r e q uir e d, int eri m a n al ysis r es ults fr o m a si n gl e I A m a y b e us e d f or

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 5 7
T M F D o c I D: 9 8. 0 3

ot h er p ur p os es s u c h as: i nt er n al b usi n ess d e cisi o ns r e g ar di n g f ut ur e st u d y pl a n ni n g, 
c o n d u cti n g a s a m pl e siz e r e -esti m ati o n, a d a pti n g t h e s af et y -r el at e d e n d p oi nts i n t h e st u d y 
aft er t h e i nt eri m a n al y sis , or e arl y u n bli n di n g t o f a cilit at e P o p ul ati o n P K/ P D m o d el 
d e v el o p m e nt .  B ef or e a n y i nt eri m a n al ysis is i nsti g at e d, t h e d et ails of t h e o bj e cti v es, d e cisi 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 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 E -D M C c h art er or a s e p ar at e i nt eri m a n al y sis pl a n as 
n e e d e d .

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

A n y  a n alys es a n d s u m m ari es t o b e i n cl u d e d i n t h e E -D M C r e vi e ws will b e d o c u m e nt e d i n 
t h e E-D M C C h art er or a s e p ar at e i nt eri m a n al y sis pl a n.   
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8. R E F E R E N C E S

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

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

W u J, B a n erj e e A, Ji n B et al. Cli ni c al d os e – r es p o ns e f or a br o a d s et of bi ol o gi c al pr o d u cts:
A m o d el - bas e d m et a -a n al y sis. St at M et h o ds i n M e d R es 2 0 1 8; 2 7( 9): 2 6 9 4 - 2 7 2 1
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9. A P P E N DI C E S

A p p e n di x 1. S u m m a r y o f Effi c a c y A n al ys es

E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

Pri m ar y : Pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d 
r es ol uti o n of N A S H 
wit h o ut w ors e ni n g of 
fi br osis or i m pr o v e m e nt 
i n fi br osis b y ≥ 1 st a g e 
wit h o ut w ors e ni n g of 
N A S H, or b ot h, at W e e k 
4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 1.1)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e ct e d 
at or aft er wi t h dr a w al fr o m 
tr e at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
m a y  utili z e alt er n ati v e pri or 
distri b uti o ns f or B a yesi a n 
E m a x m o d elli n g .

B a y esi a n E m a x 
f or D R

S u p pl e m e nt ar y  a n alys is
( Esti m a n d 1. 2)

E v al u a bl e All d at a c oll e ct e d b ef or e or at 
t h e ti m e of tr e at m e nt 
wit h dr a w al will b e i n cl u d e d.
E n d p oi nt d at a c oll e ct e d aft er 
tr e at m e nt wit h dr a w al will b e 
c e ns or e d. A n al ys is will b e 

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

c arri e d o ut u n d er t h e 
ass u m pti o n t h at missi n g 
bi o psi es at W e e k 4 8 ar e 
missi n g at r a n d o m c o n diti o n al 
o n d os e a n d t h e str at a f or m e d 
b y  t h e c o v ari at es (fi br osis 
st at us a n d T 2 D M st at us).

S e c o n d ar y : Pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d 
r es ol uti o n of N A S H 
wit h o ut w ors e ni n g of 
fi br osis at W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 2. 1)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e ct e d 
at or aft er wit h dr a w al fr o m 
tre at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
m a y  utili z e alt er n ati v e pri or 
distri b uti o ns f or B a y esi a n 
E m a x m o d elli n g.

B a y esi a n E m a x 
f or D R
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E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

S e c o n d ar y : Pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d 
i m pr o v e m e nt i n fi br osis 
b y  ≥ 1 st a g e wit h o ut 
w ors e ni n g of N A S H at 
W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 2. 2)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e c t e d 
at or aft er wit h dr a w al fr o m 
tr e at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
m a y  utili z e alt er n ati v e pri or 
distri b uti o ns f or B a y esi a n 
E m a x m o d elli n g.

B a y esi a n E m a x 
f or D R

S e c o n d ar y : Pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d 
i m pr o v e m e nt i n fi br osis 
b y  ≥ 2 st a g es wit h o ut 
w ors e ni n g of N A S H at 
W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 2. 3)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

r es p o n d ers. All d at a c oll e ct e d 
at or aft er wit h dr a w al fr o m 
tr e at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
utili z e alt er n ati v e pri or 
distri b uti o ns f or B a y esi a n 
E m a x m o d elli n g.

B a y esi a n E m a x 
f or D R

S e c o n d ar y : Pr o p orti o n of 
p arti ci p a nts a c hi e vi n g 
c e ntr all y a dj u di c at e d 
i m pr o v e m e nt of ≥ 2 
p oi nts i n T ot al N A F L D 
A cti vit y  S c or e ( N A S) 
wit h o ut w ors e ni n g of 
fi br osis at W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 2. 4)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e ct e d 
at or aft er wit h dr a w al fr o m 
tre at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
utili z e alt er n ati v e pri or 
distri b uti o ns f or B a y esi a n 
E m a x m o d elli n g.

B a y esi a n E m a x 
f or D R

S e c o n d ar y : P er c e nt a g e 
c h a n g e i n li v er f at 
( ass ess e d vi a M RI-
P D F F) at W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 2. 5)

E v al u a bl e All d at a c oll e ct e d b ef or e or at 
t h e ti m e of wit h dr a w al will b e 
i n cl u d e d. E n d p oi nt d at a 
c oll e ct e d aft er tr e at m e nt 
wit h dr a w al will b e c e ns or e d. 
Missi n g d at a at W e e k 4 8 will 
n ot b e i m p ut e d. M M R M will 
b e us e d t o o bt ai n L S m e a n 
esti m at e at W e e k 4 8 f or e a c h 
d os e, w hi c h will t h e n b e us e d 
i n fitti n g t h e B a yesi a n E m a x 
m o d el .

B a y esi a n E m a x 
f or D R, 
A N C O V A f or 
p air wis e 
c o m p aris o ns

S e nsiti vit y  A n alys es E v al u a bl e S a m e as m ai n a n al ys is, b ut 
utili z e alt er n ati v e pri or 
distri b uti o ns f or B a y esi a n 
E m a x m o d elli n g.

B a y esi a n E m a x 
f or D R

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

E x pl or at or y : Pr o p orti o n 
of p arti ci p a nts a c hi e vi n g 
i m pr o v e m e nt i n fi br osis 
b y  ≥ 1 st a g e i n d e p e n d e nt 
of c h a n g es i n N A S, at 
W e e k 4 8

M ai n a n al ys is
( Est m a n d 3. 2)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e ct e d 
at or aft er wit h dr a w al fr o m 
tre at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns

E x pl or at or y : Pr o p orti o n 
of p arti ci p a nts a c hi e vi n g 
r es ol uti o n of N A S H 
wit h o ut w ors e ni n g of 
fi br osis a n d 
i m pr o v e m e nt i n fi br osis 
b y  ≥ 1 st a g e wit h o ut 
w ors e ni n g of N A S H, at 
W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Est m a n d 3. 3)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e n o n -
r es p o n d ers. All d at a c oll e ct e d 
at or aft er wit h dr a w al fr o m 
tre at m e nt f or ot h er r e as o ns 
( n ot r el at e d t o l a c k of effi c a c y 
or t ol er ati o n) will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 6 5
T M F D o c I D: 9 8. 0 3

E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

E x pl or at or y : Pr o p orti o n 
of p arti ci p a nts wit h 
W ors e ni n g of ≥ 2 p oi nts 
i n T ot al N A S ( d efi n e d as 
a n i n cr e as e of at l e ast 2 
p oi nts i n T ot al N A S 
c o m p ar e d t o b as eli n e) 
i n d e p e n d e nt of c h a n g es 
i n fi br osis at W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 3. 1)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e r es p o n d ers 
(i. e. t h e y will b e ass u m e d t o 
h a v e w ors e n e d). All d at a
c oll e ct e d at or aft er 
wit h dr a w al fr o m tr e at m e nt f or 
ot h er r e as o ns ( n ot r el at e d t o 
l a c k of effi c a c y or t ol er ati o n) 
will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns

E x pl or at or y : Pr o p orti o n 
of p arti ci p a nts wit h 
pr o gr essi o n of fi br osis 
b y  ≥ 1 st a g e ( d efi n e d as 
a n i n cr e as e of at l e ast 1 
st a g e i n t h e Br u nt -
Kl ei n er s c al e c o m p ar e d 
t o b as eli n e) i n d e p e n d e nt 
of c h a n g es i n N A S at 
W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Est m a n d 3. 1)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e r es p o n d ers 
(i. e. t h e y will b e ass u m e d t o 
h a v e w ors e n e d). All d at a 
c oll e ct e d at or aft er 

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

E n d p oi nt A n al ysis T y p e P o p ul ati o n D at a I n cl usi o n a n d R ul es f o r 
H a n dli n g I nt e r c u r r e nt E v e nts a n d 

Mi s si n g D at a 

A n al ysis M o d el

wit h dr a w al fr o m tr e at m e nt f or 
ot h er r e as o ns ( n ot r el at e d t o 
l a c k of effi c a c y or t ol er ati o n) 
will b e i n cl u d e d.

