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E n d os c o pi c s u bs c or e ≤ 1 at W e e k 1 0

T o d e m o nstr at e t h e effi c a c y of
G S -4 8 7 5 , c o m p ar e d w it h pl a c e b o 
c o ntr ol, i n a c hi e vi n g M C S R e s p o ns e
at W e e k 1 0

M C S R es p o ns e, d efi n e d as a d e cr e as e 
fr o m b as eli n e of ≥ 3 p oi nts a n d at l e ast 
3 0 % i n M C S, i n a d diti o n t o a ≥ 1 p oi nt 
d e cr e as e fr o m b as eli n e i n t h e R e ct al 
Bl e e di n g s u bs c or e or a R e ct al Bl e e di n g 
s u bs c or e ≤ 1 at W e e k 1 0

T o d e m o nstr at e t h e effi c a c y of
G S -4 8 7 5 , c o m p ar e d w it h pl a c e b o 
c o ntr ol, i n a c hi e vi n g M C S R e mi s si o n
at W e e k 1 0

M C S R e missi o n, d efi n e d as a M C S 
s c or e of ≤ 2 a n d n o i n di vi d u al s u bs c or e 
> 1 at W e e k 1 0

T o e v al u at e G S -4 8 7 5 , as c o m p ar e d 
wit h pl a c e b o c o ntr ol, i n a c hi e vi n g 
hist ol o gi c r e missi o n at W e e k 1 0

Hist ol o gi c r e missi o n b as e d u p o n t h e
G e b o es S c al e w h er e all of t h e f oll o wi n g 
m ust b e m et at W e e k 1 0: Gr a d e 0 of 
≤ 0. 3, Gr a d e 1 of ≤ 1. 1, Gr a d e 2 a of 
≤ 2 A. 3, Gr a d e 2 b of 2 B. 0 , Gr a d e 3 of 
3. 0, Gr a d e 4 of 4. 0, a n d Gr a d e 5 of 5. 0
(A p p e n di x 5 )
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Ot h e r S e c o n d a r y O bj e cti v es Ot h e r S e c o n d a r y E n d p oi nts

T o e v al u at e t h e s af et y a n d t ol er a bilit y 
of G S -4 8 7 5

I n ci d e n c e a n d c h ar a ct eri z ati o n of 
a d v ers e e v e nts ( A Es ) a n d l a b or at or y 
a b n or m aliti es

P h y si c al e x a mi n ati o n ( P E) fi n di n gs, 
el e ctr o c ar di o gr a m ( E C G ), a n d vit al 
si g ns

C CI
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St u d y D esi g n: T his is a P h as e 2 , bli n d e d, ra n d o mi z e d, p l a c e b o-c o ntr oll e d st u d y 
e v al u ati n g t h e e ffi c a c y a n d saf et y of G S - 4 8 7 5 f or t h e tr e at m e nt of 
s u bj e cts wit h m o d er at el y t o se v er el y a cti v e u l c er ati v e c olitis ( U C).

T his st u d y  i n cl u d es:

 S cr e e ni n g p eri o d ( D a ys 3 0 t o 1)

 B as eli n e/ R a n d o mi z ati o n ( D a y 1)

A p pr o xi m at el y  1 8 0 su bj e cts w h o m e et pr ot o c ol eli gi bilit y  crit eri a 
will b e r a n d o mi z e d i n a 1: 1: 1 r ati o t o 1 of 3 tr e at m e nt gr o u ps as 
f oll o ws:

T r e at m e nt g r o u p 1 ( n  6 0) : G S - 4 8 7 5 3 0 0 m g o n c e d ail y 

T r e at m e nt g r o u p 2 ( n  6 0): G S - 4 8 7 5 1 0 0 m g o n c e d ail y

T r e at m e nt g r o u p 3 ( n  6 0) : P l a c e b o o n c e d ail y

Tr e at m e nt assi g n m e nts will b e str atifi e d a c c or di n g t o t h e s u m 
( ≤ 6 or > 6) of 3 M C S s u bs c or es f or St o ol Fr e q u e n c y , R e ct al 
Bl e e di n g, a n d E n d os c o pi c Fi n di n gs at s cr e e ni n g.

 Bli n d e d Tr e at m e nt p h as e ( D a y  1 u p t o W e e k 5 0)

At W e e k 1 0 visit , all s u bj e cts will h a v e a n effi c a c y 
ass ess m e nt .

 O p e n -L a b el ( O L) Tr e at m e nt p h as e (O L D a y  1 u p t o O L W e e k 5 0)

At O L  W e e k 1 0 visit, all s u bj e cts will h a v e a n effi c a c y 
ass ess m e nt.

 Gil e a d D at a R e vi e w C o m mitt e e ( G D R C) 

Aft er a p pr o xi m at el y  9 0 s u bj e cts c o m pl et e t h e W e e k 1 0 visit 
or dis c o nti n u e fr o m t h e st u d y  pri or t o W e e k 1 0, t h e G DR C
will r e vi e w e n d p oi nt d at a f or p ot e nti al st u d y  t er mi n ati o n d u e 
t o l a c k of effi c a c y. 

 U n bli n di n g

T h e st u d y will b e u n bli n d e d w h e n all r a n d o mi z e d s u bj e cts
( a p pr o xi m at el y 1 8 0) h a v e c o m pl et e d 1 0 w e e ks of bli n d e d 
st u d y dr u g, or dis c o nti n u e d fr o m t h e st u dy, a n d ass o ci at e d 
s af et y a n d effi c a c y ass ess m e nts h a v e b e e n c o m pl et e d.

 P ost tr e at m e nt ( P T x) Ass ess m e nts 

S u bj e ct s w h o dis c o nti n u e st u d y  dr u g will r et ur n 3 0 d a y s aft er 
t h e last d os e f or P T x ass ess m e nts .
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N u m b er of 
S u bj e cts Pl a n n e d:

1 8 0

T ar g et P o p ul ati o n: A d ult s u bj e cts wit h m o d er at el y t o s e v er el y a cti v e U C .

D ur ati o n of 
Tr e at m e nt:

I n t h e Bli n d e d Tr e at m e nt p h as e, ra n d o mi z e d s u bj e cts m a y  r e c ei v e a 
m a xi m u m of 5 0 w e e ks of tr e at m e nt.

S u bj e cts w h o m o v e t o t h e O L Tr e at m e nt p h as e will h a v e r e c ei v e d 
1 0 w e e ks of bli n d e d tr e at m e nt a n d m a y  r e c ei v e u p t o 5 0 w e e ks of O L 
tr e at m e nt. T h us, t ot al d ur ati o n of tr e at m e nt m a y b e a m a xi m u m of 
6 0 w e e ks .

Di a g n osis a n d 
M ai n Eli gi bilit y  
Crit eri a:

S el e ct Eli gi bilit y  Crit eri a:

1) U C of at l e ast 3 m o nt hs d ur ati o n b ef or e r a n d o mi z ati o n c o nfir m e d 
b y  e n d o s c o p y a n d hist ol o g y at a n y  ti m e i n t h e p ast A N D wit h a 
mi ni m u m dis e as e e xt e nt of 1 5 c m fr o m t h e a n al v er g e. 
D o c u m e nt ati o n of e n d os c o p y  a n d hist ol o g y c o nsist e nt wit h t h e 
di a g n osis of U C m ust b e a v ail a bl e i n t h e s o ur c e d o c u m e nts pri or 
t o t h e i niti ati o n of s cr e e ni n g.

2) M o d er at el y t o s e v er el y a cti v e U C as d et er mi n e d d uri n g s cr e e ni n g 
b y  a c e ntr all y r e a d e n d os c o p y s c or e ≥ 2, a R e ct al Bl e e di n g
s u b s c or e ≥ 1, a St o ol Fr e q u e n c y s u b s c or e ≥ 1 a n d P h y si ci a ns 
Gl o b al Ass ess m e nt ( P G A ) of ≥ 2 as d e fi n e d b y  t h e M a yo Cli ni c 
S c or e (A p p e n di x 4 ); t ot al M C S m ust b e b et w e e n 6 a n d 1 2, 
i n cl usi v e.

3) Pr e vi o usl y  d e m o nstr at e d a n i n a d e q u at e r es p o ns e ( pri m ar y 
n o n- r es p o ns e) or l oss of r es p o ns e (s e c o nd ar y  n o n-r es p o ns e) t o a 
T N F α i n hi bit or (i e, i nfli xi m a b, a d ali m u m a b, g oli m u m a b, or 
bi osi mil ars ). T h e i n d u cti o n tr e at m e nt r e gi m e n r es ulti n g i n 
i n a d e q u at e r es p o ns e or l oss of r es p o ns e s h o ul d h a v e b e e n i n 
a c c or d a n c e wit h l o c al pr es cri bi n g i nf or m ati o n/ g ui d eli n e s.

St u d y  Pr o c e d ur es/
Fr e q u e n c y :

R ef er t o A p p e n di x 2 a n d A p p e n di x 3 f or t h e St u d y Pr o c e d ur es 
T a bl e s.

T est P r o d u ct, D os e, 
a n d M o d e of 
A d mi nist r ati o n:

G S - 4 8 7 5 3 0 0 m g: 2 G S -4 8 7 5 1 5 0 m g t a bl ets, or all y  o n c e d ail y 

G S - 4 8 7 5 1 0 0 m g: 2 G S -4 8 7 5 5 0 m g t a bl ets, or all y  o n c e d ail y

G S - 4 8 7 5 s h o ul d n ot b e a d mi nist er e d wit h f o o d .

R ef e r e n c e T h e r a p y, 
D os e, a n d M o d e of 
A d mi nist r ati o n:

Pl a c e b o : 2 pl a c e b o -t o-m at c h ( P T M ) t a bl ets, or all y o n c e d ail y
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C rit e ri a f o r 
E v al u ati o n: 

S af et y: 

Effi c a c y: 

Bi o m ar k er s: 

C O N FI D E N T IA L 

Fi n al 
A m e n d m e nt 2 

A s s e s s m e nt of A E s a n d c o n c o mit a nt m e d ic at io n s w ill c o nt in u e 
t hr o u g h o ut t h e d ur ati o n of t h e st u d y . S af et y e v a lu ati o n s i n cl u de 
d o c m n e nt at io n of A E s, P E ( c om pl et e or s ym pt o m dr iv e n), vi t al si g ns, 
cli ni c al la b or at or y e v a lu at io n s ( h em at ol o g y, c h e m istr y, ur in a lys is, 
st o o l a n a lys is), a n d E C G . 

D at a M o nit o ri n g C o m mitt e e ( D M C) 

T h e i niti al m e et i ng w ill o c c ur aft er a p pr o x i mat el y 2 0 s u bje ct s 
c o m p let e t h e W e e k 4 visit or di s c o nti n u e fr o m t h e st u d y pr ior t o 
W e e k 4. 

S u b s e q u e nt D M C m e et in g s f or s af et y r e vi e w w ill b e h e l d aft er 
a p pr o xi m at e l y 6 0 s u bj e ct s c o m p let e t h e W e e k 4 visit or di s c o nt in u e 
fr o m t h e st u d y a n d aft er a p pr o x i mat e l y 9 0 s u bje ct s c o m pl et e t h e 
W e e k 1 0 visit or di s c o ntin u e fr o m t h e st u d y . T h e fr e q u e n c y of 
m e et i ng s m a y b e a dj u st e d a s r e q u e st e d b y t h e D M C . 

Effi c a c y w ill b e a s s e s s e d b y C lini c a l R emi s s io n p er M o d ifie d M C S, 
d efi n e d a s St o o l Fr e q u e n c y s u b s c or e : S 1 a n d n ot gr e at er t h a n 
b a s e lin e, R e ct a l Bl e e d in g s u b s c or e of 0 a n d a n E n d o s c o p i c s u b s c or e 
( b y c e ntr a l r e a d) : S 1 at W e e k 1 0 . 

Bl o o d Bi o m a r k e r S a m pl e s 

Bl o o d s am pl e s w ill b e c o lle ct e d at D a y  1 a n d W e e k s 2, 4, 1 0, 2 6, a n d 
5 0 . 

P a g e 1 0 1 9 J u n e 2 0 2 0 
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M a n d at o r y G e n o mi c S a m pl es 

M a n d at or y  g e n o mi c s a m pl es will b e c oll e ct e d at t h e D a y  1 visit.

A bl o o d s a m pl e will b e o bt ai n e d f or g e n e ti c a n alysis of t h e uri di n e 5’ -
di p h os p h o -gl u c ur o n os y ltr a nsf er as e f a mil y 1 m e m b er A 1 
(U G T 1 A 1 ) * 2 8 g e n eti c v ari a nt s. 

A bl o o d s a m pl e will b e o bt ai n e d t o d et er mi n e t h e t u m or pr o gr essi o n 
l o c us 2 (T P L 2) g e n ot y p e a n d si n gl e n u cl e oti d e p ol y m or p his ms 
( S N Ps) ass o ci at e d wit h infl a m m at or y  bo w el d is e as e (I B D). 

St o ol Bi o m a r k e r S a m pl es

St o o l s a m pl es will b e c oll e ct e d at scr e e ni n g a n d W e e ks 1 0, 2 6 , a n d 
5 0. 

St atisti c al M et h o ds: P ri m a r y A n al ysis

T h e pri m ar y  a n alys is will c o m p ar e e a c h G S - 4 8 7 5 d os e gr o u p t o 
pl a c e b o o n t h e pr o p orti o n of s u bj e cts a c hi e vi n g Cli ni c al R e missi o n 
p er M o difi e d M C S at W e e k 1 0. T h e C o c hr a n -M a nt el -H a e ns z el 
( C M H) a p pr o a c h a dj usti n g f or str atifi c ati o n f a ct or will b e us e d f or 
h y p ot h esis t esti n g of t h e pri m ar y  e n d p oi nt. F or e v al u ati o n of Cli ni c al
R e missi o n p er M o difi e d M C S at W e e k 1 0, M C S s c or e at s cr e e ni n g 
will b e us e d as b as eli n e v al u e.

S u bj e cts w h o d o n ot h a v e s uffi ci e nt m e as ur e m e nts t o d et er mi n e 
effi c a c y  e n d p oi nts will b e c o nsi d er e d f ail ur es (i e, n o n-r es p o n d er 
i m p ut ati o n [ N RI]).

W e e k 1 0 A n al ysis

A W e e k 1 0 a n al ys is will b e c o n d u ct e d w h e n all r a n d o mi z e d s u bj e cts
( a p pr o xi m at el y 1 8 0) h a v e c o m pl et e d 1 0 w e e ks of bli n d e d st u d y  dr u g, 
or dis c o nti n u e d fr o m t h e st u d y, a n d ass o ci at e d s af et y  a n d effi c a c y 
ass ess m e nts h a v e b e e n c o m pl et e d . T h e st u d y will b e u n bli n d e d a n d 
saf et y a n al ysis a n d W e e k 1 0 effi c a c y  a n alys is (i n cl u di n g pri m ar y 
a n al ys is) will b e p erf or m e d. Th e p ur p os e of t h es e a n al ys es is t o 
i nf or m st u d y dis c o nti n u ati o n or f urt h er d e v el o p m e nt of G S - 4 8 7 5 f or 
t h e tr e at m e nt of U C . If t h e sp o ns or c o n cl u d es t h at tr e at m e nt wit h 
G S - 4 8 7 5 h as a n u nf a v or a bl e b e n efit -ris k pr ofil e, t h e sp o ns or will 
r e q u est a n a d h o c D M C m e eti n g. T h e D M C will b e r e q u est e d t o 
e v al u at e t h e a v ail a bl e st u d y  d at a a n d t o m a k e r e c o m m e n d ati o n o n 
w h et h er t h e st u d y s h o ul d b e st o p p e d, c o nti n u e d, or c o nti n u e d wit h 
m o difi c ati o ns.
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A dj ust m e nts of M ulti pli cit y

T h e f oll o wi n g pri m ar y  a n d k e y s e c o n d ar y e n d p oi nt s will b e t est e d 
s e q u e nti all y at a o n e- si d e d T yp e 1 err or r at e of 2. 5 % i n t h e f oll o wi n g 
or d er:

G S - 4 8 7 5 3 0 0 m g vs pl a c e b o

1. T h e pr o p orti o n of s u bj e cts wit h cli ni c al r e missi o n p er m o difi e d 
M C S at W e e k 1 0

2. T h e pr o p orti o n of s u bj e cts wit h e n d os c o pi c r es p o ns e at W e e k 1 0

3. T h e pr o p orti o n of s u bj e cts wit h M C S R e s p o ns e at W e e k 1 0

4. T h e pr o p orti o n of s u bj e cts wit h M C S R e missi o n at W e e k 1 0

5. T h e pr o p orti o n of s u bj e cts wit h hist ol o gi c r e missi o n at W e e k 1 0 

G S - 4 8 7 5 1 0 0 m g vs pl a c e b o

6. T h e pr o p orti o n of s u bj e cts wit h cli ni c al r e missi o n p er m o difi e d 
M C S at W e e k 1 0 

7. T h e pr o p orti o n of s u bj e cts wit h e n d os c o pi c r es p o ns e at W e e k 1 0

8. T h e pr o p orti o n of s u bj e cts wit h M C S r e s p o ns e at W e e k 1 0

9. T h e pr o p orti o n of s u bj e cts wit h M C S r e missi o n at W e e k 1 0

1 0. T h e pr o p orti o n of s u bj e cts wit h hist ol o gi c r e missi o n at W e e k 1 0

T esti n g will st o p wit h t h e first of t h es e e n d p oi nts f aili n g t o r e a c h 
st atisti c al si g nifi c a n c e a n d all s u bs e q u e nt e n d p oi nts w o ul d n ot b e 
c o nsi d er e d f or st atisti c al si g nifi c a n c e a n d o nl y  n o mi nal p- v al u es will 
b e r e p ort e d.

S a m pl e Si z e

A s a m pl e si z e of 6 0 s u bj e cts i n t h e pl a c e b o gr o u p a n d 6 0 s u bj e cts i n 
e a c h G S - 4 8 7 5 d os e gr o u p ( n 1 2 0 t ot al f or G S -4 8 7 5 ) will pr o vi d e 
a p pr o xi m at el y  7 5 % p o w er f or e a c h G S -4 8 7 5 d os e gr o u p c o m p aris o n 
t o pl a c e b o at a 1- si d e d 0. 0 2 5 si g nifi c a n c e l e v el t o d et e ct a tr e at m e nt 
diff er e n c e i n C li ni c al R e missi o n p er m o difi e d M C S r es p o ns e r at e of 
1 7. 5 % ( 2 2. 5 % o n G S -4 8 7 5 a n d 5 % o n pl a c e b o) b as e d o n Fis h er’s 
e x a ct t est.

T his st u d y  will b e c o n d u ct e d i n a c c or d a n c e wit h t h e g ui d elin es of G o o d Cli ni c al Pr a cti c e ( G C P) 
i n cl u di n g ar c hi vi n g of ess e nti al d o c u m e nts.
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G L O S S A R Y O F A B B R E VI A TI O N S A N D D E FI NI TI O N O F T E R M S

6- M P 6- m er c a pt o p uri n e

A D L A cti viti es of D ail y Li vi n g

A E a d v ers e e v e nt

A L T al a ni n e a mi n otr a nsf er as e

A N C a bs ol ut e n e utr o p hil c o u nt

A N C O V A a n al ysis of c o v ari a n c e

A S T as p art at e a mi n otr a nsf er as e

A U C i nf ar e a u n d er t h e c o n c e ntr ati o n v ers us ti m e c ur v e e xtr a p ol at e d t o i nfi nit e ti m e, 
c al c ul at e d as A U C l ast + ( Cl ast/ z )

A U C 0- 2 4 p arti al ar e a u n d er t h e c o n c e ntr ati o n v ers us ti me c ur v e fr o m ti m e “ 0 ” t o ti m e 
“ 2 4 h o urs ”

B A P Bi o m ar k er A n al ysis Pl a n

B C R P br e ast c a n c er r esist a n c e pr ot ei n

C diff icil e Cl ostri di u m diffi cil e

C D Cr o h n’s dis e as e

CI c o nfi d e n c e i nt er v al

C K cr e ati n e ki n as e

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

C m a x
t h e m a xi m u m o bs er v e d s er u m/ pl as m a/ p eri p h er al bl o o d m o n o n u cl e ar ( P B M C) 
c o n c e ntr ati o n of dr u g

C M H C o c hr a n -M a nt el -H a e ns z el

C P K cr e ati n e p h os p h o ki n as e

C R F c as e r e p ort f or m(s)

C R O c o ntr a ct r es e ar c h or g a ni z ati o n 

C R P c -r e a cti v e pr ot ei n

C S R cli ni c al st u d y r e p ort

C T C A E C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts
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1. I N T R O D U C TI O N

1. 1. B a c k g r o u n d

I nfl a m m at or y b o w el dis e as es (I B D), w hi c h i n cl u d e Cr o h n’s dis e as e ( C D) a n d ul c er ati v e c olitis 
( U C), ar e c hr o ni c i nfl a m m at or y dis e as es of t h e g astr oi nt esti n al tr a ct c h ar a ct eri z e d b y  p eri o ds of 
r el a ps es a n d r e missi o n. I n U C, t h e i nfl a m m ati o n is li mit e d t o t h e m u c os a of t h e c ol o n a n d 
r e ct u m, w hil e i n C D a ny p art of t h e g astr oi nt esti n al tr a ct, fr o m m o u t h t o a n us, c a n b e aff e ct e d. 
Cr o h n’s dis e as e a n d U C ar e t h o u g ht t o r es ult fr o m a n i n a p pr o pri at e i m m u n e r es p o ns e t o 
i nt esti n al mi cr o bi ot a i n g e n eti c ally s us c e pti bl e h osts, wit h e n vir o n m e nt al f a ct ors tri g g eri n g 
dis e as e i niti at i o n a n d r e a cti v at i o n. T his h yp ot h esis i m pli c at es r e ci pr o c al i nt er a cti o ns b et w e e n 
h ost g e n eti cs, e n vir o n m e nt al f a ct ors, r esi d e nt mi cr o bi ot a, a n d i m m u n e r es p o ns es t h at n or m all y  
m e di at e m u c os al h o m e ost asis, b ut w h e n d y sr e g ul at e d, i n d u c e a n d p er p et u at e c hr o ni c i m m u n e -
m e di at e d i nfl a m m ati o n { U n g ar o 2 0 1 6 }.

T h e i n ci d e n c e a n d pr e v al e n c e of U C h a v e b e e n i n cr e asi n g w orl d wi d e. I n E ur o p e , th e i n ci d e n c e 
a n d pr e v al e n c e r a n g e fr o m 0. 9 7 5 7. 9 p er 1 0 0, 0 0 0 p ers o n y e ar s a n d 2. 4 2 5 0 5 p er 1 0 0, 0 0 0 
p ers o n y e ars, r es p e cti v el y. H o w e v er, wit hi n E ur o p e t h er e a p p e ars t o b e diff er e n c es i n U C
i n ci d e n c e, wit h c o u ntri es l o c at e d i n t h e w est er n a n d n ort h er n r e gi o ns h a vi n g hi g h er i n ci d e n c es 
t h a n e ast er n c o u ntri es. I n N ort h A m eri c a, th e i n ci d e n c e a n d pr e v al e n c e r a n g e fr o m 8. 8 2 3. 1 4
p er 1 0 0, 0 0 0 p ers o n y e ars a n d 1 3 9. 8 2 8 6. 3 p er 1 0 0, 0 0 0 p ers o n y e ars, r es p e cti v el y. D uri n g t h e 
2 0t h c e nt ur y , U C w as m ai nl y a dis e as e of w est er ni z e d c o u ntri es of N ort h A m eri c a, E ur o p e, a n d 
O c e a ni a. T h e pr e v al e n c e of U C i n n e wl y i n d ustri ali z e d c o u ntri es is l o w, b ut gi v e n t h e risi n g 
i n ci d e n c e i d e ntifi ed i n m a n y  of t h es e c o u ntri es, is e x p e ct e d t o cli m b. T his i n cr e asi n g gl o b al 
b ur d e n of U C will bri n g i m p ort a nt c h all e n g es t o h e alt h -c ar e s ys t e ms ar o u n d t h e w orl d as t h e y 
w or k t o c ar e f or t his c o m pl e x a n d c ostl y  dis e as e { N g 2 0 1 7 } .

T h e m ost c o m m o n pr es e nt ati o ns of U C ar e bl o o d i n t h e st o ol a n d di arr h e a. U p t o 1 5 % of p ati e nt s 
c a n i niti all y  pr es e nt wit h s e v er e dis e as e. Sy m pt o ms c a n i n cl u d e ur g e n c y , i n c o nti n e n c e, f ati g u e, 
i n cr e ase d fr e q u e n c y  of b o w el m o v e m e nts, m u c us dis c h ar g e, n o ct ur n al d ef e c ati o ns, a n d 
a b d o mi n al dis c o mf ort ( cr a m ps), alt h o u g h a b d o mi n al p ai n t e n ds t o b e l ess of a h all m ar k f e at ur e 
t h a n i n C D . F e v ers a n d w ei g ht l oss c a n als o b e pr es e nt i n s e v er e dis e as e . U C is ass o ci at e d wit h
a n i n cr e as e d ris k of c ol or e ct al c a n c er { U n g ar o 2 0 1 6 }. Wit h p o orl y  c o ntr oll e d dis e as e, t h e ris k of 
d e v el o pi n g c ol or e ct al c a n c er i n cr e as es wit h ti m e { J ess 2 0 1 2 }. 

Tr e at m e nt of U C is d e p e n d e nt o n t h e s e v erit y a n d t h e l o c ati o n of dis e as e. G o als o f tr e at m e nt 
i n cl u d e i m pr o v e d q u alit y of lif e, r e d u cti o n i n l o n g-t er m c orti c ost er oi d us e, a n d mi ni mi z ati o n of 
c a n c er ris k. Mil d t o m o d er at e l y a cti v e dist al c olitis m a y  b e tr e at e d wit h or al a mi n os ali c yl at es, 
t o pi c al m es al a mi n e, or t o pi c al st er oi ds. F or m o d er at e l y a cti v e dis e as e, or al c orti c ost er oi ds, a n d 
i m m u n o m o d ul at ors s u c h as a z at hi o pri n e a n d 6-m er c a pt o p uri n e ( 6 -M P) m a y b e utili z e d { D a n es e 
2 0 1 1 } . F or m or e m o d er at el y t o s e v er el y a cti v e dis e as e, p ati e nts ar e c o m m o nl y  tr e at e d wit h a 
t u m or n e cr osis f a ct or-al p h a ( T N F α) a nt a g o nist s u c h as i nfli xi m a b ( R e mi c a d e ® ), a d ali m u m a b 
( H u mir a® ), a n d g oli m u m a b ( Si m p o ni® ), or a n α 4 β 7 i nt e gri n a nt a g o nist s u c h as v e d oli z u m a b 
( E nt yvi o ® ). Tof a citi ni b, a n or al J a n us ki n as e (J A K) i n hi bit or, a n d ust e ki n u m a b , a m o n o cl o n al 
a nti b o d y  a g ai nst I L 1 2/ 2 3, ar e a p pr o v e d f or m o d er at el y  t o s e v er el y a cti v e dis e as e { H ar b or d 2 0 1 7 , 
S T E L A R A 2 0 2 0 }.
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1. 2. R ati o n al e f o r T his St u d y

D es pit e t h e n u m b er of a v ail a bl e t h er a p e uti c o pti o ns f or p ati e nts wit h U C, t h er e r e m ai ns a n u n m et 
m e di c al n e e d b e c a us e e xisti n g a g e nts ar e li mit e d b y  l o w effi c a c y a n d s af et y c o n c er ns .
M o d er at el y t o s e v er el y a cti v e U C r e pr es e nts a s eri o us, lif e -t hr e at e ni n g dis e as e f or w hi c h n e w 
t h er a pi es ar e n e e d e d t o i nt err u pt t h e i nfl a m m at or y pr o c ess t o: pr e v e nt dis e as e pr o gr essi o n, 
r est or e q u ality of lif e, a n d r e d u c e t h e ris k of c ol or e ct al c a n c er .

G S - 48 7 5 is a first-i n-cl ass i n hi bit or of t u m or pr o gr essi o n l o c us 2 (T P L 2), a c y t o pl as mi c 
s eri n e/t hr e o ni n e ki n as e a n d t h e pri m ar y  r e g ul at or of e xtr a c ell ul ar si g n al -r e g ul at e d ki n as e
(E R K )-m e di at e d g e n e e x pr essi o n d o w nstr e a m of m ulti pl e pr o -i nfl a m m at or y sti m uli i n cl u di n g:
b a ct eri al pr o d u cts ( e g, li p o p ol ys a c c h ari d es [ L P S] a n d b a ct eri al p e pti d o gl y c a ns) , T N F α , a n d
i nt erl e u ki n-1 b et a ( I L- 1 β) {G a nt k e 2 0 1 1 }. U p o n sti m ul ati o n , t h e T P L2 -E R K p at h w a y  is 
a cti v at e d i n a br o a d r a n g e of i m m u n e c ells an d dri v es t h e pr o d u cti o n of pr o -i nfl a m m at or y 
c y t o ki n es i n cl u di n g T N F α, I L- 1 β, a n d I L- 6; all of w hi c h ar e c y t o ki n es i n v ol v e d i n t h e 
p at h o g e n esis of U C . T P L 2 ri b o n u cl ei c a ci d (R N A ) is u pr e g ul at e d i n U C p ati e nt c ol o n bi o psi es
a n d its e x pr essi o n c orr el at es wit h I B D-ass o ci at e d g e n es. A T P L 2 g ai n of f u n cti o n p ol y m or p his m 
h as b e e n i d e ntifi e d as a ris k all el e i n U C { H e dl 2 0 1 5 , J osti ns 2 0 1 2 }. T h er ef or e, T P L 2 i n hi biti o n
b y  G S -4 8 7 5 h as t h e p ot e nti al t o r e est a blis h a pr o p er h o m e ost asis b et w e e n i nt esti n al mi cr o bi ot a
i n t h e g ut a n d t h e i m m u n e s yst e m , p ot e nti ally e n a bli n g t h e r es ol uti o n of c hr o ni c i nt esti n al 
i nfl a m m ati o n i n U C p ati e nts.

1. 3. G S - 4 8 7 5

1. 3. 1. G e n e r al I nf o r m ati o n

Pl e as e r ef er t o t h e in v esti g at or’s b r o c h ur e (I B) f or i nf or m ati o n o n G S - 4 8 7 5.

1. 3. 2. S u m m a r y of A d diti o n al N o n c li ni c al E x p e ri e n c e of G S -4 8 7 5

1. 3. 2. 1. T X - 4 5 7- 2 0 1 8

T h e p h ot ot o xi c p ot e nti al of G S -4 8 7 5 o n t h e e y es a n d s ki n of L o n g -E v a ns ( Crl: LE) pi g m e nt e d 
r ats w as d et er mi n e d i n St u d y T X - 4 5 7- 2 0 1 8. Crl: L E r ats w er e e x p os e d t o ultr a vi ol et B, 
ultr a vi ol et A, a n d visi bl e li g ht f oll o wi n g sys t e mi c e x p os ur e t o G S -4 8 7 5 vi a a d mi nistr ati o n of a n 
i nt esti n all y cl e a v e d pr o-dr u g of G S - 4 8 7 5 f or 3 d a ys. G S - 4 8 7 5 h a d n o p h ot ot o xi c li a bilit y  at t h e 
hi g h est d os es e v al u at e d ( A U C 0 2 4 6 3 µ g• h/ m L a n d C m a x 7. 2 µ g/ m L) . T h e hi g h est e x p os ur es 
( A U C0 2 4 ) t est e d w er e 2. 8-f ol d a b o v e t h e h u m a n e x p os ur e e x p e ct e d t o o c c ur wit h t h e hi g h est 
d os e of G S - 4 8 7 5 (3 0 0 m g o n c e d ail y) i n S t u d y G S -U S - 3 6 5- 4 2 3 7. T h es e r es ult s s u g g est t h at 
G S -4 8 7 5 is n ot p h ot or e a cti v e ; t h er ef or e, p h ot ot o xi cit y  pr e c a uti o ns ar e n ot w arr a nt e d f or s u bj e ct s
e x p os e d t o G S - 4 8 7 5.
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1. 3. 2. 2. T X - 3 6 5- 2 0 1 6

T X -3 6 5- 2 0 1 6 w as a 3 9 -w e e k c hr o ni c t o xi c ol o g y  st u dy of G S - 4 8 7 5 i n m o n k e ys wit h a 2 6- w e e k
i nt eri m n e cr o psy a n d a 4- w e e k r e c o v er y p eri o d. T h e 2 6 -w e e k i nt eri m n e cr o ps y  o bs er v ati o ns 
h a v e b e e n s u m m ari z e d i n t h e I B. Th e f oll o wi n g d at a s u m m ari z e t h e G S - 4 8 7 5-r el at e d 
o bs er v ati o ns t hr o u g h t h e e n d of 3 9 -w e e ks of d osi n g a n d 4 -w e e k r e c o v er y  p eri o d. N o G S - 4 8 7 5-
r el at e d m ort ality, cli ni c al o bs er v ati o ns , or alt er ati o ns i n b o d y  w ei g ht, f o o d c o ns u m pti o n or 
cli ni c al p at h ol o g y  p ar a m et ers w er e o bs er v e d. N o G S -4 8 7 5- r el at e d m a cr os c o pi c or mi cr os c o pi c 
fi n di n gs w er e o bs er v e d at t h e e n d of t h e d osi n g or r e c o v er y p h as e. N o a d v ers e fi n di n gs w er e
id e ntifi e d . T h e n o o bs er v e d a d v ers e eff e ct l e v el ( N O A E L) w as 6 0 m g/ k g/ d a y , t h e hig h est d os e 
e v al u at e d. G S - 4 8 7 5 e x p os ur es ( A U C 0 2 4 ) at N O A E L i n t h e m o n k e y  c al c ul at e d as t wi c e t h e 
r e p ort e d A U C0 1 2 v al u es w as 8 8 µ g• h/ m L. T his r es ults i n a n e x p os ur e m ar gi n of 3. 8 -f ol d a b o v e
t h e a nti ci p at e d st e a dy- st at e h u m a n e x p os ur e at t h e hi g h est d os e of G S - 4 8 7 5 ( 3 0 0 m g ) i n 
S t u d y G S -U S - 3 6 5- 4 2 3 7.

1. 3. 3. S u m m a r y of A d diti o n al Cli ni c al E x p e ri e n c e of G S - 4 8 7 5

1. 3. 3. 1. G S -U S - 3 6 5- 4 2 3 5

1. 3. 3. 1. 1. St u d y  D esi g n

St u d y  G S-U S - 3 6 5- 4 2 3 5 w as a n o p e n -l a b el, m ulti pl e c o h ort st u d y d esi g n e d t o e v al u at e 
c yt o c hr o m e P 4 5 0 e n z y m e (C Y P )-m e di at e d dr u g -dr u g i nt er a cti o ns b et w e e n G S -4 8 7 5 ( 5 0, 3 0 0, or 
4 5 0 m g) a n d v ari o us pr o b e dr u gs i n h e alt h y s u bj e cts.

1. 3. 3. 1. 2. P h ar m a c o ki n eti c R es ults

G S - 4 8 7 5 ( 4 5 0 m g o n c e d ail y) h a d mi ni m al eff e ct o n t h e p h ar m a c o ki n eti c ( P K ) of a pr o b e 
C Y P 3 A s u bstr at e ( mi d a z ol a m 2 m g, si n gl e d os e ). C o-a d mi nistr ati o n wit h G S - 4 8 7 5 di d n ot 
c h a n g e mi d a z ol a m C m a x (g e o m etri c m e a n r ati o [9 0 % CI ]: 1. 0 4 [ 0. 8 8, 1. 2 3]). Mi d a z ol a m A U Ci nf

w as mi ni m all y  i n cr e as e d b y 1 9 % (g e o m etri c m e a n r ati o [9 0 % CI ]: 1. 1 9 [1. 0 5, 1. 3 6] ). T h er ef or e , 
G S -4 8 7 5 is c o nsi d er e d a w e a k C Y P 3 A i n hi bit or. A c c or di n gl y , s e nsiti v e C Y P 3 A s u bstr at es m a y 
b e a d mi nist er e d wit h G S - 4 8 7 5.

A str o n g C Y P 3 A i n hi bit or ( v ori c o n a z ol e 2 0 0 m g t wi c e d aily), w h e n c o -a d mi nist er e d wit h 
G S -4 8 7 5 ( 5 0 m g, si n gl e d os e), i n cr e as e d G S -4 8 7 5 e x p os ur e ( A U Ci nf) b y 2. 10- f ol d ( 9 0 % CI: 
1. 7 4, 2. 5 4 ) wit h n o c h a n g e i n t h e C m a x (g e o m etri c m e a n r ati o [9 0 % CI ]: 1. 0 6 [0. 8 7, 1. 2 9 ]). 
T h er ef or e, a d mi nistr ati o n of G S - 4 8 7 5 wit h m o d er at e a n d str o n g C Y P 3 A i n hi bit ors is n ot all o w e d 
i n St u d y  G S-U S - 3 6 5-4 2 3 7 (s e e S e cti o n 5. 4 ).

A m o d er at e C Y P 3 A i n d u c er (rif a m pi n 1 0 m g o n c e d ail y ), w h e n c o-a d mi nist er e d wit h G S - 4 8 7 5
( 3 0 0 m g, si n gl e d os e), r e d u c e d G S -4 8 7 5 pl as m a e x p os ur e ( A U C i nf) b y 2 7 % (g e o m etri c m e a n 
r ati o [9 0 % CI ]: 0. 7 3 [ 0. 5 9 , 0. 9 0 ]) wit h n o c h a n g e i n t h e Cm a x (g e o m etri c m e a n r ati o [9 0 % CI ]: 
0. 9 6 [ 0. 7 5, 1. 2 3]). T h er ef or e , m o d er at e a n d str o n g C Y P 3 A i n d u c ers ar e n ot all o w e d i n St u d y  
G S -U S -3 6 5 - 4 2 3 7 (S e cti o n 5. 4 ).
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1. 3. 3. 1. 3. S af et y R es ults

All 4 2 e nr oll e d s u bj e cts r e c ei v e d at l e ast 1 d os e of G S - 4 8 7 5. N o d e at hs, s eri o us a d v ers e e v e nts 
(S A Es ), or a d v ers e e v e nts (A Es ) t h at l e d t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g or st u d y  
w er e r e p ort e d d uri n g t h e st u d y . All A Es w er e mil d ( Gr a d e 1) or m o d er at e ( Gr a d e 2) i n s e v erity. 
T h e m ost c o m m o n A Es i n cl u d e d h e a d a c h e, di z zi n ess, d e cr e as e d a p p etit e, i nfr e q u e nt b o w el 
m o v e m e nts , a n d n a us e a. T h e m aj orit y  of l a b or at or y a b n or m aliti es w er e Gr a d e 1 or Gr a d e 2.

