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C o nfi d e nti alit y 
St at e m e nt:

T his d o c u m e nt is c o nfi d e nt i al.  It c o nt ai n s pr o priet ar y  inf or m ati o n 
of  Eis ai (t h e S p o ns or ).  A n y vi e wi n g or dis cl os ur e of s u c h 
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strict l y pr o hi bit e d.  S u c h i nf or m ati on m a y b e us e d s ol el y f or t h e 
p ur p os e of r e vi e wi n g or p erf or mi n g t his st u d y .
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C o m p o u n d N o.:   E 7 3 8 6; M K - 3 4 7 5; E 7 0 8 0

N a m e of A cti v e I n g r e di e nt:

( 6S , 9 aS )-N -B e n z yl - 8-( { 6-[ 3-( 4-et h yl pi p er a zi n - 1-yl) a z eti di n - 1-yl] p yri di n - 2-yl } m et h yl) - 6-( 2-fl u or o-
4 -h y dr o x y b e n z yl) -4, 7 -di o x o - 2-( pr o p- 2-e n - 1-yl) h e x a h y dr o - 2H -p yr a zi n o[ 2, 1 -c ][ 1, 2, 4]tri a zi n e-
1( 6 H )-c ar b o x a mi d e ; p e mbr oli z u m a b ; l e n v ati ni b

St u d y P r ot o c ol Titl e:

A n O p e n -L a b el, M ulti c e nt er, P h as e 1 b/ 2 St u d y of E 7 3 8 6 i n C o m bi n ati o n Wit h P e m br oli z u m a b i n 
Pr e vi o usl y Tr e at e d S u bj e cts Wit h S el e ct e d S oli d T u m ors

Sit es:

M ulti n ati o n al wit h a p pr o xi m at el y 4 0 i n v esti g ati o n al sit es i n N ort h A m eri c a, E ur o p e, a n d Asi a -
P a cifi c ( A P A C) r e gi o ns.

St u d y P e ri o d a n d P h as e of D e v el o p m e nt

T ot al st u d y p eri o d: A p pr o xi m at el y 5 0 m o nt hs; P h as e 1 b/ 2 p arts

O bj e cti v es

P ri m a r y O bj e cti v es

P h as e 1 b p a rt :

 T o ass ess t h e s af et y a n d t ol er a bilit y of E 7 3 8 6 i n c o m bi n ati o n wit h p e m br oli z u m a b i n s u bj e cts 
wit h pr e vi o usl y tr e at e d s el e ct e d s oli d t u m ors

 T o d et er mi n e t h e r e c o m m e n d e d P h as e 2 d os e ( R P 2 D) of E 7 3 8 6 i n c o m bi n ati o n wit h 
p e m br oli z u m a b

P h as e 2 p a rt :

 T o ass ess t h e o bj e cti v e r es p o ns e r at e ( O R R) of E 7 3 8 6 i n c o m bi n ati o n wit h p e m br oli z u m a b
( m el a n o m a, c ol or e ct al c a n c er [ C R C], h e p at o c ell ul ar c ar ci n o m a [ H C C]) or of E 7 3 8 6 i n 
c o m bi n ati o n wit h p e m br oli z u m a b pl us l e n v ati ni b (H C C ) a c c or di n g t o R es p o ns e E v al u ati o n 
Crit eri a i n S oli d T u m ors ( R E CI S T ) 1. 1

S e c o n d a r y O bj e cti v es

P h as e 1 b p a rt o n l y:

 T o ass ess t u m or r es p o ns e a c c or di n g t o R E CI S T 1. 1

P h as e 1 b a n d P h as e 2 p a rt s:

 T o ass ess d ur ati o n of r es p o ns e ( D O R) a c c or di n g t o R E CI S T 1. 1 p er t u m or c o h ort

 T o ass ess t h e dis e as e c o ntr ol r at e ( D C R: t h e pr o p orti o n of s u bj e cts wit h c o m pl et e r es p o ns e 
[ C R], p arti al r es p o ns e [ P R], or st a bl e dis e as e [ S D] aft er ≥ 5 w e e ks fr o m t h e first d os e) 
a c c or di n g t o R E CI S T 1. 1 p er t u m or c o h ort

 T o ass ess t h e cli ni c al b e n efit r at e ( C B R: t h e pr o p orti o n of s u bj e cts wit h C R, P R, or d ur a bl e 
S D [ d ur ati o n of S D ≥ 2 3 w e e ks]) a c c or di n g t o R E CI S T 1. 1 p er t u m or c o h ort