E x pl or at or y : Pr o p orti o n 
of p arti ci p a nts wit h 
pr o gr essi o n of fi br osis 
b y  ≥ 1 st a g e a n d 
w ors e ni n g of ≥ 2 p oi nts 
i n T ot al N A S at W e e k 4 8

S u m m ar y E v al u a bl e O bs er v e d d at a. N/ A

M ai n a n al ys is
( Esti m a n d 3. 1)

E v al u a bl e P arti ci p a nts w h o dis c o nti n u e 
tr e at m e nt or fr o m t h e st u d y 
d u e t o l a c k of effi c a c y  or 
t ol er ati o n pri or t o W e e k 4 8 or 
if t h e y d o n ot h a v e e v al u a bl e 
W e e k 4 8 Bi o ps y d at a, will b e 
c o nsi d er e d t o b e r es p o n d ers 
(i. e. t h e y will b e ass u m e d t o 
h a v e w ors e n e d). All d at a
c oll e ct e d at or aft er 
wit h dr a w al fr o m tr e at m e nt f or 
ot h er r e as o ns ( n ot r el at e d t o 
l a c k of effi c a c y or t ol er ati o n) 
will b e i n cl u d e d.

B a y esi a n E m a x 
f or D R, L o gisti c 
R e gr essi o n f or 
p air wis e 
c o m p aris o ns
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 6 7
T M F D o c I D: 9 8. 0 3

A p p e n di x 2. D at a D e ri v ati o n D et ails

A p p e n di x 2. 1. D efi niti o n a n d U s e of V isit W i n d o ws i n R e p o rti n g

E a c h c oll e ct e d ass ess m e nt will b e m a p p e d t o its a ct u al visit wi n d o w a c c or di n g t h e f oll o wi n g 
al g orit h m d es cri b e d i n t h e ta bl e b el o w:

Visit l a b el P r ot o c ol d efi n e d 
Wi n d o w ( d a ys)

Visit Visit wi n d o w as p a rt of fi n al r e p o rti n g *

F o r effi c a c y, P D, P K a n d s af et y e n d p oi nts

Pr e -Q u alifi c ati o n N /A 1 N /A 
S cr e e n 1 N /A 2 N /A 
S cr e e n 2 N /A 3 N /A 
R u n -I n N /A 3 N /A
W e e k -2 -1 4 ± 4 4 • B et w e e n W e e k 0 a n d W e e k -2, d at a ar e us e d t o d efi n e 

b as eli n e 
• B as eli n e will b e r es ult cl os est pri or t o d osi n g o n 
r a n d o mi z e d r e gi m e n o n D a y 1 [ Visit 5] 
• Wi n d o w f or b as eli n e m e as ur e m e nts is fr o m D a y - 2 2 t o 
D a y  1 [ Visit 5] pr e-d os e ( T h e o nl y e x c e pti o n is f or 
H ei g ht, f or w hi c h a n y m e as ur e m e nt fr o m Pr e Q t o D a y 1 
pr e -d os e c a n b e us e d , a n d f or Fi br os c an ® f or w hi c h t h e 
l ast e v al u a bl e m e as ur e m e nt fr o m S C R 1 t o D a y 1 pr e -
d os e c a n b e us e d )
• L a b el as ‘ B A S E LI N E’

W e e k 0 1 5

W e e k 2 1 4 ± 4 6 
‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 8, 2 1]; i e, -
6 d a ys t o + 7 d a y s 

W e e k 4 2 8 ± 4 7 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 2 2, 3 5]; i e, 
-6 d a y s  t o + 7 d a ys 

W e e k 6 4 2 ± 4 8 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 3 6, 4 9]; i e, 
-6 d a y s t o + 7 d a ys 

W e e k 8 5 6 ± 4 9 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 5 0, 7 0]; i e, 
-6 d a y s t o + 1 4 d a ys 

W e e k 1 2 8 4 ± 4 1 0 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 7 1, 9 8]; i e, 
-1 3 d a ys t o + 1 4 d a ys 

W e e k 1 6 1 1 2 ± 4 1 1 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 9 9, 1 4 0]; i e, 
-1 3 d a ys t o + 2 8 d a ys 

W e e k 2 4 1 6 8 ± 4 1 3 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 1 4 1, 1 9 6] ;
i e, -2 7 d a ys t o + 2 8 d a ys

W e e k 3 2 2 2 4 ± 4 1 5 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 1 9 7, 2 5 2] ;
i e, -2 7 d a ys t o + 2 8 d a ys 

W e e k 3 6 * * 2 5 2 ± 4 1 6 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [1 9 7 , 3 0 8 ];
i e, -5 5 d a ys t o +5 6 d a ys 

W e e k 4 0 2 8 0 ± 4 1 7 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 2 5 3, 3 0 8] ;
i e, -2 7 d a ys t o + 2 8 d a ys 

W e e k 4 8 3 3 6 ± 4 1 9 ‘ D at e of ass ess m e nt’ – ‘ B as eli n e d at e’ + 1 = [ 3 0 9, 3 4 3 ]; 
i e, -2 7 d a ys t o +7 d a ys 

W e e k 5 0 ( 1st 
F oll o w -u p visit) 

2 0 ‘ D at e of ass ess m e nt’ – ‘ D at e of l ast d os e’ + 1 = [ 7, 2 7]; 
i e, a n y ti m e aft er 7 d a ys a n d u p t o 2 8 d a ys aft er l ast d os e. 

W e e k 5 2 ( 2 n d 
F oll o w -u p visit) 

≥ 2 8 - a n d ≤ 3 5 - d a ys 
p ost l ast d os e at 

‘ D at e of ass ess m e nt’ – ‘ D at e of l ast d os e + 1 ≥ 2 8; 
i e, a n y ti m e aft er 2 8 d a ys aft er l ast d o s e
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P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

Visit l a b el P r ot o c ol d efi n e d 
Wi n d o w ( d a ys)

Visit Visit wi n d o w as p a rt of fi n al r e p o rti n g *

F o r effi c a c y, P D, P K a n d s af et y e n d p oi nts

W e e k 4 8 visit i n 
t h e pr ot o c ol

N ot e: * p er mitt e d t o b e w i d er t h a n wi n d o w d efi n e d i n pr ot o c ol f or p ur p os es of r e p orti n g d at a b y n o mi n al 
visit.

* * T his visit wi n d o w will o nl y b e us e d f or P ati e nt R e p ort e d O ut c o m es r e p ort e d at W e e k 3 6. T h e ot h er p o st -
b as eli n e visits at w hi c h t h es e d at a ar e c oll e ct e d ar e W e e k s 1 2 , 2 4 a n d 4 8, t h er ef or e t h e W e e k 3 2 a n d W e e k 
4 0 a n al ysis wi n d o w s h a v e n ot b e e n a dj ust e d t o all o w  f or t h e W e e k 3 6 a n al ysis wi n d o w.

S p e ci al c o nsi d er ati o ns : 
 F or p arti ci p a nt s wit h dr a w n e arl y, t h e 1 st f ollo w- u p visit wi n d o w ( F/ U) will i n cl u d e d at a 

u p t o 4 d a y s aft er t h e l ast d os e of st u d y  m e di c ati o n, a n d t h e visit l a b el is d efi n e d i n 
a c c or d a n c e wit h t h e n o mi n al l a b el as r e c or d e d o n t h e “ E _ T E R M/ F O L L O W _ U P ” 
A d mi nistr ati o n C R F. 

 D at a fr o m pl a n n e d a n d u n pl a n n e d visits will b e wi n d o w e d, as w ell as d at a o n st u d y  dr u g 
a n d f or p arti ci p a nt s w h o m a y h a v e dis c o nti n u e d st u d y m e di c ati o n b ut ar e c o nti n ui n g i n 
t h e st u d y.

 If 2 or m or e o bs er v ati o ns f all wit hi n t h e visit wi n d o w f or W e e k N (r e g ardl ess of w h et h er 
t h e y ar e pl a n n e d or u n pl a n n e d), t h e o bs er v ati o n us e d will b e t h e o n e cl os est t o D a y 7 N 
(r a n d o mi z ati o n d a y i s D a y 1). If t h e 2 cl os est o bs er v ati o ns ar e e q ui dist a nt fr o m D a y 7 N, 
t h e e arli er o bs er v ati o n will b e us e d. 

 A n ass ess m e nt is c o nsi d e r e d ‘ o n tr e at m e nt’ if t h e f oll o wi n g is tr u e: 

o ‘ D at e (ti m e w h e n d at a b as e d) of ass ess m e nt’ > ‘ B as eli n e d at e (ti m e)’ a n d ≤ ‘ Last 
d os e d at e (ti m e)’ 

 F or Li v er Bi o ps y, M RI a n d Fi br os c a n ® ass ess m e nts, a n y  W e e k 4 8 ass ess m e nts w o ul d 
b e c o nsi d er e d t o b e e v al u a bl e , r e g ar dl ess of w h e n t h e y w er e p erf or m e d r el ati v e t o t h e l ast 
d os e .