1. 3. 3. 2. G S -U S - 3 6 5- 5 5 8 8

1. 3. 3. 2. 1. St u d y  D esi g n

St u d y  G S-U S - 3 6 5- 5 5 8 8 w as a r a n d o mi z e d, pl a c e b o -c o ntr oll e d st u d y  t o e v al u at e t h e eff e ct of 
G S -4 8 7 5 o n r e n al f u n cti o n usi n g t h e pl as m a cl e ar a n c e of i o h e x ol as a s urr o g at e m ar k er f or 
m e as ur e d gl o m er ul ar filtr ati o n r at e ( G F R). Esti m at e d G F R s, b as e d o n s er u m cr e ati ni n e ( e G F R cr ) 
a n d c y st ati n C ( e G F R c ys ) as c al c ul at e d b y t h e 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 ( C K D -E PI ) e q u ati o n s ( S e cti o n 6. 9. 5. 2 ), w er e e v al u at e d d uri n g t h e o n-tr e at m e nt 
p eri o d ( D a y s 1 t hr o u g h 1 0) a n d d uri n g t h e f oll o w- u p p eri o d ( D a y s 2 4 t hr o u g h 6 6).

1. 3. 3. 2. 2. P h ar m a c o ki n eti c R es ults

Pl as m a e x p os ur es of G S - 4 8 7 5 ( 3 0 0 m g o n c e d aily) o n D a y  10 w er e c o nsist e nt wit h pr e vi o us 
st u di es . N o diff er e n c es i n c h a n g e fr o m b as eli n e i n m e as ur e d G F R w er e o bs er v e d b et w e e n t h e 
G S - 4 8 7 5 a n d pl a c e b o gr o u ps o n D a y  1 0 (l o w er b o u n d of CI s f or G F Rs w as a b o v e t h e 
pr e -d efi n e d, n o -alt er ati o n b o u n d ar y  of 8 5 %). Si mil arl y, n o diff er e n c es i n c h a n g e fr o m b as eli n e 
i n e G F Rc y s w er e o bs er v e d b et w e e n t h e G S - 4 8 7 5 a n d pl a c e b o gr o u ps d uri n g t h e o n-tr e at m e nt a n d 
f oll o w-u p p eri o ds. T h er e w as a d e cr e as e i n t h e g e o m etri c l e ast -s q u ar es m e a n (G L S M ) r ati o of 
e G F R cr i n t h e G S -4 8 7 5 gr o u p r el ati v e t o t h e pl a c e b o gr o u p d uri n g t h e o n -tr e at m e nt p eri o d 
( D a ys 1 t hr o u g h 1 0) t h at w as r e v ersi bl e, as e vi d e n c e d b y  n or m ali z ati o n of t h e G L S M r ati o of 
e G F R cr e q ui v al e nt t o pl a c e b o d uri n g t h e f oll o w -u p p eri o d ( D a y s 2 4 t hr o u g h 6 6). T h es e r es ults 
s u g g est t h at c h a n g es i n s er u m cr e ati ni n e o bs er v e d wit h G S - 4 8 7 5 tr e at m e nt at d os es u p t o 3 0 0 m g 
o n c e d ail y ar e d u e t o i n hi biti o n of t h e r e n al tr a ns p ort er m ulti dr u g a n d t o xi n e xtr usi o n 
tr a ns p ort er 1 ( M A T E 1 ) a n d d o n ot r e pr es e nt c h a n g es i n a ct u al G F R or r e n al f un cti o n.

1. 3. 3. 2. 3. S af et y R es ults

All 3 2 e nr oll e d s u bj e cts r e c ei v e d at l e ast 1 d os e of st u d y  dr u g a n d i o h e x ol . N o d e at hs or S A Es 
w er e r e p ort e d d uri n g t h e st u d y . M ost A Es w er e mil d ( Gr a d e 1) or m o d er at e ( Gr a d e 2) i n 
s e v erit y. O n e s u bj e ct a d mi nist er e d G S - 4 8 7 5 a n d i o h e x ol e x p eri e n c e d a Gr a d e 3 A E (i n cr e as e d 
cr e ati n e p h os p h o ki n as e) t h at l e d t o dis c o nti n u ati o n of st u d y  dr u g p er pr ot o c ol g ui d a n c e. T h e 
m ost c o m m o n A Es i n cl u d e d h e a d a c h e, c o nsti p ati o n, a n d di z zi n ess. T h e m aj orit y  of l a b or at or y 
a b n or m aliti es w er e Gr a d e 1 or Gr a d e 2. T w o s u bj e cts a d mi nist er e d G S -4 8 7 5 a n d i o h e x ol h a d 
Gr a d e 3 l a b or at or y  a b n or m aliti es. O n e s u bj e ct h a d Gr a d e 3 cr e ati n e p h os p h o ki n as e i n cr e as es a n d 
dis c o nti n u e d st u d y dr u g ; cr e ati n e p h os p h o ki n as e l e v els r et ur n e d t o n or m al 5 d a y s l at er. T h e ot h er
s u bj e ct h a d Gr a d e 3 l o w-d e nsit y  li p o pr ot ei n (L D L ) i n cr e as es a n d a Gr a d e 3 t ot al bilir u bi n 
i n cr e as e wit h o ut el e v ati o ns i n dir e ct bilir u bi n . T his s u bj e ct h as a k n o w n i n h erit e d s us c e pti b ilit y
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t o u n c o nj u g at e d h y p er bilir u bi n e mi a ( h o m o z yg o us f or uri di n e 5’ -di p h os p h o -
gl u c ur o n os y ltr a nsf er as e f a mil y 1 m e m b er A 1 [ U G T 1 A 1] * 2 8 v ari a nt all el e ) a n d h a d a G r a d e 3 
L D L at s cr e e ni n g . T w o s u bj e cts a d mi nist er e d pl a c e b o a n d i o h e x ol h a d Gr a d e 3 or hi g h er 
l a b or at or y a b n or m aliti es. O n e s u bj e ct h a d a Gr a d e 3 a m y l as e i n cr e as e. T h e ot h er su bj e ct h a d a 
Gr a d e 4 cr e ati n e p h os p h o ki n as e i n cr e as e.

1. 4. Ris k/ B e n efit Ass ess m e nt f o r t h e S t u d y

N o s p e cifi c ris ks of G S -4 8 7 5 h a v e b e e n i d e ntifi e d i n st u di es of c hr o ni c t o xi cit y i n r ats a n d 
c y n o m o l gus m o n k e y s. A s u m m ar y of t h e d at a fr o m n o n-cli ni c al c hr o ni c t o x i cit y st u di es ar e 
pr o vi d e d i n t h e c urr e nt e diti o n of t h e G S -4 8 7 5 I B a n d S e cti o n 1. 3. 2 .

G S -4 8 7 5 h as b e e n a d mi nist er e d t o 1 0 2 h e alt h y s u bj e cts i n t h e P h as e 1 a first-i n-h u m a n st u d y, 
G S -U S - 3 6 5- 4 2 3 3. A s u m m ar y  of t h e s af ety a n d P K d at a fr o m t his st u d y  is pr o vi d e d i n t h e 
c urr e nt e diti o n of t h e G S -4 8 7 5 I B. G S - 4 8 7 5 h as b e e n a d mi nist er e d t o 5 8 h e alt h y  s u bj e cts i n 
2 P h as e 1 S t u di es, G S-U S - 3 6 5-4 2 3 5 a n d G S -U S -3 6 5 -5 5 8 8. A s u m m ar y of t h e d at a fr o m t h es e 
st u di es is pr o vi d e d i n S e cti o n 1. 3. 3 .

I n S t u d y G S-U S -3 6 5- 4 2 3 3, G S -4 8 7 5 w as w ell -t ol er at e d i n h e alt h y s u bj e cts w h e n a d mi nist er e d 
f or u p t o 1 0 d a ys at d os es r a n gi n g fr o m 1 5 m g  o n c e d ail y  t o 4 5 0 m g o n c e d ail y . T h er e w er e n o 
d e at hs r e p ort e d, n o S A Es r e p ort e d , a n d n o s u bj e cts dis c o nti n u e d st u d y  dr u g f or A Es. 
N o n - cli ni c al st u di es i n di c at e t h at G S - 4 8 7 5 is a n i n hi bit or of t h e or g a ni c a ni o n-tr a ns p orti n g 
p ol y p e pti d e ( O A T P) is of or ms O A T P 1 B 1, O A T P 1 B 3, a n d O A T P 2 B 1 a n d is a n i n hi bit or of 
U G T 1 A 1. T h er ef or e , a c o h ort of 1 2 s u bj e cts h o m o z y g o us f or t h e U G T 1 A 1 * 2 8 all el e ( T A 7/ T A 7) 
w as a d mi nist er e d pl a c e b o or G S -4 8 7 5 4 5 0 m g o n c e d ail y f or 1 0 d a ys t o ass ess w h et h er G S - 4 8 7 5
w o ul d e x a c er b at e h y p er bilir u bi n e mi a i n p ati e nts w h o w er e g e n eti c all y  s us c e pti bl e. G S - 4 8 7 5 w as 
w ell -t ol er at e d i n t h e 8 s u bj e cts t h at r e c ei v e d G S -4 8 7 5 wit h mil d el e v ati o ns i n t ot al bilir u bi n 
o bs er v e d b ut wit h o ut el e v ati o n s i n dir e ct bilir u bi n or s ym pt o m ati c h y p er bilir u bi n e mi a.

N o n -cli ni c al st u di es i n di c at e t h at G S - 4 8 7 5 is a n i n hi bit or of M A T E 1 a n d m a y t h er ef or e aff e ct 
t h e P K of M A T E 1 s u bstr at es, i n cl u di n g cr e ati ni n e. In St u d y  G S -U S -3 6 5- 5 5 8 8 , i n cr e as es i n 
s er u m cr e ati ni n e a n d c o ns e q u e ntl y , d e cr e as es i n e G F Rcr w er e o bs er v e d i n s u bj e cts a d mi nist er e d 
G S -4 8 7 5 . H o w e v er, t h e r es ults of St u d y G S -U S -3 6 5 -5 5 8 8 d e m o nstr at e d t h at G S - 4 8 7 5 h a d n o 
eff e ct o n r e n al f u n cti o n as d et er mi n e d b y m e as ur e d G F R a n d e G F R c y s ( S e e S e cti o n 1. 3. 3. 2 ). 
T h er ef or e, i n or d er t o m ai nt ai n t h e st u d y  bli n d, r es ults of s er u m cr e ati ni n e a n d e G F Rcr
ass ess m e nts will n ot b e pr o vi d e d t o i n v esti g at ors. Ass ess m e nt of r e n al f u n cti o n usi n g c y st ati n C 
a n d e G F R c ys will b e r o uti n el y  m e as ur e d, a n d t h es e d at a will b e pr o vi d e d t o i n v esti g at ors.

T h e u n k n o w n ris ks of G S - 4 8 7 5 ar e ass o ci at e d wit h its p ot e nti al t o i n hi bit i nfl a m m at or y  si g n ali n g 
c as c a d es a n d t h er e b y i m p air t h e i m m u n e r es p o ns e i n p ati e nts wit h U C. B as e d o n t h e m e c h a nis m 
of a cti o n, t h er e is a p ot e nti al f or i m m u n os u p pr essi o n b ut als o a t h e or eti c al ris k t h at i n hi biti o n of 
T P L 2 c o ul d e x a c er b at e U C .

T h es e ris ks ar e miti g at e d b y  t h e s el e cti o n of t h e a p pr o pri at e p ati e nt p o p ul ati o n as d efi n e d b y t h e 
eli gi bilit y  crit eri a, t h e fr e q u e n c y of s c h e d ul e d visits d uri n g w hi c h l a b or at or y a n d cli ni c al 
ass ess m e nts will b e p erf or m e d a n d t h e i m pl e me n t ati o n of dis c o nti n u ati o n crit eri a f or p ati e nts 
w h o ar e n ot b e n efitti n g fr o m tr e at m e nt wit h G S - 4 8 7 5 or w h o h a v e w ors e ni n g dis e as e. I n 
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a d diti o n , a n i n d e p e n d e nt a n d e x p eri e n c e d d at a m o nit ori n g c o m mitt e e ( D M C) will b e c o n v e n e d
t o m o nit or t h e s af et y of s u bj e cts i n t h e st u d y. T h e fr e q u e nc y  of D M C m e eti n gs is d es cri b e d i n 
S e cti o n 8. 1 1 .

G S -4 8 7 5 is a first-i n-cl ass i n hi bit or of T P L 2 . T h e m e c h a nis m of a cti o n of G S -4 8 7 5 is n o v el a n d 
tr e at m e nt eff e ct h as n ot y et b e e n est a blis h e d i n p ati e nts wit h U C. St u d y  G S -U S -3 6 5- 4 2 3 7 is a 
pr o of -of- c o n c e pt st u d y  i n w hi c h G S -4 8 7 5 m a y  s h o w n o tr e at m e nt e ff e ct or l e a d t o dis e as e 
w ors e ni n g. I n c o nsi d er ati o n of t his e arly st a g e of d e v el o p m e nt , effi c a c y  e n d p oi nts a n d dis e as e 
ass o ci at e d bi o m ar k ers will b e r e vi e w e d b y  t h e Gil e a d D at a R e vi e w C o m mitt e e ( G D R C) ( S e e 
S e cti o n 5. 1. 3 ) all o wi n g f or e arly t er mi n ati o n ( E T) of t h e st u d y  a n d a v oi di n g u n n e c ess ar y  
e x p os ur e t o st u d y  dr u g f or t h e s u bj e cts. T h e ti mi n g of t h e G D R C m e eti n g is d es cri b e d i n S e cti o n 
8. 2. 1. 1 .

I n s u m m ar y, t h e b e n efit-ris k pr ofil e f or G S - 4 8 7 5 is f a v or a bl e f or e v al u ati o n i n s u bj e cts wit h 
m o d er at el y t o s e v er el y a cti v e U C b as e d o n t h e l a c k of s af et y  fi n di n gs i n h e alt h y s u bj e cts , t h e 
l a c k of c o n c er ni n g n o n-cli ni c al t o xi c ol o g y  fi n di n gs, t h e a d diti o n al o v ersi g ht fr o m s af et y a n d 
effi c a c y  c o m mitt e es, t h e b e n efi ci al fi n di n gs i n n o n-cli ni c al m o d els of dis e as e, as w ell as, t h e 
o v er all s af et y , t ol er a bilit y, a n d P K c h ar a ct eristi cs of G S - 4 8 7 5.

1. 5. C o m pli a n c e

T his st u d y  will b e c o n d u ct e d i n c o m pli a n c e wit h t his pr ot o c ol, G o o d Cli ni c al Pr a cti c e ( G C P), 
a n d a p pli c a bl e r e g ul at or y r e q uir e m e nts. In c as e of s u bst a nti al a m e n d m e nt t o t h e pr ot o c ol, a n 
a p pr o v al fr o m t h e C o m p et e nt R e g ul at or y  A ut h oriti es will b e s o u g ht b ef or e i m pl e m e nt ati o n.
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2. O B J E C TI V E S A N D E N D P OI N T S

T h e o bj e cti v es a n d ass o ci at e d e n d p oi nts of t his st u d y  ar e pr es e nt e d i n T a bl e 2- 1 .

T a bl e 2- 1. O bj e cti v es a n d E n d p oi nts of St u d y G S -U S -3 6 5- 4 2 3 7

P ri m a r y O bj e cti v e P ri m a r y E n d p oi nt

T o d e m o nstr at e t h e effi c a c y of G S -4 8 7 5 , 
c o m p ar e d wit h pl a c e b o c o ntr ol, i n a c hi e vi n g
Cli ni c al R e missi o n p er M o difi e d M a y o Cli ni c 
S c or e ( M C S) at W e e k 1 0 

Cli ni c al R e missi o n p er M o difi e d M C S , d efi n e d as St o ol 
Fr e q u e n c y s u bs c or e ≤ 1 a n d n ot gr e at er t h a n b as eli n e, 
R e ct al Bl e e di n g s u bs c or e of 0 , a n d E n d os c o pi c s u bs c or e 
≤ 1 at W e e k 1 0

K e y S e c o n d a r y O bj e cti v es K e y S e c o n d a r y E n d p oi nts

T o d e m o nstr at e t h e effi c a c y of G S -4 8 7 5 , 
c o m p ar e d wit h pl a c e b o c o ntr ol, i n a c hi e vi n g 
e n d os c o pi c r es p o ns e at W e e k 1 0

E n d os c o pi c R es p o ns e , d efi n e d as a n E n d os c o pi c s u bs c or e 
≤ 1 at W e e k 1 0

T o d e m o nstr at e t h e effi c a c y of G S -4 8 7 5 , 
c o m p ar e d wit h pl a c e b o c o ntr ol, i n a c hi e vi n g M C S 
R es p o ns e at W e e k 1 0

M C S R es p o ns e, d efi n e d as a d e cr e as e fr o m b as eli n e of 
≥ 3 p oi nts a n d at l e ast 3 0 % i n M C S, i n a d diti o n t o a
≥ 1 p oi nt d e cr e as e fr o m b as eli n e i n t h e R e ct al Bl e e di n g 
s u bs c or e or a R e ct al Bl e e di n g s u bs c or e ≤ 1 at W e e k 1 0

T o d e m o nstr at e t h e effi c a c y of G S -4 8 7 5 , 
c o m p ar e d wit h pl a c e b o c o ntr ol, i n a c hi e vi n g M C S 
R e missi o n at W e e k 1 0

M C S R e mi s si o n , d efi n e d as a M C S s c or e of ≤ 2 a n d n o 
i n di vi d u al s u bs c or e > 1 at W e e k 1 0

T o e v al u at e G S -4 8 7 5 , as c o m p ar e d wit h pl a c e b o 
c o ntr ol, i n a c hi e vi n g hist ol o gi c r e missi o n at 
W e e k 1 0

Hist ol o gi c r e missi o n b as e d u p o n t h e G e b o es S c al e w h er e 
all of t h e f oll o wi n g m ust b e m et at W e e k 1 0: Gr a d e 0 of 
≤ 0. 3, Gr a d e 1 of ≤ 1. 1, Gr a d e 2 a of ≤ 2 A. 3, Gr a d e 2 b of 
2 B. 0 , Gr a d e 3 of 3. 0, Gr a d e 4 of 4. 0, a n d Gr a d e 5 of 5. 0

(A p p e n di x 5 )

Ot h e r S e c o n d a r y O bj e cti v es Ot h e r S e c o n d a r y E n d p oi nts

T o e v al u at e t h e s af et y a n d t ol er a bilit y of G S -4 8 7 5 I n ci d e n c e a n d c h ar a ct eri z ati o n of A Es a n d l a b or at or y 
a b n or m aliti es

P h y si c al e x a mi n ati o n ( P E) fi n di n gs, el e ctr o c ar di o gr a m 
(E C G ), a n d vit al si g ns
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3. S T U D Y  D E SI G N

T his is a P h as e 2 , bli n d e d, ra n d o mi z e d, p l a c e b o-c o ntr oll e d st u d y ev al u ati n g t h e e ffi c a c y a n d 
saf et y of G S -4 8 7 5 f or t h e tr e at m e nt of su bj e cts wit h m o d er at el y t o se v er el y a cti v e U C . T h e 
o bj e cti v es a n d ass o ci at e d e n d p oi nts of t his st u d y  ar e d es cri b e d i n S e cti o n 2 . 

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

A s c h e m ati c of t his st u d y d esi g n is pr o vi d e d i n Fi g ur e 3- 1 .

Fi g u r e 3 - 1. St u d y D esi g n

A b br e vi ati o ns: Q D o n c e d ail y

T his st u d y  i n cl u d es:

 S cr e e ni n g p eri o d ( D a ys 3 0 t o 1)

 B as eli n e/ R a n d o mi z ati o n ( D a y 1)

A p pr o xi m at el y  1 8 0 su bj e cts w h o m e et pr ot o c ol eli gi bilit y  crit eri a will b e r a n d o mi z e d i n a 
1: 1: 1 r ati o t o 1 of 3 tr e at m e nt gr o u ps as f oll o ws:

T r e at m e nt g r o u p 1 ( n  6 0): G S - 4 8 7 5 3 0 0 m g o n c e d ail y 

T r e at m e nt g r o u p 2 ( n  6 0) : G S - 4 8 7 5 1 0 0 m g o n c e d ail y

T r e at m e nt g r o u p 3 ( n  6 0): P l a c e b o o n c e d ail y

Tr e at m e nt assi g n m e nts will b e str atifi e d a c c or di n g t o t h e s u m ( ≤ 6 or > 6) of 3 M C S 
s u bs c or es f or St o ol Fr e q u e n c y , R e ct al Bl e e di n g, a n d E n d os c o pi c Fi n di n gs at S cr e e ni n g.

S cr e e ni n g & 
R a n d o mi z ati o n 

B a s eli n e 2 4 6 W e e k 1 O W e e k 5 0 

'----'-----'-- ~ = = = ~-~-~-=- ~- ~--------------------- J 
~-- ~ ~ --- ~I ~I-- ~- ~ - ---

I 
I 

V N o n-r e s p o n d er s at W e e k 1 0 

D a y 1 O L W e e k 1 0 W e e k 5 0 O L 
L _ _ _ _ _ _ _ _ L _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ _ J 

O p e n L a b el G S- 4 8 7 5 3 0 0 m g Q D 
'f' 

W e e k 1 0 M C S 
R e s p o n s e A s s e s s m e nt 

'f' 

Effi c a c y 
A s s e s s m e nt s 
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 Bli n d e d Tr e at m e nt p h as e ( D a y  1 u p t o W e e k 5 0)

At W e e k 1 0 visit , all s u bj e cts w ill h a v e a n effi c a c y ass ess m e nt.

■ U ntil r es p o ns e c a n b e ass ess e d b as e d o n W e e k 1 0 r es ults, s u bj e cts will c o nti n u e o n 
t h eir c urr e nt assi g n e d st u d y dr u g r e gi m e n. S u bj e ct s w h o a c hi e v e M C S R es p o ns e 
( S e cti o n 2 ) b as e d o n r es ults fr o m W e e k 1 0 will c o nti n u e i n t h e Bli n d e d T r e at m e nt 
p h as e. All s u bj e cts w h o d o n ot a c hi e v e M C S R es p o ns e will dis c o nti n u e t h e Bli n d e d 
T r e at m e nt p h as e a n d h av e t h e o pti o n t o e nt er t h e o p e n -la b el ( O L) p h as e.

■ S u bj e cts wit h i ns uffi ci e nt d at a t o ass ess M C S R es p o ns e will dis c o nti n u e st u d y dr u g
a n d ar e n ot eli g i bl e f or t h e O L Tr e at m e nt p h as e.

 O p e n -l a b el Tr e at m e nt p h as e (O L D a y  1 u p t o O L W e e k 5 0)

O L  D a y 1 visit s h o ul d o c c ur wit hi n 1 4 d a y s of Bli n d e d Tr e at m e nt p h as e W e e k 1 0 visit
u n l ess ot h er wis e a p pr o v e d b y t h e m e di c al mo nit or.

At O L  W e e k 1 0 visit, all s u bj e cts will h a v e a n effi c a c y ass ess m e nt.

■ U ntil r es p o ns e c a n b e ass ess e d b as e d o n W e e k 1 0 r es ults, s u bj e cts will c o nti n u e O L  
st u d y dr u g. S u bj e cts w h o a c hi e v e M C S R es p o ns e ( S e cti o n 2 ) b as e d o n r es ults fr o m
O L  W e e k 1 0 will c o nti n u e i n t h e O L Tr e at m e nt p h as e. All s u bj e cts w h o d o n ot 
a c hi e v e M C S R es p o ns e will dis c o nti n u e st u d y dr u g.

■ S u bj e cts wit h i ns uffi ci e nt d at a t o ass ess M C S R es p o ns e will dis c o nti n u e st u d y dr u g.

 Gil e a d D at a R e vi e w C o m mitt e e

Aft er a p pr o xi m at el y  9 0 s u bj e cts c o m pl et e t h e W e e k 1 0 visit or dis c o nti n u e fr o m t h e 
st u d y pri or t o W e e k 1 0, t h e G DR C will r e vi e w e n d p oi nt d at a f or p ot e nti al st u d y  
t er mi n ati o n d u e t o l a c k of effi c a c y.

 U n bli n di n g

T h e st u d y  will b e u n bli n d e d wh e n all r a n d o mi z e d s u bj e cts ( a p pr o xi m at el y 1 8 0) h a v e 
eit h er c o m pl et e d t h e Bli n d e d Tr e at m e nt p h as e W e e k 1 0 visit a n d all ass o ci at e d effi c a c y  
a n d s af et y ass ess m e n ts, or dis c o nti n u e d t h e st u d y b ef or e W e e k 1 0.

Aft er st u d y- wi d e u n bli n di n g, s u bj e cts w h o w er e r e c ei vi n g pl a c e b o will dis c o nti n u e st u d y  
dr u g . S u bj e cts s h o ul d att e n d t h e cli ni c at t h eir n e xt s c h e d ul e d st u d y  visit or e arli er, a n d 
u n d er g o t h e E T ass ess m e nts f oll o w e d b y  t h e P osttr e at m e nt ( P T x) ass ess m e nts 3 0 d a ys 
aft er t h e l ast d os e of st u d y  dr u g.

Aft er st u d y- wi d e u n bli n di n g, s u bj e cts w h o w er e r e c ei vi n g bli n d e d G S - 4 8 7 5 3 0 0 m g a n d
G S -4 8 7 5 1 0 0 m g will r e m ai n o n t h e s a m e d os e. T h es e s u bj e cts will c o n ti n u e t h e B li n d e d 
Tr e at m e nt p h as e visit s c h e d ul e u p t o W e e k 5 0. 
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 P ost tr e at m e nt ( P T x) A ss ess m e nts 

S u bj e cts w h o dis c o nti n u e st u d y  dr u g will r et ur n 3 0 d a y s aft er t h e l ast d os e f or P T x 
ass ess m e nts .

3. 2. D u r ati o n of T r e at m e nt

I n t h e Bli n d e d Tr e at m e nt p h as e, ra n d o mi z e d s u bj e cts m a y  r e c ei v e a m a xi m u m of 5 0 w e e ks of 
tr e at m e nt.

S u bj e cts, w h o m o v e t o t h e O L Tr e at m e nt p h as e, will h a v e r e c ei v e d 1 0 w e e ks of bli n d e d 
tr e at m e nt a n d m a y  r e c ei v e u p t o 5 0 w e e ks of O L tr e at m e nt. T h us, t ot al d ur ati o n of tr e at m e nt m a y  
b e a m a x i m u m of 6 0 w e e ks.

3. 2. 1. R ati o n al e f o r St u d y D esi g n

T his st u d y  is d esi g n e d as a bli n d e d, ra n d o mi z e d, p l a c e b o-c o ntr oll e d st u d y.

T his st u d y  h as b e e n d esi g n e d t o mi ni mi z e bi as t h at c o ul d b e i ntr o d u c e d by s u bj e ct or p h ys i ci a n 
k n o wl e d g e of t h e r a n d o mi z e d tr e at m e nt ass i g n m e nt b e c a us e t h e effi c a c y e n d p oi nts utili z e 
s u bj e ct -r e p ort e d a n d p hysi ci a n -r e p ort e d c o m p o n e nts i n t h e M C S. I nv esti g at ors, s u bj e cts , a n d all 
S p o ns or p ers o n n el i n v ol v e d i n t h e c o n d u ct of t h e st u d y will b e bli n d e d t o r a n d o mi z e d tr e at m e nt 
assi g n m e nt . As U C h as a r el a psi n g a n d r e mitti n g c o urs e, t h e us e of a pl a c e b o c o m p aris o n f or 
s af et y a n d effi c a c y e n d p oi nts will e ns ur e t h at a tr e at m e nt eff e ct is b ei n g ass ess e d. 

A ss ess m e nt of t h e effi c a c y  of tr e at m e nt will b e m a d e aft er 1 0 w e e ks of tr e at m e nt i n t h e Bli n d e d
T r e at m e nt p h as e. T his d ur ati o n is c o nsi d er e d a p pr o pri at e b as e d o n e vi d e n c e fr o m o z a ni m o d a n d 
tof a citi ni b cli ni c al st u di es d e m o nstr ati n g t h at 8 w e e ks of tr e at m e nt w as s uffi ci e nt f or 
i m pr o v e m ent of si g ns a n d s y m pt o ms of U C { F e a g a n 2 0 1 3 , S a n d b or n 2 0 1 6 , S a n d b or n 2 0 1 7 }.
T h e m ai nt e n a n c e of r es p o ns e t hr o u g h W e e k 5 0 will b e e x pl or e d i n s u bj e cts w h o d e m o nstr at e a 
M C S r es p o ns e at W e e k 1 0 i n t h e Bli n d e d T r e at m e nt p h as e. 

S u bj e cts w h o d o n ot d e m o nstr at e a M C S r es p o ns e at W e e k 1 0 will b e gi n tr e at m e nt wit h 
G S -4 8 7 5 3 0 0 m g f or 1 0 w e e ks i n t h e O L Tr e at m e nt p h as e. T h e O L Tr e at m e nt p h as e will t h er e b y 
e x pl or e t h e eff e ct of d os e es c al ati o n i n s u bj e cts tr e at e d wit h G S - 4 8 7 5 1 0 0 m g i n t h e Bli n d e d 
Tr e at m e nt p h as e , w h o di d n ot a c hi e v e M C S r es p o ns e , a n d will als o e x pl or e t h e eff e ct of 
G S -4 8 7 5 3 0 0 m g f or a n a d diti o n al 1 0 w e e ks i n p ati e nts tr e at e d wit h G S -4 8 7 5 3 0 0 m g i n t h e 
Bli n d e d Tr e at m e nt p h as e , w h o di d n ot a c hi e v e M C S r es p o ns e. I n a d diti o n, pl a c e b o -tr e at e d 
s u bj e cts w h o d o n ot a c hi e v e M C S r es p o ns e at W e e k 1 0 i n t h e Bli n d e d Tr e at m e nt p h as e c a n 
b e gi n tr e at m e nt wit h G S - 4 8 7 5 3 0 0 m g i n t h e O L Tr e at m e nt p h as e t h er e b y e ns uri n g t h at e v er y  
e nr oll e d s u bj e ct m a y  h a v e a c c ess t o G S -4 8 7 5. A n ass ess m e nt of t h e effi c a c y  of G S -4 8 7 5 3 0 0 m g 
i n t h e OL Tr e at m e nt p h as e will o c c ur aft er 1 0 w e e ks of tr e at m e nt. S u bj e cts w h o a c hi e v e M C S 
r es p o ns e i n t h e O L Tr e at m e nt p h as e m a y  c o nti n u e tr e at m e nt wit h o p e n -l a b el G S -4 8 7 5 3 0 0 m g 
u ntil W e e k 5 0 .
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G S -U S - 3 6 5-4 2 3 7 is a pr o of -of- c o n c e pt st u d y of G S - 4 8 7 5, a first-i n-cl ass T P L 2 i n hi bit or, i n 
s u bj e cts wit h U C. In c o nsi d er ati o n of t his e arly st a g e of d e v el o p m e nt f or G S - 4 8 7 5 wit h a n o v el 
a n d u n pr o v e n m e c h a nis m of a cti o n, p eri o di c ass ess m e nts of G S - 4 8 7 5 s af et y a n d effi c a c y will b e 
p erf or m e d i n t his st u d y  b y t h e i n d e p e n d e nt D M C a n d G D R C, r es p e cti v el y . N eit h er of t h es e 
c o m mitt e es will i n cl u d e p ers o n n el i n v ol v e d i n t h e c o n d u ct of t h e st u d y. Earl y  p eri o di c effi c a c y 
a n d s af et y ass ess m e nts i n t his P h as e 2 pr o of -of- c o n c e pt st u d y  wit h G S - 4 8 7 5 will a p pr o pri at el y 
b al a n c e t h e s af et y  of s u bj e cts t h at p arti ci p at e i n t his cli ni c al tri al wit h t h e a bilit y t o i nf or m 
pi v ot al P h as e 3 cli ni c al tri als b as e d o n t h e r es ults fr o m a n a d e q u at el y p o w er e d a n d bli n d e d st u d y.

W h e n all r a n d o mi z e d s u bj e cts ( a p pr o xi m at el y 1 8 0) h a v e eit h er c o m pl et e d t h e Bli n d e d Tr e at m e nt 
p h as e W e e k 1 0 visit a n d all ass o ci at e d effi c a c y  a n d s af ety ass ess m e nts, or dis c o nti n u e d t h e st u d y 
b ef or e W e e k 1 0, a W e e k 1 0 s af et y a n d effi c a c y  a n al ysis will b e p erf or m e d t o i nf or m st u d y 
dis c o nti n u ati o n or f urt h er d e v el o p m e nt of G S -4 8 7 5 f or t h e tr e at m e nt of U C. F or f urt h er d et ails, 
s e e S e cti o n 8. 2. 2 W e e k 1 0 A n al y sis.
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4. S U B J E C T P O P U L A TI O N

4. 1.  N u m b e r of S u bj e cts a n d S u bj e ct S el e cti o n

A p pr o xi m at el y  1 8 0 s u bj e cts w h o m e et all eli gi bilit y  crit eri a at s cr e e ni n g will b e r a n d o mi z e d t o 
r e c ei v e G S - 4 8 7 5 1 00 m g , G S - 4 8 7 5 3 0 0 m g , or pl a c e b o i n a 1: 1: 1 r ati o. 

It is t h e r es p o nsi bilit y of t h e in v esti g at or t o e ns ur e t h at s u bj e cts ar e eli gi bl e t o p arti ci p at e i n t h e 
st u d y pri or t o r a n d o mi z ati o n or e nr oll m e nt a n d t hr o u g h o ut t h e st u d y. E ntr y i nt o s cr e e ni n g d o es 
n ot g u ar a nt e e e nr oll m e nt i nt o t h e st u d y . In or d er t o m a n a g e t h e t ot al tri al e nr oll m e nt , Gil e a d m a y 
s us p e n d s cr e e ni n g a n d/ or e nr oll m e nt at a n y sit e or tri al -wi d e at a n y ti m e.

4. 2. I n cl usi o n C rit e ri a

S u bj e cts m ust m e et all of t h e f oll o wi n g i n cl usi o n crit eri a t o b e eli gi bl e f or p arti ci p ati o n i n t his 
st u d y:

1) M ust h a v e t h e a bilit y  t o u n d erst a n d a n d si g n a writt e n i nf or m e d c o ns e nt f or m, w hi c h m ust b e 
o bt ai n e d pri or t o i niti ati o n of a n y st u d y pr o c e d ur es.

2) M al es , or n o n-pr e g n a nt, n o n -l a ct ati n g f e m al es, at l e ast 1 8 y e ars of a g e b as e d o n t h e d at e of 
t h e s cr e e ni n g visit.

3) U C of at l e ast 3 m o nt hs d ur ati o n b ef or e r a n d o mi z ati o n c o nfir m e d b y e n d os c o p y a n d 
hist ol o g y at a n y ti m e i n t h e p ast A N D a mi ni m u m dis e as e e xt e nt of 1 5 c m fr o m t h e a n al 
v er g e. D o c u m e nt ati o n o f e n d os c o p y a n d hist ol o g y c o nsist e nt wit h t h e di a g n osis of U C m ust 
b e a v ail a bl e i n t h e s o ur c e d o c u m e nts pri or t o t h e i niti ati o n of s cr e e ni n g.

4) M o d er at el y t o s e v er el y a cti v e U C as d et er mi n e d d uri n g s c r e e ni n g b y  a c e ntr all y r e a d 
e n d os c o p y s c or e ≥ 2, a R e ct al Bl e e di n g s u b s c or e ≥ 1, a St o ol Fr e q u e n c y s u b s c or e ≥ 1 , a n d 
P h y si ci a ns G l o b al A ss ess m e nt ( P G A) of ≥ 2 as d e fi n e d b y  t h e M a yo Cli ni c S c or e
(A p p e n di x 4 ); t ot al M C S m ust b e b et w e e n 6 a n d 1 2, i n cl usi v e.

5) Pr e vi o usl y  d e m o nstr at e d a n i n a d e q u at e r es p o ns e ( pri m ar y n o n-r es p o ns e) or l oss of r es p o ns e 
(s e c o n d ar y n o n-r es p o ns e) t o a T N F α i n hi bit or (i e, i nfli xi m a b, a d ali m u m a b, g oli m u m a b, or 
bi osi mil ars ). T h e i n d u cti o n tr e at m e nt r e gi m e n r es ulti n g i n i n a d e q u at e r es p o ns e or l oss of 
r es p o ns e s h o ul d h a v e b e e n i n a c c or d a n c e wit h l o c al pr es cri bi n g i nf or m ati o n/ g ui d eli n es or as 
o utli n e d b el o w.

a) I nfli xi m a b: 5 m g/ k g at W e e ks 0, 2, a n d 6

b) A d ali m u m a b: 1 6 0 m g o n D a y  1 ( gi v e n i n 1 d a y  or s plit o v er c o ns e c uti v e d a ys), f oll o w e d 
b y  8 0 m g 2 w e e ks l at er ( D a y 1 5), 4 0 m g 2 w e e ks l at er ( D a y  2 9) a n d e v ery 2 w e e ks 
t h er e aft er u ntil D a y 5 7

c) G oli m u m a b: 2 0 0 m g o n D a y  1 f oll o w e d by 1 0 0 m g at W e e k 2
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6) M a y  b e r e c ei vi n g c o n c o mit a nt t h er a p y  f or U C at t h e ti m e of e nr oll m e nt as s p e cifi e d i n 
S e cti o n 5. 4 , pr o vi d e d t h e d os e pr es cri b e d h as b e e n st a bl e as i n di c at e d pri or t o 
r a n d o mi z ati o n.

7) A s ur v eill a n c e c ol o n os c o p y  is r e q uir e d pri or t o s cr e e ni n g i n s u bj e cts wit h a hist or y of U C 
f or 8 or m or e y e ars , if o n e w as n ot p erf or m e d i n t h e pri or 2 4 m o nt hs .

8) M e et t h e f oll o wi n g tu b er c ul osis ( T B) s cr e e ni n g crit eri a:

a) N o e vi d e n c e of a cti v e T B , l at e nt T B , or i n a d e q u at el y  tr e at e d T B as e vi d e n c e d b y  1 of t h e 
f oll o wi n g: 

i) A n e g ati v e Q u a nti F E R O N t est or e q ui v al e nt ass a y  r e p ort e d by t h e c e ntr al l a b at 
s cr e e ni n g or wit hi n 9 0 d a ys pri or t o r a n d o mi z ati o n d at e . 

O R

ii) A hist or y  of f ull y tr e at e d a cti v e or l at e nt T B a c c or di n g t o l o c al st a n d ar d of c ar e . 
In v esti g at or m ust v erif y  a d e q u ate pr e vi o us a nti -T B tr e at m e nt a n d pr o vi d e 
d o c u m e nt ati o n; t h es e s u bj e cts d o n ot r e q uir e Q u a nti F E R O N t esti n g a n d eli gi bilit y  
m ust b e a p pr o v e d b y  t h e sp o ns or pri or t o e nr oll m e nt i n t h e st u d y .

A N D

b) A c h est r a di o gr a p h ( vi e ws as p er l o c al g ui d eli n es wit h t h e r e p or t or fil ms a v ail a bl e f or 
i n v esti g at or r e vi e w) t a k e n at s cr e e ni n g or wit hi n t h e 4 m o nt hs pri or t o r a n d o mi z ati o n
wit h o ut e vi d e n c e of a cti v e or l at e nt T B i nf e cti o n .