 T o ass ess t h e s af et y a n d t ol er a bilit y of E 7 3 8 6 i n c o m bi n ati o n wit h p e m br oli z u m a b a n d E 7 3 8 6 
i n c o m bi n ati o n wit h p e m br oli z u m a b pl us l e n v ati ni b

 T o e v al u at e t h e p h ar m a c o ki n eti c ( P K) pr ofil e of E 7 3 8 6 w h e n c o -a d mi nist er e d eit h er wit h 
p e m br oli z u m a b or wit h t h e c o m bi n ati o n of p e m br oli z u m a b pl us l e n v ati ni b 
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2. M al e or f e m al e, a g e ≥ 1 8 y e ars ( or a n y a g e ≥ 1 8 y e ars as d et er mi n e d b y c o u ntr y l e gisl a ti o n) at 
t h e ti m e of i nf or m e d c o ns e nt. 

3. Lif e e x p e ct a n c y of ≥ 1 2 w e e ks.

4. H a v e a hist ol o gi c all y or c yt ol o gi c all y -d o c u m e nt e d, a d v a n c e d ( m et ast ati c a n d/ or u nr es e ct a bl e) 
s el e ct e d s oli d t u m or f or w hi c h pri or st a n d ar d s yst e mi c t h er a p y h as f ail e d.  S el e ct e d t u m or 
t yp e s: m el a n o m a ( e x cl u di n g u v e al m el a n o m a), C R C, H C C .

5. F or M el a n o m a C o h o rt o nl y ( P h as e 2 p a rt), s u bj e ct m ust h a v e:

a. U nr es e ct a bl e St a g e III or St a g e I V m el a n o m a, p er A m eri c a n J oi nt C o m mitt e e o n C a n c er 
st a gi n g s yst e m v ersi o n 8, n ot a m e n a bl e t o l o c al t h er a p y.

b. At l e ast o n e m e as ur a bl e l esi o n b y c o m p ut er t o m o gr a p h y (C T ) or m a g n et i c r es o n a n c e 
i m ag er y ( M RI ) b as e d o n R E CI S T 1. 1 ( c ut a n e o us l esi o ns a n d ot h er s u p erfi ci al l esi o ns ar e 
n ot c o nsi d er e d m e as ur a bl e l esi o ns f or t h e p ur p os es of t his pr ot o c ol b ut m a y b e c o nsi d er e d 
as n o nt ar g et l esi o ns).

◦ L esi o ns i n a pr e vi o usl y irr a di at e d ar e a s h o ul d n ot b e c o nsi d er e d m e as ur a bl e u nl ess 
t h ere h as b e e n d o c u m e nt e d gr o wt h of t h e l esi o ns si n c e t h e c o m pl eti o n of r a di ot h er a p y.

c. Pr o gr ess e d o n or aft er pri or tr e at m e nt wit h o n e a nti -P D -1/ P D -L 1 m A b a d mi nist er e d eit h er 
a s m o n ot h er a p y or i n c o m bi n ati o n wit h ot h er c h e c k p oi nt i n hi bit ors or ot h er t h er a pi es.  
P D -1 pr o gr essi o n is d efi n e d as: 

◦ H as r e c ei v e d at l e ast 2 d os es of a n a p pr o v e d a nti -P D -1/ P D -L 1 m A b ( e g, 
p e m br oli z u m a b, ni v ol u m a b, ni v ol u m a b pl us i pili m u m a b) a n d

◦ H as d e m o nstr at e d dis e as e pr o gr essi o n aft er P D -1/ P D -L 1 as d efi n e d b y R E CI S T v 1. 1.  
Pr o gr essi v e dis e as e h as b e e n d o c u m e nt e d wit hi n 1 2 w e e ks fr o m t h e l ast d os e of a nti -
P D -1/ P D -L 1 m A b (r efr a ct or y dis e as e).  T h e i niti al e vi d e n c e of dis e as e pr o gr essi o n is 
t o b e c o nfir m e d b y a s e c o n d ass ess m e nt n o l ess t h a n 4 w e e ks fr o m t h e d at e of t h e first 
d o c u m e nt e d pr o gr essi v e dis e as e, i n t h e a bs e n c e of r a pi d cli ni c al pr o gr essi o n.