 I n a d diti o n, t h e Fi br os c a n® e n d p oi nt of C A P T M a n d V C T E T M will r e q uir e c o n d u ct of 
Fi br o S c a n ® f oll o wi n g a f ast of at l e ast 4 h o urs a n d b as e d o n ≥ 1 0 v ali d m e as ur e m e nts, 
t o b e e v al u a bl e f or a n alysis , a n d a n a d diti o n al crit eri o n s h o ul d b e a p pli e d f or li v er 
stiff n ess ( V C T ET M ) o nl y:
 F or m e di a n stiff n ess ( k P a) ≥ 7. 1 k P a:

o I nt er q u artil e stiff n ess R a n g e ( k P a) di vi d e d by m e di a n stiff n ess ( k P a) x 1 0 0 
s h o ul d b e ≤ 3 0 % 

o T his n e e ds t o b e d eri v e d fr o m t h e I nt er q u artil e stiff n ess R a n g e ( k P a) a n d 
M e di a n stiff n ess ( k P a) as r e c or d e d i n t h e d at a b as e

 F or m e di a n stiff n ess ( k P a) < 7. 1 k P a
o a n y  Int er q u artil e stiff n ess R a n g e ( k P a) r es ult is a c c e pt a bl e, s o t his a d diti o n al 

crit eri o n d o es n ot n e e d t o b e a p pli e d t o t h es e v al u es
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 Ass es m e nt of e v al u a bl e C A P T M ( d B/ m) r es ult will n ot us e I nt er q u artil e att e nt u ati o n 
R a n g e ( d B/ m ). 

 F or Fi br os c a n ® B as eli n e d eri v ati o n, t h e l ast e v al u a bl e m e as ur e m e nt fr o m S C R 1 t o 
D a y  1 pr e-d os e c a n b e us e d (i. e. cl os est res ults o bt ai n e d pri or t o d osi n g o n D a y  1 
( Visit 5)).

 P ati e nt R e p ort e d O ut c o m es: All P R O e n d p oi nts will b e a n al y z e d a c c or di n g t o t h e 
a n al ys is wi n d o ws a b o v e ( a n d t h e W e e k 3 6 a n alys is wi n d o w will o nl y b e us e d f or t h e 
P R Os c o m pl et e d at W e e k 3 6) . N ot e t h at o nl y  th e d ail y  ass ess m e nts r e c or d e d i n t h e e-
Di ar y  pri or t o d osi n g o n D a y 1 [ Visit 5] will b e i n cl u d e d i n t h e d eri v ati o n of B as eli n e 
N A S H S y m pt o m Di ar y  s c or es. A ny d ail y  ass ess m e nts c a pt ur e d i n t h e e-Di ar y  o n D a y 1 
or l at er will b e e x cl u d e d fr o m t h e B as eli n e s c or es. F or P GI-S, as t his is r e c or d e d t wi c e at 
e a c h visit, t h e r e c or ds will b e s el e ct e d b as e d o n t h e b el o w m et h o d:

Cl os est t o T a r g et (fi rst) – S el e cts t h e r e c or d cl os est t o t h e t ar g et. If t w o r e c or ds ar e 
e q ui -dist a nt fr o m t h e t ar g et ( b ef or e a n d aft er), s el e ct t h e 1 st r e c or d.

 F or t h e f oll o wi n g ass ess m e nts, t h e a b o v e visit wi n d o ws will n ot b e us e d:

o Li v er Bi o ps y:

F or li v er bi o ps y ass ess m e nts, a n y  pr e-r a n d o mi z ati o n bi o ps y d at a will b e 
c o nsi d er e d t o b e ‘ B as eli n e’, a n d a n y p ost -r a n d o mi z ati o n bi o p s y  d at a c oll e ct e d o n 
or aft er t h e W e e k 2 4 visit will b e c o nsi d er e d t o b e ‘ W e e k 4 8/ E n d of St u d y ’. T his 
is s o t h at a n y li v er bi o psi es p erf or m e d at t h e ‘ e arl y t er mi n ati o n’ visit, w hi c h will 
b e a n u n pl a n n e d visit ( aft er W e e k 2 4), c a n b e wi n d o w e d a p pr o pri at el y  s o t h at 
d at a will b e s u m m ari z e d a n d i n cl u d e d i n t h e a n al ysis as r e q uir e d.

o M RI : All M RI e n d p oi nts will b e a n al y z e d a c c or di n g t o t h e n o mi n al visit t o w hi c h 
t h e y r el at e.
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A p p e n di x 2. 2. E n d p oi nt D e ri v ati o ns

A p p e n di x 2. 2. 1. % Li v e r F at usi n g M RI -P D F F a n d 

F or e a c h p arti ci p a nt i n t h e Im a gi n g s u b st u d y  p o p ul ati o n, t h e W h ol e L i v er P D F F ( W LP D F F 
i n %) will b e c al c ul at e d fr o m t h e pr e -d efi n e d i n di vi d u al s e g m e nt al P D F F ( S P D F F i n %) 
m e as ur e d i n S e g m e nt I, II, III, I V a, I V b, V, VI, VII a n d VIII as f oll o ws:

W L P D F F = ( S P D F F S e g m e nt II + S P D F F S e g m e nt III + S P D F F S e g m e nt I V a + S P D F F S e g m e nt I V b + 
S P D F F S e g m e nt V + S P D F F S e g m e nt VI + S P D F F S e g m e nt VII + S P D F F S e g m e nt VIII + ( 0. 3 6 * 
S P D F F S e g m e nt I )) / 8. 3 6 (if all s e g m e nts ar e ass ess e d a n d n o t missi n g/ m a p pi n g at B as eli n e, a n d 
o n W e e k 6 , W e e k 2 4 , a n d W ee k 4 8 ).

N ot e: If d at a f or all s e g m e nts is n ot i n cl u d e d, t h e n a dj ust t h e d e n o mi n at or a c c or di n gl y. T his 
s h o ul d b e t h e n u m b er of all s e g m e nts c o ntri b uti n g t o t h e n u m er at or, e x c e pt if t his i n cl u d es 
S e g m e nt 1, t h e n a d d 0. 3 6 i nst e a d of 1). F or e x a m pl e, if t h e o nl y  s e g m e nt n ot i n cl u d e d is 
S e g m e nt 1 t h e n t h e d e n o mi n at or = 8, if s e g m e nt 2 is n ot i n cl u d e d t h e n t h e d e n o mi n at or = 7. 3 6 
(( 7 x 1) + 0. 3 6) et c. 

C al c ul ati o n R ul e f o r % Li v e r F at w h e n Ass ess e d wit h M RI -P D F F:

W L P D F F will b e c al c ul at e d o n m a p pi n g n o n- missi n g s e g m e nts at B as eli n e, a n d at W e e k 6 , 
W e e k 2 4 , a n d W e e k 4 8 .

F or i nst a n c e, if r es ults ar e r e p ort e d f or all s e g m e nts at B as eli n e, a n d at W e e k 6 , W e e k 2 4 , 
a n d W e e k 4 8 (s e e b el o w), t h e n u m b er of s e g m e nts ass ess e d is e q u al t o 9.

                    

If at B as eli n e, all s e g m e nt d at a ar e a v ail a bl e b ut, at W e e k 6 , or W e e k 2 4 , or W e e k 4 8 , o nl y 7 
s e g m e nts h a v e r es ults r e p ort e d, W L P D F F will b e c al c ul at e d at B as eli n e, a n d at W e e k 6 , 
W e e k 2 4 , a n d W e e k 4 8 a n d usi n g t h e m at c hi n g i n di vi d u al s e g m e nts pr o vi di n g v al u es o n all 
w e e ks. F or i nst a n c e, b as e d o n t h e s c h e m a b el o w, s e g m e nt II a n d S e g m e nt V will n ot b e us e d 
t o c al c ul at e W L P D F F o n a n y  of t h e ti m e p oi nts r e p ort e d. I n t his c as e, W LP D F F will b e
c al c ul at e d usi n g d at a i n t h e 7 s e g m e nts r e p ort e d at all n o n -missi n g visits. A mi ni m u m of 5 
s e g m e nts n e e d t o b e a v ail a bl e at B as eli n e a n d at l e ast o n e p ost -b as eli n e visit i n or d er t o 
c al c ul at e W L P D F F a n d t h e p arti ci p a nt s h o ul d h a v e a f ast e d st at us of ‘ Y es’ (i. e. f ast e d f or a 
d ur ati o n of at l e ast 4 h o urs) . If a visit h as f e w er t h a n 5 s e g m e nts or t h e p arti ci p a nt w as n ot 
f ast e d, t h e n t he w h ol e visit w o ul d b e c o nsi d er e d ‘ missi n g’.