9) L a b or at or y  ass ess m e nts at scr e e ni n g wit hi n t h e f oll o wi n g p ar a m et ers :

a) As p art at e a mi n otr a nsf er as e ( A S T ) a n d al a ni n e a mi n otr a nsf er as e ( A L T ) a n d t ot al bilir u bi n 
≤ 2  u p p er li mit of n or m al ( U L N)

b) Esti m at e d gl o m er ul ar filtr ati o n r at e ( e G F R) ≥ 6 0 m L / mi n (1. 0 m L /s e c) as c al c ul at e d b y  
t h e C K D -E PI { I n k er 2 0 1 2} c ys t ati n C f or m ul a as d es cri b e d i n S e cti o n 6. 9. 5. 2 . 

c) H e m o gl o bi n ≥ 8 g/ d L ( ≥ 8 0 g/ L)

d) A bs ol ut e n e utr o p hil c o u nt ( A N C) ≥ 1. 5 × 1 0 3 / µ L (≥ 1. 5 GI / L)

e) Pl at el ets ≥ 1 0 0 × 1 0 3 / µ L (≥ 1 0 0 GI/ L)

f) W hit e bl o o d c ells ( W B C) ≥ 3 × 1 0 3 / µ L ( ≥ 3 GI/ L)

g) A bs ol ut e ly m p h o c y t e c o u nt ≥ 0. 7 5 × 1 0 3 / µ L (≥ 0. 7 5 GI / L)

1 0) S t o ol s a m pl e t est r es ult n e g ati v e f or e nt eri c p at h o g e ns
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1 1) St o ol s a m pl e t est r es ult n e g ati v e f or o v a a n d p ar asit es u nl ess a p pr o v e d b y t h e m e di c al 
m o nit or .

1 2) N e g ati v e HI V a nti b o d y t est .

1 3) N e g ati v e h e p atitis B vir us (H B V ) s urf a c e a nti g e n t est. Su bj e cts wit h n e g ati v e h e p atitis B 
vir us s urf a c e a nti g e n (H Bs A g ) t est a n d p ositi v e h e p atitis B vir us c or e a nti b o d y  ( H B c A b) 
t est m ust h a v e a H B V D N A < l o w er li mit of q u a ntifi c ati o n (L L O Q ).

1 4) N e g ati v e h e p atitis C vir us (H C V ) a nti b o d y t est or H C V R N A < L L O Q as d es cri b e d i n 
S e cti o n 6. 9. 5. 6 .

1 5) N e g ati v e uri n e dr u g s cr e e n r es ult . A p ositi v e dr u g s cr e e n will e x cl u d e s u bj e cts u nl ess it c a n 
b e e x pl ai n e d b y  t h e us e of a m e di c ati o n ( pr es cri pti o n or n o n pr es cri pti o n) t h at is b ei n g us e d 
u n d er t h e dir e cti o n of a p h y si ci a n. C o c ai n e us e is e x cl usi o n ar y. 

1 6) F e m al es of c hil d b e ari n g p ot e nti al ( as d efi n e d i n A p p e n di x 8 ) m ust h a v e a n e g ati v e 
pr e g n a n c y  t e st r es ult at s cr e e ni n g a n d D a y  1 pri or t o r a n d o mi z ati o n.

1 7) M al e s u bj e cts a n d f e m al e s u bj e cts of c hil d b e ari n g p ot e nti a l w h o e n g a g e i n h et er os e x u al 
i nt er c o urs e m ust b e willi n g t o us e pr ot o c ol -s p e cifi e d m et h o d(s) o f c o ntr a c e pti o n as 
d es cri b e d i n A p p e n di x 8 .

4. 3. E x cl usi o n C rit e ri a

S u bj e cts w h o m e et a n y of t h e f oll o wi n g e x cl usi o n crit eri a ar e n ot t o b e e nr oll e d i n t his st u d y .

1) C urr e ntl y  di s pl a yi n g cli ni c al si g ns of a c ut e s e v er e c olitis, f ul mi n a nt c olitis, or t o xi c 
m e g a c ol o n .

2) Pr i or s ur g er y f or U C.

3) S u bj e cts w h o ar e li k ely t o r e q uir e a n y t y p e of m aj or s ur g er y d uri n g t h e st u d y. C at ar a ct 
s ur g er y, br e ast s ur g er y wit h o ut r e c o nstr u cti o n, l a p ar os c o pi c c h ol e c yst e ct o m y, l a p ar os c o pi c 
t u b al li g ati o n a n d m ost c ut a n e o us, s u p erfi ci al, e n d os c o pi c a n d art hr os c o pi c pr o c e d ur es c a n 
b e c o nsi d er e d mi n or s ur g eri es.

4) H a v e h a d a n y m aj or s ur g er y  or tr a u m a wit hi n 8 w e e ks pri or t o ra n d o mi z ati o n .

5) Hist or y  or e vi d e n c e of i n c o m pl et el y r es e ct e d c ol o ni c m u c os al d ys pl asi a.

6) Hist or y  of m ali g n a n c y i n t h e l ast 5 ye ars e x c e pt f or s u bj e cts w h o h a v e b e e n tr e at e d or 
r es e ct e d f or eit h er n o n- m el a n o m a s ki n c a n c er or c er vi c al c ar ci n o m a i n sit u .

7) Hist or y  of ly m p h o pr olif er ati v e dis or d er, l y m p h o m a, l e u k e mi a, m y el o pr olif er ati v e dis or d er, 
or m ulti pl e m y el o m a .
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8) A n y  c hr o ni c m e di c al c o n diti o n (i n cl u di n g, b ut n ot li mit e d t o c ar di a c or p ul m o n ar y dis e as e) 
or ps y c hi atri c pr o bl e m (i n cl u di n g, b ut n ot li mit e d t o al c o h ol or dr u g a b us e) t h at, i n t h e 
o pi ni o n of t h e i n v esti g at or or s p o ns or, w o ul d m a k e t h e s u bj e ct u ns uit a bl e f or t h e st u d y  or 
w o ul d pr e v e nt c o m pli a n c e wit h t h e st u d y  pr ot o c ol.

9) Hist or y  of i m m u n o d efi ci e n c y sy n dr o m e .

1 0) H a v e a st o m a or il e o a n al p o u c h .

1 1) D e p e n d e n c e o n t ot al p ar e nt er al n utriti o n.

1 2) H a v e a tr a ns pl a nt e d or g a n wit h e x c e pti o n of a c or n e al tr a ns pl a nt .

1 3) A cti v e cli ni c all y si g nifi c a nt i nf e cti o n, or a n y i nf e cti o n r e q uiri n g h os pit ali z ati o n or tr e at m e nt 
wit h i ntr a v e n o us a nti -i nf e cti v es wit hi n 8 w e e ks of r a n d o mi z ati o n; or a n y i nf e cti o n r e q uiri n g 
or a l a nti-i nf e cti v e t h er a p y wit hi n 6 w e e ks of r a n d o mi z ati o n.

1 4) Hist or y  of o p p ort u nisti c i nf e cti o n.

1 5) Hist or y  of sy m pt o m ati c h er p es z ost er wit hi n 1 6 w e e ks o f r a n d o mi z ati o n, or a ny hist or y  of 
diss e mi n at e d h er p es si m pl e x, diss e mi n at e d h er p es z ost er, o p ht h al mi c z ost er, or c e ntr al 
n er v o us s ys t e m z ost er.

1 6) C urr e ntl y  o n a n y c hr o ni c s yst e mi c ( or al or i ntr a v e n o us) a nti -i nf e cti v e t h er a p y f or c hr o ni c 
i nf e cti o n (s u c h as pn e u m o c y stis, c y t o m e g al o vir us, h er p es z ost er, or at y pi c al m y c o b a ct eri a) .

1 7) Us e of pr o hi bit e d c o n c o mit a nt m e di c ati o ns as d es cri b e d i n S e cti o n 5. 4. 2 .

1 8) A d mi nistr ati o n of a li v e or att e n u at e d v a c ci n e wit hi n 4 w e e ks of r a n d o mi z ati o n ( S e cti o n 5. 5 )

1 9) F e m al es w h o m a y  wis h t o b e c o m e pr e g n a nt a n d/ or pl a n t o u n d er g o e g g d o n ati o n or e g g 
h ar v esti n g f or t h e p ur p os e of c urr e nt or f ut ur e f ertili z ati o n d uri n g t h e c o urs e of t h e st u d y  a n d 
u p t o 7 d a y s aft er l ast d os e of t h e st u d y dr u g .

2 0) M al e s u bj e cts u n willi n g t o r efr ai n fr o m s p er m d o n ati o n f or at l e ast 7 d a y s aft er l ast d os e of 
t h e st u d y dr u g.

2 1) K n o w n h y p ers e nsiti vit y  t o G S -4 8 7 5 , its m et a b olit es, or f or m ul ati o n e x ci pi e nts.
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5. I N V E S TI G ATI O N A L  M E DICI N A L  P R O D U C T S

5. 1. R a n d o mi z ati o n, Bli n di n g , a n d T r e at m e nt C o d es

5. 1. 1. R a n d o mi z ati o n

A n int er a cti v e w e b res p o ns e s ys t e m (IW R S) will b e e m pl o y e d t o m a n a g e s u bj e ct r a n d o mi z ati o n , 
tr e at m e nt assi g n m e nts, a n d st u d y dr u g s u p pli es. It is t h e r es p o nsi bilit y of t h e i n v esti g at or t o 
e ns ur e t h at s u bj e ct s ar e eli gi bl e f or t h e st u d y pri or t o e nr oll m e nt. T h e I W R S will assi g n s u bj e cts 
wit h a s u bj e ct I D at t h e ti m e of e nr oll m e nt.

5. 1. 2. Bli n di n g

T his is a bli n d e d st u d y  w h er e t h e s p o ns or Gil e a d is u n bli n d e d as d es cri b e d i n S e cti o n 5. 1. 3 a n d 
t h e i n v esti g at ors a n d s u bj e cts ar e bli n d e d. 

Bli n di n g of st u d y tr e at m e nt is criti c al t o t h e i nt e grit y  of t his cli ni c al tri al. H o w e v er, s p e cifi e d 
p ers o n n el m a y  b e u n bli n d e d b as e d o n t h eir st u d y r ole. St u d y  dr u g will b e dis p e ns e d b y t h e st u d y 
p h ar m a cist, or d esi g n e e, i n a bli n d e d f as hi o n t o t h e s u bj e cts. T h e P h ar m a c o ki n eti cs Fil e 
A d mi nistr at or, or d esi g n e e, i n Bi o a n al yt i c al O p er ati o ns a n d/ or Cli ni c al D at a M a n a g e m e nt, w h o 
f a cilit at es t h e d at a tr a nsf er of P K fil es b et w e e n Gil e a d a n d v e n d ors, will b e u n bli n d e d. 
I n di vi d u als i n Cli ni c al P a c k a gi n g & L a b eli n g or Cli ni c al S u p pl y M a n a g e m e nt w h o h a v e a n 
U n bli n d e d I n v e nt or y  M a n a g er r ol e i n t h e IW R S s y st e m f or p ur p os es of st u d y  dr u g i n v e nt or y 
m a n a g e m e nt will r e m a i n u n bli n d e d. In di vi d u als i n P h ar m a c o vi gil a n c e a n d E pi d e mi ol o g y  ( P V E) 
r es p o nsi bl e f or s af ety si g n al d et e cti o n ( S e cti o n 7. 8 ), i n v esti g ati o n al n e w dr u g (I N D) s af ety 
r e p orti n g a n d/ or e x p e dit e d r e p orti n g of s us p e ct e d u n e x p e ct e d s eri o us a d v ers e r e a cti o ns 
( S U S A Rs) m a y b e u n bli n d e d t o i n di vi d u al c as e d at a a n d/ or gr o u p l ev el s u m m ari es. T h e c o ntr a ct 
r es e ar c h or g a ni z ati o n (C R O ) bi ost atisti ci a ns a n d pr o gr a m m ers will b e u n bli n d e d f or t h e D M C 
d at a r e vi e ws a n d s af et y s ur v eill a n c e.

5. 1. 3. Pl a n n e d I nt e ri m U n bli n di n g

T o ass ess t h e effi c a c y  of G S - 4 8 7 5 f or p ot e nti al st u d y t er mi n ati o n d u e to l a c k of effi c a c y , a 
Gil e a d i nt er n al u n bli n d e d t e a m, t h e G S -U S - 3 6 5-4 2 3 7 G D R C, i n d e p e n d e nt of t h e bli n d e d st u d y 
t e a m, will b e ass e m bl e d t o r e vi e w t h e u n bli n d e d st u d y r es ults. T h e G D R C will c o nsist of at l e ast 
1 r e pr es e nt ati v e fr o m Gil e a d Cli ni c al R es e ar c h, Bi ost atisti cs, P V E , a n d R e g ul at or y  Aff airs, a n d 
m a y  i n cl u d e ot h er p ers o n n el as n e c ess ar y i n cl u di n g e xt er n al c o ns ult a nts wit h e x p ertis e i n I B D. 
T h e G D R C will k e e p t h e u n bli n d e d i nf or m ati o n c o nfi d e nti al. Sit e p ers o n n el, s u bj e cts, Gil e a d 
M e di c al M o nit or, Gil e a d/ C R O st aff dir e ct l y i nt er a cti n g wit h t h e st u dy c e nt er or m e m b ers of t h e 
G S -U S -3 6 5- 4 2 3 7 St u d y  M a n a g e m e nt T e a m will n ot b e u n bli n d e d t o t h e s u bj e ct tr e at m e nt 
assi g n m e nt a n d will n ot h a v e a c c ess t o u n bli n d e d st u d y  d at a. T h e G D R C will b e gr a nt e d a c c ess 
t o u n bli n d e d cli ni c al d at a at t h e i n di vi d u al s u bj e ct a n d/ or gr o u p s u m m ar y l e v el, i n cl u di n g 
tr e at m e nt assi g n m e nts, t o r e vi e w t h e i nt eri m a n alysis d es cri b e d i n S e cti o n 8. 2 .

T h e m e m b ers hi p, c o n d u ct, a n d m e eti n g s c h e d ul e of t h e G D R C will b e s p e cifi e d i n t h e Gil e a d 
D at a R e vi e w C o m mitt e e C h art er.
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5. 1. 4. P r o c e d u r es f o r B r e a ki n g T r e at m e nt C o d es

Tr e at m e nt assi g n m e nt s h o ul d r e m ai n bli n d e d u nl ess k n o wi n g a s u bj e ct’s tr e at m e nt assi g n m e nt is 
n e c ess ar y f or m e di c al c ar e. I n t h e e v e nt of a m e di c al e m er g e n c y w h er e br e a ki n g t h e bli n d is 
r e q uir e d t o pr o vi d e m e di c al c ar e t o t h e s u bj e ct, t h e i n v esti g at or m a y o bt ai n tr e at m e nt assi g n m e nt 
dir e ctl y  fr o m t h e IW R S s y st e m f or t h at s u bj e ct. Gil e a d r e c o m m e n ds , b ut d o es n ot r e q uir e, t h at 
t h e i n v esti g at or c o nt a ct t h e m e di c al m o nit or b ef or e br e a ki n g t h e bli n d. T h e r ati o n al e f or 
u n bli n di n g m ust b e cl e arl y e x pl ai n e d i n s o ur c e d o c u m e nt ati o n, al o n g wit h t h e d at e o n w hi c h t h e 
tr e at m e nt assi g n m e nt w as o bt ai n e d. If a s u bj e ct’s tr e at m e nt assi gn m e nt is u n bli n d e d, t h e 
i n v esti g at or is r e q uir e d t o pr o m ptl y  c o nt a ct t h e m e di c al mo nit or a n d t h e s u bj e ct will b e 
dis c o nti n u e d fr o m st u d y  dr u g.

5. 2.  D es c ri pti o n a n d H a n dli n g of G S - 4 8 7 5

5. 2. 1. F o r m ul ati o n

G S - 4 8 7 5 t a bl ets ar e a v ail a bl e i n 5 0 m g a n d 1 5 0 m g str e n gt hs. B ot h str e n gt hs of t h e G S - 4 8 7 5
t a bl ets ar e w hit e, pl ai n-f a c e d, c a ps ul e-s h a p e d, fil m -c o at e d t a bl ets. I n a d diti o n t o t h e a cti v e 
i n gr e di e nt, G S - 4 8 7 5 t a bl ets als o c o nt ai n c o p o vi d o n e, l a ct os e m o n o h ydr at e, mi cr o cr y st alli n e 
c ell ul os e, cr os c ar m ell os e s o di u m, m a g n es i u m st e ar at e, p oly vi n yl al c o h ol, tit a ni u m di o xi d e, 
m a cr o g ol , a n d t al c.

Pl a c e b o t a bl ets t o m at c h t h e G S - 4 8 7 5 t a bl ets will b e us e d f or bli n di n g p ur p os es. Pl a c e b o-t o-
m at c h ( P T M) G S - 4 8 7 5 t a bl ets ar e i d e nti c al i n si z e, s h a p e, c ol or, a n d a p p e ar a n c e t o b ot h 
str e n gt hs ( 5 0 m g  a n d 1 5 0 m g) of a cti v e G S - 4 8 7 5 t a bl ets. P T M t a bl ets c o nt ai n l a ct os e 
m o n o h y dr at e, mi cr o cr y st alli n e c ell ul os e, cr os c ar m ell os e s o di u m, m a g n esi u m st e ar at e, p ol y vi n yl  
al c o h ol, tit a ni u m di o xi d e, m a cr o g ol , a n d t al c.

5. 2. 2. P a c k a gi n g a n d L a b eli n g

G S - 4 8 7 5 t a bl ets a n d m at c hi n g pl a c e b o t a bl ets ar e p a c k a g e d i n whit e, hi g h d e nsit y  p oly et h yl e n e 
b ottl es. E a c h b ottl e c o nt ai ns 3 0 t a bl ets, sili c a g el d esi c c a nt a n d p oly e st er p a c ki n g m at eri al. E a c h 
b ottl e is e n cl os e d wit h a w hit e, c o nti n u o us t hr e a d, c hil d -r esist a nt pol y pr o p y l e n e s cr e w c a p wit h 
a n i n d u cti o n -s e al e d a n d al u mi n u m -f a c e d li n er. 

St u d y  dr u g(s) t o b e distri b ut e d t o c e nt ers i n t h e U nit e d St at es (U S ) a n d ot h er p arti ci p ati n g 
c o u ntri es s h all b e l a b el e d t o m e et a p pli c a bl e r e q uir e m e nts of t h e U nit e d St at es F o o d a n d Dr u g 
A d mi nistr ati o n ( F D A ), E ur o p e a n U ni o n (E U ) G ui d eli n e t o G o o d M a n uf a ct uri n g Pr a cti c e -A n n e x 
1 3 (I n v esti g ati o n al M e di ci n al Pr o d u cts), a n d/ or ot h er l o c al r e g ul ati o ns.

5. 2. 3. St o r a g e a n d H a n dli n g

G S -4 8 7 5 a n d P T M t a bl ets s h o ul d b e st or e d b el o w 3 0 ° C ( 8 6 ° F) . St or a g e c o n diti o ns ar e s p e cifi e d 
o n t h e l a b el. U ntil dis p e ns e d t o t h e s u bj e cts, all b ottl es of st u d y  dr u gs s h o ul d b e st or e d i n a 
s e c ur el y l o c k e d ar e a, a c c essi bl e o nl y t o a ut h ori z e d sit e p ers o n n el.
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T o e ns ur e t h e st a bilit y a n d pr o p er i d e ntifi c ati o n, st u d y dr u gs s h o ul d n ot b e st or e d i n a c o nt ai n er 
ot h er t h a n t h e c o nt ai n er i n w hi c h t h e y  w er e s u p pli e d. K e e p t h e c o nt ai n er ti g htl y cl os e d t o pr ot e ct 
fr o m m oist ur e. C o nsi d er ati o n s h o ul d b e gi v e n t o h a n dli n g, pr e p ar ati o n, a n d dis p os al t hr o u g h 
m e as ur es t h at mi ni mi z e dr u g c o nt a ct wit h t h e b o d y . A p pr o pri at e pr e c a uti o ns s h o ul d b e f oll o w e d 
t o a v oi d dir e ct e ye c o nt a ct or e x p os ur e w h e n h a n dli n g.

5. 3. D os a g e a n d A d mi nist r ati o n of G S - 4 8 7 5

T h e st u d y  m e di c ati o n will c o nsist of G S - 4 8 7 5 5 0 m g t a bl ets, G S - 4 8 7 5 1 5 0 m g t a bl ets , a n d P T M 
t a bl ets f or or al a d mi nistr ati o n .

T h e tr e at m e nts a d mi nist er e d t o e a c h tr e at m e nt gr o u p i n t h e Bli n d e d Tr e at m e nt p h as e ar e as 
f oll o ws:

 T r e at m e nt g r o u p 1 : (G S -4 8 7 5 3 0 0 m g ) 2 G S -4 8 7 5 1 5 0 m g t a bl ets, or all y  o n c e d ail y 

 T r e at m e nt g r o u p 2: (G S - 4 8 7 5 1 0 0 m g) 2 G S - 4 8 7 5 5 0 m g t a bl ets, or all y  o n c e d aily 

 T r e at m e nt g r o u p 3: ( Pl a c e b o) 2 P T M t a bl ets, or all y  o n c e d ail y

T h e tr e at m e nt a d mi nist er e d i n t h e O L Tr e at m e nt p h as e is as f oll o ws:

 O p e n -l a b el T r e at m e nt: (G S -4 8 7 5 3 0 0 m g) 2 G S - 4 8 7 5 1 5 0 m g t a bl ets, or all y  o n c e d ail y

T h e tr e at m e nts a d mi nist er e d t o e a c h tr e at m e nt gr o u p, aft er t h e st u d y is u n bli n d e d, as d es cri b e d i n 
S e cti o n 3 , ar e as f oll o ws:

 T r e at m e nt g r o u p 1: (G S - 4 8 7 5 3 0 0 m g) 2 G S -4 8 7 5 1 5 0 m g t a bl ets, or all y  o n c e d ail y 

 T r e at m e nt g r o u p 2: (G S - 4 8 7 5 1 0 0 m g) 2 G S -4 8 7 5 5 0 m g t a bl ets, or all y o n c e d ail y 

 T r e at m e nt g r o u p 3: Pl a c e b o s u bj e cts d is c o nti n u e st u d y dr u g

G S - 4 8 7 5 s h o ul d n ot b e a d mi nist er e d wit h f o o d . 

F or miss e d d os e(s) of st u d y  m e di c ati o n, s u bj e cts s h o ul d b e i nstr u ct e d t o t a k e t h e miss e d d os e(s) 
of st u d y  m e di c ati o n as s o o n as p ossi bl e d uri n g t h e s a m e d a y. If t h e miss e d d os e is n ot t a k e n o n 
t h e ori gi n al d a y, t h e n s u bj e cts s h o ul d n ot t a k e t h e miss e d d os e a n d t h e miss e d d os e s h o ul d be 
r et ur n e d t o t h e st u dy dr u g b ottl e. S u bj e cts s h o ul d b e c a uti o n e d n ot t o d o u bl e t h e n e xt d os e 
(i e, t a ki n g t h e miss e d d os e of st u d y dr u g wit h t h at d a y’s d os e).

5. 3. 1.  R ati o n al e f o r D os e S el e cti o n

Gi v e n t h e n o v elt y of t ar g eti n g t h e T P L 2 p at h w a y, G S - 4 8 7 5 d os e s el e cti o n w as g ui d e d b y t h e 
g o al t o d e m o nstr at e a d os e/ e x p os ur e effi c a c y  r el ati o ns hi p. T h e 3 0 0 m g d os e w as s el e ct e d s u c h 
t h at tr o u g h dr u g l e v els, b as e d o n P h as e 1 d at a, w o ul d b e E C 6 0 f or t h e i n vitr o LP S -sti m ul at e d 
p h os p h or y l at e d E R K ( p E R K) ass a y i n h u m a n w h ol e bl o o d. T h e 1 0 0 m g d os e w as s el e ct e d s u c h 
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t h at si m ul ati o ns of tr o u g h dr u g l e v els, w hi c h w er e b as e d o n t h e P h as e 1 d at a , w o ul d b e E C 5 0 at 
tr o u g h. T h e s el e cti o n of t h es e d os es of G S - 4 8 7 5 ( 1 0 0 a n d 3 0 0 m g) is s u p p ort e d b y  t h e s af et y a n d 
P K d at a i n t h e first -i n-h u m a n S t u d y G S-U S - 3 6 5-4 2 3 3.

5. 4. P ri o r a n d C o n c o mit a nt M e di c ati o ns

All m e di c ati o n s t a k e n u p t o 3 0 d a ys pri or t o t h e s cr e e ni n g visit t hr o u g h t h e e n d of st u d y 
( 3 0 d a y s aft er t h e l ast d os e of st u d y  dr u g) n e e d t o b e r e c or d e d i n t h e s o ur c e d o c u m e nts a n d o n 
t h e el e ctr o ni c c as e r e p ort f or m ( e C R F ). At e a c h st u d y visit, t h e st u d y c e nt er will r e c or d all
m e di c ati o ns t a k e n b y t h e s u bj e ct si n c e t h e l ast visit or d uri n g t h e visit ( as a p pli c a bl e). All 
c o n c o mit a nt m e di c ati o ns (pr es cri pti o n, p eri - pr o c e d ur al m e di c ati ons, o v er -t h e-c o u nt er 
m e di c ati o ns, i n cl u di n g v a c ci n es, vit a mi ns, h er b al , di et ar y s u p pl e m e nts, a n d mi n er als) m ust b e 
r e c or d e d i n t h e c o n c o mit a nt t h er a p y s e cti o n of t h e e C R F.

S u bj e cts usi n g or al c o ntr a c e pti v es or p at c h c o ntr a c e pti v es m ust us e ot h er m et h o ds of 
c o ntr a c e pti o n w hil e o n st u d y . Pl e as e r ef er t o A p p e n di x 8 f or Pr e g n a n c y Pr e c a uti o ns, D efi niti o n 
f or F e m al e of C hil d b e ari n g P ot e nti al, a n d C o ntr a c e pti v e Re q uir e m e nts.

Eff e cti v e t h er a pi es s h o ul d n ot b e dis c o nti n u e d f or t h e s ol e p ur p os e of p arti ci p ati n g i n t his st u d y . 
S u bj e cts m a y  r e c ei v e m e di c ati o ns as s u p p orti v e c ar e or t o tr e at A Es as d e e m e d n e c ess ar y b y t h e 
in v esti g at or or t h e s u bj e ct’s p h y si ci a n. B as e d o n t h eir cli ni c al j u d g m e nt, in v esti g at or s a n d 
tr e ati n g p h y si ci a n s s h o ul d d o w h at e v er is m e di c all y a p pr o pri at e t o m a n a g e s u bj e cts. As 
d es cri b e d b el o w, c h a n g es i n c o n c o mit a nt m e di c ati o ns m a y i m p a ct a s u bj e ct’s p arti ci p ati o n i n t h e 
st u d y. T h e m e di c al m o nit or c a n b e c o ns ult e d pri or t o i niti ati o n of n e w m e di c ati o n s f or t h e 
tr e at m e nt of U C. 

5. 4. 1.  All o w e d C o n c o mit a nt M e di c ati o ns f o r U C

T h e all o w e d c o n c o mit a nt m e di c ati o n(s) f or U C s h o ul d b e m ai nt ai n e d at a st a bl e d os e f or t h e 
d ur ati o n of t h e st u d y . Su bj e cts o n c orti c ost er oi ds f or t h e tr e at m e nt of U C at t h e ti m e of 
r a n d o mi z ati o n s h o ul d i niti at e a st er oi d t a p er aft er t h e W e e k 1 0 Visit (S e cti o n 5. 4. 1. 1 ).

T h e all o w e d m e di c ati o ns f or U C ar e as f oll o ws:

 Or al m es al a mi n e c o m p o u n ds ( 5-A S A) pr o vi d e d t h e d os e pr es cri b e d h as b e e n st a bl e f or at 
l e ast 4 w e e ks pri or t o r a n d o mi z ati o n .

 T hi o p uri n es ( e g, a z at hi o pri n e, 6- M P ) a n d m et h otr e x at e pr o vi d e d t h e d osi n g d ur ati o n m ust 
b e f or at l e ast 8 w e e ks pri or t o r a n d o mi z ati o n a n d t h e d os e m ust h a v e b e e n st a bl e f or at l e ast 
4 w e e ks pri or t o r a n d o mi z ati o n 

 S y st e mi c all y a bs or b e d c orti c ost er oi ds pr es cri b e d at a st a bl e d os e e q ui v al e nt t o ≤ 3 0 m g/ d a y  
pr e d nis o n e or b u d es o ni d e pr es cri b e d at a st a bl e d os e of ≤ 9 m g/ d a y . Th e d os e s pr es cri b e d 
m ust h a v e b e e n st a bl e f or 2 w e e ks pri or t o t h e s cr e e ni n g e n d os c o p y. 

D u e t o t h e p ot e nti al f or dr u g-dr u g i nt er a cti o ns, s ulf as al a zi n e is pr o hi bit e d fr o m 2 w e e ks pri or t o 
t h e s cr e e ni n g e n d os c o py a n d t hr o u g h o ut tr e at m e nt wit h st u d y  dr u g.
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C h a n g es t o all o w e d c o n c o mit a nt m e di c ati o ns f or U C m a y  c o nf o u n d t h e effi c a c y a n d s af ety 
ass ess m e nt s of G S - 4 8 7 5. T h er ef or e, s u bj e cts w h o st art or i n cr e as e t h e d os e ( c o m p ar e d wit h t h e 
d os e at D a y 1) of t h e a b o v e all o w e d c o n c o mit a nt m e di c ati o n s, d uri n g eit h er t h e Bli n d e d 
Tr e at m e nt p h as e or t h e O L Tr e at m e nt p h as e , m ust dis c o nti n u e st u d y dr u g a n d st u d y  
p arti ci p ati o n.

5. 4. 1. 1.  C orti c ost er oi d T a p eri n g

A st er oi d t a p er s h o ul d b e i niti at e d a ft er M C S R es p o ns e h a d b e e n e v al u at e d at W e e k 1 0 ( Bli n d e d 
Tr e at m e nt p h as e or O L Tr e at m e nt p h as e ) a n d it is d et er mi n e d t h at t h e s u bj e ct h as a c hi e v e d M C S 
r es p o ns e a n d will c o nti n u e o n st u d y . T h e ti mi n g of t h e st er oi d t a p er is at t h e dis cr eti o n of t h e 
i n v esti g at or b ut s h o ul d b e gi n n o l at er t h a n W e e k 1 4. T h e d os e s h o ul d b e r e d u c e d at a r at e 
st arti n g at 2. 5 m g  p er w e e k u p t o a n d i n cl u di n g 5 m g p er w e e k ( or e q ui v al e nt t a p er if n ot 
pr e d nis o n e) u ntil t h e s u bj e ct is n o l o n g er o n st er oi ds . S u bj e cts w h o ar e o n b u d es o ni d e s h o ul d 
h a v e t h eir d ail y d os e r e d u c e d b y 3 m g e v er y  3 w e e ks u ntil t h e y ar e c o m pl et el y off st er oi ds. F or 
s u bj e cts u n d er g oi n g t a p er, st er oi ds m a y  b e i n cr e as e d or r e-st art e d at d os es u p t o a n d i n cl u di n g 
t h eir Bli n d e d Tr e at m e nt p h as e D a y  1 d os e if r et ur n of s y m pt o ms is a p p ar e nt. S u bj e cts w h o ar e 
u n a bl e t o st er oi d t a p er ar e all o w e d t o c o nti n u e i n t h e st u d y . S u bj e cts w h o n e e d t o i n cr e as e st er oi d 
d os e or i nt e nsif y  st er oi d tr e at m e nt d os e o v er t h eir b as eli n e d os e m ust b e dis c o nti n u e d fr o m st u d y
dr u g . 

5. 4. 2. P r o hi bit e d C o n c o mit a nt M e di c ati o ns

C o -a d mi nistr ati o n of C Y P 3 A i n hi bit ors m a y  i n cr e as e G S - 4 8 7 5 e x p os ur e. I n a dr u g -dr u g 
i nt er a cti o n st u d y of G S -4 8 7 5 c o -a d mi nist er e d wit h v ori c o n a z ol e (str o n g C Y P 3 A i n hi bit or), 
G S - 4 8 7 5 e x p os ur es w er e si g nifi c a ntl y i n cr e as e d. T h er ef or e, c o -a d mi nistr ati o n of str o n g or 
m o d er at e C Y P 3 A i n hi bit ors wit h st u d y dr u g ar e pr o hi bit e d.

C o -a d mi nistr ati o n of C Y P 3 A i n d u c ers m a y  d e cr e as e G S - 4 8 7 5 e x p os ur e. I n a dr u g -dr u g 
i nt er a cti o n st u d y of G S -4 8 7 5 c o -a d mi nist er e d wit h m ulti pl e d os e rif a m pi n ( C Y P 3 A i n d u c er), 
G S - 4 8 7 5 e x p os ur es w er e r e d u c e d. T h er ef or e, c o -a d mi nistr a ti o n of str o n g or m o d er at e C Y P 3 A
i n d u c ers wit h st u d y dr u g is pr o hi bit e d.

I n vitr o d at a i n di c at e t h at G S - 4 8 7 5 is a s u bstr at e of P-gl y c o pr ot ei n ( P-g p ) a n d br e ast c a n c er 
r esist a n c e pr ot ei n (B C R P ). C o- a d mi nistr ati o n of P-g p a n d B C R P i n hi bit ors m a y i n cr e as e 
G S - 4 8 7 5 e x p os ur e. T h er ef or e, c o -a d mi nistr ati o n of P- g p a n d B C R P i n hi bit ors ar e n ot all o w e d 
wit h st u d y  dr u g. C o -a d mi nistr ati o n of P- g p i n d u c ers m a y d e cr e as e G S -4 8 7 5 e x p os ur e. T h er ef or e, 
c o - a d mi nistr ati o n of P-g p i n d u c ers ar e n ot all o w e d wit h st u d y  dr u g.

I n vitr o d at a s u g g est t h at G S - 4 8 7 5 h as t h e p ot e nti al t o i n hi bit M A T E 1, O A T P 1 B 1 , O A T P 1 B 3 , 
a n d O A T P 2 B 1 . G S -4 8 7 5 h as t h e p ot e nti al t o i n cr e as e t h e e x p os ur e of M A T E 1 a n d O A T P 
s e nsiti v e s u bstr at es. T h er ef or e, c o -a d mi nistr ati o n of M A T E 1 a n d O A T P s e nsiti v e s u bstr at es wit h 
st u d y dr u g is pr o hi bit e d.



G S -4 8 7 5
Pr ot o c ol G S -U S -3 6 5 -4 2 3 7 Fi n al
Gil e a d S ci e n c es, I n c. A m e n d m e nt 2

C O N FI D E N TI A L P a g e 3 7 1 9 J u n e 2 0 2 0

I n vitr o d at a s u g g est t h at G S - 4 8 7 5 h as t h e p ot e nti al t o i n hi bit P -g p a n d B C R P. C o -a d mi nistr ati o n 
of P -g p a n d B C R P s e nsiti v e s u bstr at es wit h a n arr o w t h er a p e uti c i n d e x is pr o hi bit e d. 

C o - a d mi nistr ati o n of G S - 4 8 7 5 wit h s ulf as al a zi n e m a y  i n cr e as e e x p os ur e of s ulf as al a zi n e. 
T h er ef or e, s ulf as al a zi n e is pr o hi bit e d 2 w e e ks pri or t o s cr e e ni n g e n d os c o p y t hr o u g h t h e e n d of 
tr e at m e nt. B esi d es s ulf as al a zi n e, ot h er m es al a mi n e - b as e d m e di c ati o ns m a y b e c o-a d mi nist er e d 
wit h G S -4 8 7 5.

F or m or e i nf or m ati o n ar o u n d G S -4 8 7 5 dr u g -dr u g i nt er a cti o ns r ef er t o t h e G S - 4 8 7 5 I B a n d 
S e cti o n 1. 3. 3. 1 . E x a m pl es of r e pr es e nt ati v e m e di c ati o ns w hi c h ar e p r o hi bit e d ar e pr es e nt e d i n
T a bl e 5- 1 . If a pr o hi bit e d c o n c o mit a nt m e di c ati o n wit h p ot e nti al dr u g -dr u g i nt er a cti o ns is t a k e n 
b y  a s u bj e ct, i n v esti g at ors m ust c o nt a ct t h e m e di c al m o nit or.

T a bl e 5- 1.  E x a m pl es of P r o hi bit e d C o n c o mit a nt M e di c ati o ns f o r P ot e nti al 
D r u g -D r u g I nt e r a cti o ns a , b

P ossi bl e M e c h a nis m of 
A cti o n o r D r u g Cl ass A g e nts Dis all o w e d P r o hi bit e d P e ri o d

Str o n g C Y P 3 A I n hi bit ors

cl arit hr o m y ci n, c o ni v a pt a n, itr a c o n a z ol e, 
k et o c o n a z ol e, n ef a z o d o n e, p os a c o n a z ol e, 

t elit hr o m y ci n, v ori c o n a z ol e, rit o n a vir, c o bi cist at, 
t el a pr e vir, b o c e pr e vir, i d el alisi b

2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

Str o n g C Y P 3 A I n d u c ers
c ar b a m a z e pi n e, p h e n yt oi n, rif a m pi n, f os p h e n y t oi n, 

p e nt o b ar bit al, pri mi d o n e, rif a b uti n, rif a p e nti n e, 
p h e n o b ar bit al, o x c ar b a z e pi n e, mit ot a n e, a v asi mi b e

2 w e e ks pri or t o r a n d o mi z ati o n
t hr o u g h t h e e n d of tr e at m e nt

M o d er at e C Y P 3 A 
I n hi bit ors

fl u c o n a z ol e, er yt hr o m y ci n, dilti a z e m, dr o n e d ar o n e, 
a pr e pit a nt, i m ati ni b, v er a p a mil, t ofis o p a m, 

ci pr ofl o x a ci n, ci m eti di n e, c y cl o s p ori n e c, S c his a n dr a
s p h e n a nt h er a

2 w e e ks pri or t o r a n d o mi z ati o n
t hr o u g h t h e e n d of tr e at m e nt

M o d er at e C Y P 3 A 
I n d u c ers

ef a vir e n z, ti pr a n a vir/rit o n a vir, b os e nt a n, t hi ori d a zi n e, 
n af cilli n, t al vir ali n e, l o pi n a vir, m o d afi nil, etr a viri n e, 

l ersi viri n e, s e m a g a c est at, g e nist ei n

2 w e e ks pri or t o r a n d o mi z ati o n
t hr o u g h t h e e n d of tr e at m e nt

P g p I n hi bit ors
a mi o d ar o n e, c ar v e dil ol, cl arit hr o m y ci n, dr o n e d ar o n e, 

itr a c o n a z ol e, l a p ati ni b, pr o p af e n o n e, q ui ni di n e, 
r a n ol a zi n e, rit o n a vir, t el a pr e vir, v er a p a mil

2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

P g p I n d u c ers
rif a m pi n, p h e n yt oi n, c ar b a m a z e pi n e, rif a b uti n, 

rif a p e nti n e
2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

B C R P I n hi bit ors
c y cl os p ori n e c, g efiti ni b, s ulf as al a zi n ee, c ur c u mi n, 

eltr o m b o p a g
2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

O A T P 1 B 1 , O A T P 1 B 3 , 
a n d O A T P 2 B 1 S u bstr at es

as u n a pr e vir, at or v ast ati n, b os e nt a n, c eri v ast ati n, 
d a n o pr e vir, d o c et a x el, f e x of e n a di n e, p a clit a x el,
fl u v ast ati n, l o v ast ati n, pit a v ast ati n, pr a v ast ati n, 

r os u v ast ati n

2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

M A T E 1 S e nsiti v e 
S u bstr at es

d of etili d e, m etf or mi n
2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

P g p S e nsiti v e S u bstr at es d a bi g atr a n, di g o xi n, f e x of e n a di n e
2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt
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P ossi bl e M e c h a nis m of 
A cti o n o r D r u g Cl ass A g e nts Dis all o w e d P r o hi bit e d P e ri o d

B C R P S e nsiti v e 
S u bstr at es

r os u v ast ati n, s ulf as al a zi n e d 2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

H er b al/ N at ur al 
S u p pl e m e nts e Gr a p efr uit j ui c e, St J o h n’s W ort 

2 w e e ks pri or t o r a n d o mi z ati o n 
t hr o u g h t h e e n d of tr e at m e nt

a  N ot all of t h es e e x a m pl e m e di c ati o ns m a y b e a p pr o v e d i n e a c h of t h e c o u ntri es w h er e t h e st u d y is b ei n g c o n d u ct e d; pl e as e 
r ef er t o l o c al pr o d u ct i nf or m ati o n.

b T a bl e is n ot all i n cl usi v e.
c C y cl os p ori n e is pr o hi bit e d 2 w e e ks pri or t o s cr e e ni n g e n d os c o p y t hr o u g h t h e e n d of tr e at m e nt ( pl e as e r ef er t o T a bl e 5 2 ).
d S ulf as al a zi n e is pr o hi bit e d 2 w e e ks pri or t o s cr e e ni n g e n d os c o p y ( pl e as e r e f er t o T a bl e 5 2 ).
e C o ns ult t h e m e di c al m o nit or f or a n y h er b al/ n at ur al s u p pl e m e nts n ot list e d t h at m a y h a v e p ot e nti al dr u g dr u g i nt er a cti o ns 

wit h st u d y dr u g or if it is u n k n o w n w h et h er t h er e is a p ot e nti al dr u g dr u g i nt er a cti o n wit h st u d y dr u g.