◦ T his d et er mi n ati o n is m a d e b y t h e i n v esti g at or.  O n c e pr o gr essi v e dis e as e is 
c o nf irm e d, t h e i niti al d at e of dis e as e pr o gr essi o n d o c u m e nt ati o n will b e c o nsi d er e d t h e 
d at e of dis e as e pr o gr essi o n.

d. R e c ei v e d o nl y 1 or, if B R A F m ut ati o n p ositi v e , 2 li n es of t h er a p y i n t h e l o c all y a d v a n c e d 
or m et ast ati c s etti n g pri or t o st u d y e nr ol lm e nt . N ot e: A dj u v a nt a nti -P D -1/ P D -L 1 m A b / 
B R A F i n hi bit or tr e at m e nt will b e c o u nt e d as pri or li n e of tr e at m e nt if r el a ps e o c c urr e d 
d uri n g a cti v e tr e at m e nt or wit hi n 1 2 w e e ks of tr e at m e nt dis c o nti n u ati o n. 

e. N o r estri cti o n wit h r e g ar ds t o P D -L 1 a n d B R A F st at us

f. I n c as e m el a n o m a is k n o w n t o b e B R A F m ut ati o n p ositi v e , s u bj e cts m ust h a v e pr o gr ess e d 
o n o n e pri or B R A F i n hi bit or.

6. F or C R C C o h o rt o nl y ( P h as e 2 p a rt), s u bj e cts m ust h a v e r ec ei v e d at l e ast t w o pri or s yst e mi c 
t h er a pi es fr o m t h e f oll o wi n g, i n a dj u v a nt a n d/ or m et ast ati c s etti n g , if a p pr o v e d a n d l o c all y 
a v ail a bl e (n ot e x c e e di n g 4 li n es of t h er a pi es i n t h e m et ast ati c s etti n g, pr o gr ess e d o n at l e ast 1 
pri or r e gi m e n i n t h e m et ast ati c s etti n g or c o ul d n ot t ol er at e st a n d ar d tr e at m e nt ):

N ot e: A dj u v a nt c h e m ot h er a p y c o u nts as pri or s yst e mi c tr e at m e nt i n t h e m et ast ati c s etti n g if 
t h ere is d o c u m e nt e d dis e as e pr o gr essi o n wit hi n 6 m o nt hs of tr e at m e nt c o m pl eti o n.

N ot e: If a s u bj e ct is d et er mi n e d t o b e i nt ol er a nt t o pri or st a n d ar d tr e at m e nt, t h e s u bj e ct m ust 
h a v e r e c ei v e d at l e ast of 2 c y cl es of t h at t h er a p y.

a. Fl u or o p yri mi di n e, iri n ot e c a n a n d o x ali pl ati n

N ot e: C a p e cit a bi n e is a c c e pt a bl e as e q ui v al e nt t o fl u or o p yri mi di n e i n pri or tr e at m e nt.



Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 4 4 of 2 1 0

N ot e: S u bj e cts w h o h a v e pr e vi o usl y r e c ei v e d fl u or o p yri mi di n e, o x ali pl ati n, a n d iri n ot e c a n 
as p art of t h e s a m e a n d o nl y c h e m ot h er a p y r e gi m e n, e g, fl u or o ur a cil, l e u c o v ori n, 
o x ali pl ati n, a n d iri n ot e c a n (F O L F O XI RI ) or fl u or o ur a cil, l e u c o v ori n, iri n ot e c a n a n d 
o x ali pl ati n (F O L FI RI N O X ), ma y b e eli gi bl e aft er dis c ussi o n wit h t h e S p o ns or.

b. C h e m ot h er a p y wit h or wit h o ut a n a nti - vas c ul ar e n d ot h eli al gr o wt h f a ct or (V E G F ) m A b 
( e g, b e v a ci z u m a b)

c. C h e m ot h er a p y wit h a nti -e n d ot h eli al gr o wt h f a ct or r e c pt or ( E G F R ) m A b ( c et u xi m a b or 
p a nit u m u m a b) f or s u bj e cts wit h R A S ( K R A S/ N R A S) wil d t y p e ( W T) C R C

N ot e: R A S ( K R A S/ N R A S) W T s u bj e cts wit h ri g ht or l eft C R C l esi o ns w h o m a y h a v e n ot 
b e e n tr e at e d wit h a nti -E G F R m A b b as e d o n l o c al g ui d eli n es ar e eli gi bl e

d. B R A F i n hi bit or (i n c o mbi n ati o n wit h c et u xi m a b ± bi ni m eti ni b) f or B R A F V 6 0 0 E m ut at e d 
t u m ors.