B as eli n e

W e e k 6
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W L P D F F a n d i n di vi d u al % li v er f at m e as ur e d i n e a c h i n di vi d u al s e g m e nt will b e i n cl u d e d i n 
s o ur c e d at a. W L P D F F will b e s u m m ari z e d b y  r a n d o mi z e d ar m a n d W e ek.
N ot e: If b as eli n e at t h e i n di vi d u al s e g m e nt l e v el is z er o b y  its elf or aft er i m p ut ati o n, %
c h a n g e fr o m b as eli n e a n d r el ati v e c h a n g e at i n di vi d u al s e g m e nt l e v el will b e r e p ort e d as “. ”
( b e c aus e n ot c al c ul a bl e) wit h a f o ot n ot e e x pl ai ni n g t h at t h e v al u e at b as eli n e w as z er o or 
i m p ut e d t o z er o.

A si mil ar d eri v ati o n will b e utili z e d t o d et er mi n e   ( v al u es of w hi c h will b e pr o vi d e d 
f or e a c h s e g m e nt), w hi c h r efl e cts t h e pr es e n c e of  a n d t h us is 
r efl e cti v e of  ( c o m bi n ati o n of li v er  a n d ).

A p p e n di x 2. 2. 2. M RI -d e ri v e d Li v e r V ol u m e

N o a d diti o n al d eri v ati o n is r e q uir e d f or M RI -d eri v e d Li v er V ol u m e – a si n gl e v al u e ( p er 
p arti ci p a nt p er visit) f or li v er v ol u m e (i n m L) will b e r e c or d e d o n t h e d at a b as e.

A p p e n di x 2. 2. 3. M RI -d e ri v e d 

N o a d diti o n al d eri v ati o n is r e q uir e d f or M RI -d eri v e d – a si n gl e v al u e ( p er 
p arti ci p a nt p er visit) f or  (i n m L) will b e r e c or d e d o n t h e d at a b as e.

A p p e n di x 2. 2. 4. F asti n g Pl as m a Gl u c os e a n d F asti n g Pl as m a I ns uli n ( T 2 D M 
P a rti ci p a nt s O nl y)

F P G a n d F PI v al u es will b e ass ess e d at ti m e p oi nts d es cri b e d i n t h e S c h e d ul e of A cti vit y of 
t h e pr ot o c ol.  

N ot e: if pl as m a gl u c os e c o n c e ntr ati o ns ar e r e p ort e d i n m m ol/ L , tr a nsf or m t h e v al ue i n m g / d L 
usi n g t h e f oll o wi n g e q u ati o n :
Gl u c os e ( m g/ d L) = 1 8 * Gl u c os e ( m m ol/ L)

A p p e n di x 2. 2. 5. H o m e ost ati c M o d el Ass ess m e nt f o r I ns uli n R esist a n c e ( T 2 D M
P a rti ci p a nt s O nl y)

T h e H O M A- I R will b e d eri v e d usi n g f asti n g pl as m a gl u c os e v al u es a n d f asti n g pl as m a 
i ns uli n v al u es at ti m e p oi nts d es cri b e d i n t h e S c h e d ul e of A cti vit y of t h e pr ot o c ol.
T h e f or m ul a us e d t o d eri v e H O M A -I R is as f oll o ws:
H O M A -I R = ( Gl u c os eF asti n g C o n c e ntr ati o n x I ns uli n F asti n g C o n c e ntr ati o n ) / 4 0 5

w h er e pl as m a gl u c os e c o n c e ntr ati o ns is r e p ort e d i n m g/ d L a n d pl as m a i ns uli n is r e p ort e d i n 
m U/ L . As s u c h, H O M A-I R is u nit-l ess.

B as eli n e

W e e k 6
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A p p e n di x 2. 3. D at a D e ri v ati o n f o r P ati e nt R e p o rt e d O ut c o m es

A p p e n di x 2. 3. 1. N A S H -C H E C K

T h e N A S H -C h e c k is a N A S H -s p e cifi c h e alt h -r el at e d q u alit y of lif e m e as ur e t h at w as 
d e v el o p e d b as e d o n q u alit ati v e p arti ci p a nt i n p ut. I t c o nsists of 3 1 it e ms t h at m e as ur e 3 
d o m ai ns: s y m pt o ms ( 1 1 -p oi nt N R S), d a y -t o-d a y  a cti viti es ( 5- p oi nt V R S), a n d e m oti o ns a n d 
lif est yl e ( 4-p oi nt V R S), o v er t h e p ast 7 d a y s.

N A S H -C H E C K S y m pt o m S c al e S c o r es

Si n gl e S y m pt o m It e m S c al es 

Fi v e of t h e s ym pt o m s c al e s c or es ar e si n gl e it e ms ( a b d o mi n al p ai n , it e m 1; a b d o mi n al 

bl o ati n g , it e m 2; f ati g u e, it e m 3; sl e e p , it e m 4; it c h y s ki n, it e m 9). E a c h it e m h as a n 1 1-

p oi nt n u m eri c al r ati n g s c al e wit h r es p o ns e a n c h ors r a n gi n g fr o m n o s y m pt o m (s c or e d 0) t o 

w or st p ossi bl e or e xtr e m e s y m pt o m (s c or e d 1 0), wit h a hi g h er s c or e i n di c ati n g m or e s e v er e 

s ym pt o ms. T h e it e m s c or e is us e d as t h e c orr es p o n di n g s y m pt o m s c al e s c or e a n d t h e it e m 

m ust b e c o m pl et e d f or t h at s y m pt o m s c al e s c or e t o b e d eri v e d.

S y m pt o m s c al e s c or es r a n g e 0 t o 1 0, wit h hi g h er s c or es i n di c ati n g m or e s e v er e sy m pt o ms.

C o g niti v e S y m pt o m S c al e 

N A S H -C H E C K h as 4 it e ms ass essi n g c o g niti v e s y m pt o ms (it e ms 5 – 8). E a c h it e m h as a n 1 1 -

p oi nt n u m eri c al r ati n g s c al e wit h r es p o ns e a n c h ors r a n gi n g fr o m n o s y m pt o m (s c or e d 0) t o 

w orst p ossi bl e or e xtr e m e s y m pt o m (s c or e d 1 0), wit h a hi g h er s c or e i n di c ati n g m or e s e v er e 

s ym pt o ms. 

T h e c o g niti v e s y m pt o ms r a w s c or e is c al c ul at e d as t h e m e a n of t h e n o n- missi n g it e m s c or es 

f or it e ms 5 t o 8 (i. e., t h e s u m of it e ms 5– 8 di vi d e d b y  t h e n u m b er of n o n-missi n g it e ms). A 

mi ni m u m of 3 c o g niti v e s y m pt o ms it e ms n e e d t o b e a ns w er e d f or a r a w s c or e t o b e d eri v e d; 

s p e cifi c all y, if a r es p o n d e nt miss es 2 or m or e of t h es e it e ms, t h at p ers o n’s c o g niti v e 

s ym pt o ms s c or e is s et t o missi n g. T h e r a w s c or e is us e d as t h e fi n al s c al e s c or e. T h e f or m ul as 

f or t h e r a w a n d s c al e s c or es ar e as f oll o ws:

C o g niti v e s y m pt o ms r a w s c or e = s u m of n o n -missi n g s c or es f or it e ms 5 t o 8 / 

    n u m b er of n o n -missi n g it e ms 

C o g niti v e s y m pt o ms s c al e s c o r e = c o g niti v e s y m p t o ms r a w s c or e 

C o g niti v e s y m pt o ms s c al e s c or es r a n g e 0 t o 1 0, wit h hi g h er s c or es i n di c ati n g m or e s e v er e 

s ym pt o ms.
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N A S H -C H E C K H R Q O L S c al e S c o r es

A cti vit y Li mit ati o ns S c al e 

N A S H -C H E C K h as 8 it e ms ass essi n g a cti vit y  li mit ati o ns d u e t o N A S H (it e ms 1 0– 1 7). E a c h 

it e m h as 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 " n o diffi c ult y"  (s c or e d 0) t o " u n a bl e t o 

d o " (s c or e d 4), wit h a hi g h er s c or e i n di c ati n g gr e at er pr o bl e ms. 

T h e a cti vit y  li mit ati o ns r a w s c or e is c al c ul at e d as t h e m e a n of t h e n o n- missi n g it e m s c or es 

f or it e ms 1 0 t o 1 7 (i. e., t h e s u m of it e ms 1 0 –1 7 di vi d e d b y  t h e n u m b er of n o n-missi n g it e ms). 