S o m e m e di c ati o n s a n d tr e at m e nts m a y h a v e a n i m p a ct o n t h e s af et y of t h e s u bj e ct s a n d / or effi c a c y 
ass ess m e nts of t his st u d y . Pr o hi bit e d c o n c o mit a nt m e di c ati o ns t h at m a y  im p a ct e ffic a c y  
ass ess m e nts or i m p a ct s u bj e ct s af ety ar e pr es e nt e d i n T a bl e 5- 2 . S u bj e cts t h at i niti at e a n y  of 
t h es e c o n c o mit a nt m e di c ati o ns at a n y  ti m e d uri n g t h e Bli n d e d Tr e at m e nt p h as e st u d y m ust b e 
dis c o nti n u e d fr o m st u d y  dr u g a n d will n ot b e eli gi bl e f or t h e O L p h as e of t h e st u d y. S u bj e cts t h at 
i niti at e a n y  of t h es e c o n c o mit a nt m e di c ati o ns at a n y ti m e d uri n g t h e O L p h as e of t h e st u d y m ust 
b e dis c o nti n u e d fr o m st u d y  dr u g.

T a bl e 5- 2. P r o hi bit e d C o n c o mit a nt M e di c ati o ns t h at M a y I m p a ct Effi c a c y 
Ass ess m e nts o r I m p a ct S u bj e ct S af et y

D r u g Cl ass A g e nts Dis all o w e d P r o hi bit e d P e ri o d

T N F α a nt a g o nist infli xi m a b, a d ali m u m a b, g oli m u m a b, 
c ert oli z u m a b, or bi osi mil ar a g e nt

1 2 w e e k s pri or t o r a n d o mi z ati o n or a n 
u n d et e ct a bl e s er u m l e v el o n a 

c o m m er ci all y a v ail a bl e ass a y t hr o u g h t h e 
e n d of tr e at m e nt

I nt e gri n a nt a g o nist v e d oli z u m a b , n at ali z u m a b 1 2 w e e k s pri or t o r a n d o mi z ati o n or a n 
u n d et e ct a bl e s er u m l e v el o n a 

c o m m er ci all y a v ail a bl e ass a y t hr o u g h t h e 
e n d of tr e at m e nt

I nt erl e u ki n a nt a g o nist u st e ki n u m a b 1 6 w e e k s pri or t o r a n d o mi z ati o n or a n 
u n d et e ct a bl e s er u m l e v el o n a 

c o m m er ci all y a v ail a bl e ass a y t hr o u g h t h e 
e n d of tr e at m e nt

R e ct al c o m p o u n ds re ct al m es al a mi n e , r e ct al c orti c ost er oi ds 2 w e e k s pri or t o s cr e e ni n g e n d os c o p y 
t hr o u g h t h e e n d of tr e at m e nt

A nti di arr h e al a g e nts lo p er a mi d e , di p h e n o x yl at e/ atr o pi n e 2 w e e k s pri or t o s cr e e ni n g e n d os c o p y 
t hr o u g h t h e e n d of tr e at m e nt

U C m e di c ati o n wit h 
p ot e n ti al dr u g-dr u g 
i nt er a cti o ns

sulf as al a zi n e 2 w e e k s pri or t o s cr e e ni n g e n d os c o p y
t hr o u g h t h e e n d of tr e at m e nt
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D r u g Cl ass A g e nts Dis all o w e d P r o hi bit e d P e ri o d

Ot h er ( n o n -bi ol o gi c) c y cl os p ori n e, t h ali d o mi d e, t a cr oli m us, 
l efl u n o mi d e, J A K i n hi bit ors, a n d a n y 

i n v esti g ati o n al a g e nt

2 w e e k s pri or t o s cr e e ni n g e n d o s c o p y 
t hr o u g h t h e e n d of tr e at m e nt

I n v esti g ati o n al 
bi ol o gi cs

A n y i n v esti g ati o n al bi ol o gi c a g e nt 1 2 w e e k s pri or t o r a n d o mi z ati o n t hr o u g h 
t h e e n d of tr e at m e nt ( or at l e ast 5 h alf-

li v es)

L y m p h o c yt e -d e pl eti n g 
t h er a pi es

a l e mt u z u m a b, c y cl o p h os p h a mi d e, t ot al 
l y m p h oi d irr a di ati o n, rit u xi m a b, a n d a n y 

ot h er l y m p h o c yt e -d e pl eti n g t h er a p y

A n y ti m e b ef or e a n d t hr o u g h t h e e n d of 
tr e at m e nt

If ot h er pr o hi bit e d c o n c o mit a nt m e di c ati o ns, as pr es e nt e d i n T a bl e 5- 3 ar e t a k e n b y a s u bj e ct 
pri or t o st u d y  p arti ci p ati o n or i niti at e d d uri n g t h e st u d y, i n v esti g at ors m ust c o nt a ct t h e m e di c al 
m o nit or.

T a bl e 5 - 3. Ot h e r P r o hi bit e d C o n c o mit a nt M e di c ati o ns

D r u g Cl ass A g e nts Dis all o w e d P r o hi bit e d P e ri o d

Ot h er bi ol o gi cs
F e c al Mi cr o bi ot a Tr a ns pl a nt ( F M T), 

A nti b o d y b as e d or ot h er s yst e mi c 
bi ol o gi cs, e g, d e n os u m a b, tr ast u z u m a b

R e q uir es m e di c al m o nit or c o ns ult ati o n

5. 5. V a c ci n e G ui d eli n es

 Pri or t o st u d y  p arti ci p ati o n, it is r e c o m m e n d e d t h at t h e s u bj e ct’s v a c ci n ati o ns b e br o u g ht u p 
t o d at e a c c or di n g t o l o c al v a c ci n ati o n st a n d ar ds.

 Li v e or att e n u at e d v a c ci n es (i n cl u di n g, b ut n ot li mit e d t o v ari c ell a a n d i n h al e d fl u v a c ci n e)
ar e pr o hi bit e d wit hi n 4 w e e ks of r a n d o mi z ati o n, t hr o u g h o ut t h e st u dy, a n d f or 1 2 w e e ks aft er 
t h e l ast d os e of st u d y dr u g

 S u bj e cts s h o ul d b e a d vis e d t o a v oi d r o uti n e h o us e h ol d c o nt a ct wit h p ers o ns v a c ci n at e d wit h 
li v e/ att e n u at e d v a c ci n e c o m p o n e nts. G e n er al g ui d eli n es s u g g est t h at a st u d y s u bj e ct’s 
e x p os ur e t o h o us e h ol d c o nt a cts s h o ul d b e a v oi d e d f or t h e b el o w st at e d ti m e p eri o ds:

V ari c ell a or att e n u at e d t y p h oi d f e v er v a c ci n ati o n a v oi d c o nt a ct f or 4 w e e ks f oll o wi n g 
v a c ci n ati o n

Or al p oli o v a c ci n ati o n a v oi d c o nt a ct f or 6 w e e ks f oll o wi n g v a c ci n ati o n

Att e n u at e d r ot a vir us v a c ci n e a v oi d c o nt a ct f or 1 0 d a y s f oll o wi n g v a c ci n ati o n

I n h al ed fl u v a c ci n e a v oi d c o nt a ct f or 1 w e e k f oll o wi n g v a c ci n ati o n
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 I na cti v at e d v a c ci n es (s u c h as i n a cti v at e d fl u v a c ci n es) s h o ul d b e a d mi nist er e d a c c or di n g t o 
l o c al v a c ci n ati o n st a n d ar ds w h e n e v er m e di c ally a p pr o pri at e; h o w e v er, t h er e ar e n o a v ail a bl e 
d at a o n t h e c o n c urr e nt us e of G S - 4 8 7 5 a n d its i m p a ct o n i m m u n e r es p o ns es f oll o wi n g 
v a c ci n ati o n .

5. 6. A c c o u nt a bilit y fo r St u d y D r u g

T h e i n v esti g at or is r es p o nsi bl e f or e ns uri n g a d e q u at e a c c o u nt a bilit y  of all us e d a n d u n us e d 
i n v esti g ati o n al m e di ci n al pr o d u ct (I M P) b ottl es . T his i n cl u d es a c k n o wl e d g e m e nt of r e c ei pt of 
e a c h s hi p m e nt of I M P ( q u a ntit y a n d c o n diti o n). All us e d a n d u n us e d I M P b ottl es dis p e ns e d t o 
s u bj e cts m ust b e r et ur n e d t o t h e sit e.

St u d y  dr u g a c c o u nt a bilit y r e c or ds will b e pr o vi d e d t o e a c h st u d y sit e t o:

 R e c or d t h e d at e r e c ei v e d a n d q u a ntit y  of I M P b ottl es

 R e c or d t h e d at e , s u bj e ct n u m b er a n d t h e I M P kit n u m b er dis p e ns e d

 R e c or d t h e d at e, q u a ntit y of us e d a n d u n us e d I M P b ottl es r et ur n e d, al o n g wit h t h e i niti als of 
t h e p ers o n r e c or di n g t h e i nf or m ati o n.

If p ot e nti al d e vi ati o ns i n t h e m a n uf a ct ur e, p a c k a gi n g, or distri b uti o n of t h e m e di ci n al pr o d u ct ar e 
i d e ntifi e d, t h e n a pr o d u ct c o m pl ai nt s h o ul d b e fil e d wit h t h e s p o ns or u p o n i d e ntifi c ati o n.

5. 6. 1. I n v esti g ati o n al M e di ci n al P r o d u ct R et u r n o r Dis p os al

Pl e as e r ef er t o S e cti o n 9. 1. 8 .
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6. S T U D Y P R O C E D U R E S 

T h e fr e q u e n c y a n d ti min g of st u d y pr o c e d ur e s t o b e c o n d u ct e d f or e a c h s u bj e ct i n t h e Bli n d e d 
T r e at m e nt p h a s e ar e pr e s e nt e d i n t a b ular f o n n i n A p p e n di x 2 a n d i n A p p e n di x 3 f or t h e O L 
T r e at m e nt p h a s e . T h e a p pr o x im at e t ot al a m o u nt of bl o o d t a k e n at e a c h visit is i n cl u d e d i n t h e 
St u d y Pr o c e d ur e s T a b le s i n A p p e n di x 2 a n d A p p e n di x 3. A d d iti o n al i nf o n n atio n is pr o v id e d i n 
t h e st u d y la b or at or y m a n u a l a n d v e n d or m a n u a ls. 

T h e in v e st ig at or m u st d o c u m e nt a n y d e v iat io n fr o m pr ot o c o l pr o c e d ur e s a n d n ot if y t h e s p o n s or 
or C R O . 

6. 1. S u bj e ct I nf o r m e d C o n s e nt 

At t h e s cr e e n in g visi t, inf o n n e d c o n s e nt m u st b e o bt a in e d b y t h e i n v e stig at or or a p pr o pr iat e 
d e s ig n e e b ef or e a n y pr ot o c o l- s p e c ifi e d pr o c e d ur e s o c c ur or a n y pr ot o c o l- s p e c ifi e d s a m p le s ar e 
c o lle ct e d . Pr ior t o c o n s e ntin g t o t h e st u d y, e a c h s u bj e ct s h o u l d u n d er st a n d t h e n at ur e of t h e st u d y 
a n d t h e ris k s a s s o c iat e d wi t h t h e st u d y a s w e ll a s t h e s u bj e ct p art i cip at io n r e q u ir e m e nt s . 

-
6. 2.  S e q u e n c e of A s s e s s m e nt s at Vi sit s 

H e a lt h-r elat e d q u a lit y of lif e ( H R Q o L) a n d h e alt h c ar e r e s o ur c e ut iliz at io n ( H C R U) 
q u e st io 1 m air es ( S e ctio n s 6. 8. 2 a n d 6. 8. 3) s h o u l d b e c o m p let e d pri or t o a n y ot h er st u d y 
pr o c e d ur e s . 

6. 3. 

6. 3. 1. 

P r et r e at m e nt A s s e s s m e nt s 

S c r e e ni n g 

S u b je ct s w ill b e s cr e e n e d u p t o 3 0 d a y s b ef or e r a n d o miz at io n t o d et e n n in e e ligi b ilit y f or 
p art i cip at io n i n t h e st u d y . Th e f o llo w in g w ill b e c o m p let e d a n d d o c u m e nt e d i n s o ur c e d at a at 
s cr e e m n g: 

• O bt a i n wr itt e n inf o n n e d c o n s e nt 

C O N FI D E N T IA L P a g e 4 1 1 9 J u n e 2 0 2 0 
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 R e vi e w i n cl usi o n/ e x cl usi o n crit eri a a n d ot h er pr ot o c ol r estri cti o ns ( S e cti o n 4 )

 T h e ass e ss m e nts t o b e c o m pl et e d at t h e s cr e e ni n g v isit ar e o utli n e d i n t h e St u d y Pr o c e d ur es 
T a bl e i n A p p e n di x 2 .

I m p ort a nt i nf or m ati o n a b o ut s af et y ass ess m e nts, cli ni c al l a b or at or y  e v al u ati o ns i n cl u di n g 
s er u m c h e mistr y, h e m at ol o g y, pr e g n a n c y  t esti n g, T B , HI V a n d h e p atitis s cr e e ni n g , a n d 
uri n al y sis is pr o vi d e d i n S e cti o n 6. 9 . St o ol s a m pl es will b e c oll e ct e d at s cr e e ni n g t o
id e ntif y  a ny e nt eri c p at h o g e ns , f or mi cr o bi o m e a n al y sis , a n d f or m e as uri n g bi o m ar k ers: 
f e c al c al prot e cti n a n d l a ct of erri n. T h e uri n al ys is at s cr e e ni n g will i n cl u d e a dr u g s cr e e n. 

 e- Di ar y  i nstr u cti o ns

S u bj e cts m ust b e p r o vi d ed wit h t h e el e ctr o ni c di ar y ( e-Di ar y ) d e vi c e a n d i nstr u cti o ns f or 
d ail y  d o c u m e nt ati o n of St o ol Fr e q u e n c y a n d R e ct al Bl e e di n g s u b s c or es . T hes e d at a ar e 
us e d t o c al c ul at e 2 of t h e 4 s u bs c or es t h at c o m p os e t h e M C S. S u bj e cts s h o ul d b e gi n 
filli n g o ut t h e el e ctr o ni c di ar y  (e- Di ar y ) t h e d a y of t h eir i niti al s cr e e ni n g visit a n d 
c o nti n u e t o fill it o ut o n a d ail y  b asis t hr o u g h o ut t h e r e m ai nd er of t h e st u d y .

S u bj e cts s h o ul d b e c o u ns el e d t h at t h eir n or m al st o ol fr e q u e n c y (N S F ) is t h e a v er a g e d ail y 
st o ol c o u nt t h e s u bj e ct e x p eri e n c es w h e n dis e as e -fr e e (i e, i n r e missi o n). If t h e s u bj e ct h as 
n e v er b e e n i n r e missi o n, t h e s u bj e ct s h o ul d b e c o u ns el e d t h at t h eir N S F is w h e n t h e y 
w er e h e alt h y  (i e, pri or t o i niti al o ns et of si g ns a n d s ym pt o ms of U C ).

 C ol o n o s c o p y/ Fl e xi bl e Si g m oi d os c o p y wit h bi o psi es

S u bj e ct d i ar y d at a a n d ot h er eli gi bilit y crit eri a s h o ul d b e r e vi e w e d pri or t o s c h e d uli n g t h e 
s cr e e ni n g visit e n d os c o p y  t o e ns ur e a s u bj e ct is eli gi bl e (i e, m e ets St o ol Fr e q u e n c y a n d 
R e ct al Bl e e di n g r e q uir e m e nts) pri or t o p erf or mi n g t h e e n d os c o p y , se e A p p e n di x 4 .

C oll e ct i nt esti n al bi o psi es. S e e S e cti o n 6. 8. 1. 2 f or m or e i nf or m ati o n. R es ults of s cr e e ni n g 
bi o psi es will n ot b e pr o vi d e d t o t h e sit es; a d diti o n al s a m pl es s h o ul d b e o bt ai n e d if t h e 
in v esti g at or r e q uir es hist ol o gi c al ass ess m e nt f or p ati e nt m a n a g e m e nt .

 T h e E n d os c o pi c F i n di n gs s u bs c or e will b e pr o vi d e d t o t h e sit es b y  t h e c e ntr al r e a d er . T h e 
v al u e pr o vi d e d b y t h e c e ntr al r e a d er a n d t h e P G A i s t o b e r e c or d e d b y t h e i n v esti g at or ( or 
d esi g n e e) f or c e ntr al c al c ul ati o n of M C S a n d d et er mi n ati o n of st u d y  eli gi bilit y .

S u bj e cts m e eti n g all of t h e i n cl usi o n crit eri a a n d n o n e of t h e e x cl usi o n crit eri a will r et ur n t o t h e 
cli ni c wit hi n 3 0 d a y s of t h e i niti ati o n of s cr e e ni n g f or r a n d o mi z ati o n i nt o t h e st u d y . S u bj e cts m a y  
b e r a n d o mi z e d m or e t h a n 3 0 d a y s aft er i niti al s cr e e ni n g if p er missi o n is o bt ai n e d fr o m t h e 
m e di c al m o nit or. If t h e s u bj e ct is n ot r a n d o mi z e d wit hi n t his 3 0 -d a y wi n d o w, s p e cifi c s cr e e ni n g 
e v al u ati o n pr o c e d ur es m a y  n e e d t o b e r ep e at e d at t h e dir e cti o n of t h e m e di c al m o nit or. N o m or e 
t h a n 1 r e p e at s cr e e ni n g visit is all o w e d f or e a c h s u bj e ct t h at w as pr e vi o usl y s cr e e n f ail e d, u nl ess 
pri or writt e n a p pr o v al h as b e e n pr o vi d e d b y t h e sp o ns or. R e f er t o S e cti o n 6. 9. 5. 1 f or m or e 
i nf or m ati o n a b o ut l a b or at or y r et esti n g.
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6. 3. 2. B as eli n e / D a y 1 Ass ess m e nts – Bli n d e d T r e at m e nt P h as e

T h e Bli n d e d Tr e at m e nt p h as e D a y  1 ass ess m e nts t o b e c o m pl et e d at t his visit ar e o utli n e d i n t h e 
St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 2 wit h a d diti o n al i nf or m ati o n o n ass ess m e nts pr o vi d e d i n 
S e cti o ns 6. 8 t o 6. 1 2 .

Pri or t o a d mi nistr ati o n of st u d y  dr u g, e ns ur e all D a y  1 ass ess m e nts are c o m pl et e d. 

6. 3. 3. D a y 1 Ass ess m e nts – O p e n -L a b el T r e at m e nt P h as e

T h e O L Tr e at m e nt p h as e D a y  1 s h o ul d o c c ur wit hi n 1 4 d a y s of Bli n d e d Tr e at m e nt p h as e 
W e e k 1 0 visit u n l ess ot h er wis e a p pr o v e d by t h e m e di c al m o nit or. T h e O L Tr e at m e nt p h as e 
D a y 1 ass ess m e nts t o b e c o m pl et e d at t his visit ar e o utli n e d i n t h e St u d y Pr o c e d ur es T a bl e i n
A p p e n di x 3 wit h a d diti o n al i nf or m ati o n o n ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 6. 1 2 .

Pri or t o a d mi nistr ati o n of st u d y  dr u g, e ns ur e all D a y  1 ass ess m e nts ar e c o m pl et e d. 

6. 4. R a n d o mi z ati o n a n d St u d y D r u g A d mi nist r ati o n – Bli n d e d T r e at m e nt P h as e

6. 4. 1. R a n d o mi z ati o n a n d T r e at m e nt Assi g n m e nt

S u bj e cts w h o m e et pr ot o c ol eli gi bilit y  crit eri a will b e r a n d o mi z e d i n a 1: 1: 1 r ati o t o 1 of 
3 tr e at m e nt gr o u ps as d es cri b e d i n S e cti o n 3 . 

R a n d o mi z ati o n, str atif ic ati o n , a n d st u d y  dr u g dis p e nsi n g will b e m a n a g e d usi n g a n I W R s yst e m. 

6. 4. 2. St u d y D r u g A d mi nist r ati o n

T h e pr o c e d ur e f or a d mi nistr ati o n of t h e first d os e of st u d y  dr u g is as f oll o ws:

 E nt er s u bj e ct i nf or m ati o n i n t h e I W R S t o r e c ei v e tr e at m e nt assi g n m e nt

 Dis p e ns e st u d y dr u g as dir e ct e d b y t h e I WR S

 I nstr u ct t h e s u bj e ct o n t h e p a c k a gi n g, st or a g e, a n d a d mi nistr ati o n of t h e st u d y dr u g

I nstr u ct t h e s u bj e ct t o t a k e 2 pills at e a c h d osi n g

I nstr u ct t h e s u bj e ct n ot t o t a k e t h e st u d y dr u g wit h f o o d

 O bs er v e t h e s u bj e ct t a ki n g t h e first d os e of st u d y dr u g a n d r e c or d t h e ti m e of first d os e

At e a c h s u bs e q u e nt st u d y dr u g dis p e nsi n g visit, a ut h ori z e d p ers o n n el will l o g i nt o t h e I W R S 
s yst e m f or t h e a p pr o pri at e b ottl e n u m b er(s) t o b e dis p e ns e d. T h e b ottl es dis p e ns e d will c o nt ai n 
t he r el e v a nt st u d y m e di c ati o n f or t h e p eri o d u ntil t h e n e xt visit.
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6. 5. T r e at m e nt Ass ess m e nts

6. 5. 1. W e e ks 2, 4 a n d 6 – Bli n d e d T r e at m e nt & O p e n -L a b el T r e at m e nt P h as es

T h e Bli n d e d Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d at t h es e visits ar e o utli n e d i n t h e 
St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 2 a n d t h e O L Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d 
at t h es e visits ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 3 wit h a d diti o n al 
i nf or m ati o n o n ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 6. 1 2 .

6. 5. 2. W e e k 1 0 – Bli n d e d T r e at m e nt & O p e n -L a b el T r e at m e nt P h as es

T h e Bli n d e d Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d at t his visit ar e o utli n e d i n t h e St u d y 
Pr o c e d ur es T a bl e i n A p p e n di x 2 a n d t h e O L Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d at 
t h es e visits ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 3 wit h a d diti o n al i nf or m ati o n 
o n ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 6. 1 2 .

At t his visit, all s u bj e cts will h a v e a n effi c a c y  ass ess m e nt t h at i n cl u d es a C ol o n os c o p y / Fl e xi ble 
Si g m oi d os c o p y  wit h c oll e cti o n of bi o ps i es. S u bj e ct d i ar y d ata e ntr y s h o ul d b e r e vi e w e d pri or t o 
p erf or mi n g t h e W e e k 1 0 e n d os c o p y t o e ns ur e s u bj e ct s h a v e s uffi ci e nt d at a e ntr y  t o c al c ul at e 
W e e k 1 0 M C S s u bs c or es. F oll o wi n g t h e visit, t h e E n d os c o pi c F i n di n gs will b e pr o vi d e d t o t h e 
sit es aft er c e ntr al r e a d. T h e v al u e pr o vi d e d b y t h e c e ntr al r e a d er a n d t h e P G A is t o b e r e c or d e d
b y t h e i n v esti g at or ( or d esi g n e e) f or c e ntr al c al c ul ati o n of M C S a n d s u bj e ct M C S R es p o ns e 
d et er mi n ati o n .

U ntil r es p o ns e c a n b e ass ess e d b as e d o n W e e k 1 0 r es ults, s u bj e cts will c o nti n u e o n t h eir c urr e nt 
assi g n e d st u d y dr u g r e gi m e n. I n t h e Bli n d e d Tr e at m e nt P h as e, s u bj e cts w h o a c hi e v e M C S 
R es p o ns e ( S e cti o n 2 ) b as e d o n r es ults fr o m W e e k 1 0 will c o nti n u e i n t h e Bli n d e d Tr e at m e nt 
p h as e. S u bj e cts w h o d o n ot a c hi e v e M C S R es p o ns e ( S e cti o n 2 ) at W e e k 1 0 will h a v e t h e o pti o n 
t o e nt er t h e O L Tr e at m e nt p h as e . S u bj e cts wit h i n c o m pl et e d at a t o ass ess M C S R es p o ns e will 
dis c o nti n u e st u d y dr u g a n d ar e n ot eligi bl e f or t h e O L  Tr e at m e nt p h as e.

I n t h e O L Tr e at m e nt p h as e, s u bj e cts w h o a c hi e v e M C S R es p o ns e ( S e cti o n 2 ) at W e e k 1 0 will 
c o nti n u e i n t h e O L Tr e at m e nt p h as e. All ot h er s u bj e cts will dis c o nti n u e t h e O L Tr e at m e nt p h as e.
S u bj e cts wit h i n c o m pl et e d at a t o ass ess M C S R e s p o ns e will dis c o nti n u e st u d y  dr u g.

6. 5. 3. W e e ks 1 4, 1 8, 2 2, 2 6, 3 0, 3 4, 3 8, 4 2, a n d 4 6 - Bli n d e d T r e at m e nt & 
O p e n -L a b el T r e at m e nt P h as es

T h e Bli n d e d Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d at t h es e visits ar e o utli n e d i n t h e 
St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 2 a n d t h e O L Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d 
at t h es e visits ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 3 wit h a d diti o n al 
i nf or m ati o n o n ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 6. 1 2 . 
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6. 5. 4. W e e k 5 0 - Bli n d e d T r e at m e nt & O p e n -L a b el T r e at m e nt P h as es

T h e Bli n d e d Tr e at m e nt p h as e ass ess m e n ts t o b e c o m pl et e d at t his visit ar e o utli n e d i n t h e St u d y 
Pr o c e d ur es T a bl e i n A p p e n di x 2 a n d t h e O L  Tr e at m e nt p h as e ass ess m e nts t o b e c o m pl et e d at t his 
visit ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n A p p e n di x 3 wit h a d diti o n al i nf or m ati o n o n 
ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 6. 1 2 .

At t his visit, all s u bj e cts will h a v e a n effi c a c y  ass ess m e nt t h at i n cl u d es a C ol o n os c o p y/ Fl e xi bl e 
Si g m oi d os c o p y  wit h c oll e cti o n of i nt esti n al bi o psi es. F oll o wi n g t h e visit, t h e e n d os c o pi c 
fi n di n gs will b e pr o vi d e d t o t h e sit es aft er c e ntr al r e a d. T h e v al u e pr o vi d e d b y t h e c e ntr al r e a d er 
a n d t h e P G A is t o b e r e c or d e d b y t h e i n v esti g at or ( or d esi g n e e) f or c e ntr al c al c ul ati o n of M C S.

6. 6.  E a rl y T e r mi n ati o n ( E T) Ass ess m e nts

If a s u bj e ct dis c o nti n u es st u d y dr u g (e g , as a r es ult of a n A E), e v er y  att e m pt s h o ul d b e m a d e t o 
p erf or m t h e E T ass ess m e nt a n d t h e P osttr e at m e nt ( P T x) ass ess m e nt . If t his is n ot p ossi bl e or 
a c c e pt a bl e t o t h e s u bj e ct or in v esti g at or, t h e s u bj e ct m a y  b e wit h dr a w n fr o m t h e st u d y.

T h e Bli n d e d Tr e at m e nt p h as e E T ass ess m e nts ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n 
A p p e n di x 2 a n d t h e O L Tr e at m e nt p h as e E T ass ess m e nts ar e o utli n e d i n t h e St u d y  Pr o c e d ur es 
T a bl e i n A p p e n di x 3 wit h a d di ti o n al i nf or m ati o n o n ass ess m e nts pr o vi d e d i n S e cti o ns 6. 8 t o 
6. 1 2 .

6. 7. P ost t r e at m e nt ( P T x) Ass ess m e nts

All s u bj e cts s h o ul d c o m pl et e t h e P T x ass ess m e nts 3 0 d a y s aft er t h e l ast d os e of st u d y  dr u g. 

T h e Bli n d e d Tr e at m e nt p h as e P T x ass ess m e nts ar e o utli n e d i n t h e St u d y  Pr o c e d ur es T a bl e i n 
A p p e n di x 2 a n d t h e O L Tr e at m e nt p h as e P T x ass ess m e nts ar e o utli n e d i n t h e St u d y  Pr o c e d ur es 
T a bl e i n A p p e n di x 3 wit h a d diti o n al i nf or m ati o n o n ass ess m e nts pr o vi d e d i n S e cti o ns  6. 8 t o 
6. 1 2 .

6. 8. Effi c a c y Ass ess m e nts

6. 8. 1. M a y o Cli ni c S c o r e ( M C S)

T h e M C S is a s c ori n g s yst e m f or ass ess m e nt of U C a cti vit y a n d utili z es 4 s u bs c or es : St o ol 
Fr e q u e n c y , R e ct al Bl e e di n g, E n d os c o pi c Fi n di n gs, a n d t h e P G A . E a c h s u bs c or e is gr a d e d fr o m 
0 t o 3 a n d t h e s u m of t h e s u bs c or es (r a n gi n g fr o m 0 t o 1 2) d et er mi n es t h e o v er all M C S. R ef er t o 
A p p e n di x 4 f or d et ails.

T h e St o ol Fr e q u e n c y  a n d R e ct al Bl e e di n g s u bs c or es ar e r e c or d e d i n t h e el e ctr o ni c di ar y  
( e-Di ar y ) a n d s h o ul d b e c oll e ct e d d ail y . T h e P G A is r e c or d e d at all st u d y  visits a n d s h o ul d b e 
c a pt ur e d i n s o ur c e d o c u m e nts. T h e E n d os c o pi c Fi n di n g s u bs c or e is r e p ort e d b y t h e c e ntral r e a d er 
d uri n g S cr e e ni n g, W e e k 1 0, a n d W e e k 5 0 . T h e s c or e pr o vi d e d b y t h e c e ntr al r e a d er will b e us e d 
f or all effi c a c y ass ess m e nts.
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6. 8. 1. 1. e- Di ar y I nstr u cti o n & R e vi e w

T h e S t o ol F r e q u e n c y a n d R e ct al B l e e di n g s u bs c or es ar e r e c or d e d d ail y i n a n e- Di ar y . S u bj e cts 
s h o ul d b e p r o vi d ed wit h t h e e- Di ar y a n d i nstr u cti o ns f or d ail y d o c u m e nt ati o n of St o ol Fr e q u e n c y
a n d R e ct al Bl e e di n g . S u bj e cts s h o ul d b e gi n filli n g it o ut t h e d a y  of t h eir i niti al s cr e e ni n g visit 
a n d c o nti n u e t o fill it o ut d ail y t hr o u g h o ut t h e r e m ai n d er of t h e st u d y.

S u bj e cts s h o ul d b e c o u ns el e d a b o ut w h at is m e a nt b y  NS F : t h e a v er a g e d ail y st o ol fr e q u e n c y t h e 
s u bj e ct e x p eri e n c e d t h e l ast ti m e t h e s u bj e ct w as i n r e missi o n. If t h e s u bj e ct h as n e v er b e e n i n 
r e missi o n, t h e N S F is d efi n e d as : t h e a v er a g e d ail y st o ol fr e q u e n c y b ef or e t h e i niti al o ns et of 
si g ns a n d s y m pt o ms of U C .

F or t h e d ail y St o ol Fr e q u e n c y  q u esti o n, su bj e cts s h o ul d b e c o u ns el e d t h at a st o ol is d efi n e d as a 
visit t o t h e t oil et w h e n t h e y h a v e eit h er a b o w el m o v e m e nt, p ass bl o o d o nl y, p ass m u c us o nl y , or 
p ass bl o o d a n d m u c us .

F or t h e R e ct al Bl e e di n g q u esti o n, s u bj e cts s h o ul d b e c o u ns el e d t o s el e ct t h e c at e g or y  t h at 
d es cri b es t h eir m ost s e v er e r e ct al bl e e di n g o v er t h e l ast 2 4 h o urs . S u bj e cts s h o ul d b e c o u ns el e d
t o s el e ct “ N o Bl o o d S e e n ” if th e y  d o n ot h a v e a st o ol d uri n g a gi v e n d a y.

F or t h e p u r p os es of d et er mi ni n g eli gi bilit y a n d effi c a c y  ass ess m e nts, t h e M C S s u bs c or es f or 
R e ct al B l e e di n g a n d St o ol Fr e q u e n c y will b e c al c ul at e d b as e d o n t h e d at a r e c or d e d i n t h e di ar y  
f or t h e w e e k pri or t o t h e e n d os c o py. T h us, sit es n e e d t o e ns ur e s u bj e cts ar e e nt eri n g e Di ar y  d at a 
d ail y , es p e ci all y pri or t o a n e n d os c o p y. S u bj e cts m ust b e i nstr u ct e d t o d o c u m e nt St o ol Fr e q u e n c y 
a n d R e ct al Bl e e di n g d ail y a n d sit e p ers o n n el s h o ul d b e m o nit ori n g s u bj e ct’s c o m pli a n c e.

6. 8. 1. 2. C ol o n os c o p y / Fl e xi bl e Si g m oi d os c o p y wit h Bi o psi es

A c ol o n os c o p y or fl e xi bl e si g m oi d os c o p y will b e p erf or m e d a n d r e c or d e d f or c e ntr al r e a d er 
r e vi e w. T h e E n d os c o pi c F i n di n gs s u bs c or e will b e pr o vi d e d t o t h e i n v esti g at or b y a v e n d or 
r es p o nsi bl e f or c e ntr al r e a di n g. T h e v al u e pr o vi d e d b y t h e c e ntr al r e a d er will b e us e d f or 
c al c ul ati o n of M C S at S cr e e ni n g, W e e k 1 0 , a n d W e e k 5 0 .

As st o ol fr e q u e n c y  a n d r e ct al bl e e di n g m a y  b e aff e ct e d b y b o w el pr e p ar ati o n f or t h e e n d os c o py, 
t h e st o ol fr e q u e n c y a n d r e ct al bl e e di n g s u bs c or es o n t h e d a y pri or t o e n d os c o p y, d a y of 
e n d os c o p y a n d d a y  aft er e n d os c o p y ar e n ot i n cl u d e d i n t h e c al c ul ati o n of t h e M C S. F or t his 
r e as o n, e xt e n d e d b o wel pr e p ar ati o n ( > 2 4 h o urs pri or t o t h e pr o c e d ur e) is dis c o ur a g e d as st o ol 
fr e q u e n c y a n d r e ct al bl e e di n g s u bs c or es d uri n g t his p eri o d m a y  b e us e d f or t h e d et er mi n ati o n of 
eli gi bilit y  a n d r es p o ns e t o tr e at m e nt.

I nt esti n al bi o psi es will b e c oll e ct e d d uri n g e n d os c o p y  f or effi c a c y ass ess m e nts a n d as bi o m ar k er 
s a m pl es . At s cr e e ni n g, a t ot al of 9 bi o psi es s h o ul d b e c oll e ct e d fr o m t h e c ol o n . At W e e ks 1 0 a n d 
5 0, 7 bi o psi es s h o ul d b e c oll e ct e d fr o m t h e si g m oi d c ol o n. Pl e as e r ef er t o t h e l a b m a n u al s f or 
s p e cifi c c oll e cti o n i nstr u cti o ns . T h e n u m b er of bi o psi es, sit e of c oll e cti o n, a n d pl a n n e d a n al ys e s 
ar e list e d b el o w:
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T iss u e bi o ps y c oll e cti o n 1 0 c m p r o xi m al t o e n d of a cti v e dis e as e (l o c ati o n will v a r y b y 
s u bj e ct) d u ri n g S c r e e ni n g e n d os c o p y o nl y

 1 x F F P E : Bi o psi es will b e f or m ali n fi x e d a n d p ar affi n e m b e d d e d ( F F P E) f or hist ol o gi c al a n d 
i m m u n o hist o c h e mi c al/i m m u n ofl u or es c e n c e ass ess m e nt.

 1 x R N Al at e r: Bi o psi es will b e c oll e ct e d i n R N Al at er t o m e as ur e c h a n g es i n g e n e e x pr essi o n.

Tiss u e bi o ps y c oll e cti o n f r o m si g m oi d c ol o n d u ri n g e n d os c o p y at S c r e e ni n g, W e e ks 1 0 
a n d 5 0 

 1 x F F P E : B i o psi es will b e F F P E f or hist ol o gi c al a n d 
i m m u n o hist o c h e mi c al/i m m u n ofl u or es c e n c e ass ess m e nt. 

 1 x R N Al at e r : B i o psi es will b e c oll e ct e d i n R N Al at er t o m e as ur e c h a n g es i n g e n e e x pr essi o n.

 4 x F r e e zi n g M e di a : B i o psi es will b e c oll e ct e d i n fr e e zi n g m e di a t o all o w si n gl e c ell 
is ol ati o n. C ells will b e a n al yz e d f or R N A e x pr essi o n or c h ar a ct eri z e d f or a b u n d a n c e of 
i m m u n e c ell s u bs ets a n d/ or m ar k ers of i ntr a c ell ul ar si g n ali n g.