A mi ni m u m of 5 a cti vit y  li mit ati o ns it e ms n e e d t o b e a ns w er e d f or a r a w s c or e t o b e d eri v e d; 

s p e cifi c all y, if a r es p o n d e nt miss es 4 or m or e of t h es e it e ms, t h at p e rs o n’s a cti vit y li mit ati o ns 

s c or e is s et t o missi n g. Fi n all y , t h e r a w s c or e is tr a nsf or m e d t o r a n g e 0 t o 1 0 t o f or m t h e fi n al 

s c al e s c or e. T h e f or m ul as f or t h e r a w a n d s c al e s c or es ar e as f oll o ws:

A cti vit y  li mit ati o ns r a w s c or e = s u m of n o n- missi n g s c or es f or it e ms 1 0 t o 1 7 / 

     n u m b er of n o n - missi n g it e ms

A cti vit y li mit ati o ns s c al e s c o r e = ( a cti vit y li mit ati o ns r a w s c or e / 4) * 1 0

A cti vit y  li mit ati o ns s c al e s c or es r a n g e 0 t o 1 0, wit h hi g h er s c or es i n di c ati n g gr e at er a cti vit y 

li mit ati o ns.  

E m oti o n al I m p a ct S c al e 

N A S H -C H E C K h as 4 it e ms ass essi n g e m oti o n al i m p a ct d u e t o N A S H (it e ms 1 8 – 2 1). E a c h 

it e m h as a 4-p oi nt v er b al r ati n g s c al e r a n gi n g fr o m " n ot at all " (s c or e d 0) t o " v er y  m u c h " 

(s c or e d 3), wit h a hi g h er s c or e i n di c ati n g gr e at er pr o bl e ms. 

T h e e m oti o n al i m p a ct r a w s c or e is c al c ul at e d as t h e m e a n of t h e n o n -missi n g it e m s c or es f or 

it e ms 1 8 t o 2 1 (i. e., t h e s u m of it e ms 1 8 –2 1 di vi d e d b y t h e n u m b er of n o n - missi n g it e ms). All 

4 e m oti o n al i m p a ct it e ms n e e d t o b e a ns w er e d f or a r a w s c or e t o b e d eri v e d ; s p e cifi c ally, if a 

r es p o n d e nt miss es 1 or m or e of t h es e it e ms, t h at p ers o n’s e m oti o n al i m p a ct s c or e is s et t o 

missi n g. Fi n all y, t h e r a w s c or e is tr a nsf or m e d t o r a n g e 0 t o 1 0 t o f or m t h e fi n al s c al e s c or e. 

T h e f or m ul as f or t h e r a w a n d s c al e s c or es ar e as f oll o ws:

E m oti o n al i m p a ct r a w s c or e = s u m of n o n -missi n g s c or es f or it e ms 1 8 t o 2 1 / 

  n u m b er of n o n -missi n g it e ms

E m oti o n al i m p a ct s c al e s c o r e = ( e m oti o n al i m p a ct r a w s c or e / 3) * 1 0

E m oti o n al i m p a ct s c al e s c or es r a n g e 0 t o 1 0, wit h hi g h er s c or es i n di c at i n g gr e at er e m oti o n al 

i m p a ct. 
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S o ci al I m p a ct S c al e 

N A S H -C H E C K h as 7 it e ms ass essi n g s o ci al i m p a ct d u e t o N A S H (it e ms 2 2 – 2 8). E a c h it e m 

h as a 4 -p oi nt v er b al r ati n g s c al e r a n gi n g fr o m " n ot at all " (s c or e d 0) t o " v er y  m u c h " (s c or e d 

3), wit h a hi g h er s c or e i n di c ati n g gr e at er pr o bl e ms.

T h e s o ci al i m p a ct r a w s c or e is c al c ul at e d as t h e m e a n of t h e n o n -missi n g it e m s c or es f or 

it e ms 2 2 t o 2 8 (i. e., t h e s u m of it e ms 2 2 –2 8 di vi d e d b y t h e n u m b er of n o n -missi n g it e ms). A 

mi ni m u m of 5 s o ci al i m p a ct it e ms n e e d t o b e a n s w er e d f or a r a w s c or e t o b e d eri v e d; 

s p e cifi c all y, if a r es p o n d e nt miss es 3 or m or e of t h es e it e ms, t h at p ers o n’s s o ci al i m p a ct s c or e 

is s et t o missi n g. Fi n all y, t h e r a w s c or e is tr a nsf or m e d t o r a n g e 0 t o 1 0 t o f or m t h e fi n al s c al e 

s c or e. T h e f or m ul as f or t h e r a w a n d s c al e s c or es ar e as f oll o ws:

S o ci al i m p a ct r a w s c or e = s u m of n o n - missi n g s c or es f or it e ms 2 2 t o 2 8 / 

n u m b er of n o n -missi n g it e ms

S o ci al i m p a ct s c al e s c o r e = (s o ci al i m p a ct r a w s c or e / 3) * 1 0

S o ci al i m p a ct s c al e s c or es r a n g e 0 t o 1 0, wit h h i g h er s c or es i n di c ati n g gr e at er s o ci al i m p a ct.

 N A S H -C h e c k 3 1 -It e m V e rsi o n a n d 2 8 -It e m V e rsi o n it e m m a p pi n g:
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A p p e n di x 2. 3. 2. P R O MI S F ati g u e C ust o m 9 -It e m V e rsi o n

T h e P R O MI S F ati g u e 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 sy m pt o ms i n t h e 
p ast 7 d a y s 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 usti o n t h at li k el y  d e cr e as es 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 c o nsists of 9 it e ms t h at p arti ci p a nts will b e as k e d t o r at e fr o m 1: “ N e v er ” t o 5: 
“ Al w a y s ”. A gl o b al r a w s c or e r a n gi n g fr o m 9 t o 4 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 eit h er 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 b y  
t h e d e v el o p er (s e e b el o w) or usi n g o nli n e s c ori n g s er vi c e
(htt p:// w w w. h e alt h m e as ur es. n et/s c or e -a n d -i nt er pr et/ c al c ul at e-s c or es/s c ori n g-i nstr u cti o ns).

B ot h t h e gl o b al r a w s c or e a n d t h e T -s c or e will b e s u m m ari z e d , a n d o nl y if all it e ms h a v e 
b e e n a ns w er e d ( n o missi n g r es p o ns es ar e all o w e d) .

A p p e n di x 2. 3. 3. N A S H S y m pt o m Di a r y

T h e N A S H S y m pt o m Di ar y  is a d aily, s elf - a d mi nist er e d q u esti o n n air e t h at m e as ur es 
s ym pt o ms of N A S H. T his m e as ur e w as d e v el o p e d b y  Pfi z er b as e d o n q u alit ati v e p arti ci p a nt 
i n p ut as w ell as r e vi e w of ot h er d at a s o ur c es (i e, lit er at ur e a n d ot h er e xisti n g m e as ur es). T h e 
m e as ur e c o nsists of a t ot al of 5 it e ms t h at as k p arti ci p a nts t o r at e t h e s e v erit y  of t h eir 
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a b d o mi n al s y m pt o ms ( p ai n a n d bl o ati n g [ 2 it e ms]), f ati g u e ( 1 it e m), sl e e p dist ur b a n c e 
( 1 it e m), a n d d a yti m e sl e e pi n ess ( 1 it e m), i n t h e p ast 2 4 -h o urs o n a n 1 1 -p oi nt N R S t h at 
r a n g es fr o m 0 t o 1 0. T h e N A S H d ail y  sy m pt o m di ar y  e ntri es will b e i d e ntifi e d fr o m e a c h 
d at e /ti m e-st a m p e d (R ef er t o D at e/ Ti m e of C oll e cti o n i n S e cti o n 3. 1 1 of t h e D T S ).

N A S H S y m pt o m Di a r y S c o ri n g

N A S H S y m pt o m D i ar y is a n e wly d e v el o p e d m e as ur e. T h e c urr e nt s c ori n g al g orit h m is 
pr eli mi n ar y . T h e fi n al s c ori n g al g orit h m will b e d e v el o p e d b as e d o n psy c h o m etri c e v al u ati o n 
of t h e m e as ur e o n c e C 2 5 4 1 0 1 3 d at a is a v ail a bl e.

 E a c h it e m is s c or e d i n di vi d u all y
 T h e s c or e f or e a c h it e m is d efi n e d as t h e a v er a g e of d ail y d at a o v er t h e ass ess m e nt 

p eri o d ( 1 4 c o ns e c uti v e d a y s)
o Ass ess m e nt p eri o d is d efi n e d i n t h e st u d y  pr ot o c ol ( S e cti o n 8. 1. 3, T a bl e 4) 
o Mi n of 5 0 % of d ail y d at a ( mi n of 7 d a ys , a n d t h es e d o n ot n e e d t o b e 

c o ns e c uti v e b ut m ust b e wit hi n t h e s a m e 1 4 d a y  p eri o d) d uri n g t h e ass ess m e nt 
p eri o d is r e q uir e d t o c al c ul at e t h e s c or e

o If < 7 d a ys of s c or es d uri n g ass ess m e nt p eri o d, t h e n a v er a g e d ail y s c or e s h o ul d 
b e s et t o missi n g

o A n al y s e C h a n g e fr o m B as eli n e i n ( 1) P ai n. ( 2) Bl o ati n g. ( 3) F ati g u e . ( 4) S l e e p 
dist ur b a n c e , a n d ( 5) Da y ti m e sl e e pi n ess a v er a g e d ail y  s c or e.