 1 x Fl as h F r o z e n: Bi o psi es will b e f l as h fr o z e n f or tiss u e mi cr o bi o m e a n d/ or pr ot e o mi c
a n al ys is.

6. 8. 1. 3. P G A f or M C S C al c ul ati o n

T h e P G A s u bs c or e is ass ess e d b y t h e i n v esti g at or a n d t h e s c or e r e c or d e d f or c al c ul ati o n of M C S. 
(A p p e n di x 4 ).

6. 8. 1. 4. E v al u ati o n of Dis e as e W ors e ni n g usi n g P arti al M C S

Dis e as e w ors e ni n g st arti n g aft er W e e k 1 0 i n t h e Bli n d e d Tr e at m e nt p h as e or O L Tr e at m e nt 
P h as e s h o ul d b e ass ess e d b y  t h e i n v esti g at or u si n g t h e f oll o wi n g crit eri a: p arti al M C S (s u m of all 
M C S s u bs c or es e x c e pt E n d os c o pi c Fi n di n gs) i n cr e as e of ≥ 3 p oi nts t o at l e ast 5 p oi nts fr o m t h e 
r es p e cti v e W e e k 1 0 v al u e o n 2 c o ns e c uti v e visits O R a n i n cr e as e i n p arti al M C S t o 9 p oi nts o n 
2 c o ns e c uti v e visit s if t h e r es p e cti v e W e e k 1 0 p arti al M C S is > 6. T h e dis e as e w ors e ni n g visits 
m a y  i n cl u d e u ns c h e d ul e d visits.

6. 8. 2. H e alt h - R el at e d Q u alit y of Lif e ( H R Q o L) S u r v e ys

T h e st u d y i n cl u d es 4 H R Q o L S ur v e ys; S F - 3 6, W P AI -U C , E Q-5 D- 5 L , a n d I B D Q. 

H R Q o L  s ur v e ys ar e t o b e c o m pl et e d at t h e sit e o n t h e sit e t a bl et w h e n i n di c at e d i n t h e St u d y  
Pr o c e d ur es T a bl e (A p p e n di x 2 a n d A p p e n di x 3 ). It is r e c o m m e n d e d f or s u bj e cts t o c o m pl et e 
H R Q o L  s ur v e ys b ef or e a n y ot h er st u dy pr o c e d ur es at t h es e visits.
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T h e S F -3 6 is a H R Q o L i nstr u m e nt c o nsisti n g of 3 6 q u esti o ns b el o n gi n g t o 8 d o m ai ns i n 
2 c o m p o n e nts ; p h ysi c al w ell - b ei n g a n d m e nt al w ell-b ei n g; a n d c o v ers a 4 -w e e k r e c all p eri o d . 
T h e r e m ai ni n g it e m ( h e alt h tr a nsiti o n) is n ot p art of t h e a b o v e d o m ai ns b ut is k e pt s e p ar at el y . 
T h e S F -3 6 is n ot dis e as e s p e cifi c a n d h as b e e n v ali d at e d i n n u m er o us h e alt h st at es.

T h e W P AI -U C is d esi g n e d t o m e as ur e t h e eff e ct of g e n er al h e alt h a n d s y m pt o m s e v erit y o n 
w or k pr o d u cti vit y  a n d r e g ul ar a cti viti es d uri n g t h e p ast 7 d a y s.

T h e E Q -5 D is a st a n d ar di z e d i nstr u m e nt d e v el o p e d b y  t h e E ur o Q ol Gr o u p as a m e as ur e of 
H R Q o L  t h at c a n b e us e d i n a wi d e r a n g e of h e alt h c o n diti o ns a n d tr e at m e nts.

T h e I B D Q is a dis e as e -s p e cifi c q u esti o n n air e c o m pris e d of 3 2 q u esti o ns di vi d e d i nt o 4 h e alt h 
s u bs c al es: b o w el s y m pt o ms ( 1 0 q u esti o ns); s y st e mi c s ym pt o ms, i n cl u di n g sl e e p dis or d ers a n d 
f ati g u e ( 5 q u esti o ns); e m oti o n al f u n cti o n s u c h as d e pr essi o n, a g gr essi o n a n d irrit ati o n 
( 1 2 q u esti o ns); a n d s o ci al f u n cti o n, m e a ni n g t h e a bilit y  t o p arti ci p at e i n s o ci al a cti viti es a n d t o 
w or k ( 5 q u esti o ns).

6. 8. 3.  H e alt h C a r e R es o u r c e Utili z ati o n S u r v e y

H C R U s ur v e y  is t o b e c o m pl et e d w h e n i n di c at e d i n t h e St u d y  Pr o c e d ur es T a bl e (A p p e n di x 2 a n d 
A p p e n di x 3 ). D uri n g visi ts, it is r e c o m m e n d e d f or t h e H C R U s ur v e y s t o b e c o m pl et e d aft er t h e 
H R Q o L s a n d b ef or e a n y ot h er st u d y  pr o c e d ur es at t h es e visits.

6. 9. S af et y Ass ess m e nts

S af et y  will b e ass ess e d u si n g A Es, c o n c o mit a nt m e di c ati o ns, P Es ( c o m pl et e a n d 
s ym pt o m -dri v e n), vit al si g ns, E C Gs, a n d cli ni c al l a b or at or y  r es ults. T h e ti mi n g of s af et y 
ass ess m e nts is s u m m ari z e d i n A p p e n di x 2 a n d A p p e n di x 3 .

6. 9. 1. R e vi e w of A d v e rs e E v e nts

Fr o m t h e ti m e of o bt ai ni n g i nf or m e d c o ns e nt t hr o u g h t h e first a d mi nistr ati o n of i n v esti g ati o n al 
m e di ci n al pr o d u ct, r e c or d all S A Es, as w ell as a n y A Es r el at e d t o pr ot o c ol-m a n d at e d pr o c e d ur es . 

F oll o wi n g i niti ati o n of st u d y  m e di c ati o n, r e c or d all A Es, r e g ar dl ess of c a us e or r el ati o ns hi p, u ntil 
3 0- d a y s aft er l ast a d mi nistr ati o n of st u d y  dr u g .

F or m or e i nf or m ati o n o n A Es a n d S A Es, s e e S e cti o n 7 .

6. 9. 2.  R e vi e w of C o n c o mit a nt M e di c ati o ns

R e vi e w a ll m e di c ati o ns t a k e n u p t o 3 0 d a ys pri or t o t h e s cr e e ni n g visit t hr o u g h t h e e n d of st u d y 
( 3 0 d a y s aft er t h e l ast d os e of st u d y  dr u g). At e a c h st u d y visit, r e c or d all m e di c ati o ns t a k e n by 
t h e s u bj e ct si n c e t h e l ast visit or d uri n g t h e visit ( as a p pli c a bl e). All c o n c o mit a nt m e di c ati o ns 
(pr es cri pti o n, p eri - pr o c e d ur al m e di c ati o ns, o v er-t h e-c o u nt er m e di c ati o ns, i n cl u di n g v a c ci n es, 
vit a mi ns, h er b al , di et ar y s u p pl e m e nts, a n d mi n er als) m ust b e r e c or d e d .
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6. 9. 3.  P h ysi c al E x a mi n ati o n

A P E s h o ul d b e p erf or m e d at t h e ti m e p oi nts i n di c at e d i n t h e St u d y  Pr o ce d ur es 
T a bl e (A p p e n di x 2 a n d A p p e n di x 3 ). A n y  c h a n g es fr o m s cr e e ni n g will b e r e c or d e d. At 
s cr e e ni n g, a c o m pl et e P E i n cl u di n g, vit al si g ns, b o d y w ei g ht, a n d h ei g ht will b e p erf or m e d.
S u bj e cts s h o ul d b e i nstr u ct e d t o r e m o v e s h o es pri or t o m e as ur e m e nt of h ei g ht. Vit al si g ns a n d 
w ei g ht will b e c oll e ct e d at e v er y  visit.

A c o m pl et e P E will i n cl u d e s o ur c e d o c um e nt ati o n of g e n er al a p p e ar a n c e a n d t h e f oll o wi n g b o d y  
s yst e ms: he a d, n e c k , a n d t h y r oi d; e yes, e ars, n os e, t hr o at, m o u t h a n d t o n g u e; c h est 
( e x cl u di n g br e asts); r es pir at or y ; c ar di o v as c ul ar; l y m p h n o d es; a b d o m e n; s ki n, h air, n ails; 
m us c ul os k el et al; a n d n e ur ol o gi c al. S y m pt o m -dri v e n P Es will b e p erf or m e d at all ot h er visits 
b as e d o n r e p ort e d si g ns a n d s y m pt o ms.

Vit al si g ns s h o ul d b e t a k e n aft er t h e s u bj e ct h as b e e n r esti n g i n t h e s e at e d or s u pi n e p ositi o n f or 
at l e ast 5 mi n ut es a n d will i n cl u d e p uls e r at e, r es pir at or y  r at e, sys t oli c a n d di ast oli c bl o o d 
pr ess ur e, a n d t e m p er at ur e.

6. 9. 4. 1 2- l e a d El e ct r o c a r di o g r a m

A r esti n g 1 2 -l e a d E C G will b e p erf or m e d at t h e ti m e p oi nts i n di c at e d i n t h e St u d y  Pr o c e d ur es 
T a bl e (A p p e n di x 2 a n d A p p e n di x 3 ).

T h e E C G s h o ul d b e o bt ai n e d aft er t h e s u bj e ct h as b e e n r esti n g i n t h e s u pi n e p ositi o n f or at l e ast 
5 mi n ut es a n d will i n cl u d e h e art r at e , i nt er-b e at , Q R S, u n c orr e ct e d Q T, m or p h ol o g y, a n d r h yt h m 
a n al ys is. El e ctr o c ar di o gr a ms will b e i nt er pr et e d b y t h e i n v esti g at or ( or q u alifi e d d esi g n e e) f or 
cli ni c al si g nifi c a n c e a n d r es ults will b e e nt er e d i nt o t h e e C R F.

6. 9. 5. Cli ni c al L a b o r at o r y Ass es sm e nts

T h e c li ni c al la b or at or y  ass ess m e nts will b e p erf or m e d at t h e c e ntr al l a b or at or y . R ef er e n c e r a n g es 
will b e s u p pli e d b y  t h e c e ntr al l a b or at or y a n d will b e us e d b y t h e i n v esti g at or t o ass ess t h e 
l a b or at or y d at a f or cli ni c al si g nifi c a n c e a n d p at h ol o gi c al c h a n g es. T h e d et ails of s a m pl e h a n dli n g 
a n d s hi p m e nt i nstr u cti o ns will b e pr o vi d e d b y  t h e c e ntr al l a b or at or y i n a s e p ar at e l a b or at or y 
m a n u al. R ef er t o t h e St u d y  Pr o c e d ur es T a bl e (A p p e n di x 2 a n d A p p e n di x 3 ) f or c oll e cti o n ti m e 
p oi nts a n d t o t h e Cli ni c al La b or at or y  Ass ess m e nt T a bl e (A p p e n di x 7 ) f or m or e i nf or m ati o n .

6. 9. 5. 1. L a b or at or y  R et e sti n g G ui d a n c e

A si n gl e r et est of s cr e e ni n g l a bs is p er mitt e d o nl y  if t h er e is r e as o n t o b eli e v e t h e r et est v al u e will 
b e wit hi n a c c e pt e d p ar a m et ers, or if t h e i niti al v al u e w as eit h er d u e t o a s a m pl e pr o c essi n g err or 
or d u e t o a n e xt e n u ati n g cir c u mst a n c e.

L a b or at or y  v al u es o utsi d e t h e n or m al r a n g e will b e fl a g g e d a n d cli ni c al r el e v a n c e will b e 
ass ess e d b y t h e i n v esti g at or. M or e fr e q u e nt s a m pli n g as w ell as a d diti o n al t ests m a y  b e 
p erf or m e d as d e e m e d n e c ess ar y  b y t h e i n v esti g at or.
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N ot e t h at i n t h e c a s e w h er e cl i nic a lly si g n ifi c a nt la b or at or y t e st r e s u lts ar e a p ot e nt i al r e a s o n f or 
di s c o nt in u at io n fr o m st u d y dr u g a n d /or wi t h dr a w al fr o m t h e st u d y, r et e stin g of t h e aff e ct e d 
p ar a m et er( s) s h o u l d b e pr o m pt ( e g, wi t hi n 7 d a y s, e x c e pt s er u m c y st at i n C, w h ic h s h o ul d b e 
r et e st e d wi t hi n 1 4 d a y s) . 

6. 9. 5. 2. H e m at ol o g y a n d C h e m istr y 

le s w ill b e c o lle ct e d b y v e n ip u n ct ur e 
i n t h e a n n at t h e tim e p o int s in di c at e 

(A p p e n d i x 2 a n d A p p e n di x 3). 

R e s u lt s of s er u m cr e ati n in e a n d e G F R cr w ill n ot b e pr o vi d e d t o i n v e stig at or s . R ef er t o S e cti o n 1. 4 
f or m or e d et a ils. 

I n or d er t o a llo w f or a s s e s s m e nt of r e n al f u n ctio n, c y st at i n C a n d e G F R c ys w ill b e r o uti n e l y 
m e a s ur e d a n d t h e s e d at a w ill b e pr o vi d e d t o i n v e stig at or s . 

V a lu e s f or e G F R c ys b y t h e C K D- E PI e q u at io n { I n ker 2 0 1 2 } ar e s h o w n b e lo w . 

M al e: 1 3 3 X Mi n( S C ys 1)- 0 ·4 9 9 X M a x( S C ys 1)- 1 ·3 2 8 X 0. 9 9 6 A g e 
0. 8 ' 0. 8 ' ' 

F e m a le: 1 3 3 X Mi n( S C ys 1)- 0 ·4 9 9 X M a x( S C ys 1)- 1 ·3 2 8 X 0. 9 9 6 A g e X 0. 9 3 2 
0. 8 ' 0. 8 ' ' 

w h er e S C y s is s er u m c y st ati n C  i n m g/ L a n d a g e is i n y e ar s . 

6. 9. 5. 3. Ur in a ly s is 

Ur in e s a m p le s f or cl ini c a l la b or at or y a s s e s s m e nt s w ill b e c o lle ct e d d ur in g st u d y visi t s f or 
c o m p let e ur in a lys is. 

A ur in e dr u g t e st w ill b e p erf o n n e d at s cr e e n in g . A p o s itiv e dr u g t e st r e s u lt e x cl u d e s s u bj e ct s 
u nl e s s it c a n b e e x p l ain e d b y a m e d ic at io n t h at is b e in g u s e d u n d er t h e di r e cti o n of a p h y s i cia n 
( pr e s cripti o n or n o n pr e s cr ipt io n) . C o c a in e is e x cl u s io n ar y . 

6. 9. 5. 4 . St o o l S a m p le s f or E nt eri c I nf e ctio n s 

S a m p le s w ill b e c o lle ct e d t o t e st f or e nt eri c p at h o g e n s ( e g . Cl o st ri di u m diffi cil e t o xin, p at h o g e n i c 
E s c h e ri c hi a c oli, S a lm o n e lla s p e ci e s ( s p p ), S h ig e lla s p p, C a m p y lo b a ct er s p p, Y er s i nia s p p ), a s 
w e ll a s o v a a n d p ar a s it e s. 

A st o o l s a m p l e s h o u l d als o b e c o lle ct e d at a n y tim e d ur in g t h e st u d y f or c ult ur e f or p at h o g e ni c 
b a ct er ia, o v a a n d p ar a s it e s, a n d C diffi cil e t o xi n a s s a y w h e n a s u bj e ct b e c o m e s s y m pt o m at ic, 
i n cl u di n g w or s e ni n g or r et ur n of di s e a s e a ct i vit y. 

C O N FI D E N T IA L P a g e 5 0 1 9 J u n e 2 0 2 0 
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A T B a s s e s s m e nt ( Q u a nti F E R O N t e st or e q u iv al e nt a s s a y) p erf o n n e d b y t h e c e ntr a l la b m u st b e 
c o n d u ct e d at s cr e e ni n g m 1 le s s t h e s u bj e ct h a s a hist or y of a ct iv e or lat e nt T B t h at h a s b e e n f u lly 
tr e at e d a n d t h e s u bj e ct' s e ligi b ilit y h a s b e e n c o nfi n n e d b y t h e s p o n s or. P o s itiv e or n e g at iv e T B 
a s s e s s m e nt r e s u lt s m u st n ot b e r e p e at e d . A n i n d et e n nin at e r e s ult c a n b e r e p e at e d o n c e a n d t h e 
s e c o n d r e s u lt (if p o s itiv e or n e g at iv e) w ill b e c o n s id er e d fi n a l. T w o s e q u e nt ial in d et e n n in at e 
r e s u lt s c o n st it ut e a s cr e e n f a ilur e . R ef er t o S e cti o n 4. 2 f or c h e st r a d io gr a p h r e q u ir e m e nt s . 

6. 9. 5. 6. H B V, H C V, a n d HI V S cr e e ni n g 

S u bj e ct s wi t h p o s itiv e H C V a nt ib o d y at s cr e e ni n g m u st h a v e f urt h er t e stin g f or H C V R N A. 
S u bj e ct s wi t h H C V R N A ~ L L O Q w ill n ot b e e ligi bl e f or t h e st u d y . S u bj e ct s w i t h p o s itiv e H C V 
a nt ib o d y b ut H C V R N A < L L O Q ar e e ligi bl e. 

S u bj e ct s wi t h p o s itiv e H B s A g w ill b e e x cl u d e d fr o m t h e st u d y. S u bj e ct s w i t h n e g at iv e H B s A g 
a n d p o s itiv e H B c A b m u st h a v e f urt h er t e stin g f or H B V D N A. S u bj e ct s wi t h H B V D N A ~ L L O Q 
w ill n ot b e e ligi bl e f or t h e st u d y. S u bj e ct s wi t h H B V D N A < L L O Q w ill b e e ligi bl e. 

S u bj e ct s w h o h a v e HI V inf e cti o n ( p o s itiv e a nt ib o d y t e st) r e g ar d le s s of vi r o lo g i c st at u s ar e 
e x cl u d e d fr o m t h e st u d y . 

6. 9. 5. 7. H B V M o n it orin g 

S u bj e ct s wi t h n e g at iv e H B s A g a n d p o s itiv e H B c A b at S cr e e n in g r e q uir e H B V D N A m o n it ori n g 
p er t h e St u d y Pr o c e d ur e s T a bl e (A p p e n di x 2 a n d A p p e n di x 3). 

6. 9. 5. 8. Pr e g n a n c y T e st in g 

A ll f e m ale s of c h ild b e ar in g p ot e nt ial (A p p e n di x 8) m u st h a v e a s er u m pr e g n a n c y t e st at 
s cr e e n in g t h at w ill b e p erf o n n e d b y t h e c e ntr a l la b a n d a n i n- cli ni c uri n e pr e g n a n c y t e st o n 
D a y 1. T h er e aft er, in- cl i ni c uri n e pr e g n a n c y t e st s m u st b e c o m p let e d e v er y 4 w e e k s at a 
mi ni m m n . If a n y pr e g n a n c y t e st is p o s itiv e, st u d y dr u g s h o u l d b e im m e d iat e l y int err u pt e d, a n d 
t h e s u bj e ct s h o u l d h a v e a s er u m pr e g n a n c y t e st i n cli ni c p erf o n n e d b y t h e c e ntr a l la b . C o nfir m e d 
pr e g n a n ci e s s h o ul d b e r e p ort e d a s o utl in e d i n S e cti o n 7. 7 . 2. 1. 

• 
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Bi ol o gi c al s p e c i me n s w ill b e c o lle ct e d i n t his st u d y t o e v a lu at e t h e a s s o c iati o n b et w e e n s y st e mi c 
a n d lo c a liz e d bi o m ar k er s wi t h di s e a s e a ct i vit y, a n d tr e at m e nt r e s p o n s e (in cl u d i ng effi c a c y a n c V or 
A E s) . Bi o m ar k er s a s s o c iat e d wi t h U C , i nfl a 1 m n atio n, a n d t h e T P L 2 p at h w a y w ill b e a s s e s s e d i n 
bl o o d, st o o l, ur in e, a n d c ol o n i c bi o p si e s . 

B e c a u s e bi o m ar k er s c ie n c e is a r a p i dl y e v o l vi ng ar e a of in v e st ig at io n, it is n ot p o s s i bl e t o s p e c if y 
pr o s p e ct iv e l y all a n a ly s e s t h at w ill b e d o n e o n t h e s p e c i me n s c o lle ct e d . T h e a n a ly s e s o utli n e d 
b e lo w ar e b a s e d u p o n t h e c urr e nt st at e of s c i entifi c k n o wl e d g e . T h e y m a y b e m o difi e d d ur i ng or 
aft er t h e e n d of t h e st u d y b a s e d u p o n n e w s c i entifi c k n o wl e d g e . 

Bi o m ar k er s am pl e c o lle ctio n fr e q u e n c y is list e d i n St u d y Pr o c e d ur e s T a bl e (A p p e n d i x 2 a n d 
A p p e n d i x 3). S a m p le s c o lle ct e d f or bi o m ar k er a s s e s s m e nt s w ill b e d e str o y e d n o lat er t h a n 
1 5 y e ar s aft er t h e e n d of st u d y. 

6. 1 1. 1. Bl o o d Bi o m a r k e r S a m pl e s 

Bl o o d s am pl e s w ill b e c o lle ct e d at D a y 1 a n d W e e k s 2, 4, 1 0, 2 6, a n d 5 0 a s o utli n e d i n t h e 
St u d y Pr o c e d ur e s T a bl e (A p p e n d i x 2 a n d A p p e n d i x 3). Pl e a s e r ef er t o t h e la b m a n u al f or s p e c ific 
c o lle ct i o n i nstr u ctio n s f or t h e f o llo w i ng s am pl e s: 

• Bl o o d S a m pl e : w h o le blo o d c o lle ct e d f or m e a s ur e m e nt of t h e p er c e nt a g e s a n d a b s o lut e 
n u m b er s of i m mu n e c e ll p o p u lati o n s, a n d f or p ot e nt i al B- c e ll/T- c e ll r e c e pt or r e p ert o ir e 
s e q u e n c m g. 

• Pl a s m a a n d S e r u m : w h ol e bl o o d c o lle ct e d t o a s s e s s le v e ls of cir c u lat in g pr ot e in s, 
m et a b o lit e s a n d mi R N A s. 

• Bl o o d T r a n s c ri pt o m e : w h o l e blo o d c o lle ct e d f or R N A is o lati o n t o a s s e s s c h a n g e s i n g e n e 
e x pr e s s 1 0 n . 

• P e ri p h e r al Bl o o d M o n o n u cl e a r C ell s ( P B M C) : w h o l e bl o o d c o lle ct e d f or P B M C is o lat io n 
t o c h ar a ct er iz e i1 m n u n e c e ll s u b s et s (in cl u di n g tr a n s cri pt o mi c a n a ly s is of k e y i1 m n u n e c e ll 
s u b s et s), intr a c e ll ular si gn ali n g a n d /or c e ll f u n cti o n. 
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A bl o o d s am pl e w ill b e o bt a in e d f or g e n et i c a n a ly s is of t he U G Tl Al * 2 8 g e n et i c v ar ia nt s . 
R e s u lts of t h e t e st w ill b e m a d e a v a ila b l e t o t h e in v e st ig at or a n d t h e m e d ic a l m o nit or t o i de nti f y 
s u bje ct s f or m o nit ori n g p ur p o s e s w h o m a y b e m or e s u s c e pt ibl e t o G S - 4 8 7 5 -r e lat e d 
h y p er b iliru b i ne mi a. R e s u lts of t his t e st w ill n ot b e u s e d f or d et e n n i nat io n of e ligi b ilit y. 

A bl o o d s am pl e w ill b e o bt a in e d t o d et e n ni n e t h e T P L 2 g e n ot y p e a n d s i ngl e n u cl e oti de 
p o l ym or p hi s m s ( S NP s) a s s o c iat e d wi t h I B D. T h e T P L 2 g e n ot y p e a n d I B D- a s s o c iat e d S N P s of 
e a c h p at ie nt w ill b e u s e d t o st u d y a s s o c iati o n s wi t h di s e a s e a ct i vit y a n d r e s p o n s e t o G S - 4 8 7 5 . 
R e s u lt s of t h e t e st w ill n ot b e m a d e a v a ila b l e t o sit e s a n d w ill n ot b e u s e d f or d et e n ni n at io n of 
e ligi b ilit y. 

M a n d at o r y g e n o mi c s am pl e s w ill b e c o lle ct e d at t h e D a y  1 visi t. 

-

6. 1 1. 4. St o ol Bi o m a r k e r S a m pl e s 

St o o l s am pl e s w ill b e c o lle ct e d at S cr e e n in g a n d W e e k s 1 0, 2 6, a n d 5 0 . S a m p le s c a n b e c o lle ct e d 
at h o m e b y t h e s u bje ct. Pl e a s e r ef er t o t h e la b m a n u al f or s p e c ific c o lle ct i o n in str u ct io n f or t h e 
f o llo w i ng s am pl es: 

• St o ol Mi c r o bi o m e a n d M et a b ol o m e : s am pl e s t o a s s e s s t h e st o o l mi cr o bi o m e a n d st o o l 
m et a b o lo m e . 
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• St o ol C al p r ot e cti n, L a ct of e r ri n : s am pl e s t o a s s e s s c h a n g e s i n t h e s e m ar k er s of 
i nfl a m m ati o n. 

Fi n al 
A m e n d m e nt 2 

• A d diti o n al St o ol Ali q u ot: s am pl e s t o a s s e s s le v e ls of pr ot e ins, m et a b o lit e s, R N A, a n d 
mi R N A. 

-
6. 1 2. St u d y D r u g Di s p e n si n g 

R ef er t o S e ct io n 5. 3 f or d et a ils o n st u d y d r u g di s p e n s atio n . 

6. 1 3. 

6. 1 3. 1. 

C rit e ri a f o r I nt e r r u pti o n o r Di s c o nti n u ati o n of St u d y T r e at m e nt 

G e n e r al C o n si d e r ati o n s 

S u b je ct s a d m i nist er e d G S- 4 8 7 5 m a y e x p er ie n c e el e v at io n s i n i ndir e ct ( u n c onj u g at e d) b ilir u bi n 
d u e t o t h e i n hibiti o n of h e p ati c tr a n s p ort er s a n d U G T l Al b y G S- 4 8 7 5. S u b je ct s wi t h G ilb ert' s 
s y nd r o m e m a y b e m or e s u s c e pt i ble t o G S- 4 8 7 5- m e diat e d el e v at io n s i n i n dir e ct b ilir u b i n. H e p ati c 
tr a n s a mi n a s e ele v atio n s t h at o c c ur wi t h h y p er b ilir u b in e m i a s h o u l d b e e v a lu at e d f or al t er n ativ e 
et iol o g ie s . 

I n cre a s e s i n s er um cr e at ini n e h a v e b e e n o b s er v e d i n s u bje ct s a d m i nist er e d G S- 4 8 7 5 d u e t o 
i n hi bitio n of t h e r e n al tr a n s p ort er M A T El b y G S- 4 8 7 5 . C o n s e q u e n tly, d e cr e a s e s i n e G F R c r w er e 
o b s er v e d i n s u bje ct s a d mi ni st er ed G S- 4 8 7 5 i n St u d y G S- U S- 3 6 5- 5 5 8 8 ( S e e S e ct io n 1. 3. 3. 2). T o 
m ai nt ai n t h e st u d y b lin d, r e s u lts of s er um cr e at i nin e a n d e G F R cr a s s e s s m e nt s w ill n ot b e pr o v i d e d 
t o i nv e st ig at or s . T o allo w f or a s s e s s m e nt of r e n al f u n ct io n, c y st ati n C a n d e G F R c ys w ill b e 
r o uti nel y m e a s ur e d a n d t h e s e d at a w ill b e pr o v i d e d t o i nv e st ig at or s . 

A n y s u bje ct w h o d e v e lo p s a n e w i nf e ct io n d uri n g t h e st u d y s h o u l d u n d er g o pr o m pt di a g n o st ic 
t e stin g a p pr o pr iat e f or a n n m n u n o c o m pr o mi s ed i n di v i du a l, a n d t h e s u bje ct s h o u l d b e cl o s e l y 
m o nit or e d. 

6. 1 3. 2. St u d y D r u g I nt e r r u pti o n C o n si d e r ati o n s 

W h e n f e as i ble, t h e m e di c a l m o nit or s h o u l d b e c o n s u lt ed pri or t o st u d y dr u g i nterr u ptio n . T h e 
m e di c a l m o nit or m u st b e inf o n n e d of a ll c a s e s of st u d y d r u g int err u pt io n f or m e di c a l r e a s o n s . 

St u d y d r u g int err u pt io n m u st o c c ur i n t h e f o llo wi n g cir c u m st a n c e s: 

• I nter c urr e nt ill ne s s t h at w o u l d, i n t h e j u d g me nt of t h e i nv e st ig at or, aff e ct a s s e s s m e nt s of 
cli ni c al st at u s t o a sig n ific a nt d e gr e e . 

• P o sitiv e ur in e pr e g n a n c y t e st. 
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 S u bj e ct is s c h e d ul e d f or el e cti v e or e m er g e n c y  s ur g er y ( e x cl u di n g mi n or s ki n pr o c e d ur es 
u n d er l o c al or n o a n est h esi a) .

 A n y  Gr a d e 3 A E ass ess e d as r el at e d t o st u d y dr u g.

D uri n g t h e ti m e of st u d y dr u g i nt err u pti o n f or a ny of t h e a b o v e, t h e s u bj e ct m a y  c o nti n u e t o h a v e 
st u d y visits a n d t o t a k e p art i n pr o c e d ur es a n d ass ess m e nts if d e e m e d m e di c all y a p pr o pri at e b y 
t h e i nv esti g at or.

6. 1 3. 3. St u d y D r u g Dis c o nti n u ati o n C o nsi d e r ati o ns

W h e n f e asi bl e , t h e m e di c al m o nit or s h o ul d b e c o ns ult e d pri or t o st u d y  dr u g dis c o nti n u ati o n. T h e 
m e di c al m o nit or m ust b e i nf or m e d of all c as es of st u d y  dr u g dis c o nti n u ati o n.

St u d y  dr u g m ust b e p er m a n e ntl y dis c o nti n u e d i n t h e f oll o wi n g i nst a n c es:

 A n y  Gr a d e 3 or gr e at er r as h ass o ci at e d wit h c o nstit uti o n al s ym pt o ms

 A n y  Gr a d e 4 A E ass ess e d as r el at e d t o st u d y  dr u g

 A n y c o nfir m e d Gr a d e 4 l a b or at or y  a b n or m alit y ass ess e d as r el at e d t o st u d y dr u g wit h t h e 
e x c e pti o n of c h ol est er ol, tri gl y c eri d e, gl u c os e, cr e ati n e ki n as e ( C K), or bilir u bi n 
a b n or m aliti es t h at ar e ass ess e d as n ot cli ni c all y si g nifi c a nt

 S u bj e cts i n t h e Bli n d e d Tr e at m e nt p h as e a n d O L Tr e at m e nt p h as e t h at i niti at e or i n cr e as e t h e 
d os e a b o v e t h eir Bli n d e d Tr e at m e nt p h as e D a y  1 d os e of t h e f oll o wi n g m e di c ati o ns f or t h e 
tr e at m e nt of U C: or al m es al a mi n e c o m p o u n ds, t hi o p uri n es, m et h otr e x at e, or s y st e mi c all y 
a bs or b e d c orti c ost er oi ds , s e e S e cti o n 5. 4. 1

 S u bj e ct e x p eri e n c es si g nifi c a nt dis e as e w ors e ni n g or l oss of r es p o ns e b as e d o n 1 or m or e of 
t h e f oll o wi n g:

In v esti g at or j u d g m e nt

I niti ati o n of a pr o hi bit e d m e di c ati o n t h at m a y i m p a ct effi c a c y ass ess m e nts or s u bj e ct 
s af et y ( T a bl e 5- 2 ), or s ur gi c al i nt er v e nti o n f or U C 

Dis e as e w ors e ni n g as d es cri b e d i n S e cti o n 6. 8. 1. 4

 A n y  o p p ort u nisti c i nf e cti o n

 A n y  i nf e cti o n t h at m e ets S A E r e p orti n g crit eri a.

 F e bril e n e utr o p e ni a (t e m p er at ur e ≥ 3 8. 3 o C or a s ust ai n e d t e m p er at ur e of ≥ 3 8 ° C f or m or e 
t h a n o n e h o ur) wit h a bs ol ut e n e utr o p hil c o u nt of < 1 × 1 0 3 / µ L ( < 1 GI / L)

 2 s e q u e nti al h e m o gl o bi n l e v els < 7. 0 g/ d L ( 7 0 g/ L), or a n e mi a r e q uiri n g tr a nsf usi o n 
r e g ar dl ess of h e m o gl o bi n v al u e 
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 C o m pli c at e d h er p es z ost er i nf e cti o n ( wit h m ulti- d er m at o m al, diss e mi n at e d, o p ht h al mi c, 
or c e ntr al n er v o us s ys t e m i n v ol v e m e nt)

 E vi d e n c e of a cti v e H e p atitis C Vir us ( H C V) d uri n g t h e st u d y, as e vi d e n c e d b y  a H C V R N A 
≥ L L O Q

 E vi d e n c e of a cti v e H e p atitis B Vir us ( H B V) d uri n g t h e st u d y, as e vi d e n c e d b y  a H B V D N A 
≥ L L O Q

 U n a c c e pt a bl e t o xi cit y , or t o xi cit y t h at, i n t h e j u d g m e nt of t h e i n v esti g at or, c o m pr o mis es t h e 
s u bj e ct’s a bilit y t o c o nti n u e st u d y -s p e cifi c pr o c e d ur es or is c o nsi d er e d t o n ot b e i n t h e 
s u bj e ct’s b est i nt er est

 S u bj e ct r e q u est t o dis c o nti n u e f or a n y r e as o n

 S u bj e ct n o n c o m pli a n c e

 Pr e g n a n c y  d uri n g t h e st u d y; r ef er t o S e cti o n 7. 7. 2. 1 a n d A p p e n di x 8

 Dis c o nti n u ati o n of t h e st u d y  at t h e r e q u est of Gil e a d, a r e g ul at or y a g e n c y or a n i nstit uti o n al 
r e vi e w b o ar d or i n d e p e n d e nt et hi cs c o m mitt e e (I R B/I E C).

 A n y of t h e f oll o wi n g a b n or m al l a b or at or y  fi n di n gs c o nfir m e d b y i m m e di at e r e p e at t esti n g:

2 s e q u e nti al A S T or A L T el e v ati o ns > 3  U L N A N D at l e ast o n e of t h e f oll o wi n g 
c o nfir m e d v al u es or s y m pt o ms : 

■ T ot al bilir u bi n > 2  U L N 

■ I nt er n ati o n al n or m ali z e d rati o (I N R) > 1. 5

■ S y m pt o ms c o nsist e nt wit h h e p ati c i nj ur y

F or a n y s u bj e ct wit h a n i niti al A S T or A L T el e v ati o n > 3  U L N, at t h e ti m e of t h e 
s e c o n d c o nfir m at or y dr a w, a n I N R, pr ot hr o m bi n ti m e) a n d p arti al t hr o m b o pl asti n ti m e 
( P T T) m ust als o b e dr a w n

T w o s e q u e nti al A S T or A L T > 5  U L N

T w o s e q u e nti al v al u es f or e G F R < 3 0 m L / mi n ( < 0. 5 m L/s e c) b as e d o n t h e C K D-E PI  
c ys t ati n C f or m ul a { I n k er 2 0 1 2}

S u bj e cts wit h dr a wi n g fr o m t h e st u d y  s h o ul d c o m pl et e t h e E T visit , f oll o w e d b y p osttr e at m e nt
ass ess m e nts 3 0 d a y s aft er t h e l ast d os e of st u d y dr u g.

R e as o n a bl e eff orts s h o ul d b e m a d e t o c o nt a ct s u bj e cts w h o ar e l ost t o f oll o w u p. All c o nt a cts a n d 
c o nt a ct att e m pts m ust b e d o c u m e nt e d i n t h e s u bj e ct’s fil e.
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6. 1 4. I nst r u cti o ns f o r D r u g Assi g n m e nts aft e r St u d y U n bli n di n g 

Aft er st u d y- wi d e u n bli n di n g, s u bj e cts r e c ei vi n g pl a c e b o will dis c o nti n u e st u d y  dr u g. S u bj e cts 
s h o ul d att e n d t h e cli ni c at t h eir n e xt s c h e d ul e d st u d y  visit or e arli er a n d u n d er g o t h e E T
ass ess m e nts as d es cri b e d i n S e cti o n 6. 6 f oll o w e d b y t h e P osttr e at m e nt ass ess m e nts 3 0 d a ys aft er 
t h e l ast d os e of st u d y dr u g i n S e cti o n 6. 7 .

Aft er st u d y -wi d e u n bli n di n g, s u bj e cts w h o w er e r e c ei vi n g G S - 4 8 7 5 will c o nti n u e t o r e c ei v e t h e 
s a m e d os e ( as r e c ei v e d bli n d e d) of G S - 4 8 7 5. S u bj e cts s h o ul d att e n d t h e cli ni c at t h eir n e xt 
s c h e d ul e d st u d y visit t o r e c ei v e O L G S -4 8 7 5 a n d c o m pl et e st u d y  pr o c e d ur es as p er t h eir n e xt 
s c h e d ul e d st u d y visit. 

6. 1 5. E n d of St u d y

E n d of St u d y  is d efi n e d as w h e n all s u bj e cts h a v e c o m pl et e d tr e at m e nt pl us 3 0 d a y s f oll o w- u p or 
dis c o nti n u e d fr o m t h e st u d y. 

6. 1 6. P ost St u d y C a r e

A ft er t h e s u bj e ct h as c o m pl et e d t h eir st u d y  p arti ci p ati o n, t h e l o n g-t er m c ar e of t h e p arti ci p a nt 
will r e m ai n t h e r es p o nsi bilit y  of t h e pri m ar y tr e ati n g p h ysi ci a n.
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7. A D V E R S E E V E N T S A N D T O XI CI T Y  M A N A G E ME N T

7. 1.  D efi niti o ns of A d v e rs e E v e nts, A d v e rs e R e a cti o ns, a n d S e ri o us A d v e rs e 
E v e nt s

7. 1. 1. A d v e rs e E v e nts

A n A E is a n y u nt o w ar d m e di c al o c c urr e n c e i n a cli ni c al st u d y s u bj e ct a d mi nist er e d a m e di ci n al 
pr o d u ct , w hi c h d o es n ot n e c ess aril y  h a v e a c a us al r el ati o ns hi p wit h t he tr e at m e nt. A n A E c a n 
t h er ef or e b e a ny u nf a v or a bl e a n d / or u ni nt e n d e d si g n, s ym pt o m, or dis e as e t e m p or all y  ass o ci at e d 
wit h t h e us e of a m e di ci n al pr o d u ct, w h et h er or n ot c o nsi d er e d r el at e d t o t h e m e di ci n al pr o d u ct.
A Es m a y  als o i n cl u d e pr e- or p osttr e at m e nt c o m pli c ati o ns t h at o c c ur as a r es ult of pr ot o c ol 
s p e cifi e d pr o c e d ur es, l a c k of effi c a c y , o v er d os e, dr u g a b us e/ mis us e r e p orts, or o c c u p ati o n al 
e x p os ur e . Pr e e xisti n g e v e nts t h at i n cr e as e i n s e v erit y or c h a n g e i n n at ur e d uri n g or as a 
c o ns e q u e n c e of p arti ci p ati o n i n t h e cli ni c al st u d y  will als o b e c o nsi d er e d A Es.