A p p e n di x 2. 4. D at a D e ri v ati o n f o r N o n St a n d a r d S af et y E n d p oi nts

A p p e n di x 2. 4. 1. E L F T est 

E L F s c or e ( hi g hli g ht e d b el o w) will b e c al c ul at e d usi n g t h e L a b C or p r e p ort e d s e nsiti v e r es ults 
f or f oll o wi n g 3 p ar a m et ers ass a ye d usi n g t h e C e nt a ur ( R O W) or C e nt a ur X P ( C hi n a) 
c h e mil u mi n es c e n c e ass a y fr o m Si e m e ns –
1. S er u m h y al ur o ni c a ci d ( H A) – r e p ort e d i n n g/ m L

o a s s a y  r a n g e = 1. 6 t o 1 0 0 0 n g/ m L

2. S er u m a mi n o- t er mi n al pr o p e pti d e of t yp e III pr o c oll a g e n ( PIII N P) – r e p ort e d i n n g/ m L

o a s s a y  r a n g e = 0. 5 t o 1 5 0 n g/ m L

3. S er u m tiss u e i n hi bit or of m et all o pr ot ei n as es 1 ( TI M P -1) – r e p ort e d i n n g/ m L

o a s s a y  r a n g e = 3. 5 t o 1 0 0 0 n g/ m L
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T h e a b o v e hi g hli g ht e d f or m ul a s h o ul d b e a d d e d as a pr o gr a m mi n g f o ot er f or t h e r es p e cti v e 
o ut p uts, as f oll o ws:
“ E L F S c or e usi n g C e nt a ur a n d C e nt a ur X P ass a y  d eri v e d as 2. 2 7 8 + 0. 8 5 1 l n( CH A ) + 0. 7 5 1 
l n( CP 3 N P ) + 0. 3 9 4 l n( CTI M P 1 ), w h er e c o n c e ntr ati o ns ( C) of e a c h ass a y ar e i n n g/ ml. ”

A p p e n di x 2. 4. 2. M E L D s c o r e 

T h e M E L D s c or e f or all t h e p arti ci p a nt s t o b e d eri v e d usi n g t h e b el o w m e nti o n e d f or m ul a: -

I niti al M E L D(i) s c or e = 0. 9 5 7 x Lo g e( cr e ati ni n e m g/ d L) + 0. 3 7 8 x Lo g e ( bilir u bi n m g/ d L) + 
1. 1 2 0 x L o g e(I N R) + 0. 6 4 3

N ot e: L a b or at or y  v al u es < 1. 0 will b e s et t o 1. 0 w h e n c al c ul ati n g t h e i niti al M E L D (i) s c or e.
T h e m a xi m u m M E L D s c or e is 4 0. T h e M E L D s c or e d eri v e d fr o m t his c al c ul ati o n will b e 
r o u n d e d t o t h e t e nt h d e ci m al pl a c e a n d t h e n m ulti pli e d b y 1 0.

If t h e i niti al M E L D (i) s c or e is gr e at er t h a n 1 1, t h e n t h e s c or e s h o ul d b e r e-c al c ul at e d usi n g t h e 
b el o w f or m ul a: -

M E L D = M E L D (i) + 1. 3 2 *( 1 3 7 -N a) – [ 0. 0 3 3 * M E L D(i)*( 1 3 7 -N a)]

N ot es: -

1. If t h e cr e ati ni n e v al u e is > 4. 0 m g/ d L t h e n s et t his t o 4. 0.

2. If S o di u m ( N a i n t h e s e c o n d e q u ati o n) is < 1 2 5 m m ol/ L t h e n s et t his t o 1 2 5.

3. If S o di u m ( N a i n t h e s e c o n d e q u ati o n) is > 1 3 7 m m ol/ L t h e n s et t his t o 1 3 7.

4. All u nits s h o ul d b e i n C o n v e nti o n al U nits ( c o n v ersi o ns s h o w n i n t a bl e b el o w)

T o b e i n cl u d e d i n A dj u di c at e d E v e nts listi n g, ( M E L D) s c or e m ust i n cr e as e fr o m ≤ 1 2 at 
b as eli n e t o ≥ 1 5 o n at l e ast 2 c o ns e c uti v e o c c asi o ns at l e ast 4 w e e ks a p art a n d wit h o ut a n 
i nt er m e di at e s c or e < 1 5 .
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C o n v e rsi o n of SI u nits t o c o n v e nti o n al u nits:

L a b o r at o r y p a r a m et e r ( u nit i n M E L D -
N a)

SI r es ult  c o n v e nti o n al u nit r es ult 

S er u m cr e ati ni n e ( m g/ d L) µ m ol/ L  x 0. 0 1 1 3  r es ult i n m g/ d L 
S er u m s o di u m ( m E q/ L ) m m ol/ L  r es ult x 1 = r es ult i n m E q/ L
T ot al bilir u bi n ( m g/ d L) µ m ol/ L  x 0. 0 5 8 5  r es ult i n m g/ d L 
I N R ( U nitl ess p ar a m et er) R es ult i n SI  u nit x 1 = r es ult i n c o n v e nti o n al 

u nit
S o ur c e f or c o n v ersi o ns : htt ps:// w w w.l a b c or p. c o m/r es o ur c e/si -u nit -c o n v ersi o n -t a bl e

A p p e n di x 2. 4. 3. Esti m at e d Gl o m e r ul a r Filt r ati o n R at e 

T h e Esti m at e d Gl o m er ul ar Filtr ati o n R at e ( e G F R ) will b e c al c ul at e d usi n g c y st ati n- C, as 
f oll o ws:

If c yst ati n-C > 0. 8 m g/ L:
e G F R ( m L/ mi n/ 1. 7 3 m 2 ) = 1 3 3 x ( c y st ati n-C/ 0. 8) -1. 3 2 8 x 0. 9 9 6 A g e

( m ulti pl y w h ol e e q u ati o n b y 0. 9 3 2 if f e m al e)
If c yst ati n- C ≤0. 8 m g/ L:

e G F R ( m L/ mi n/ 1. 7 3 m 2 ) = 1 3 3 x ( c yst ati n-C/ 0. 8) -0. 4 9 9 x 0. 9 9 6 A g e

( m ulti pl y w h ol e e q u ati o n b y 0. 9 3 2 if f e m al e)

W h er e A g e is t h e p arti ci p a nt’s a g e at s cr e e ni n g ( c oll e ct e d at S C R 1 visit) i n y e ars.

F or t h e e ntir e st u d y  p o p ul ati o n, e G F R will b e s u m m ari z e d b y r a n d o mi z e d ar m.

R ef: I n k er L A, S c h mi d C H, Ti g hi o u art H, et al. Esti m ati n g Gl o m er ul ar Filtr ati o n R at e fr o m 
S er u m Cr e ati ni n e a n d C yst ati n C. N E n gl J M e d 2 0 1 2; 3 6 7: 2 0 - 9.

A p p e n di x 2. 4. 4. A U DI T T ot al S c o r e 

T h e A U DI T t ot al s c or e is c al c ul at e d as t h e s u m of s c or es pr o vi d e d f or e a c h of t h e 1 0 
q u esti o ns of t h e A U DI T q u esti o n n air e. T h e r a n g e of p ossi bl e A U DI T t ot al s c or es is fr o m 0 t o 
4 0 . 

N ot all q u esti o ns i n t h e A U DI T q u esti o n n air e h a v e t o b e a ns w er e d (s e e b el o w), h o w e v er, it is 
n ot p ossi bl e t o s ki p q u esti o ns i n t h e e Di ar y (if t h e y s h o ul d b e a ns w er e d). Th er ef or e t h er e 
s h o ul d n o t b e a n y missi n g r es p o ns es ( ot h er t h a n t h os e t h at ar e all o w e d t o b e missi n g b as e d 
o n t h e r e s p o ns es t o Qs 1, 2 a n d 3).

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

R ef : B a b or T F, Hi g gi ns-Bi d dl e J C, S a n u d ers J B, M o nt eir o M G. A U DI T – t h e al c o h ol us e
dis or d ers i d e ntifi c ati o n t est – g ui d eli n es f or us e i n pri m ar y  c ar e – 2 n d e diti o n. W orl d

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)

C O P Y RI G H T E D M A T E RI A L



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

P a g e 8 1
T M F D o c I D: 9 8. 0 3

H e alt h Or g a ni z ati o n; D e p art m e nt of M e nt al H e alt h a n d S u bst a n c e D e p e n d e n c e – 2 0 0 1.

A p p e n di x 2. 5. D efi niti o n of P r ot o c ol D e vi ati o ns T h at R el at e t o St atisti c al 
A n al ys es/ P o p ul ati o ns

A p p e n di x 2. 5. 1. C o m pli a n c e

C o m pli a n c e wit h d o u bl e- bli n d e d st u d y  m e di c ati o n will b e c al c ul at e d usi n g d at a c a pt ur e d o n 
th e D o u bl e Bli n d e d tr e at m e nt C R Fs .

C o m pli a n c e b et w e e n a n y t w o visits i n t h e st u d y  will b e c al c ul at e d as: 

% C o m pli a n c e = # of pills a ct u all y  t a k e n si n c e t h e pr e vi o us visit x 1 0 0
    # of pills e x p e ct e d t o b e t a k e n si n c e t h e pr e vi o us visit

T h e # of pills a ct u all y t a k e n si n c e t h e p r e vi o us visit will b e t a k e n dir e ctly fr o m t h e “ A ct u al 
D os e ” fi el d i n t h e D o u bl e Bli n d e d tr e at m e nt C R Fs (sit es will b e i nstr u ct e d t o e nt er t h e tot al 
n u m b er of t a bl ets t h at t h e p arti ci p a nt h as c o ns u m e d si n c e t h e l ast o n-sit e vis it).

T h e # of pills e x p e ct e d t o b e t a k e n si n c e t h e p r e vi o us visit = ( D at e of c urr e nt visit – D at e 
of pr e vi o us visit) * 6

C o m pli a n c e a cr oss t h e o v er all st u d y  tr e at m e nt p eri o d will b e c al c ul at e d as:

% C o m pli a n c e =  # of pills a ct u all y  t a k e n d uri n g t h e d o u bl e - bli n d tr e at m e nt p h as e x 1 0 0
           # of pills e x p e ct e d t o b e t a k e n d uri n g t h e d o u bl e -bli n d tr e at m e nt p h as e

T h e # of pills a ct u all y t a k e n d u ri n g t h e d o u bl e - bli n d t r e at m e nt p h as e = s u m of all 
“ A ct u al d os e ” fi el d s f or all visits d uri n g t h e d o u bl e-bli n d tr e at m e nt p h as e (i. e. t h e s u m of t h e 
t ot al n u m b er of t a bl ets t h at t h e p arti ci p a nt h as c o ns u m e d d uri n g t h e d o u bl e-bli n d tr e at m e nt 
p h as e )

T h e # of pills e x p e ct e d t o b e t a k e n d u ri n g t h e d o u bl e - bli n d t r e at m e nt p h as e = ( W e e k 4 8 
( V 1 9) or E arl y T er m visit d at e – B as eli n e visit d at e ( V 5) + 1 ) * 6

A p p e n di x 3. D at a S et D es c ri pti o ns

N ot a p pli c a bl e

A p p e n di x 4. St atisti c al M et h o d ol o g y D et ails

N ot a p pli c a bl e

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

A p p e n di x 5. List o f A b b r e vi ati o ns

A b b r e vi ati o n T e r m
% C D T P er c e nt c ar b o h y dr at e d efi ci e nt tr a nsf erri n r el ati v e t o t ot al tr a nsf err i n
A C Ci A c et yl -C o A c ar b o x y l as e i n hi bit or ( P F-0 5 2 2 1 3 0 4)
A E A d v ers e e v e nt
A L P Al k ali n e p h os p h at as e
A L T A l a ni n e a mi n otr a nsf er as e 
A N C O V A A n al y sis of c o v ari a n c e
a P T T A cti v at e d p arti al t hr o m b o pl asti n ti m e
A S T A s p art at e a mi n otr a nsf er as e 
A U DI T Al c o h ol us e dis or d ers i d e ntifi c ati o n t est
BI D B is i n di e (t wi c e-a -d a y )
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 M B e ats p er mi n ut e
C A P T M C o ntr oll e d att e n u ati o n p ar a m et er
C a P S C DI S C a n d Pfi z er st a n d ar ds
C B L C h a n g e fr o m b as eli n e
C DI S C Cli ni c al D at a I nt er c h a n g e St a n d ar ds C o ns orti u m
C D T C ar b o h y dr at e d efi ci e nt tr a nsf erri n
CI C o nfi d e n c e i nt er v al
C K 1 8 -M 3 0 C yt o k er ati n -1 8 -M 3 0 fr a g m e nt
C K 1 8 -M 6 5 C yt o k er ati n -1 8 -M 6 5 fr a g m e nt
C K D -E PI C hr o ni c Ki d n e y  Dis e as e E pi d e mi ol o g y C oll a b or ati o n e q u ati o n
C R F C as e r e p ort f or m
DI LI D r u g-i n d u c e d li v er i nj ur y
D G A T 2i D i a c yl gl yc er ol a c y ltr a nsf er as e 2 i n hi bit or ( P F-0 6 8 6 5 5 7 1)
D R D os e r es p o ns e
D T S D at a Tr a nsf er S p e cifi c ati o n
E C E t hi cs C o m mitt e e
E C G E l e ctr o c ar di o gr a m
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 E sti m at e d gl o m er ul ar filtr ati o n r at e
E L F E n h a n c e d Li v er Fi br osis
E R E x p os ur e r es p o ns e
F A S F ull a n al ys is s et
F P G F asti n g pl as m a gl u c os e
F PI F asti n g pl as m a i ns uli n
F S H F olli cl e -sti m ul ati n g h or m o n e
G G T G a m m a -gl ut a m yl tr a nsf er as e
H A H e alt h A ut h orit y
H b A 1 C Gl y c at e d h e m o gl o bi n
H D L -C H i g h d e nsit y li p o pr ot ei n c h ol est er ol

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

A b b r e vi ati o n T e r m
HI V H u m a n i m m u n o d efi ci e n c y vir us
H O M A -I R H o m e ost ati c M o d el Ass ess m e nt f or I ns uli n R esist a n c e
H R Q o 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 v e C -r e a cti v e pr ot ei n
I A I nt eri m A n alys is
I C D Inf or m e d c o ns e nt d o c u m e nt
I M E I mp ort a nt M e di c al E v e nt
I N R Int er n ati o n al n or m ali z e d r ati o
I P V I ntr a-p at h ol o gist v ari a bilit y
I RB Instit uti o n al R e vi e w B o ar d
L D L -C L o w d e nsit y  li p o pr ot ei n-c h ol est er ol
L F T L i v er f u n cti o n t est
L L Q L o w er li mit of q u a ntifi c ati o n
L S M L e ast -s q u ar es m e a n
M A C E M aj or a d v ers e c ar di o v as c ul ar e v e nt
M C H M e a n c or p us c ul ar h e m o gl o bi n
M C H C M e a n c or p us c ul ar h e m o gl o bi n c o n c e ntr ati o n
M C V M e a n c or p us c ul ar v ol u m e
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 E L D M o d el of e n d -st a g e li v er dis e as e
M M R M M i x e d-eff e cts m o d el wit h r e p e at e d m e as ur es
M RI M a g n eti c r es o n a n c e i m a gi n g
M RI -P D F F M a g n eti c r es o n a n c e i m a gi n g usi n g pr ot o n d e nsit y  f at fr a cti o n 

a c q uisiti o n 
N/ A N ot a p pli c a bl e
N A F L D N o n al c o h oli c f att y li v er dis e as e
N A S N A F L D A cti vit y  S c or e
N A S H N o n al c o h oli c st e at o h e p atitis
N D N ot d o n e
N R S N u m eri c r ati n g s c al e
N S N o s a m pl e
P C C P ot e nti al C li ni c al C o n c er n
P C S K 9 P r o pr ot ei n c o n v ert as e s u btilisi n/ k e xi n t yp e 9
P D P h ar m a c o d y n a mi c(s)
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 M e as ur e m e nt O ut c o m e I nf or m ati o n S y st e m
Pr o C 3 N -t er mi n al pr o p e pti d e of t yp e III  pr o c oll a g e n
Pr o C 6 C -t er mi n al fr a g m e nt of α 3 c h ai n of pr o c oll a g e n t y p e VI  
P B L P er c e nt c h a n g e fr o m b as eli n e
PI II N P A mi n o -t er mi n al pr o p e pti d e of t yp e III pr o c oll a g e n

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)



P F -0 6 8 6 5 5 7 1 ( D G A T 2i) a n d P F -0 6 8 6 5 5 7 1 + P F -0 5 2 2 1 3 0 4 ( D G A T 2i + A C Ci)
Pr ot o c ol C 2 5 4 1 0 1 3 St atisti c al A n al ysis Pl a n

D M B 0 2 -G S O P -R F 0 2 5. 0 St atisti c al A n al ysis Pl a n T e m pl at e 0 5 -D e c -2 0 1 9
P FI Z E R C O N FI D E N TI A L 

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

A b b r e vi ati o n T e r m
P R P eri o d of ti m e fr o m t h e o ns et of t h e P w a v e t o t h e b e gi n ni n g of t h e 