A n A E d o es n ot i n cl u d e t h e f oll o wi n g:

 M e di c al or s ur gi c al pr o c e d ur es s u c h as s ur g er y, e n d os c o p y, t o ot h e xtr a cti o n, a n d tr a nsf usi o n.
T h e c o n diti o n t h at l e d t o t h e pr o c e d ur e m a y  b e a n A E a n d m ust b e r e p ort e d.

 Pr e -e xisti n g dis e as es , c o n diti o ns , or l a b or at or y  a b n or m aliti es pr es e nt or d et e ct e d b ef or e t h e 
s cr e e ni n g visit t h at d o n ot w ors e n

 Sit u ati o ns w h er e a n u nt o w ar d m e di c al o c c urr e n c e h as n ot o c c urr e d ( e g , h os pit ali z ati o n f or 
el e cti v e s ur g er y , s o ci al a n d/ or c o n v e ni e n c e a d missi o ns)

 O v er d os e wit h o ut cli ni c al s e q u el a e ( S e cti o n 7. 7. 1 )

 A n y  m e di c al c o n diti o n or cli ni c all y si g nifi c a nt l a b or at or y a b n or m alit y wit h a n o ns et d at e 
b ef or e t h e c o ns e nt f or m is si g n e d a n d n ot r el at e d t o a pr ot o c ol -ass o ci at e d pr o c e d ur e is n ot a n 
A E. I t is c o nsi d er e d t o b e pr e-e xisti n g a n d s h o ul d b e d o c u m e nt e d o n t h e m e di c al hist or y  c as e 
r e p ort f or m (C R F ).

7. 1. 2. S e ri o us A d v e rs e E v e nts

A n S A E is d efi n e d as a n e v e nt t h at, at a n y d os e, r es ults i n t h e f oll o wi n g:

 D e at h

 Lif e -t hr e at e ni n g ( N ot e: T h e t er m “lif e-t hr e at e ni n g ” i n t h e d efi niti o n of “s eri o us ” r ef ers t o a n 
e v e nt i n w hi c h t h e s u bj e ct w as at ris k of d e at h at t h e ti m e of t h e e v e nt . It d o es n ot r ef er t o a n 
e v e nt t h at h y p ot h eti c all y mi g ht h a v e c a us e d d e at h if it w er e m or e s e v er e.)

 I n-p ati e nt h os pit ali z ati o n or pr ol o n g ati o n of e xisti n g h os pit ali z ati o n
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 P ersist e nt or si g nifi c a nt dis a bilit y /i n c a p a city

 A c o n g e nit al a n o m al y/ birt h d ef e ct

 A m e di c all y i m p ort a nt e v e nt or r e a cti o n: s u c h e v e nts m a y n ot b e i m m e di at el y 
lif e-t hre at e ni n g or r es ult i n d e at h or h os pit ali z ati o n b ut m a y  j e o p ar di z e t h e s u bj e ct or m a y 
r e q uir e i nt er v e nti o n t o pr e v e nt o n e of t h e ot h er o ut c o m es c o nstit uti n g S A Es. M e di c al a n d 
s ci e ntifi c j u d g m e nt m ust b e e x er cis e d t o d et er mi n e w h et h er s u c h a n e v e nt is a r e p o rt a bl e 
u n d er e x p e dit e d r e p orti n g r ul es. E x a m pl es of m e di c all y i m p ort a nt e v e nts i n cl u d e i nt e nsi v e 
tr e at m e nt i n a n e m er g e n c y r o o m or at h o m e f or all er gi c br o n c h os p as m; bl o o d d ys cr asi as or 
c o n v ulsi o ns t h at d o n ot r es ult i n h os pit ali z ati o n; a n d d e v el o p m e nt of dr u g d e p e n d e n c y  or 
dr u g a b us e. F or t h e a v oi d a n c e of d o u bt, i nf e cti o ns r es ulti n g fr o m c o nt a mi n at e d m e di ci n al 
pr o d u ct will b e c o nsi d er e d a m e di c all y i m p ort a nt e v e nt a n d s u bj e ct t o e x p e dit e d r e p orti n g 
r e q uir e m e nts.

7. 2.  Ass ess m e nt of A d v e rs e E v e nts a n d S e ri o us A d v e rs e E v e nts

T h e i n v esti g at or or q u alifi e d s u bi n v esti g at or is r es p o nsi bl e f or ass essi n g A Es a n d S A Es f or 
c a us alit y  a n d s e v erit y, a n d f or fi n al r e vi e w a n d c o nfir m ati o n of a c c ur a c y of e v e nt i nf or m ati o n 
a n d ass ess m e nts.

7. 2. 1. Ass ess m e nt of C a us alit y f o r St u d y D r u gs a n d P r o c e d u r es

T h e i n v esti g at or or q u alifi e d s u bi n v esti g at or is r es p o nsi bl e f or ass essi n g t h e r el ati o ns hi p t o I M P 
t h er a py usi n g cli ni c al j u d g m e nt a n d t h e f oll o wi n g c o nsi d er ati o ns:

 N o : E vi d e n c e e xists t h at t h e A E h as a n eti ol o g y  ot h er t h a n t h e I M P. F or S A Es, a n alt er n ati v e 
c a us alit y  m ust b e pr o vi d e d ( e g, pr e-e xisti n g c o n diti o n, u n d erl y i n g dis e as e, i nt er c urr e nt 
ill n ess, or c o n c o mit a nt m e di c ati o n).

 Y es : T h er e is r e as o n a bl e p ossi bilit y  t h at t h e e v e nt m a y h a v e b e e n c a us e d b y t h e 
i n v esti g ati o n al m e di ci n al pr od u ct.

It s h o ul d b e e m p h asi z e d t h at i n eff e cti v e tr e at m e nt s h o ul d n ot b e c o nsi d er e d as c a us all y r el at e d i n 
t h e c o nt e xt of A E r e p orti n g. 

T h e r el ati o ns hi p t o st u d y  pr o c e d ur es ( e g, i n v asi v e pr o c e d ur es s u c h as v e ni p u n ct ur e or bi o psy) 
s h o ul d b e ass ess e d usi n g t h e f oll o wi n g c o nsi d er ati o ns:

 N o: E vi d e n c e e xists t h at t h e A E h as a n eti ol o g y  ot h er t h a n t h e st u d y pr o c e d ur e.

 Y es: T h e A E o c c urr e d as a r es ult of pr ot o c ol pr o c e d ur es ( e g, v e ni p u n ct ur e ).
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7. 2. 2. Ass ess m e nt of S e v e rit y

T h e s e v erit y of A Es will b e gr a d e d usi n g t h e m o difi e d C o m m o n T er mi n ol o g y Crit eri a f or 
A d v ers e E v e nts ( C T C A E), V ersi o n 5. 0 ( A p p e n di x 6 ). F or e a c h e pis o d e, t h e hi g h est gr a d e
att ai n e d s h o ul d b e r e p ort e d.

If a C T C A E crit eri o n d o es n ot e xist, t h e i n v esti g at or s h o ul d us e t h e gr a d e or a dj e cti v es: 
Gr a d e 1 ( mil d), Gr a d e 2 ( m o d er at e), Gr a d e 3 (s e v er e), Gr a d e 4 (lif e-t hr e at e ni n g) or 
Gr a d e 5 (f at al) t o d es cri b e t h e m a xi m u m i nt e nsit y of t h e A E. F or p ur p os es of c o nsist e n c y wit h 
t h e C T C A E, t h es e i nt e nsit y gr a d es ar e d efi n e d i n T a bl e 7- 1 .

T a bl e 7- 1. G r a di n g of A d v e rs e E v e nt S e v e rit y

G r a d e A dj e cti v e D es c ri pti o n

Gr a d e 1 Mil d
As y m pt o m ati c or mil d s y m pt o ms; cli ni c al or di a g n osti c o bs er v ati o ns o nl y; 

i nt er v e nti o n n ot i n di c at e d

Gr a d e 2 M o d er at e
L o c al or n o ni n v asi v e i nt er v e nti o n i n di c at e d; li miti n g a g e-a p pr o pri at e 

i nstr u m e nt al A D L

Gr a d e 3 S e v er e
S e v er e or m e di c all y si g nifi c a nt b ut n ot i m m e di at el y lif e -t hr e at e ni n g; 
h os pit ali z ati o n or pr ol o n g ati o n of h os pit ali z ati o n i n di c at e d; dis a bli n g; 

li miti n g s elf-c ar e A D L

Gr a d e 4 Lif e -t hr e at e ni n g Ur g e nt i nt er v e nti o n i n di c at e d

Gr a d e 5 D e at h D e at h r el at e d A E

*  A cti viti es of D ail y Li vi n g ( A D L) I nstr u m e nt al A D L r ef er t o o p e ni n g pr e p ari n g m e als, s h o p pi n g f or gr o c eri es or cl ot h es, 
usi n g t h e t el e p h o n e, m a n a gi n g m o n e y, et c. 

* * S elf c ar e A D L r ef er t o b at hi n g, dr essi n g a n d u n dr essi n g, f e e di n g s elf, usi n g t h e t oil et, t a ki n g m e di c ati o ns, a n d n ot b e dri d d e n

7. 3. I n v esti g at o r R e q ui r e m e nts a n d I nst r u cti o ns f o r R e p o rti n g A d v e rs e E v e nts 
a n d S e ri o us A d v e rs e E v e nts t o Gil e a d 

Aft er i nf or m e d c o ns e nt, b ut pri or t o i niti ati o n of st u d y  m e di c ati o n, t h e f oll o wi n g ty p es of e v e nts 
s h o ul d b e r e p ort e d o n t h e C R F/ e C R F: all S A Es a n d A Es r el at e d t o pr ot o c ol-m a n d at e d 
pr o c e d ur es.

7. 3. 1. A d v e rs e E v e nts

F oll o wi n g i niti ati o n of st u d y  m e di c ati o n, r e p ort a ll A Es, r e g ar dl ess of c a us e or r el ati o ns hi p, u ntil 
3 0 d a y s aft er l ast a d mi nistr ati o n of st u d y IM P m ust b e r e p ort e d t o t h e C R F/ e C R F d at a b as e as 
i nstr u ct e d.

All A Es s h o ul d b e f oll o w e d u p u ntil r es ol uti o n or u ntil t h e A E is st a bl e, if p ossi bl e. Gil e a d 
S ci e n c es m a y  r e q u est t h at c ert ai n A Es b e f oll o w e d b e yo n d t h e pr ot o c ol -d efi n e d f oll o w- u p 
p eri o d.



G S -4 8 7 5 
Pr ot o c ol G S - U S -3 6 5- 4 2 3 7 
Gil e a d S ci e n c e s, In c. 

7. 3. 2. S e ri o u s A d v e r s e E v e nt s 

Fi n al 
A m e n d m e nt 2 

All S A E s, r e g ar d le s s of c a u s e or r elati o n s h ip, t h at o c c ur s aft er t h e s u bje ct first c o n s e nt s t o 
p art i cip at e i n t h e st u d y (ie, si g ni n g t h e i nf o n n e d c o n s e nt) a n d t hr o u g h o ut t h e d ur atio n of t he 
st u d y, i n cl u di n g t h e pr ot o c o l-r e q u ir e d p o st tr e at m e nt f o llo w- u p p eri o d, m u st b e r e p ort e d t o t h e 
C R F /e C R F d at a b a s e a n d G ile a d P Y E a s i nstr u ct e d . T hi s als o in cl u d e s a n y S A E s r e s ultin g fr o m 
pr ot o c o l- a s s o ciat e d pr o c e d ur e s p erf o n n e d aft er inf o n n e d c o n s e nt is sig n e d . 

A n y S A E s a n d d e at h s t h at o c c ur aft er t h e p o st tr e at m e nt f o llo w- u p visit b ut wi t hi n 3 0- d a y s of t h e 
la st d o s e of st u d y I M P, r e g ar dl e s s of c a u s a lit y, s h o u l d al s o b e r e p ort e d . 

I nv e st ig at or s ar e n ot o b lig at e d t o a ct iv e l y s e e k S A E s aft er t h e pr ot o c o l- d efi n e d f o llo w- u p p er io d; 
h o w e v er, if t h e i nv e st ig at or le ar n s of a n y S A E s t h at o c c ur aft er st u d y p arti c ip at io n h a s c o n cl u d e d 
a n d t h e e v e nt is d e e m e d r el e v a nt t o t h e u s e of I M P, h e / s h e s h o u l d pr o m ptl y d o c u m e nt a n d r e p ort 
t h e e v e nt t o G ile a d P Y E. 

All A E s a n d S A E s w ill b e r e c or d e d i n t h e C R F /e C R F d at a b a s e wi t hi n t h e ti mel i n e s o utli n e d i n 
t h e C R F /e C R F c o m p letio n g ui d e li ne. 

El e ctr o ni c S er io u s A d v er s e E v e nt ( e S A E) R e p ortin g Pr o c e s s 

•  Sit e p ers o 1 m e l r e c or d a ll S A E d at a i n t h e e C R F d at a b a s e a n d fr o m t h er e tr a n s mit t h e S A E 
i nf o n n ati o n t o G ile a d P Y E wi t hi n 2 4 h o ur s of t h e i nv e st ig at or' s k n o wl e d g e of t h e e v e nt. 
D et a ile d in str u ct io n s c a n b e f o m 1 d i n t h e e C R F c o m p let io n g ui d e li ne s . 

• If f or a n y r e a s o n it is n ot p o s s i ble t o r e c or d t h e S A E i nf o n n atio n ele ctr o ni c all y, ie, t h e e C R F 
d at a b a s e is n ot f u n ctio n i ng, r e c or d t h e S A E o n t h e p a p er S A E r e p orti ng f o n n a n d s u b mit 
wi t hi n 2 4 h o ur s t o: 

•  G ile a d P Y E 

•  A s s o o n a s it is p o s s i bl e t o d o s o, a n y S A E r e p ort e d vi a p a p er m u st b e tr a n s crib e d i nt o t h e 
e C R F D at a b a s e a c c or di n g t o in str u ct io n s i n t h e e C R F c o m p letio n g u id e lin e s . 

• If a n S A E h a s b e e n r e p ort e d vi a a p a p er f o n n b e c a u s e t h e e C R F d at a b a s e h a s b e e n lo c k e d, n o 
f urt h er a ct io n is n e c e s s ar y . 

• F or f at a l or lif e-t hr e at e ni n g e v e nt s , c o p ie s of h o s p it al c a s e r e p ort s, a ut o p s y r e p ort s, a n d ot h er 
d o c u m e nt s ar e als o t o b e s u b mitt e d b y e- m ail or f a x w h e n r e q u e st e d a n d a p p lic a bl e . 
Tr a n s mi s s io n of s u c h d o c u m e nt s s h o u l d o c c ur wi t h o ut p er s o n a l s u bje ct id e nt ifi c atio n, 
m ai nt ai ni n g t h e tr a c e a bilit y of a d o c u m e nt t o t h e s u bje ct i d e ntifier s . 

• A d diti o n al i nf o n n at io n m a y b e r e q u e st e d t o e n s ur e t h e ti mel y c o m p let i o n of a c c ur at e s af et y 
r e p ort s. 

• A n y m e d ic at io n s n e c e s s ar y f or tr e at m e nt of t h e S A E m u st b e r e c or d e d o nt o t h e c o n c o m it a nt 
m e d ic ati o n s e cti o n of t h e s u bje ct' s C R F /e C R F a n d t h e e v e nt d e s cri pt io n s e ct i o n of t h e S A E 
f o n n. 

C O N FI D E N T IA L P a g e 6 1 1 9 J u n e 2 0 2 0 
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7. 4. Gil e a d R e p o rti n g R e q ui r e m e nts

D e p e n di n g o n r el e v a nt l o c al l e gisl ati o n o r r e g ul ati o ns, i n cl u di n g t h e a p pli c a bl e U S F D A C o d e of 
F e d er al R e g u l ati o ns, t h e E U Cli ni c al Tri als Dir e cti v e ( 2 0 0 1/ 2 0/ E C) a n d r el e v a nt u p d at es, a n d 
ot h er c o u ntr y -s p e cifi c l e gisl ati o n or r e g ul ati o ns, Gil e a d m a y b e r e q uir e d t o e x p e dit e t o 
w orl d wi d e r e g ul at or y a g e n ci es r e p orts of S A Es, s eri o us a d v ers e dr u g r e a cti o ns ( S A D Rs), or 
S U S A Rs. I n a c c or d a n c e wit h t h e E U Cli ni c al Tri als Dir e cti v e ( 2 0 0 1/ 2 0/ E C), Gil e a d or a 
s p e cifi e d d esi g n e e will n otif y  w orl d wi d e r e g ul at or y a g e n ci es a n d t h e r el e v a nt I E C i n c o n c er n e d 
M e m b er St at es of a p pli c a bl e S U S A Rs as o utli n e d i n c urr e nt r e g ul ati o ns.

Ass ess m e nt of e x p e ct e d n ess f or S A Es will b e d et er mi n e d b y  Gil e a d usi n g r ef er e n c e s af et y 
i nf or m ati o n s p e cifi e d i n t h e G S - 4 8 7 5 I B or r el e v a nt l o c al l a b el as a p pli c a bl e. 

All i n v esti g at ors will r e c ei v e a s af et y l ett er n otif yi n g t h e m of r el e v a nt S U S A R r e p orts ass o ci at e d 
wit h a n y  st u d y IM P . T h e i n v esti g at or s h o ul d n otif y t h e I R B or I E C of S U S A R r e p orts as s o o n as 
is pr a cti c al, w h er e t his is r e q uir e d by l o c al r e g ul at or y a g e n ci es, a n d i n a c c or d a n c e wit h t h e l o c al 
i nstit uti o n al p oli c y. 

7. 5. Cli ni c al L a b o r at o r y A b n o r m aliti es a n d Ot h e r A b n o r m al Ass ess m e nts as 
A d v e rs e E v e nts o r S e ri o us A d v e rs e E v e nts

L a b or at or y  a b n or m aliti es ar e us u ally n ot r e c or d e d as A Es or S A Es. H o w e v er, l a b or at or y  
a b n or m aliti es ( e g, cli ni c al c h e mistr y , h e m at ol o g y, a n d uri n alys is) i n d e p e n d e nt of t h e 
u n d erl y i n g m e di c al c o n diti o n t h at r e q uir e m e di c al or s ur gi c al i nt er v e nti o n or l e a d t o 
i n v esti g ati o n al m e di ci n al pr o d u ct i nt err u pti o n or dis c o nti n u ati o n m ust b e r e c or d e d as a n A E, 
as w ell as a n S A E, if a p pli c a bl e. I n a d diti o n, l a b or at or y  or ot h er a b n or m al ass ess m e nts ( e g, E C G, 
X- r a ys, a n d vit al si g ns) t h at ar e ass o ci at e d wit h si g ns a n d/ or s y m pt o ms m ust b e r e c or d e d as a n 
A E or S A E if t h e y  m e et t h e d efi niti o n of a n A E ( or S A E) as d es cri b e d i n Se cti o ns 7. 1. 1
a n d 7. 1. 2 . If t h e l a b or ator y  a b n or m alit y is p art of a s yn dr o m e, r e c or d t h e sy n dr o m e or di a g n osis 
(i e, a n e mi a) n ot t h e l a b or at or y r es ult (i e, d e cr e as e d h e m o gl o bi n).

S e v erit y  s h o ul d b e r e c or d e d a n d gr a d e d a c c or di n g t o t h e C T C A E Gr a di n g S c al e f or S e v erit y  of 
A E s a n d L a b or at or y A b n or maliti es ( A p p e n di x 6 ). F or A Es ass o ci at e d wit h l a b or at or y 
a b n or m aliti es, t h e e v e nt s h o ul d b e gr a d e d o n t h e b asis of t h e cli ni c al s e v erit y i n t h e c o nt e xt of 
t h e u n d erlyi n g c o n diti o ns; t his m a y  or m a y n ot b e i n a gr e e m e nt wit h t h e gr a di n g of t h e 
l a b or at or y a b n or m alit y.

7. 6.  T o xi cit y M a n a g e m e nt

T h e i n v esti g at or is r es p o nsi bl e f or m o nit ori n g of A Es a n d l a b or at or y  p ar a m et ers f or gr a d e d 
t o xi citi es. R ef er t o S e cti o n 6. 1 3 , f or g ui d a n c e o n f urt h er a cti o ns i n c as e of tr e at m e nt-e m er g e nt 
t o xi citi es.
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M a n a g e m e nt of A Es a n d l a b or at or y  t o xi citi es n ot c o v er e d by S e cti o n 6. 1 3 is at t h e dis cr eti o n of 
t h e i n v esti g at or. F or Gr a d e 3 a n d 4 t o xi citi es, r el ati o ns hi p t o st u d y  dr u g, cli ni c al st at us of 
s u bj e ct, a n d t h e i n v esti g at or ass ess m e nt of s u bj e ct s af et y s h o ul d i nf or m st u d y dr u g i nt err u pti o n 
a n d s u bs e q u e nt r e- i ntr o d u cti o n or p er m a n e nt dis c o nti n u ati o n. A b n or m al l a b or at or y v al u es s h o uld 
b e r e p e at e d w h e n n e c ess ar y  a n d f oll o w e d u ntil r es ol uti o n w h e n cli ni c all y a p pr o pri at e.

A n y  q u esti o ns r e g ar di n g t o xi cit y m a n a g e m e nt or m a n a g e m e nt of s p e cifi c l a b or at or y v al u es 
s h o ul d b e dir e ct e d t o t h e st u d y  m e di c al m o nit or.

7. 7. S p e ci al Sit u ati o ns R e p o rts

7. 7. 1. D efi niti o ns of S p e ci al Sit u ati o ns

S p e ci al sit u ati o n r e p orts i n cl u d e all r e p orts of m e di c ati o n err or, a b us e, mis us e, o v er d os e, r e p orts 
of A E s ass o ci at e d wit h pr o d u ct c o m pl ai nts, a n d pr e g n a n c y  r e p orts r e g ar dl ess of a n ass o ci at e d 
A E.

M e di c ati o n err or is a ny u ni nt e nti o n al err or i n t h e pr es cri bi n g, dis p e nsi n g, or a d mi nistr ati o n of a 
m e di ci n al pr o d u ct w hil e i n t h e c o ntr ol of t h e h e alt h c ar e pr o vi d er, s u bj e ct, or c o ns u m er.

A b us e is d efi n e d as p ersist e nt or s p or a di c i nt e nti o n al e x c essi v e us e of a m e di ci n al pr o d u c t b y a 
s u bj e ct.

Mis us e is d efi n e d as a n y i nt e nti o n al a n d i n a p pr o pri at e us e of a m e di ci n al pr o d u ct t h at is n ot i n 
a c c or d a n c e wit h t h e pr ot o c ol i nstr u cti o ns or t h e l o c al pr es cri bi n g i nf or m ati o n.

A n o v er d os e is d efi n e d as a n a c ci d e nt al or i nt e nti o n al a d mi nist r ati o n of a q u a ntit y of a m e di ci n al 
pr o d u ct gi v e n p er a d mi nistr ati o n or c u m ul ati v el y  w hi c h is a b o v e t h e m a xi m u m r e c o m m e n d e d 
d os e as p er pr ot o c ol or i n t h e pr o d u ct l a b eli n g ( as it a p pli es t o t h e d ail y  d os e of t h e s u bj e ct i n 
q u esti o n). I n c as es of a dis cr e p an c y  i n dr u g a c c o u nt a bilit y, o v er d os e will b e est a blis h e d o nl y 
w h e n it is cl e ar t h at t h e s u bj e ct h as t a k e n t h e e x c ess d os e(s). O v er d os e c a n n ot b e est a blis h e d 
w h e n t h e s u bj e ct c a n n ot a c c o u nt f or t h e dis cr e p a n c y  e x c e pt i n c as es i n w hi c h t h e i n v esti g at or h as 
r e as o n t o s us p e ct t h at t h e s u bj e ct h as t a k e n t h e a d diti o n al d os e(s).

Pr o d u ct c o m pl ai nt is d efi n e d as c o m pl ai nts arisi n g fr o m p ot e nti al d e vi ati o ns i n t h e m a n uf a ct ur e, 
p a c k a gi n g, or distri b uti o n of t h e m e di ci n al pr o d u ct.

7. 7. 2. I nst r u cti o ns f o r R e p o rti n g S p e ci al Si t u ati o ns

7. 7. 2. 1. I nstr u cti o ns f or R e p orti n g Pr e g n a n ci es

T h e i n v esti g at or s h o ul d r e p ort pr e g n a n ci es i n f e m al e st u d y s u bj e cts t h at ar e i d e ntifi e d aft er 
i niti ati o n of st u d y  m e di c ati o n a n d t hr o u g h o ut t h e st u d y , i n cl u di n g t h e p ost st u d y dr u g f oll o w -u p 
p eri o d, t o t h e Gil e a d P V E usi n g t h e pr e g n a n c y  r e p ort f or m wit hi n 2 4 h o urs of b e c o mi n g a w ar e 
of t h e pr e g n a n c y .
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R ef er t o S e cti o n 7. 3 a n d t h e C R F/ e C R F c o m pl eti o n g ui d eli n es f or f ull i nstr u cti o ns o n t h e 
m e c h a nis m of pr e g n a n c y r e p orti n g.

T h e pr e g n a n c y  its elf is n ot c o nsi d er e d a n A E n or is a n i n d u c e d el e cti v e a b orti o n t o t er mi n at e a 
pr e g n a n c y  wit h o ut m e di c al r e as o ns.

A n y  pr e m at ur e t er mi n ati o n of pr e g n a n c y ( e g, a s p o nt a n eo us a b orti o n, a n i n d u c e d t h er a p e uti c 
a b orti o n d u e t o c o m pli c ati o ns or ot h er m e di c al r e as o ns) m ust b e r e p ort e d wit hi n 2 4 h o urs as a n 
S A E. T h e u n d erl yi n g m e di c al r e as o n f or t his pr o c e d ur e s h o ul d b e r e c or d e d as t h e A E t er m.

A s p o nt a n e o us a b orti o n is al w a y s c o nsi d er e d t o b e a n S A E a n d w ill b e r e p ort e d as d es cri b e d i n 
S e cti o ns 7. 1. 2 a n d 7. 3. 2 . F urt h er m or e, a ny S A E o c c urri n g as a n a d v ers e pr e g n a n c y  o ut c o m e p ost 
st u d y m ust b e r e p ort e d t o Gil e a d P V E

T h e s u bj e ct s h o ul d r e c ei v e a p pr o pri at e m o nit ori n g a n d c ar e u ntil t h e c o n cl usi o n of t h e 
pr e g n a n c y . T h e o ut c o m e s h o ul d b e r e p ort e d t o Gil e a d P V E usi n g t h e pr e g n a n c y  o ut c o m e r e p ort 
f or m. If t h e e n d of t h e pr e g n a n c y o c c urs aft er t h e st u d y h as b e e n c o m pl et e d, t h e o ut c o m e s h o ul d 
b e r e p ort e d dir e ctl y t o Gil e a d P V E . Gil e a d P V E c o nt a ct i nf or m ati o n is as f oll o ws: E m ail: 

 a n d F a x: .

Pr e g n a n ci es of f e m al e p art n ers of m al e st u d y s u bj e cts e x p os e d t o Gil e a d or ot h er st u d y  dr u gs 
m ust als o b e r e p ort e d a n d r el e v a nt i nf or m ati o n s h o ul d b e s u b mitt e d t o Gil e a d P V E usi n g t h e 
pr e g n a n c y  a n d pr e g n a n c y o ut c o m e f or ms wit hi n 2 4 h o urs of t h e i n v esti g at or b e c o mi n g a w ar e of 
t h e sit u ati o n. 

M o nit ori n g of t h e s u bj e ct s h o ul d c o nti n u e u ntil t h e c o n cl usi o n of t h e pr e g n a n c y . If t h e e n d of t h e 
pr e g n a n c y  o c c urs aft er t h e st u d y h as b e e n c o m pl et e d, t h e o ut c o m e s h o ul d b e r e p ort e d dir e ctly t o 
Gil e a d P V E , f a x n u m b er  or e m ail  

R ef er t o A p p e n di x 8 f or Pr e g n a n c y Pr e c a uti o ns, D efi niti o n f or F e m al e of C hil d b e ari n g P ot e nti al, 
a n d C o ntr a c e pti v e R e q uir e m e nts .

7. 7. 2. 2. R e p orti n g Ot h er S p e ci al Sit u ati o ns

All ot h er s p e ci al sit u ati o n r e p orts m ust b e r e p ort e d o n t h e s p e ci al sit u ati o ns r e p ort f or m a n d 
f or w ar d e d t o Gil e a d P V E wit hi n 2 4 h o urs of t h e i n v esti g at or b e c o mi n g a w ar e of t h e sit u ati o n. 
T h es e r e p ort s m ust c o nsist of sit u ati o ns t h at i n v ol v e st u d y  IM P a n d/ or Gil e a d c o n c o mit a nt 
m e di c ati o ns , b ut d o n ot a p pl y t o n o n- Gil e a d c o n c o mit a nt m e di c ati o ns. 

S p e ci al sit u ati o ns i n v ol vi n g n o n- Gil e a d c o n c o mit a nt m e di c ati o ns d o es n ot n e e d t o b e r e p ort e d o n 
t h e s p e ci al sit uat i o ns r e p ort f or m; h o w e v er, f or s p e ci al sit u ati o ns t h at r es ult i n A Es d u e t o a 
n o n- Gil e a d c o n c o mit a nt m e di c ati o n, t h e A E s h o ul d b e r e p ort e d o n t h e A E f or m. 

A n y  i n a p pr o pri at e us e of c o n c o mit a nt m e di c ati o ns pr o hi bit e d b y  t his pr ot o c ol s h o ul d n ot b e 
r e p ort e d as “ mis us e, ” b ut m a y b e m or e a p pr o pri at el y d o c u m e nt e d as a pr ot o c ol d e vi ati o n.

P P D P P D

P P D P P D
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R ef er t o S e cti o n 7. 3 a n d t h e C R F/ e C R F c o m pl eti o n g ui d eli n es f or f ull i nstr u cti o ns o n t h e 
m e c h a nis m of s p e ci al sit u ati o ns r e p orti n g.

All cli ni c al s e q u el a e i n r el ati o n t o t h es e s p e ci al sit u ati o n r e p orts will b e r e p ort e d as A Es or S A Es 
at t h e s a m e ti m e usi n g t h e A E C R F/ e C R F a n d/ or t h e S A E r e p ort f or m. D et ails of t h e s y m pt o ms 
a n d si g ns, cli ni c al m a n a g e m e nt, a n d o ut c o m e will b e r e p ort e d, w h e n a v ail a bl e.

7. 8. S af et y S u r v eill a n c e

Gil e a d P V E p eri o di c all y  r e vi e ws a c c u m ul ati n g s af et y d at a a cr oss c o m pl et e d a n d o n g oi n g st u di es 
wit hi n t h e G S - 4 8 7 5 d e v el o p m e nt pr o gr a m t o d et e ct s eri o us a n d u n e x p e ct e d s us p e ct e d a d v ers e 
r e a cti o ns a n d cli ni c all y i m p ort a nt i n cr e as e d r at es of pr e vi o usly r e c o g ni z e d s eri o us a d v ers e 
r e a cti o ns. If, d uri n g t h e p eri o di c r e vi e w of s af ety d at a fr o m cli ni c al st u di es, a si g nifi c a n t 
n u m eri c al i m b al a n c e is o bs er v e d f or a n A E a cr oss tr e at m e nt gr o u ps b as e d o n pr e d efi n e d 
r e p orti n g t hr es h ol ds, a S af et y  Ass ess m e nt C o m mitt e e ( S A C) will r e vi e w u n bli n d e d s af ety d at a 
a n d d et er mi n e if a n y a cti o ns ar e n e c ess ar y t o pr ot e ct s u bj e cts i n v ol v e d i n t h e G S - 4 8 7 5
d e v el o p m e nt pr o gr a m. I n or d er t o pr es er v e t h e s ci e ntifi c i nt e grit y  of t h e tri al d at a, t h e S A C 
m e m b ers will b e Gil e a d e m pl o y e es w h o ar e n ot i n v ol v e d i n t h e c o n d u ct a n d a n al ys is of st u di es 
wit hi n t h e G S - 4 8 7 5 d e v el o p m e nt pr o gr a m.
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8. S T A T I S TI C A L C O N SI DE R A TI O N S

8. 1. A n al ysis O bj e cti v es a n d E n d p oi nts

8. 1. 1. A n al ysis O bj e cti v es

T h e o bj e cti v es of t h e st u d y  ar e d es cri b e d i n S e cti o n 2 .

8. 1. 2. St u d y E n d p oi nts

T h e st u d y  e n d p oi nts ar e li ste d i n S e cti o n 2 .

8. 2. Pl a n n e d A n al ys es

8. 2. 1. I nt e ri m A n al ysis

8. 2. 1. 1. Pl a n n e d I nt er n al U n bli n d e d A n al ys is

T h e G D R C d efi n e d i n S e cti o n 5. 1. 3 will p erf or m t h e d at a r e vi e w of st u d y d at a aft er 9 0 s u bj e cts 
c o m pl et e t h e W e e k 1 0 visit or e arl y dis c o nti n u e fr o m t h e st u d y. B as e d o n t h e i nt eri m a n al ys is, 
t h e G D R C m a y pr o p os e c h a n g es i n t h e st u d y d esi g n, i n cl u di n g p ot e nti al t er mi n ati o n of st u d y d u e 
t o f utilit y. A d h o c d at a r e vi e ws at a d diti o n al ti m e p oi nts m a y als o b e c o n d u ct e d b y t h e G D R C if 
n e e d e d.

T h e st u d y  d at a t h at will b e pr o vi d e d t o t h e G D R C m a y b e u n bli n d e d at i n di vi d u al s u bj e ct l e v el
a n d/ or gr o u p l e v el, i n cl u di n g t h e f oll o wi n g cli ni c al, e n d os c o pi c, hist ol o gi c a n d bi o m ar k er 
e n d p oi nts: Cli ni c al r e missi o n p er m o difi e d M C S, M C S r es p o ns e, e n d os c o pi c r es p o ns e, U C - 1 0 0, 
G e b o es r e missi o n, f e c al c al pr ot e cti n, f e c al l a ct of erri n, a n d C R P.

A d diti o n al d at a m a y  b e pr o vi d e d t o t h e G D R C u p o n r e q u est.

If, b as e d o n t h e r e vi e w of st u d y d at a, t h e G D R C c o n cl u d es t h at tr e at m e nt wit h G S - 4 8 7 5 d o es n ot 
p ositi v el y  i m p a ct t h e dis e as e u n d er st u d y, t h e G D R C m a y r e q u est a n a d- h o c D M C m e eti n g t o 
f urt h er e v al u at e w h et h er c o nti n u ati o n of t h e tri al w arr a nt e d.

8. 2. 2. W e e k 1 0 A n al ysis

A W e e k 1 0 a n al ys is will b e c o n d u ct e d w h e n all r a n d o mi z e d s u bj e cts ( a p pr o xi m at el y 1 8 0) h a v e 
c o m pl et e d 1 0 w e e ks of bli n d e d st u d y  dr u g or dis c o nti n u e d fr o m t h e st u d y, a n d ass o ci at e d s af ety 
a n d effi c a c y  ass ess m e nts h a v e b e e n c o m pl et e d. T h e st u d y  will b e u n bli n d e d a n d W e e k 1 0 s af et y 
a n d effi c a c y  a n al ys es (i n cl u di n g pri m ar y a n alys is [ S e e S e cti o n 8. 5. 1 ]) will b e p erf or m e d. T h e 
p ur p os e of t h es e a n al ys es is t o i nf or m st u d y  dis c o nti n u ati o n or f urt h er d e v el o p m e nt of G S -4 8 7 5
f or t h e tr e at m e nt of U C. If t h e s p o ns or c o n cl u d es t h at tr e at m e nt wit h G S -4 8 7 5 h as a n 
u nf a v or a bl e b e n efit -ris k pr ofil e, t h e s p o ns or will r e q u est a n a d-h o c D M C m e eti n g. T h e D M C 
will b e r e q u est e d t o e v al u at e t h e a v ail a bl e st u d y  d at a a n d t o m a k e r e c o m m e n d ati o n o n w h et h er 
t h e st u d y s h o ul d b e st o p p e d, c o nti n u e d, or c o nti n u e d wit h m o difi c ati o ns.
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8. 3. 

8. 3. 1. 

8. 3. 1. 1. 

A n al y si s C o n v e nti o n s 

A n al y si s S et s 

Effi c a c y 

Fi n al 
A m e n d m e nt 2 

T h e pr i mar y a n a ly s is s et f or effi c a c y a n a ly s is is t h e F u ll A n a ly s is S et ( F A S), d efi n e d a s a ll 
r a n d o m iz e d s u bj e ct s w h o r e c eiv e d at le a st 1 d o s e of st u d y dr u g . 

S u bj e ct s w ill b e a n a ly z e d a c c or d i ng t o t h e tr e at m e nt gr o u p t h e y w er e r a n d o m iz e d t o f or t h e 
a n a lys is p er io d . 

8. 3. 1. 2 . S af et y 

T h e pr i mar y a n a ly s is s et f or s af et y a n a ly s e s is t h e S af et y A n a ly s is S et , d efi n e d a s a ll s u bje ct s 
w h o r e c e iv e at le a st o n e d o s e of st u d y dr u g . 

S u bj e ct s w ill b e a n a ly z e d a c c or d i ng t o t h e st u d y dr u g t h e y a ct u a lly r e c eiv e d f or t h e a n al y s is 
p er io d . 

A ll d at a c o lle ct e d d uri n g tr e at m e nt u p t o t he d at e of la st d o s e of I M P pl u s 3 0 d a y s w ill b e 
i n cl u d e d i n t he s af et y s mm n ari e s . 

-

8. 3. 1. 4 . Bi o m ar k er s 

T h e Bi o m ar k er A n a lys is S et in cl u d e s a ll s u bje ct s w h o r e c e iv e at le a st o n e d o s e of st u d y dr u g a n d 
h a v e t h e n e c e s s ar y b a s e lin e a n d o n- st u d y m e a s ur e m e nt s t o pr o vi d e i nt er pr et a bl e r e s u lt s f or t h e 
s p e c ific p ar a m et er s of i nt er e st. 

8. 4. D at a H a n dli n g C o n v e nti o n s 

Pr o c e d ur e s f or h a n d lin g mi s s i ng d at a f or M C S ( a n d c o m p o n e nt s) w ill b e d e s cr ib e d i n t he 
st at ist i c al a n al y s is pla n ( S AP). 