Q R S c o m pl e x o n a n el e ctr o c ar di o gr a m
P T P r ef err e d t er m
Q D Q u a q u e di e ( o n c e -a -d a y )
Q R S C o m bi n ati o n of Q -, R- a n d S - w a v e o n a n el e ctr o c ar di o gr a m 

r e pr es e nti n g v e ntri c ul ar d e p ol ari z ati o n

Q T c C orr e ct e d Q T
Q T c F C orr e ct e d Q T ( Fri d eri ci a m et h o d)
R B C R e d bl o o d c ell
R C R el ati c e c h a n g e
R C B L R el ati v e c h a n g e fr o m b as eli n e
R N A R i b o n u cl ei c a ci d
R O W R est of W orl d
R R R es pir at or y  r at e
S A E S eri o us a d v ers e e v e nt
S A P S t atisti c al a n al ysis pl a n
S D St a n d ar d d e vi ati o n
S E St a n d ar d err or
SI S y st è m e i nt er n ati o n al
S O P S t a n d ar d o p er ati n g pr o c e d ur e
S P D F F S e g m e nt al P D F F
T 2 D M T y p e 2 di a b et es m ellit us
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 D D T ot al D ail y  D os e
TI M P -1 T iss u e i n hi bit or of m et all o pr ot ei n as es 1
U A Uri n al y sis
U L N U p p er li mit of n or m al
U L Q U p p er li mit of q u a ntifi c ati o n
V C T E T M Vi br ati o n -C o ntr oll e d Tr a nsi e nt El ast o gr a p h y

V L D L V er y  l o w-d e nsit y  li p o pr ot ei n
V R S V er b al r ati n g s c al e
W B C W hit e bl o o d c ell
W L P D F F W h ol e L i v er P D F F

0
9
0
1
7
7
e
1
a
0
9
a
b
3
7
4\

A
p
pr

ov
e
d\

A
p
pr

ov
e
d 

O
n:
 
0
6-

M
ay

-
2
0
2
4 

1
5:

0
3 

(
G

M
T)

C CI


	TABLE OF CONTENTS
	LIST OF TABLES
	Table 1. Summary of Changes
	Table 2. Biopsy results to be reported for each participant
	Table 3. Clinical Laboratory Parameters  
	Table 4. Laboratory Assessments (non-fasted)
	Table 5. Laboratory Assessments (fasted)
	Table 6. Vital Signs to be Monitored
	Table 7. ECG Categories
	Table 8. Analysis Set Definitions
	Table 9. Summary of Analysis Methods
	Table 10. Handling non-evaluable histological change-from-baseline data

	LIST OF FIGURES
	Figure 1. Study Design

	1. VERSION HISTORY
	2. INTRODUCTION
	2.1. Study Objectives, Endpoints, and Estimands
	2.1.1. Primary Estimand(s)
	2.1.2. Secondary Estimand(s)
	2.1.3. Additional Estimand(s)

	2.2. Study Design

	3. ENDPOINTS AND BASELINE VARIABLES:  DEFINITIONS AND CONVENTIONS
	3.1. Primary Endpoint(s)
	3.2. Secondary Endpoint(s)
	3.3. Other Endpoint(s)
	3.4. Baseline Variables
	3.5. Safety Endpoints
	3.5.1. Adverse Events
	3.5.2. Laboratory Data
	3.5.3. Other Standard Safety other than AEs


	4. ANALYSIS SETS (POPULATIONS FOR ANALYSIS)
	4.1. Treatment Misallocations

	5. GENERAL METHODOLOGY AND CONVENTIONS
	5.1. Hypotheses and Decision Rules
	5.2. General Methods
	5.2.1. Analyses for Binary Endpoints
	5.2.2. Analyses for Continuous Endpoints
	5.2.3. Analyses for Categorical Endpoints
	5.2.4. Analyses for Time-to-Event Endpoints

	5.3. Methods to Manage Missing Data

	6. ANALYSES AND SUMMARIES
	6.1. Primary Endpoint(s)
	6.1.1. Proportion of participants achieving centrally adjudicated resolution of NASH without worsening of fibrosis or improvement in fibrosis by ≥1 stage without worsening of NASH, or both, at Week 48
	6.1.1.1. Main Analysis
	6.1.1.2. Sensitivity/Supplementary Analyses


	6.2. Secondary Endpoint(s)
	6.2.1. Proportion of participants achieving centrally adjudicated resolution of NASH without worsening of fibrosis, at Week 48
	6.2.1.1. Main Analysis
	6.2.1.2. Sensitivity/Supplementary Analysis

	6.2.2. Proportion of participants achieving centrally adjudicated improvement in fibrosis by ≥1 stage without worsening of NASH, at Week 48
	6.2.2.1. Main Analysis
	6.2.2.2. Sensitivity/Supplementary Analysis

	6.2.3. Proportion of participants achieving centrally adjudicated improvement in fibrosis by ≥2 stages without worsening of NASH, at Week 48
	6.2.3.1. Main Analysis
	6.2.3.2. Sensitivity/Supplementary Analysis

	6.2.4. Proportion of participants achieving centrally adjudicated improvement of ≥2 points in Total NAFLD Activity Score (NAS) without worsening of fibrosis, at Week 48
	6.2.4.1. Main Analysis
	6.2.4.2. Sensitivity/Supplementary Analysis

	6.2.5. Percentage change from baseline in liver fat (assessed via MRI-PDFF) at Week 48
	6.2.5.1. Main Analysis
	6.2.5.2. Sensitivity/Supplementary Analysis


	6.3. Other Endpoint(s)
	6.3.1. Proportion of participants achieving improvement in fibrosis by ≥1 stage independent of changes in NAS, based on assessment by sponsor-identified central pathologist(s), at Week 48 compared to baseline
	6.3.1.1. Main Analysis

	6.3.2. Proportion of participants achieving resolution of NASH without worsening of fibrosis and improvement in fibrosis by ≥1 stage without worsening of NASH, based on assessment by sponsor-identified central pathologist(s), at Week 48 compared to baseline
	6.3.2.1. Main Analysis

	6.3.3. Proportion of participants with progression of fibrosis by ≥1 stage (defined as an increase of at least 1 stage in the Brunt-Kleiner scale compared to baseline) independent of changes in NAS, at Week 48
	6.3.3.1. Main Analysis

	6.3.4. Proportion of participants with progression of fibrosis by ≥1 stage and worsening of ≥2 points in Total NAS at Week 48
	6.3.4.1. Main Analysis

	6.3.5. Proportion of participants with Worsening of ≥2 points in Total NAS (defined as an increase of at least 2 points in Total NAS compared to baseline) independent of changes in fibrosis at Week 48
	6.3.5.1. Main Analysis

	6.3.6. Other Continuous Tertiary/Exploratory Endpoints
	6.3.6.1. Main Analysis

	6.3.7. Event-based Tertiary/Exploratory Endpoints
	6.3.7.1. Main Analysis

	6.3.8. Pharmacokinetic (PK) Endpoints
	6.3.8.1. Main Analysis


	6.4. Subset Analyses
	6.5. Baseline and Other Summaries and Analyses
	6.5.1. Baseline Summaries
	6.5.2. Study Conduct and Participant Disposition
	6.5.3. Study Treatment Exposure
	6.5.4. Medical History
	6.5.5. Concomitant Medications and Nondrug Treatments

	6.6. Safety Summaries and Analyses
	6.6.1. Adverse Events
	6.6.2. Laboratory Data
	6.6.3. Vital Signs
	6.6.4. Electrocardiograms


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

	8. REFERENCES
	9. APPENDICES
	Appendix 1. Summary of Efficacy Analyses
	Appendix 2. Data Derivation Details
	Appendix 2.1. Definition and Use of Visit Windows in Reporting
	Appendix 2.2. Endpoint Derivations
	Appendix 2.2.1. % Liver Fat using MRI-PDFF and 
	Appendix 2.2.2. MRI-derived Liver Volume
	Appendix 2.2.3. MRI-derived  
	Appendix 2.2.4. Fasting Plasma Glucose and Fasting Plasma Insulin (T2DM Participants Only)
	Appendix 2.2.5. Homeostatic Model Assessment for Insulin Resistance (T2DM Participants Only)

	Appendix 2.3. Data Derivation for Patient Reported Outcomes
	Appendix 2.3.1. NASH-CHECK
	Appendix 2.3.2. PROMIS Fatigue Custom 9-Item Version
	Appendix 2.3.3. NASH Symptom Diary

	Appendix 2.4. Data Derivation for Non Standard Safety Endpoints
	Appendix 2.4.1. ELF Test
	Appendix 2.4.2. MELD score
	Appendix 2.4.3. Estimated Glomerular Filtration Rate
	Appendix 2.4.4. AUDIT Total Score

	Appendix 2.5. Definition of Protocol Deviations That Relate to Statistical Analyses/Populations
	Appendix 2.5.1. Compliance


	Appendix 3. Data Set Descriptions
	Appendix 4. Statistical Methodology Details
	Appendix 5. List of Abbreviations