C O N FI D E N T IA L P a g e 6 7 1 9 J u n e 2 0 2 0 
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8. 5. E ffi c a c y A n al y si s 

8. 5. 1. P ri m a r y A n al y si s 

Fi n al 
A m e n d m e nt 2 

T h e pr im ar y a n a ly s is will c o m p ar e e a c h G S- 4 8 7 5 d o s e gr o u p t o pl a c e b o o n t h e pr o p ort io n of 
s u bje ct s a c h ie vi n g Cli ni c a l R e mi s s io n p er M o d ifi e d M C S at W e e k 1 0 . Th e 
C o c hr a n- M a nt e l- H a e n s z el ( C M H) a p pr o a c h a d ju st in g f or str at ifi c ati o n f a ct or s w ill b e u s e d f or 
h y p ot h e s is t e sti n g of t h e pr im ar y e n d p o int. F or e v a lu at io n of cli ni c a l r emi s s io n p er m o d ifi e d 
M C S at W e e k 1 0, M C S s c or e at s cr e e ni n g w ill b e u s e d a s b a s e lin e v a lu e . 

S u b je ct s w h o d o n ot h a v e s uffi ci e nt m e a s ur e m e nt s t o d et e n n i n e effi c a c y e n d p o int s w ill b e 
c o n si d er e d f a ilur e s (ie, n o n-r e s p o n d er i mp ut at io n [ N RI]) . 

8. 5. 2. S e c o n d a r y A n al y s e s 

T h e s am e st at istic a l met h o d s u s e d f or a n al y z in g t h e pr i mar y effi c a c y e n d p o int w ill b e ut iliz e d f or 
a n a ly z in g t h e bi n ar y s e c o n d ar y e n d p o int s . S u b je ct s w h o d o n ot h a v e s uffi c ie nt m e a s ur e m e nt s t o 
d et e n ni n e t h e effi c a c y e n d p o i nt s w ill b e c o n s id er e d f a ilur e s (ie, N RI) . 

-
8. 6. S af et y A n al y si s 

A ll s af et y d at a c o lle ct e d o n or aft er t h e d at e t h at IM P w a s fir st di s p e n s e d u p t o t h e d at e of la st 
d o s e of IM P pl u s 3 0 d a y s w ill b e s u m m ariz e d b y tr e at m e nt gr o u p ( a c c or d in g t o t h e IM P 
r e c e iv e d) . Dat a f or t h e pr etr e at m e nt w ill b e i ncl u d e d i n d at a listin g s . 

8. 6. 1. E xt e nt of E x p os u r e 

A s u bje ct' s e xt e nt of e x p o s ur e t o IM P d at a w ill b e g e n er at e d fr o m t h e IM P a d 1ni ni str at io n d at a . 
E x p o s ur e d at a w ill b e s m mn ar iz e d b y tr e atm e nt gr o u p . 

8. 6. 2. A d v e r s e E v e nts 

C lini c a l a n d la b or at or y A E s w ill b e c o d e d u s in g t h e M e d ic a l Di ct io n ar y f or R e g u lat or y 
A ct i vitie s ( M ed D R A) . S y st e m or g a n cl a s s ( S O C), Hi g h- L e v e l Gr o u p T e nn ( H L GT ), Hi g h- L e v e l 
T e nn ( H L T ), Pr ef err e d T e nn ( PT ), a n d L o w er- L e v e l Te nn ( L LT) w ill b e att a c h e d t o t h e clin i c a l 
d at a b a s e . 

C O N FI D E N T IA L P a g e 6 8 1 9 J u n e 2 0 2 0 
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T r e at m e nt- e m er g e nt a d v ers e e v e nt ( T E A E) will b e d efi n e d as 1 or b ot h of t h e f ol l o wi n g:

 A n y  A E wit h a n o ns et d at e o n or aft er t h e st u d y dr u g st art d at e a n d n o l at er t h a n 3 0 d a y s aft er 
p er m a n e nt dis c o nti n u ati o n of st u d y  dr u g.

 A n y  A E l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g

S u m m ari es ( n u m b er a n d p er c e nt a g e of s u bj e cts) of T E A Es ( by S O C, a n d P T) will b e pr o vi d e d 
b y  tr e at m e nt gr o u p. T E A Es will als o b e s u m m ari z e d b y  r el ati o ns hi p t o st u d y dr u g a n d s e v erit y. 
I n a d diti o n, T E A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g will b e s u m m ari z e d a n d 
list e d. 

8. 6. 3. L a b o r at o r y E v al u ati o ns

S el e ct e d l a b or at or y  d at a ( usi n g c o n v e nti o n al u nits) will b e s u m m ari z e d usi n g o nl y o bs er v e d d at a. 
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 all s c h e d ul e d ti m e p oi nts will b e s u m m ari z e d.

Gr a d e d l a b or at or y  a b n or m aliti es will b e d efi n e d usi n g t h e C T C A E i n A p p e n di x 6 .

I nci d e n c e of tr e at m e nt -e m er g e nt l a b or at or y  a b n or m aliti es, d efi n e d as v al u es t h at i n cr e as e at l e ast 
1 t o xi cit y  gr a d e fr o m ba s eli n e at a n y ti m e p ost b as eli n e, will b e s u m m ari z e d b y  tr e at m e nt gr o u p.
If b as eli n e d at a ar e missi n g, t h e n a ny gr a d e a b n or m alit y  (i e, at l e ast a Gr a d e 1) will b e 
c o nsi d er e d tr e at m e nt e m er g e nt. 

8. 6. 4. Ot h e r S af et y E v al u ati o ns

I n di vi d u al d at a f or P E fi n di n gs, pri or a n d c o n c o mit a nt m e di c ati o ns a n d m e di c al hist or y  will b e 
pr o vi d e d. T w el v e -l e a d E C Gs a n d vit al si g ns m e as ur e m e nts will b e list e d b y s u bj e ct a n d 
s u m m ari z e d b y i n ci d e n c e of e v e nts/ a b n or m aliti es or d es cri pti v e st atisti cs as a p pr o pri at e.

8. 7. A dj ust m e nts f o r M ulti pli cit y

T h er e ar e n o i nt eri m a n al y s es f or effi c a c y a n d n o pl a ns t o st o p t his st u d y e arl y f or f a v or a bl e 
effi c a c y . T h e f oll o wi n g pri m ar y  a n d k e y s e c o n d ar y e n d p oi nts will b e t est e d s e q u e nti all y  at a
o n e- si d e d T yp e 1 err or r at e of 2. 5 % i n t h e f oll o wi n g or d er:

G S - 4 8 7 5 3 0 0 m g vs pl a c e b o

1. T h e pr o p orti o n of s u bj e cts wit h cli ni c al r e missi o n p er m o difi e d M C S at W e e k 1 0

2. T h e pr o p orti o n of s u bj e cts wit h e n d os c o pi c r es p o ns e at W e e k 1 0

3. T h e pr o p orti o n of s u bj e cts wit h M C S r e s p o ns e at W e e k 1 0

4. T h e pr o p orti o n of s u bj e cts wit h M C S r e missi o n at W e e k 1 0

5. T h e pr o p orti o n of s u bj e cts wit h hist ol o gi c r e missi o n at W e e k 1 0
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6. T h e pr o p orti o n of s u bje ct s wi t h cli ni c al r e mi s si o n p er m o difi e d M C S at W e e k 1 0 

7. T h e pr o p orti o n of s u bje ct s wi t h e n d o s c o p i c r e s p o n s e at W e e k 1 0 

8. T h e pr o p orti o n of s u bje ct s wi t h M C S r e s p o n s e at W e e k 1 0 

9. T h e pr o p orti o n of s u bje ct s wi t h M C S r e mi s si o n at W e e k 1 0 

1 0 . T h e pr o p orti o n of s u bje ct s wi t h hi st o lo gi c r e mi s si o n at W e e k 1 0 

Fi n al 
A m e n d m e nt 2 

T e st in g w ill st o p wi t h t h e fi r st of t h e s e e n d p o int s f a ili ng t o r e a c h st at istic a l sig n ific a n c e a n d a ll 
s u b s e q u e nt e n d p o ints w o u l d n ot b e c o n s id er e d f or st atist ic a l sig n ific a n c e a n d o n l y n o m in a l 
p- v a lu e s w ill b e r e p ort e d . I n t his w a y, t h e o v er a ll o n e- s id e d T y p e I err or r at e i n t e sti n g t h e s e 
e n d p o i nt s is c o ntr o lle d at a 2. 5 % le v e l. 

8. 9. Bi o m a r k e r A n al y si s 

D e s cr ipt iv e st atist ic s of b a s e li ne a n d c h a n g e i n bi o m ar k er s w ill b e pr o vi d e d at e a c h s am pli n g 
ti me b y tr e at m e nt. T o e v a lu at e tr e at m e nt eff e ct, a mi x e d- eff e ct a n a ly s is of v ar ia n c e m o d el w ill 
b e u s e d t o c a lc u lat e a p o int e st i mat e a n d 2- s id e d 9 5 % CI f or t h e m e a n p er c e nt c h a n g e fr o m 
b a s e lin e i n bi o m ar k er le v e l f or e a c h tr e at m e nt gr o u p at in d ivi d u a l ti me p o i nts. T h e e st i mat e a n d 
9 5 % CI of di ff er e n c e i n m e an p er c e nt c h a n g e fr o m b a s e li ne b et w e e n e a c h G S- 4 8 7 5 d o s e gr o u p 
a n d pl a c e b o w ill b e pr o vi d e d a s w e ll. 

C O N FI D E N T IA L P a g e 7 0 1 9 J u n e 2 0 2 0 
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8. 1 0. S a m pl e Si z e

A s a m pl e si z e of 6 0 s u bj e cts i n t h e pl a c e b o gr o u p a n d 6 0 s u bj e cts i n e a c h G S - 4 8 7 5 d os e gr o u p
( n 1 2 0 t ot al f or G S -4 8 7 5 ) will pr o vi d e a p pr o xi m at el y  7 5% p o w er f or e a c h G S 4 8 7 5 d os e gr o u p 
c o m p aris o n t o p l a c e b o at a 1- si d e d 0. 0 2 5 si g nifi c a n c e l e v el t o d et e ct a tr e at m e nt diff er e n c e i n 
c li ni c al re missi o n p er m o difi e d M C S r es p o ns e r at e of 1 7. 5 % ( 2 2. 5 % o n G S -4 8 7 5 a n d 5 % o n 
pl a c e b o) b as e d o n Fis h er’s e x a ct t est.

St u d y  G S-U S - 3 6 5-4 2 3 7 c o m p ar es G S -4 8 7 5 t o pl a c e b o i n s u bj e cts w h o pr e vi o usl y d e m o nstr at e d 
a n i n a d e q u at e r es p o ns e or l oss of r es p o ns e t o a T N F α i n hi bit or ( T N F α f ail ur es). R es ults fr o m 
pr e vi o usl y  c o n d u ct e d st u di es i n di c at e t h at pl a c e b o r es p o ns e r at es f or T N F α f ail ur es ar e l o w, 
2. 5 % t o 6. 9 %, c o m p ar e d t o t h e r at es f or s u bj e cts n a iv e t o T N F α i n hi bit ors, 8. 7 % t o 1 1 %
{ S a n d b or n 2 0 2 0 a , S a n d b or n 2 0 1 2 }. F urt h er , a cr oss a v ail a bl e cli ni c al st u d y r es ults, t h e d efi niti o n 
f or cli ni c al r e missi o n c a n v ar y  b et w e e n st u di es. F or St u d y G S-U S - 3 6 5-4 2 3 7, t h e d efi niti o n f or 
cli ni c al r e missi o n is n e arl y  i d e nti c al t o t h at us e d b y  2 r e c e ntl y p u blis h e d st u di es i n w hi c h t h e 
pl a c e b o r es p o ns e r at es i n T N F α f ail ur es s u b gr o u ps w er e 2. 5 % a n d 0 % { S a n d b or n 2 0 2 0 a , 
S a n d b or n 2 0 2 0 b }. A c c o r di n gly, a c o ns er v ati v e pl a c e b o r es p o ns e r at e of 5 % h as b e e n utili z e d i n 
t h e s a m pl e si z e c al c ul ati o n. 

T o j ustif y  f urt h er d e v el o p m e nt, G S -4 8 7 5 s h o ul d b e as g o o d or b ett er t h a n ot h er dr u g c a n di d at es 
i n d e v el o p m e nt or o n t h e m ar k et. A mi ni m u m tr e at m e nt diff er e n c e of 1 7. 5 % w as s el e ct e d f or 
St u d y  G S-U S - 3 6 5- 4 2 3 7 b as e d o n d at a fr o m a si mil ar P h as e 2 st u d y  i n U C w hi c h d e m o nstr at e d a 
1 9. 6 % tr e at m e nt diff er e n c e b et w e e n st u d y dr u g a n d pl a c e b o as ass ess e d b y Cli ni c al R e missi o n 
p er t h e M o difi e d M a y o Cli ni c al S c or e { S a n d b or n 2 0 2 0 b }. T h e p ati e nt p o p ul ati o n i n t his st u d y 
c o nsist e d m ai nl y  of bi ol o gi c all y e x p eri e n c e d s u bj e cts ( 7 8 %) a n d t h us s h o ul d b e si mil ar t o t h e 
p ati e nt p o p ul ati o n e nr oll e d i n St u d y  G S-U S -3 6 5- 4 2 3 7. I n s u m m ar y, a tr e at m e nt diff er e n c e of 
1 7. 5 % a n d a pl a c e b o r es p o ns e r at e of 5 % is ass u m e d i n t h e s a m pl e si z e c al c ul ati o n f or 
G S -U S - 3 6 5- 4 2 3 7.

8. 1 1. D at a M o nit o ri n g C o m mitt e e

A n e xt er n al m ulti dis ci pli n ar y  D M C will r e vi e w t h e pr o gr ess of t h e st u d y a n d p erf or m i nt eri m 
r e vi e ws of st u d y d at a a n d pr o vi d e r e c o m m e n d ati o n t o Gil e a d w h et h er t h e n at ur e , fr e q u e n c y, a n d 
s e v erit y of a d v ers e eff e cts ass o ci at e d wit h st u d y tr e at m e nt w arr a nt t h e E T of t h e st u d y , w h et h er 
t h e st u d y s h o ul d c o nti n u e as pl a n n e d, or t h e st u d y s h o ul d c o nti n u e wit h m o difi c ati o ns. T h e D M C 
m a y  als o pr o vi d e r e c o m m e n d ati o ns as n e e d e d r e g ar di n g m o difi c ati o ns t o st u d y d esi g n.

T h e i niti al D M C s af et y r e vi e w m e eti n g will o c c ur aft er a p pr o xi m at el y  2 0 s u bj e cts eit h er 
c o m pl et e t h e W e e k 4 visit or dis c o nti n u e fr o m t h e st u d y  pri or t o W e e k 4.

S u bs e q u e nt D M C m e eti n gs f or s af et y  r e vi e w will b e h el d aft er a p pr o xi m at el y  6 0 s u bj e cts eit h er 
c o m pl et e t h e W e e k 4 visit or dis c o nti n u e fr o m t h e st u d y a n d aft er a p pr o xi m at el y  9 0 s u bj e cts eit h er 
c o m pl et e W e e k 1 0 visit or dis c o nti n u e fr o m t h e st u d y . T h e fr e q u e n c y of m e eti n gs m a y b e a dj ust e d 
as r e q u est e d b y  t h e D M C.
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T h e D M C’s s p e cifi c a cti viti es will b e d efi n e d b y a m ut u all y  a gr e e d c h art er, w hi c h will d efi n e t h e 
D M C’s m e m b ers hi p, c o n d u ct a n d m e eti n g s c h e d ul e.

W hil e t h e D M C will b e as k e d t o a d vis e Gil e a d r e g ar di n g f ut ur e c o n d u ct of t h e st u d y , i n cl u di n g 
p os si bl e e arl y st u d y t er mi n ati o n, Gil e a d r et ai ns fi n al d e cisi o n -m a ki n g a ut h orit y  o n all as p e cts of 
t h e st u d y.
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9. R E S P O N SI BI LI TI E S

9. 1. I n v esti g at o r R es p o nsi biliti es

9. 1. 1.  G o o d Cli ni c al P r a cti c e

T h e i n v esti g at or will e ns ur e t h at t his st u d y is c o n d u ct e d i n a c c or d a n c e wit h I CH E 6 ( R 2) G o o d 
Cli ni c al Pr a cti c e s a n d a p pli c a bl e l a ws a n d r e g ul ati o ns.

9. 1. 2.  Fi n a n ci al Dis cl os u r e

T h e i n v esti g at or a n d s u bi n v esti g at ors will pr o vi d e d o c u m e nt ati o n of t h eir fi n a n ci al i nt er est or 
arr a n g e m e nts wit h Gil e a d, or pr o pri et ar y  i nt er ests i n t h e i n v esti g ati o n al dr u g u n d er st u d y. T his 
d o c u m e nt ati o n m ust b e pr o vi d e d pri or t o t h e i n v esti g at or’s ( a n d a n y s u bi n v esti g at or’s) 
p arti ci p ati o n i n t h e st u d y. T h e i n v esti g at or a n d s u bi n v esti g at or a gr e e t o n otif y  Gil e a d of a n y 
c h a n g e i n r e p ort a bl e i nt er ests d uri n g t h e st u d y  a n d f or 1 ye ar f oll o wi n g c o m pl eti o n of t h e st u d y . 
St u d y  c o m pl eti o n is d efi n e d as t h e d at e w h e n t h e l ast s u bj e ct c o m pl et es t h e pr ot o c ol-d efi n e d 
a cti viti es.

9. 1. 3. I nstit uti o n al R e vi e w B o a r d/I n d e p e n d e nt Et hi cs C o m mitt e e R e vi e w a n d 
A p p r o v al

T h e i n v esti g at or ( or s p o ns or as a p pr o pri at e a c c or di n g t o l o c al r e g ul ati o ns) will s u b mit t his 
pr ot o c ol, i nf or m e d c o ns e nt f or m, a n d a n y a c c o m p a n yi n g m at eri al t o b e pr o vi d e d t o t h e s u bj e ct 
(s u c h as a d v ertis e m e nts, s u bj e ct i nf or m ati o n s h e ets, or d es cri pti o ns of t h e st u d y us e d t o o bt ai n 
i nf or m e d c o ns e nt) t o a n I R B/I E C. T h e i n v esti g at or will n ot b e gi n a ny st u d y s u bj e ct a cti viti es 
u ntil a p pr o v al fr o m t h e I R B/I E C h as b e e n d o c u m e nt e d a n d pr o vi d e d as a l ett er t o t h e 
i n v esti g at or.

B ef or e i m pl e m e nt ati o n, t h e i n v esti g at or will s u b mit t o a n d r e c ei v e d o c u m e nt e d a p pr o v al fr o m 
t h e I RB/I E C a n y m o difi c ati o ns m a d e t o t h e pr ot o c ol or a n y a c c o m p a n yi n g m at eri al t o b e 
pr o vi d e d t o t h e s u bj e ct aft er i niti al I RB/I E C a p pr o v al, wit h t h e e x c e pti o n of t h os e n e c ess ar y  t o 
r e d u c e i m m e di at e ris k t o st u d y s u bj e cts.

9. 1. 4. I nf o r m e d C o ns e nt

T h e i n v esti g at or is r es p o nsi bl e f or o bt ai ni n g writt e n i nf or m e d c o ns e nt fr o m e a c h i n di vi d u al 
p arti ci p ati n g i n t his st u d y aft er a d e q u at e e x pl a n ati o n of t h e ai ms, m et h o ds, o bj e cti v es, a n d 
p ot e nti al h a z ar ds of t h e st u d y  a n d b ef or e u n d ert a ki n g a n y st u d y-r el at e d pr o c e d ur es. T h e 
i n v esti g at or m ust us e t h e m ost c urr e nt I R B or I E C a p pr o v e d c o ns e nt f or m f or d o c u m e nti n g 
writt e n i nf or m e d c o ns e nt. E a c h i nf or m e d c o ns e nt ( or ass e nt as a p pli c a bl e) will b e a p pr o pri at el y 
si g n e d a n d d at e d b y t h e s u bj e ct a n d t h e p ers o n c o n d u cti n g t h e c o ns e nt dis c ussi o n, a n d als o b y  a n 
i m p arti al wit n ess if r e q uir e d by I R B or I E C or l o c al r e q uir e m e nts. F or p h ar m a c o g e n o mi cs
t esti n g, t h e c o ns e nt f or m will i nf or m s u bj e cts a b o ut g e n o mi c t esti n g a n d s a m pl e r et e nti o n, a n d 
t h eir ri g ht t o r e c ei v e cli ni c all y r el e v a nt g e n o mi c a n al y sis r es ults. F or m or e i nf or m ati o n s e e 
S e cti o n 6. 1 .
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9. 1. 5. C o nfi d e nti alit y

T h e i n v esti g at or m ust ass ur e t h at s u bj e cts’ a n o n y mit y  will b e stri ctl y m ai nt ai n e d a n d t h at t h eir 
i d e ntiti es ar e pr ot e ct e d fr o m u n a ut h ori z e d p arti es. O nl y a n i d e ntifi c ati o n c o d e a n d a n y ot h er 
u ni q u e i d e ntifi er (s) as all o w e d b y  l o c al l a w (s u c h as ye ar of birt h) will b e r e c or d e d o n a n y f or m 
or bi ol o gi c al s a m pl e s u b mitt e d t o t h e s p o ns or, I RB or I E C , or l a b or at or y . L a b or at or y  s p e ci m e ns 
m ust b e l a b el e d i n s u c h a w a y  as t o pr ot e ct s u bj e ct i d e ntit y w hil e all o wi n g t h e r es ults t o b e 
r e c or d e d t o t h e pr o p er s u bj ect. R ef er t o s p e cifi c l a b or at or y  i nstr u cti o ns. N O T E : T h e i n v esti g at or 
m ust k e e p a s cr e e ni n g l o g s h o wi n g c o d es, n a m es, a n d a d dr ess es f or all s u bj e cts s cr e e n e d a n d f or 
all s u bj e cts e nr oll e d i n t h e tri al. S u bj e ct d at a will b e pr o c ess e d i n a c c or d a n c e wit h all a p pli c a bl e 
r e g ul ati o ns.

T h e i n v esti g at or a gr e es t h at all i nf or m ati o n r e c ei v e d fr o m Gil e a d, i n cl u di n g b ut n ot li mit e d t o t h e 
I B, t his pr ot o c ol, C R F/ e C R F, t h e I MP , a n d a n y ot h er st u d y i nf or m ati o n, r e m ai n t h e s ol e a n d 
e x cl usi v e pr o p ert y  of Gil e a d d uri n g t h e c o n d u ct of t h e st u d y a n d t h er e aft er. T his i nf or m ati o n is 
n ot t o b e dis cl os e d t o a n y t hir d p art y  ( e x c e pt e m pl o ye es or a g e nts dir e ctl y i n v ol v e d i n t h e 
c o n d u ct of t h e st u d y or as r e q uir e d b y l a w) wit h o ut p ri or writt e n c o ns e nt fr o m Gil e a d. T h e 
i n v esti g at or f urt h er a gr e es t o t a k e all r e as o n a bl e pr e c a uti o ns t o pr e v e nt t h e dis cl os ur e b y a ny 
e m pl o y e e or a g e nt of t h e st u d y  sit e t o a ny t hir d p art y or ot h er wis e i nt o t h e p u bli c d o m ai n.

9. 1. 6. St u d y Fil es a n d R et e nti o n of R e c o r ds

T h e i n v esti g at or m ust m ai nt ai n a d e q u at e a n d a c c ur at e r e c or ds t o e n a bl e t h e c o n d u ct of t h e st u d y 
t o b e f ull y d o c u m e nt e d a n d t h e st u d y d at a t o b e s u bs e q u e ntl y v erifi e d. T h es e d o c u m e nts s h o ul d 
b e cl assifi e d i nt o at l e ast t h e f oll o wi n g 2 c at e g ori es: ( 1) i n v esti g at or’s st u d y fil e, a n d ( 2) s u bj e ct 
cli ni c al s o ur c e d o c u m e nts.

T h e i n v esti g at or’s st u d y fil e will c o nt ai n t h e pr ot o c ol/ a m e n d m e nts, C R F a n d q u er y f or ms, I R B 
or I E C a n d g o v er n m e nt al a p pr o v al wit h c orr es p o n d e n c e, i nf or m e d c o ns e nt, dr u g r e c or ds, st aff 
c urri c ul u m vit a e a n d a ut h ori z ati o n f or ms, a n d ot h er a p pr o pri at e d o c u m e nts a n d c orr es p o n d e n c e.

T h e r e q uir e d s o ur c e d at a s h o ul d i n cl u d e s e q u e nti al n ot es c o nt ai ni n g at l e ast t h e f oll o wi n g 
i nf or m ati o n f or e a c h s u bj e ct:

 S u bj e ct i d e ntifi c ati o n ( n a m e, d at e of birt h, g e n d er);

 D o c u m e nt ati o n t h at s u bj e ct m e ets eli gi bilit y crit eri a, i e, hist or y, P E , a n d c o nfir m ati o n of 
di a g n osis (t o s u p p ort i n cl usi o n a n d e x cl usi o n crit eri a);

 D o c u m e nt ati o n of t h e r e as o n(s) a c o ns e nt e d s u bj e ct is n ot e nr oll e d ;

 P arti ci p ati o n i n st u d y (i ncl u di n g st u d y n u m b er);

 St u d y  dis c uss e d a n d d at e of i nf or m e d c o ns e nt;

 D at es of all visits;
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 D o c u m e nt ati o n t h at pr ot o c ol s p e cifi c pr o c e d ur es w er e p erf or m e d;

 R es ults of effi c a c y  p ar a m et ers, as r e q uir e d by t h e pr ot o c ol;

 St art a n d e n d d at e (i n cl u di n g d os e r e gi m e n) of I M P, i n cl u di n g d at es of dis p e nsi n g a n d r et ur n;

 R e c or d of all A Es a n d ot h er s af et y  p ar a m et ers (st art a n d e n d d at e, a n d i n cl u di n g c a us alit y 
a n d s e v erit y );

 C o n c o mit a nt m e di c ati o n (i n cl u di n g st art a n d e n d d at e, d os e if r el e v a nt; d os e c h a n g es);

 D at e of st u d y  c o m pl eti o n a n d r e as o n f or e arly dis c o nti n u ati o n, if it o c c urs.

All cli ni c al st u d y  d o c u m e nts m ust b e r et ai n e d by t h e i n v esti g at or u ntil at l e ast 2 y e ars or 
a c c or di n g t o l o c al l a ws, w hi c h e v er is l o n g er, aft er t h e l ast a p pr o v al of a m ar k eti n g a p pli c ati o n i n 
a n I C H r e gi o n (i e, U nit e d St at es, E ur o p e, or J a p a n) a n d u ntil t h er e ar e n o p e n di n g or pl a n n e d 
m ar k eti n g a p pli c ati o ns i n a n I C H r e gi o n; or, if n o a p pli c ati o n is fil e d or if t h e a p pli c ati o n is n ot 
a p pr o v e d f or s u c h i n di c ati o n, u ntil 2 y e ars aft er t h e i n v e sti g ati o n is dis c o nti n u e d a n d r e g ul at or y  
a ut h oriti es h a v e b e e n n otifi e d. I n v esti g at ors m a y  b e r e q uir e d t o r et ai n d o c u m e nts l o n g er if 
s p e cifi e d b y  r e g ul at or y r e q uir e m e nts, b y l o c al r e g ul ati o ns, or b y a n a gr e e m e nt wit h Gil e a d. T h e 
i n v esti g at or m ust n otif y Gil e a d b ef or e d estr oyi n g a n y  cli ni c al st u d y r e c or ds.

S h o ul d t h e i n v esti g at or wis h t o assi g n t h e st u d y r e c or ds t o a n ot h er p art y or m o v e t h e m t o a n ot h er 
l o c ati o n, Gil e a d m ust b e n otifi e d i n a d v a n c e.

If t h e i n v esti g at or c a n n ot pr o vi d e f or t his ar c hi vi n g r e q uir em e nt at t h e st u d y  sit e f or a n y or all of 
t h e d o c u m e nts, s p e ci al arr a n g e m e nts m ust b e m a d e b et w e e n t h e i n v esti g at or a n d Gil e a d t o st or e 
t h es e r e c or ds s e c ur ely a w a y fr o m t h e sit e s o t h at t h e y c a n b e r et ur n e d s e al e d t o t h e i n v esti g at or 
i n c as e of an i ns p e cti o n. W h e n s o ur c e d o c u m e nts ar e r e q uir e d f or t h e c o nti n u e d c ar e of t h e 
s u bj e ct, a p pr o pri at e c o pi es s h o ul d b e m a d e f or st or a g e a w a y  fr o m t h e sit e.

9. 1. 7. C as e R e p o rt F o r ms

F or e a c h s u bj e ct c o ns e nt e d, a n e C R F will b e c o m pl et e d b y  a n a ut h ori z e d st u d y st aff m e mb er 
w h os e tr ai ni n g f or t his f u n cti o n is d o c u m e nt e d a c c or di n g t o st u d y  pr o c e d ur es. e C R F s h o ul d b e 
c o m pl et e d o n t h e d a y  of t h e s u bj e ct visit t o e n a bl e t h e s p o ns or t o p erf or m c e ntr al m o nit ori n g of 
s af et y d at a. T h e Eli gi bilit y  Crit eri a e C R F s h o ul d b e c o m pl et e d o nl y aft er all d at a r el at e d t o 
eli gi bilit y  h a v e b e e n r e c ei v e d. S u bs e q u e nt t o d at a e ntr y , a st u d y m o nit or will p erf or m s o ur c e d at a 
v erifi c ati o n wit hi n t h e el e ctr o ni c d at a c a pt ur e (E D C ) s yst e m. Ori gi n al e ntri es as w ell as a n y  
c h a n g es t o d at a fi el ds will b e st or e d i n t h e a u dit tr ail of t h e s y st e m. Pri or t o d at a b as e l o c k ( or a n y 
i nt eri m ti m e p oi nts as d es cri b e d i n t h e cli ni c al d at a m a n a g e m e nt pl a n), t h e i n v esti g at or will us e 
his/ h er l o g i n cr e d e nti als t o c o nfir m t h at t h e f or ms h a v e b e e n r e vi e w e d, a n d t h at t h e e ntri es 
a c c ur at el y r efl e ct t h e i nf or m ati o n i n t h e s o ur c e d o c u m e nts. T h e e C R F c a pt ur e t h e d at a r e q uir e d 
p er t h e pr ot o c ol s c h e d ul e of e v e nts a n d pr o c e d ur es. S y st e m -g e n er at e d or m a n u al q u eri es will b e 
iss u e d t o t h e i n v esti g ati v e sit e st aff as d at a dis cr e p a n cies ar e i d e ntifi e d b y t h e m o nit or or i nt er n al 
Gil e a d st aff, w h o r o uti n el y  r e vi e w t h e d at a f or c o m pl et e n ess, c orr e ct n ess, a n d c o nsist e n c y. T h e 
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sit e c o or di n at or is r es p o nsi bl e f or r es p o n di n g t o t h e q u eri es i n a ti m el y m a n n er, wit hi n t h e 
s yst e m, eit h er b y c o nf ir mi n g t h e d at a as c orr e ct or u p d ati n g t h e ori gi n al e ntr y, a n d pr o vi di n g t h e 
r e as o n f or t h e u p d at e (e g, d at a e ntr y  err or). At t h e c o n cl usi o n of t h e tri al, Gil e a d will pr o vi d e t h e 
sit e wit h a r e a d - o nly ar c hi v e c o p y of t h e d at a e nt er e d b y t h at sit e. T his ar c hi v e m ust b e st or e d i n 
a c c or d a n c e wit h t h e r e c or ds r et e nti o n r e q uir e m e nts o utli n e d i n S e cti o n 9. 1. 6 .

9. 1. 8. I n v esti g ati o n al M e di ci n al P r o d u ct A c c o u nt a bilit y a n d R et u r n

W h er e p ossi bl e, I M P s h o ul d b e d estr o y e d at t h e sit e. At t h e st art of t h e st u d y, t h e st u d y m o nit or 
will e v al u at e e a c h st u d y c e nt er’s I M P dis p os al pr o c e d ur es a n d pr o vi d e a p pr o pri at e i nstr u cti o n f or 
dis p os al or r et ur n of u n us e d I M P s u p pli es. If t h e sit e h as a n a p pr o pri at e S O P f or dr u g d estr u cti o n 
as d et er mi n e d b y Gil e a d S ci e n c es, t h e sit e m a y  d e str o y us e d ( e m pty or p arti all y e m pt y) a n d 
u n us e d I M P s u p pli es as l o n g as p erf or m e d i n a c c or d a n c e wit h t h e sit e’s S O P. T his c a n o c c ur 
o nl y  aft er t h e st u d y m o nit or h as p erf or m e d dr u g a c c o u nt a bilit y d uri n g a n o n-sit e m o nit ori n g 
visit.

A c o p y of t h e sit e’s I MP Dis p os al S O P or writt e n pr o c e d ur e (si g n e d a n d d at e d b y  t h e pri n ci p al 
i n v esti g at or [PI ] or d esi g n e e) will b e o bt ai n e d f or Gil e a d sit e fil es. If t h e sit e d o es n ot h a v e 
a c c e pt a bl e pr o c e d ur es i n pl a c e, arr a n g e m e nts will b e m a d e b et w e e n t h e sit e a n d Gil e a d S ci e n c es 
( or Gil e a d S ci e n c es’ r e pr es e nt ati v e) f or r et ur n of u n us e d st u d y dr u g s u p pli es.

If I M P is d estr oy e d o n sit e, t h e i n v esti g at or m ust m ai nt ai n a c c ur at e r e c or ds f or a ll I M P 
d estr o y e d. R e c or ds m ust s h o w t h e i d e ntifi c ati o n a n d q u a ntit y  of e a c h u nit d estr o ye d, t h e m et h o d 
of d estr u cti o n, a n d t h e p ers o n w h o dis p os e d of t h e I M P. U p o n st u d y  c o m pl eti o n, c o pi es of t h e 
I M P a c c o u nt a bilit y r e c or ds m ust b e fil e d at t h e sit e. A n ot h er c o p y will b e r et ur n e d t o Gil e a d.

T h e st u d y  m o nit or will r e vi e w I M P s u p pli es a n d ass o ci at e d r e c or ds at p eri o di c i nt er v als.

9. 1. 9. I ns p e cti o ns

T h e i n v esti g at or will m a k e a v ail a bl e all s o ur c e d o c u m e nts a n d ot h er r e c or ds f or t his tri al t o 
Gil e a d ’s a p p oi nt e d st u dy m o nit ors , t o I RBs or I EC s , or t o r e g ul at or y a ut h orit y or h e alt h a ut h ority 
i ns p e ct ors.

9. 1. 1 0. P r ot o c ol C o m pli a n c e

T h e i n v esti g at or is r es p o nsi bl e f or e ns uri n g t h e st u d y  is c o n d u ct e d i n a c c or d a n c e wit h t h e 
pr o c e d ur es a n d e v al u ati o ns d es cri b e d i n t his pr ot o c ol.

9. 2. S p o n s o r R es p o nsi biliti es

9. 2. 1.  P r ot o c ol M o difi c ati o ns

Pr ot o c ol m o difi c ati o ns, e x c e pt t h os e i nt e n d e d t o r e d u c e i m m e di at e ris k t o st u d y  s u bj e cts, m a y b e 
m a d e o nl y  b y Gil e a d. T h e i n v esti g at or m ust s u b mit all pr ot o c ol m o difi c ati o ns t o t h e I RB or I E C
i n a c c or d a n c e wit h l oc al r e q uir e m e nts a n d r e c ei v e d o c u m e nt e d I R B or I E C a p pr o v al b ef or e 
m o difi c ati o ns c a n b e i m pl e m e nt e d.
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9. 2. 2. St u d y R e p o rt a n d P u bli c ati o ns

A cli ni c al st u d y  r e p ort ( C S R) will b e pr e p ar e d a n d pr o vi d e d t o t h e r e g ul at or y a g e n c y (i es). Gil e a d 
will e ns ur e t h at t h e r e p ort m e ets t h e st a n d ar ds s et o ut i n t h e I C H G ui d eli n e f or Str u ct ur e a n d 
C o nt e nt of Cli ni c al St u d y R e p orts (I C H E 3). N ot e t h at a n a b br e vi at e d r e p ort m a y  b e pr e p ar e d i n 
c ert ai n c as es.

In v esti g at ors i n t his st u d y  m a y c o m m u ni c at e, or all y pr es e nt, or p u blis h i n s ci e ntifi c j o ur n als or 
ot h er s c h ol arl y m e di a o nl y aft er t h e f oll o wi n g c o n diti o ns h a v e b e e n m et:

t h e r es ults of t h e st u d y i n t h eir e ntir ety h a v e b e e n p u bli cl y dis cl os e d b y or wit h t h e c o ns e nt of 
Gil e a d i n a n a bstr a ct, m a n us cri pt, or pr es e nt ati o n f or m or t h e st u d y h as b e e n c o m pl et e d at all 
st u d y sit es f or at l e ast 2 y e ars

T h e i n v esti g at or will s u b mit t o Gil e a d a n y  pr o p os e d p u bli c ati o n or pr es e nt ati o n al o n g wit h t h e 
r es p e cti v e s ci e ntifi c j o ur n al or pr es e nt ati o n f or u m at l e ast 3 0 d a ys b ef or e s u b missi o n of t h e 
p u bli c ati o n or pr es e nt ati o n. 

N o s u c h c o m m u ni c ati o n, pr es e nt ati o n, or p u bli c ati o n will i n cl u d e Gil e a d’s c o nfi d e nti al 
i nf or m ati o n (S e cti o n 9. 1. 5 ).

T h e i n v esti g at or wi ll c o m pl y wit h Gil e a d’s r e q u est t o d el et e r ef er e n c es t o its c o nfi d e nti al 
i nf or m ati o n ( ot h er t h a n t h e st u d y r es ults) i n a n y p a p er or pr es e nt ati o n a n d a gr e es t o wit h h ol d 
p u bli c ati o n or pr es e nt ati o n f or a n a d diti o n al 6 0 d a ys i n or d er t o o bt ai n p at e nt pr ot e ctio n if 
d e e m e d n e c ess ar y .

9. 3. J oi nt I n v esti g at o r/ S p o ns o r R es p o nsi biliti es

9. 3. 1. P a y m e nt R e p o rti n g

I n v esti g at ors a n d t h eir st u d y st aff m a y b e as k e d t o pr o vi d e s er vi c es p erf or m e d u n d er t his 
pr ot o c ol, e g, att e n d a n c e at I n v esti g at or's M e eti n gs. If r e q uir e d u n d er t h e a p plic a bl e st at ut or y  a n d 
r e g ul at or y r e q uir e m e nts, Gil e a d will c a pt ur e a n d dis cl os e t o F e d er al a n d St at e a g e n ci es a n y 
e x p e ns es p ai d or r ei m b urs e d f or s u c h s er vi c es, i n cl u di n g a n y cli ni c al tri al p a y m e nts, m e al, tr a v el 
e x p e ns es or r ei m b urs e m e nts, c o ns ulti n g f e es, a n d a n y  ot h er tr a nsf er of v al u e.

9. 3. 2. A c c ess t o I nf o r m ati o n f o r M o nit o ri n g

I n a c c or d a n c e wit h r e g ul ati o ns a n d g ui d eli n es, t h e st u d y  m o nit or m ust h a v e dir e ct a c c ess t o t h e 
i n v esti g at or’s s o ur c e d o c u m e nt ati o n i n or d er t o v erif y t h e a c c ur a c y  of t h e d at a r e c or d e d i n t h e 
C R F / e C R F.

T h e m o nit or is r es p o nsi bl e f or r o uti n e r e vi e w of t h e C R F / e C R F at r e g ul ar i nt er v als t hr o u g h o ut 
t h e st u d y t o v erif y a d h er e n c e t o t h e pr ot o c ol a n d t h e c o m pl et e n ess, c o nsist e n c y, a n d a c c ur a c y of 
t h e d at a b ei n g e nt er e d o n t h e m. T h e m o nit or s h o uld h a v e a c c ess t o a n y s u bj e ct r e c or ds n e e d e d t o 
v erif y  t h e e ntri es o n t h e C R F/ e C R F. T h e i n v esti g at or a gr e es t o c o o p er at e wit h t h e m o nit or t o 
e ns ur e t h at a n y pr o bl e ms d et e ct e d t hr o u g h a n y t yp e of m o nit ori n g ( c e ntr al, o n sit e) ar e r es ol v e d.
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9. 3. 3. A c c ess t o I nf o r m ati o n f o r A u diti n g o r I ns p e cti o ns

R e pr es e nt ati v es of r e g ul at or y  a ut h oriti es or of Gil e a d m a y c o n d u ct i ns p e cti o ns or a u dits of t h e 
cli ni c al st u d y . If t h e i n v esti g at or is n otifi e d of a n i ns p e cti o n b y a r e g ul at or y a ut h orit y t h e 
i n v esti g at or a gr e es t o n otif y t h e Gil e a d m e di c al m o nit or i m m e di at el y. T h e i n v esti g at or a gr e es t o 
pr o vi d e t o r e pr es e nt ati v es of a r e g ul at or y  a g e n c y or Gil e a d a c c ess t o r e c or ds, f a ciliti es, a n d 
p ers o n n el f or t h e eff e cti v e c o n d u ct of a n y i ns p e cti o n or a u dit.

9. 3. 4. St u d y Dis c o nti n u ati o n

B ot h t h e s p o ns or a n d t h e i n v esti g at or r es er v e t h e ri g ht t o t er mi n at e t h e st u d y at a n y ti m e. S h o ul d 
t his b e n e c ess ar y, b ot h p arti es will arr a n g e dis c o nti n u ati o n pr o c e d ur es a n d n otif y t h e a p pr o pri at e 
r e g ul at or y a ut h ority(i e s), I R Bs, a n d I E Cs. I n t er mi n ati n g t h e st u d y, Gil e a d a n d t h e i n v esti g at or 
will ass ur e t h at a d e q u at e c o nsi d er ati o n is gi v e n t o t h e pr ot e cti o n of t h e s u bj e cts’ i nt er ests.
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1 0. R E F E R E N C E S

D a n es e S, Fi o c c hi C. Ul c er ati v e c olitis. N E n gl J M e d 2 0 1 1; 3 6 5 ( 1 8): 1 7 1 3 - 2 5.

F e a g a n B G, R ut g e erts P, S a n ds B E, H a n a u er S, C ol o m b el J F, S a n d b or n WJ, et al. V e d oli z u m a b 
as i n d u cti o n a n d m ai nt e n a n c e t h er a p y f or ul c er ati v e c olitis. N E n gl J M e d 
2 0 1 3; 3 6 9 ( 8): 6 9 9 - 7 1 0.

G a nt k e T, Sris k a nt h ar aj a h S, L e y  S C. R e g ul ati o n a n d F u n cti o n of T P L- 2, A n I k a p p a B Ki n as e-
R e g ul at e d M A P Ki n as e Ki n as e Ki n as e. C ell r es e ar c h 2 0 1 1; 2 1 ( 1): 1 3 1 - 4 5.

H ar b or d M, Eli a ki m R, B ett e n w ort h D, K ar miris K, K ats a n os K, K o p yl o v U, et al. T hir d 
E ur o p e a n E vi d e n c e - b as e d C o ns e ns us o n Di a g n osis a n d M a n a g e m e nt of 
Ul c er ati v e C olitis. P art 2: C urr e nt M a n a g e m e nt. J o ur n al of Cr o h n's & c olitis 
2 0 1 7; 1 1 ( 7): 7 6 9 - 8 4.

H e dl M, A br a h a m C. A T P L 2 ( M A P 3 K 8) Dis e as e -Ri s k P ol y m or p hi s m I n cr e as es T P L 2 
E x pr essi o n T h er e b y L e a di n g t o I n cr e as e d P att er n R e c o g niti o n R e c e pt or -I niti at e d 
C as p as e -1 a n d C as p as e -8 A cti v ati o n, S i g n alli n g a n d C yt o ki n e S e cr eti o n. G ut 
2 0 1 5: 1 - 1 4.

I n k er L A, S c h mi d C H, Ti g hi o u art H, E c kf el dt J H, F el d m a n HI, Gr e e n e T, 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 y st ati n C. N E n gl J M e d 
2 0 1 2; 3 6 7 ( 1): 2 0 - 9.

J ess T, R u n g o e C, P e y ri n- Bir o ul et L. Ris k of C ol or e ct al C a n c er i n P ati e nts Wit h Ul c er ati v e 
C olitis: A M et a -a n al y sis of P o p ul ati o n - B as e d C o h ort St u di es. Cli n G astr o e nt er ol 
H e p at ol 2 0 1 2; 1 0 ( 6): 6 3 9 - 4 5.

J osti ns L, Ri p k e S, W e ers m a R K, D u err R H, M c G o v er n D P, H ui K Y, et al. H ost-mi cr o b e 
i nt er a cti o ns h a v e s h a p e d t h e g e n eti c ar c hit e ct ur e of i nfl a m m at or y b o w el dis e as e. 
N at ur e 2 0 1 2; 4 9 1 ( 7 4 2 2): 1 1 9 - 2 4.

N g S C, S hi H Y, H a mi di N, U n d er w o o d F E, T a n g W, B e n c hi m ol EI, et al. W orl d wi d e I n ci d e n c e 
a n d Pr e v al e n c e of I nfl a m m at or y B o w el Dis e as e i n t h e 2 1st C e nt ur y : A Sys t e m ati c 
R e vi e w of P o p ul ati o n- B as e d St u di es. L a n c et 2 0 1 7; 3 9 0: 2 7 6 9 - 7 8.

S a n d b or n WJ, F e a g a n B G, W olf D C, D' H a e ns G, V er m eir e S, H a n a u er S B, et al. O z a ni m o d 
I n d u cti o n a n d M ai nt e n a n c e Tr e at m e nt f or Ul c er ati v e C olitis. N E n gl J M e d 
2 0 1 6; 3 7 4 ( 1 8): 1 7 5 4 - 6 2.

S a n d b or n WJ, F err a nt e M, B h a n d ari B R, B erli b a E, F e a g a n B G, Hi bi T, et al. Effi c a c y  a n d 
S af et y  of Miri ki z u m a b i n a R a n d o mi z e d P h as e 2 St u d y of P ati e nts Wit h 
Ul c er ati v e C olitis. G astr o e nt er ol o g y  2 0 2 0 a; 1 5 8 ( 3): 5 3 7-4 9 e 1 0.
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S a n d b or n WJ, G h os h S, P a n es J, S c hr ei b er S, D' H a e ns G, T a ni d a S, et al. Effi c a c y  of 
U p a d a citi ni b i n a R a n d o mi z e d Tri al of P ati e nts Wit h A cti v e Ul c er ati v e C olitis. 
G astr o e nt er ol o g y 2 0 2 0 b; 1 5 8 ( 8): 2 1 3 9 -4 9 e 1 4.

S a n d b or n WJ, S u C, S a n ds B E, D' H a e ns G R, V er m eir e S, S c hr ei b er S, et al. T of a citi ni b as 
I n d u cti o n a n d M ai nt e n a n c e T h er a py f or Ul c er ati v e C olitis. N E n gl J M e d 
2 0 1 7; 3 7 6 ( 1 8): 1 7 2 3 - 3 6.

S a n d b or n WJ, v a n Ass c h e G, R ei nis c h W, C ol o m b el J F, D' H a e ns G, W olf D C, et al. 
A d ali m u m a b i n d u c es a n d m ai nt ai ns cli ni c al r e missi o n i n p ati e nts wit h m o d er at e -
t o-s e v er e ul c er ati v e c olitis. G astr o e nt er ol o g y  2 0 1 2; 1 4 2 ( 2): 2 5 7-6 5 e 1 - 3.

S T E L A R A, J a nss e n Bi ot e c h I n c. S T E L A R A ® ( ust e ki n u m a b) I nj e cti o n, f or S u b c ut a n e o us or 
I ntr a v e n o us Us e. U. S. Pr es cri bi n g I nf or m ati o n. H ors h a m, P A. M ar c h. 2 0 2 0:

U n g ar o R, M e h a n dr u S, All e n P B, P e y ri n-Bir o ul et L , C ol o m b el J F. Ul c er ati v e c olitis. La n c et 
2 0 1 6: 1 - 1 5.
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1 1. A P P E N DI C E S

A p p e n di x 1. I n v esti g at or Si g n at ur e P a g e
A p p e n di x 2. St u d y Pr o c e d ur es T a bl e – Bli n d e d Tr e at m e nt
A p p e n di x 3. St u d y Pr o c e d ur es T a bl e – O p e n -L a b el Tr e at m e nt
A p p e n di x 4. M o difi e d M a y o S c ori n g S yst e m f or Ass ess m e nt of Ul c er ati v e C olit is A cti vit y
A p p e n di x 5. G e b o es Hist ol o gi c al S c or e Gr a d e s
A p p e n di x 6. C T C A E Gr a di n g S c al e f or S e v erit y of A d v ers e E v e nts
A p p e n di x 7. Cli ni c al L a b or at or y Ass ess m e nt T a bl e
A p p e n di x 8. Pr e g n a n c y Pr e c a uti o ns, D efi niti o n f or F e m al e of C hil d b e ari n g P o t e nti al, a n d 

C o ntr a c e pti v e R e q ui r e m e nt s
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A p p e n di x 1. I n v e sti g at o r Si g n at u r e P a g e 

G I L E A D S C I E N C E S, I N C. 
3 3 3 L A K E S I D E D R I V E 

F O S T E R C I T Y, C A 9 4 4 0 4, U S A 

S T U D Y A C K N O W L E D G E M E N T 

A P h a s e 2, Bli n d e d, R a n d o mi z e d, P l a c eb o- C o ntr oll e d St u d y E v al u ati n g t h e Effi c a c y a n d S af et y 

of G S- 4 8 7 5 i n S u bj e ct s wit h M o d er at el y t o S e v er el y A cti v e Ul c er ati v e C oliti s 

A m e n d m e nt 2, 1 9 J u n e 2 0 2 0 

T hi s pr ot o c ol h a s b e e n a p pr o v e d b y Gil e a d S ci e n c e s, I n c. T h e f oll o wi n g si g n at ur e d o c u m e nt s 

t hi s a p pr o v al. 

P P D ~ P D ----- ------.-.- ----.... _ _ _ _ _ 
N a m e ( Pri nt e d) 
St u d y Dir e ct or 

/ 9 
D at e 

Si g n at ur e 

I N V E S T I G A T O R S T A T E M E N T 

I h a v e r e a d t h e pr ot o c ol, i n cl u di n g all a p p e n di c e s, a n d I a gr e e t h at it c o nt ai n s all n e c e s s ar y 

d et ail s f or m e a n d m y st aff t o c o n d u ct t hi s st u d y a s d e s cri b e d. I will c o n d u ct t hi s st u d y a s 

o utli n e d h er ei n a n d will m a k e a r e a s o n a bl e eff ort t o c o m pl et e t h e st u d y wit hi n t h e ti m e 
d e si g n at e d. 

I will pr o vi d e all st u d y p er s o n n el u n d er m y s u p er vi si o n c o pi e s of t h e pr ot o c ol a n d a c c e s s t o all 

i nf or m ati o n pr o vi d e d b y Gil e a d S ci e n c e s, I n c. I will di s c u s s t hi s m at eri al wit h t h e m t o e n s ur e 
t h at t h e y ar e f ull y i nf or m e d a b o ut t h e dr u g s a n d t h e st u d y. 

Pri n ci p al I n v e sti g at or N a m e ( Pri nt e d) Si g n at ur e 

D at e Sit e N u m b er 

C O N FI D E N TI A L P a g e 8 2 1 9 J u n e 2 0 2 0 
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1 1 C O N FI D E N TI A L P a g e 8 3 1 9 J u n e 2 0 2 0

A p p e n di x 2. St u d y P r o c e d u r es T a bl e – Bli n d e d T r e at m e nt

P e ri o d S c r e e n Bli n d e d T r e at m e nt F oll o w -u p

W e e k 0 2 4 6 1 0 1 4 1 8 2 2 2 6 3 0 3 4 3 8 4 2 4 6 5 0 P T x E T

St u d y D a y -3 0 t o - 1 1 1 5 2 9 4 3 7 1 9 9 1 2 7 1 5 5 1 8 3 2 1 1 2 3 9 2 6 7 2 9 5 3 2 3 3 5 1

Visit Wi n d o w  3  3  3  5  5  5  5  5  7  7  7  7  7  7  3

I nf or m e d C o ns e nt X

1 2 l e a d E C G X X X X X

P h ysi c al E x a m X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

R e vi e w of A d v ers e E v e nts X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

R e vi e w of C o n c o mit a nt 
M e di c ati o ns

X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

S t u d y Dr u g Dis p e nsi n g X X  X  X  X  X  X  X  X  X  X  X  X

C ol o n os c o p y/ Fl e xi bl e 
Si g m oi d os c o p y wit h 
Bi o psi es

X X X

P G A f or M C S C al c ul ati o n X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X X

E v al u ati o n of Dis e as e 
W ors e ni n g usi n g P arti al 
M C S

X  X  X  X  X  X  X  X  X

e Di ar y i nstr u cti o n & r e vi e w X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

St o ol S a m pl e f or E nt eri c 
I nf e cti o ns

X

St o ol Bi o m ar k er S a m pl es X X X X

U ri n al ysis X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

P r e g n a n c y T est X  X X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

T B Ass ess m e nt X

C CI
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1 1 C O N FI D E N TI A L P a g e 8 4 1 9 J u n e 2 0 2 0

P e ri o d S c r e e n Bli n d e d T r e at m e nt F oll o w -u p

W e e k 0 2 4 6 1 0 1 4 1 8 2 2 2 6 3 0 3 4 3 8 4 2 4 6 5 0 P T x E T

St u d y D a y -3 0 t o - 1 1 1 5 2 9 4 3 7 1 9 9 1 2 7 1 5 5 1 8 3 2 1 1 2 3 9 2 6 7 2 9 5 3 2 3 3 5 1

Visit Wi n d o w  3  3  3  5  5  5  5  5  7  7  7  7  7  7  3

H B V, H C V, HI V s cr e e ni n g X

H B V M o nit ori n g , As 
N e e d e d

X X X X

H e m at ol o g y & C h e mistr y X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

F asti n g Li pi d s X  X X X X

B l o o d Bi o m ar k er S a m pl es X  X  X X X X

M a n d at or y G e n o mi c 
S a m pl es

X

H R Q o L S ur v e ys X X X

H C R U Q u esti o n n air e X  X  X  X  X  X X X  X X

A p pr o xi m at e T ot al A m o u nt 
of B l o o d T a k e n at T his V isit

2 3. 5 m L
4 4. 5
m L

3 4. 0
m L

3 4. 0
m L

1 2 . 0 
m L

3 4. 0 
or 

4 0. 0
m L

8 . 0 
m L

8 . 0 
m L

8 . 0 
or 

1 4 . 0 
m L

3 0. 0
m L

8. 0
m L

8 . 0 
or 

1 4 . 0 
m L

8 . 0 
m L

8 . 0 
m L

8 . 0
or 

1 4. 0
m L

3 0. 0 m L
8. 0
m L

8. 0 
m L

C CI

C CI
C CI
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1 1 C O N FI D E N TI A L P a g e 8 5 1 9 J u n e 2 0 2 0

A p p e n di x 3. St u d y P r o c e d u r es T a bl e – O p e n -L a b el T r e at m e nt

P e ri o d O p e n -L a b el T r e at m e nt F oll o w -u p

W e e k 0 2 4 6 1 0 1 4 1 8 2 2 2 6 3 0 3 4 3 8 4 2 4 6 5 0 P T x E T

St u d y D a y 1 1 5 2 9 4 3 7 1 9 9 1 2 7 1 5 5 1 8 3 2 1 1 2 3 9 2 6 7 2 9 5 3 2 3 3 5 1

Visit Wi n d o w  3  3  3  5  5  5  5  5  7  7  7  7  7  7  3

1 2 l e a d E C G X X X X

P h ysi c al E x a m X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

R e vi e w of A d v ers e E v e nts X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

R e vi e w of C o n c o mit a nt 
M e di c ati o ns

X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

St u d y Dr u g Dis p e nsi n g X X  X  X  X  X  X  X  X  X  X  X  X

C ol o n os c o p y/ Fl e xi bl e 
Si g m oi d os c o p y wit h Bi o psi es

X X

P G A f or M C S C al c ul ati o n X  X  X  X  X  X  X  X  X  X  X  X  X  X  X X

E v al u ati o n f or Dis e as e 
W ors e ni n g usi n g P arti al M C S

X  X  X  X  X  X  X  X  X

e Di ar y i nstr u cti o n & r e vi e w X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

St o ol Bi o m ar k er S a m pl es X X X

Uri n al ysis X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

Pr e g n a n c y T est X X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

H B V M o nit ori n g X X X X

H e m at ol o g y & C h e mistr y X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X  X

F asti n g Li pi ds X X X

Bl o o d Bi o m ar k er S a m pl es X  X  X X X X

H R Q o L S ur v e ys X X X

C CI
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P e ri o d O p e n -L a b el T r e at m e nt F oll o w -u p

W e e k 0 2 4 6 1 0 1 4 1 8 2 2 2 6 3 0 3 4 3 8 4 2 4 6 5 0 P T x E T

St u d y D a y 1 1 5 2 9 4 3 7 1 9 9 1 2 7 1 5 5 1 8 3 2 1 1 2 3 9 2 6 7 2 9 5 3 2 3 3 5 1

Visit Wi n d o w  3  3  3  5  5  5  5  5  7  7  7  7  7  7  3

H C R U Q u esti o n n air e X  X  X  X  X X X X X X

A p pr o xi m at e T ot al A m o u nt 
of B l o o d T a k e n at T his V isit

3 0. 0 m L
3 4. 0
m L

3 4. 0
m L

1 2. 0
m L

3 4. 0
or 

4 0. 0
m L

8. 0
m L

8. 0
m L

8. 0
or 

1 4. 0
m L

3 0. 0
m L

8. 0
m L

8. 0
or 

1 4. 0
m L

8. 0
m L

8. 0
m L

8. 0
or 

1 4. 0
m L

3 0. 0 m L
8. 0
m L

8. 0 
m L
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A p p e n di x 5. G e b o es Hist ol o gi c al S c o r e G r a d es

S u b g r a d es St r u ct u r al ( A r c hit e ct u r al C h a n g e)

G r a d e 0 0. 0 N o a b n or m alit y

0. 1 Mil d a b n or m alit y

0. 2 Mil d or m o d er at e diff us e or m ultif o c al a b n or m aliti es

0. 3 S e v er e diff us e or m ultif o c al a b n or m aliti es

G r a d e 1 C h r o ni c i nfl a m m at o r y i nfilt r at e

1. 0 N o i n cr e as e

1. 1 Mil d b ut u n e q ui v o c al i n cr e as e

1. 2 M o d er at e i n cr e as e

1. 3 M ar k e d i n cr e as e

G r a d e 2 L a mi n a p r o p ri a n e ut r o p hils a n d e osi n o p hils

2 A E osi n o p hils

2 A. 0 N o i n cr e as e

2 A. 1 Mil d b ut u n e q ui v o c al i n cr e as e

2 A. 2 M o d er at e i n cr e as e

2 A. 3 M ar k e d i n cr e as e

2 B N e ut r o p hils

2 B. 0 N o n e

2 B. 1 Mil d b ut u n e q ui v o c al i n cr e as e

2 B. 2 M o d er at e i n cr e as e

2 B. 3 M ar k e d i n cr e as e

G r a d e 3 N e ut r o p hils i n e pit h eli u m

3. 0 N o n e

3. 1 < 5 % cr y pts i n v ol v e d

3. 2 < 5 0 % cr y pts i n v ol v e d

3. 3 > 5 0 % cr y pts i n v ol v e d

G r a d e 4 C r y pt d est r u cti o n

4. 0 N o n e

4. 1 Pr o b a bl e l o c al e x c ess of n e utr o p hils i n p art of cr y pt

4. 2 Pr o b a bl e m ar k e d att e n u ati o n

4. 3 U n e q ui v o c al cr y pt d estr u cti o n

G r a d e 5 E r osi o n o r ul c e r ati o n

5. 0 N o er osi o n, ul c er ati o n, or gr a n ul ati o n tiss u e

5. 1 R e c o v eri n g e pit h eli u m + a dj a c e nt i nfl a m m ati o n

5. 2 Pr o b a bl e er osi o n f o c all y stri p p e d

5. 3 U n e q ui v o c al er osi o n

5. 4 Ul c er or gr a n ul ati o n tiss u e
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A p p e n di x 6.  C T C A E G r a di n g S c al e f o r S e v e rit y of A d v e rs e E v e nts

Pl e as e r ef er t o t h e C o m m o n T er mi n ol o g y  Crit eri a f or A d v ers e E v e nts ( C T C A E) V ersi o n 5. 0 , 
w hi c h c a n b e f o u n d at:

htt ps:// ct e p. c a n c er. g o v/ pr ot o c ol D e v el o p m e nt/ el e ctr o ni c _ a p pli c ati o ns/ d o cs/ ct c a e _ v 5. 0. xls x 

F or A Es ass o ci at e d wit h l a b or at or y  a b n or m aliti es, t h e e v e nt s h o ul d b e gr a d e d o n t h e b asis of t h e 
cli ni c al s e v erit y i n t h e c o nt e xt of t h e u n d erl yi n g c o n diti o ns; t his m a y  or m a y n ot b e i n a gr e e m e nt 
wit h t h e gr a di n g of t h e l a b or at or y  a b n or m alit y.
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A p p e n di x 7.  Cli ni c al L a b o r at o r y Ass ess m e nt T a bl e

H e m at ol o g y C h e mist r y U ri n al ysis Ot h e r

H e m at o crit

H e m o gl o bi n

Pl at el et c o u nt

R e d bl o o d c ell ( R B C) 
c o u nt

W hit e bl o o d c ell ( W B C) 
c o u nt

Diff er e nti als ( a bs ol ut e a n d 
p er c e nt a g e), i n cl u di n g:

L y m p h o c yt es

M o n o c yt es

N e utr o p hils

E osi n o p hils

B as o p hils

R eti c ul o c yt e c o u nt

M e a n c or p us c ul ar v ol u m e 
( M C V)

Al k ali n e p h os p h at as e

As p art at e a mi n otr a nsf er as e 
( A S T)

Al a ni n e a mi n otr a nsf er as e 
( A L T)

T ot al bilir u bi n

Dir e ct a n d i n dir e ct 
bilir u bi n

T ot al pr ot ei n

Al b u mi n

Bi c ar b o n at e

Bl o o d ur e a nitr o g e n ( B U N)

C al ci u m

C hl ori d e

S er u m cr e ati ni n e

S er u m c yst ati n C

Gl u c os e

P h os p h or us

M a g n esi u m

P ot assi u m

S o di u m

Cr e ati n e p h os p h o ki n as e 
( C P K)

e G F R cr

e G F R c ys

A p p e ar a n c e:

Bl o o d

C ol or

Gl u c os e

L e u k o c yt e est er as e

p H

Pr ot ei n

Ur o bili n o g e n

Uri n e dr u g s cr e e n f or:

A m p h et a mi n es

C o c ai n e

B ar bit ur at es

O pi at es

B e n z o di a z e pi n es

C- r e a cti v e pr ot ei n (hs -
C R P )

T B A n al ysis 
(Q u a nti F E R O N or 
e q ui v al e nt ass a y )

St o ol S a m pl es

Mi cr o bi o m e a n d 
M et a b ol o m e

C al pr ot e cti n , L a ct of erri n 

B a ct eri al St o ol C ult ur e

C d ifficil e T o xi n

O v a a n d P ar asit es 
( O & P) 

P h ar m a c o ki n eti cs ( P K)

S er u m I m m u n o gl o b uli n

Pr ot hr o m bi n Ti m e

P arti al t hr o m b o pl asti n 
ti m e ( P T T)

I nt er n ati o n al N or m ali z e d 
R ati o (I N R)

S e r ol o g y

H e p atitis B S urf a c e A g 
H e p atitis B S urf a c e A b

H e p atitis B C or e A b 

H B V D N A 

H e p atitis C A b

H C V R N A

HI V

P r e g n a n c y

I n f e m al es of c hil d b e ari n g 
p ot e nti al:

S er u m pr e g n a n c y

Uri n e pr e g n a n c y

Li pi ds

Tri gl y c eri d es

T ot al c h ol est er ol 

Hi g h -d e nsit y li p o pr ot ei n
[ H D L] – c h ol est er ol

L o w -d e nsit y li p o pr ot ei n 
[ L D L] – c h ol est er ol
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C O N FI D E N TI A L P a g e 9 1 1 9 J u n e 2 0 2 0

A p p e n di x 8.  P r e g n a n c y P r e c a uti o ns, D efi niti o n f o r F e m al e of C hil d b e a ri n g 
P ot e nti al, a n d C o nt r a c e pti v e R e q ui r e m e nts

1) D efi niti o ns

a) D efi niti o n of C hil d b e a ri n g P ot e nti al

F or t h e p ur p os es of t his st u d y , a f e m al e-b or n s u bj e ct is c o nsi d er e d of c hil d b e ari n g p ot e nti al 
f oll o wi n g t h e i niti ati o n of p u b erty ( T a n n er st a g e 2) u ntil b e c o mi n g p ost -m e n o p a us al, u nl ess 
p er m a n e ntl y st eril e or wit h m e di c all y d o c u m e nt e d o v ari a n f ail ur e. W o m e n w h o d o n ot m e et 
b el o w crit eri a f or b ei n g p ost- m e n o p a us al, ar e n ot p er m a n e ntl y st eril e, or d o n ot h a v e m e di c all y 
d o c u m e nt e d o v ari a n f ail ur e m ust h a v e pr e g n a n c y  t esti ng as o utli n e d b y t h e pr ot o c ol. 

W o m e n ar e c o nsi d er e d t o b e i n a p ost m e n o p a us al st at e w h e n t h e y  ar e > 5 4 y e ars of a g e wit h 
c ess ati o n of pr e vi o usl y  o c c urri n g m e ns es f or > 1 2 m o nt hs wit h o ut a n alt er n ati v e c a us e.

P er m a n e nt st erili z ati o n i n cl u d es h y st er e ct o m y, bil at er al o o p h or e ct o m y, or bil at er al 
s al pi n g e ct o m y i n a f e m al e s u bj e ct of a ny a g e. Bil at er al t u b al li g ati o n is n ot c o nsi d er e d 
p er m a n e nt st erili z ati o n.

b) D efi niti o n of M al e F e rtilit y

F or t h e p ur p os es of t his st u d y , a m al e-b or n s u bj e ct is c o nsi d er e d f ertil e aft er t h e i niti ati o n of 
p u b ert y  u nl ess p er m a n e ntl y st erili z e d b y  bil at er al or c hi d e ct o my or h as m e di c al d o c u m e nt ati o n of 
p er m a n e nt m al e i nf ertilit y . V as e ct o m y is n ot c o nsi d er e d p er m a n e nt st erili z ati o n.

2) C o nt r a c e pti o n f o r F e m al e S u bj e cts

a) St u d y D r u g Eff e cts o n P r e g n a n c y a n d H o r m o n al C o nt r a c e pti o n

G S - 4 8 7 5 is c o ntr ai n di c at e d i n pr e g n a n c y b e c a us e its t er at o g e ni cit y /f et ot o xi cit y pr ofil e is 
u n k n o w n. G S - 4 8 7 5 is n ot g e n ot o xi c. Cli ni c all y r el e v a nt dr u g- dr u g i nt er a cti o ns b et w e e n 
h or m o n all y -b as e d c o ntr a c e pti v es a n d G S - 4 8 7 5 ar e n ot e x p e ct e d. I n vitr o st u di es i n H e p a R G c ells 
usi n g r ef er e n c e s u bstr at es i n di c at e t h at G S - 4 8 7 5 d o es n ot i n d u c e C Y P 1 A 2, C Y P 2 B 6, or 
C Y P 3 A 4 e n z y m es i n v ol v e d i n m et a b olis m of c o m m o n h or m o n al c o ntr a c e pti v es. T h e l a c k of 
i n d u cti o n p ot e nti al of G S - 4 8 7 5 o n C Y P 3 A 4 w as f urt h er c o nfir m e d i n a cli ni c al dr u g -dr u g 
i nt er a cti o n st u d y, w h er e m ulti pl e d os e a d mi nistr ati o n of 4 5 0 m g G S - 4 8 7 5 di d n ot aff e ct t h e 
p h ar m a c o ki n eti cs of mi d a z ol a m ( a pr ot ot y pi c al i n vi v o pr o b e C Y P 3 A 4 s u bstr at e)
(s e e S e cti o n 1. 3. 3. 1 ). A d diti o n all y, cli ni c all y  r el e v a nt i n hi biti o n of C Y Ps d uri n g G S - 4 8 7 5
tr e at m e nt is u nli k el y, b as e d o n i n vitr o a n d cli ni c al d at a. B as e d o n t h e t ot alit y  of t h e i n vitr o a n d 
cli ni c al d at a, cli ni c all y r el e v a nt dr u g i nt er a cti o ns b et w e e n G S - 4 8 7 5 wit h h or m o n al 
c o ntr a c e pti v es ar e n ot e x p e ct e d . T h er ef or e, h or m o n al c o ntr a c e pti v es m a y  b e all o w e d as a 
c o m p o n e nt of a hi g hl y eff e cti v e c o ntr a c e pt i v e r e gi m e n b ut o nl y  w h e n us e d i n c o nj u n cti o n wit h a 
b arri er m et h o d, pr ef er a bl y a m al e c o n d o m (s e e b el o w). Pl e as e r ef er t o t h e l at est v ersi o n of t h e 
G S - 4 8 7 5 I B f or a d diti o n al i nf or m ati o n.
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b) C o nt r a c e pti o n f o r F e m al e S u bj e cts of C hil d b e a ri n g P ot e nti al

T h e i n cl usi o n of f e m al e s u bj e cts of c hil d b e ari n g p ot e nti al r e q uir es t h e us e of hi g hl y eff e cti v e
c o ntr a c e pti v e m e as ur es. W o m e n m ust h a v e a n e g ati v e s er u m pr e g n a n c y  t est at scr e e ni n g a n d a 
n e g ati v e uri n e pr e g n a n c y t est o n t h e D a y 1 visit pri or t o r a n d o mi z ati o n. P r e g n a n c y t ests will b e 
p erf or m e d as d efi n e d b y t h e s c h e d ul e of ass ess m e nts i n t h e St u d y Pr o c e d ur es T a bl es 
(A p p e n di x 2 a n d A p p e n di x 3 ). I n t h e e v e nt of a d el a y e d m e nstr u al p eri o d ( > 1 m o nt h b et w e e n 
m e nstr u ati o ns), a pr e g n a n c y  t est m ust b e p erf or m e d t o r ul e o ut pr e g n a n c y. T his als o a p pli es f or 
w o m e n of c hil d b e ari n g p ot e nti al w it h i nfr e q u e nt or irr e g ul ar p eri o ds.

F e m al e s u bj e cts m ust a gr e e t o us e 1 of t h e f oll o wi n g m et h o ds fr o m s cr e e ni n g u ntil 7 d a y s 
f oll o wi n g t h e l ast d os e of st u d y dr u g:

 C o m pl et e a bsti n e n c e fr o m i nt er c o urs e of r e pr o d u cti v e p ot e nti al. A bsti n e n c e is a n a c c e pt a bl e 
m et h o d of c o ntr a c e pti o n o nl y  w h e n it is i n li n e wit h t h e s u bj e ct’s pr ef err e d a n d us u al 
lif est yl e.

O R

 C o nsist e nt a n d c orr e ct us e of 1 of t h e f oll o wi n g m et h o ds of birt h c o ntr ol list e d b el o w :

I ntr a ut eri n e d e vi c e (I U D) wit h a f ail ur e r at e of < 1 % p er y e ar

Intr a ut eri n e h or m o n e -r el e asi n g sys t e m (I U S) wit h a f ail ur e r at e of < 1 % p er y e ar

T u b al st erili z ati o n

V as e ct o m y i n t h e m al e p art n er ( pr o vi d e d t h at t h e p art n er is t h e s ol e s e x u al p art n er a n d 
h a d c o nfir m ati o n of s ur gi c al s u c c ess 3 m o nt hs aft er pr o c e d ur e)

Ess ur e ® mi cr o -i ns ert sys t e m ( pr o vi d e d c o nfir m ati o n of s u c c ess 3 m o nt hs aft er pr o c e d ur e)

O R

 C o m bi n ati o n of h or m o n al c o ntr a c e pti v es a n d b arri er m et h o ds. F e m al e s u bj e cts w h o wis h t o 
us e a h or m o n all y- b as e d m et h o d m ust us e it i n c o nj u n cti o n wit h a b arri er m et h o d, pr ef er a bl y 
a m al e c o n d o m. F e m al e s u bj e cts w h o utili z e a h or m o n al c o ntr a c e pti v e as o n e of t h eir birt h 
c o ntr ol m et h o ds m ust h a v e c o nsist e ntl y  us e d t h e s a m e m et h o d f or at l e ast 3 m o nt hs pri or t o 
s t u d y d osi n g. H or m o n all y-b as e d c o ntr a c e pti v es a n d b arri er m et h o ds p er mitt e d f or us e i n t his 
pr ot o c ol ar e as f oll o ws: 

B arri er m et h o ds ( e a c h m et h o d m ust b e us e d wit h a h or m o n al m et h o d)

■ M al e c o n d o m ( wit h or wit h o ut s p er mi ci d e)

■ F e m al e c o n d o m ( wit h or wit h o ut s p er mi ci d e)

■ Di a p hr a g m wit h s p er mi ci d e



G S -4 8 7 5
Pr ot o c ol G S -U S -3 6 5 -4 2 3 7 Fi n al
Gil e a d S ci e n c es, I n c. A m e n d m e nt 2

C O N FI D E N TI A L P a g e 9 3 1 9 J u n e 2 0 2 0

■ C er vi c al c a p wit h s p er mi ci d e

■ S p o n g e wit h s p er mi ci d e 

H or m o n al m et h o ds ( e a c h m ust b e us e d wit h a b arri er m et h o d, pr ef er a bl y  m al e c o n d o m)

■ Or al c o ntr a c e pti v es ( eit h er c o m bi n e d or pr o g est er o n e o nl y )

■ I nj e ct a bl e pr o g est er o n e

■ S u b d er m al c o ntr a c e pti v e i m pl a nt

■ Tr a ns d er m al c o ntr a c e pti v e p at c h

■ C o ntr a c e pti v e v a gi n al ri n g

All f e m al e s u bj e cts m ust als o r efr ai n fr o m e g g d o n ati o n a n d i n vitr o f ertili z ati o n d uri n g tr e at m e nt 
a n d u ntil at l e ast 7 d a y s aft er t h e l ast st u d y dr u g d os e.

3) C o nt r a c e pti o n R e q ui r e m e nts f o r M al e S u bj e cts

It is t h e or eti c ally p ossi bl e t h at a r el e v a nt c o n c e ntr ati o n of st u d y  dr u g m a y  b e a c hi e v e d i n a 
f e m al e p art n er fr o m e x p os ur e t o t he m al e s u bj e ct’s s e mi n al fl ui d. T h er ef or e, m al e s u bj e cts wit h 
f e m al e p art n ers of c hil d be ari n g p ot e nti al m ust us e c o n d o ms d uri n g st u d y p arti ci p ati o n a n d f or 
7 d a y s aft er t h e l ast st u d y of dr u g d os e . F e m al e p art n ers of m al e st u d y s u bj e cts s h o ul d c o nsi d er 
usi n g o n e of t h e a b o v e m et h o ds of c o ntr a c e pti o n as w ell .

M al e s u bj e cts m ust als o r efr ai n fr o m s p er m d o n ati o n d uri n g tr e at m e nt a n d u ntil at l e ast 7 d a y s 
aft er t h e e n d of st u d y dr u g d osi n g .

4) U n a c c e pt a bl e Bi rt h C o nt r ol M et h o ds

Birt h c o ntr ol m et h o ds t h at ar e u n a c c e pt a bl e i n cl u d e p eri o di c a bsti n e n c e ( e g, c al e n d ar, o v ul ati o n, 
s ym pt ot h er m al, p ost- o v ul ati o n m et h o ds), wit h dr a w al ( c oit us i nt err u pt us), s p er mi ci d es o nl y, a n d 
l a ct ati o n al a m e n orr h e a m et h o d. F e m al e c o n d o m a n d m al e c o n d o m s h o ul d n ot b e us e d t o g et h er.

5) P r o c e d u r es t o b e F oll o w e d i n t h e E v e nt of P r e g n a n c y

S u bj e cts will b e i nstr u ct e d t o n otif y t h e i n v esti g at or if t h e y ( or t h eir p art n er if s u bj e ct is m al e) 
b e c o m e pr e g n a nt at a n y t i m e d uri n g t h e st u dy, or wit hi n 7 d a y s of l ast st u d y  dr u g d os e. S u bj e cts 
w h o b e c o m e pr e g n a nt or w h o s us p e ct t h at t h e y  ar e pr e g n a nt d uri n g t h e st u d y m ust r e p ort t h e 
i nf or m ati o n t o t h e i n v esti g at or a n d dis c o nti n u e st u d y dr u g i m m e di at ely. M al e s u bj e cts w h os e 
p art n er h as b e c o m e pr e g n a nt or s us p e ct s h e is pr e g n a nt d uri n g t h e st u d y ar e t o r e p ort t h e 
i nf or m ati o n t o t h e i n v esti g at or.

I nstr u cti o ns f or r e p orti n g pr e g n a n c y, p art n er pr e g n a n c y , a n d pr e g n a n c y o ut c o m e ar e o utli n e d i n 
S e cti o n 7. 7. 2. 1 .
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6) P r e g n a n c y T esti n g

All f e m al es of c hil d b e ari n g p ot e nti al will h a v e uri n e pr e g n a n c y  t esti n g e v er y 4 w e e ks , at a 
mi ni m u m, (i n cli ni c) d uri n g t h eir st u d y p arti ci p ati o n. If a uri n e pr e g n a n c y test is p ositi v e, t h e 
s u bj e ct s h o ul d st o p st u d y dr u g i m m e di at ely, c o nt a ct t h e i n v esti g at or, a n d h a v e c o nfir m at or y  
s er u m pr e g n a n c y t est i n cli ni c.