7. S u bj e cts wit h H C C ( P h as e 2 p a rt) m ust h a v e:

a. A di a g n osis of H C C t h at is hist ol o gi c all y or c yt ol o gi c all y c o nfir m e d ( e x cl u di n g 
fi br ol a m ell ar, s ar c o m at oi d or mi x e d c ol a n gi o- H C C t u m ors) or cli ni c all y c o nfir m e d 
a c c or di n g t o A m eri c a n Ass o ci ati o n f or t h e St u d y of Li v er Dis e as e crit eri a i n cirr h oti c 
s u bj e cts. S u bj e cts wit h o ut cirr h osis r e q uir e hist ol o gi c al c o nfir m ati o n of di a g n osis.

b. St a g e B ( n ot a m e n a bl e t o l o c or e gi o n al t h er a p y or r efr a ct or y t o l o c or e gi o n al t h er a p y, a n d 
n ot a m e n a bl e t o a c ur ati v e tr e at m e nt ) or st a g e C b as e d o n B ar c el o n a Cli ni c Li v er C a n c er 
st a gi n g S yst e m a n d C hil d-P u g h cl ass A o nl y.

c. S u bj e cts m ust h a v e r e c ei v e d o nl y o n e pri or li n e of s yst e mi c t h er a p y i n t h e l o c all y a d v a n c e d 
or m et ast ati c s etti n g , a n d m ust h a v e pr o gr ess e d o n tr e at m e nt wit h a n a nti -P D -1/ P D -L 1 
m A b a d mi nist er e d eit h er as m o n ot h er a p y, or i n c o m bi n ati o n wit h ot h er c h e c k p oi nt 
i n hi bit ors or ot h er t h er a pi es. N ot e: S u bj e cts m ust h a v e r e c ei v e d at l e ast 2 d os es of t h e
a nti - P D -1/ P D -L 1 m A b . 

8. F or s u bj e cts wit h H C C :

a. I n c as e of h e p atitis B s urf a c e a nti g e n (H Bs A g ) ( +) s u bj e cts: A nti vir al t h er a p y f or h e p atitis 
B vir us ( H B V) m ust b e gi v e n f or at l e ast 3 m o nt hs pri or t o t h e first d os e of st u d y dr u g, a n d 
H B V vir al l o a d m ust b e l ess t h a n 1 0 0 I U/ m L pri or t o t h e first d os e of st u d y dr u g

◦ S u bj e cts w h o ar e H Bs A g ( +) a n d o n a cti v e H B V t h er a p y wit h vir al l o a ds u n d er 1 0 0 
I U/ m L s h o ul d st a y o n t h e s a m e t h er a p y w hil e o n st u d y dr u g .

◦ S u bj e cts wit h o ut H B V pr o p h yl a xis w h o ar e a nti -h e p atitis B c or e a nti b o d y (H B c A b )
( +) a n d/ or a nti- H Bs A b ( +) b ut n e g ati v e f or H Bs A g a n d H B V D N A d o n ot r e q uir e 
pr o p h yl a xis.

◦ S u bj e cts wit h H B V pr o p h yl a xis w h o ar e a nti -H B c A b ( +) a n d/ or a nti - H Bs A b ( +) b ut 
n e g ati v e f or H Bs A g a n d H B V D N A s h o ul d c o nti n u e t h e pr o p h yl a xis.

◦ All t h e s u bj e cts a b o v e n e e d m o nit ori n g wit h H B V D N A e v er y 3 w e e ks w hil e o n st u d y 
dr u g .

b. T h er a p y f or h e p atitis C vir us ( H C V ) m ust b e c o m pl et e d at l e ast 4 w e e ks pri or t o first d os e 
of st u d y dr u g i n c as e of h e p atitis C s u bj e cts w h o ar e o n a cti v e H C V tr e at m e nt.  H e p atitis C 
s u bj e cts w h o ar e u ntr e at e d or u n c ur e d m a y als o b e e nr oll e d

9. Tri pl et tr e at m e nt c o h orts o nl y:   A d e q u at el y c o ntr oll e d bl o o d pr ess ur e ( B P) wit h or wit h o ut 
a nti h y p ert e nsi v e m e di c ati o ns, d efi n e d as B P ≤ 1 5 0/ 9 0 m m H g at S cr e e ni n g/ B as eli n e a n d n o 
c h a n g e i n a nti h y p ert e nsi v e m e di c ati o ns wit hi n 1 w e e k b ef or e st arti n g tr e at m e nt i n t his st u d y .  

1 0. E C O G P S of 0 t o 1.
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5 E T HI C S

5. 1 In stit uti o n al R e vi e w B o ar d s/I n d e p e n d e nt Et hi c s C o m mitt e e s

T h e pr ot o c ol, i nf or m e d c o ns e nt f or m (I C F), a n d a p pr o pri at e r el at e d d o c u m e nts m ust b e 
r e vi e w e d a n d a p pr o v e d b y a n I nst ituti o n al  R e vi e w B o ar d (I R B) or I n d e p e n d e nt Et hi cs 
C o m mitt e e (I E C) c o nstit ut e d a n d f u n ct i oni n g i n a c c or d a n c e wit h t he I nter n ati o n al C o u n cil 
f or H ar m o nis at i on of  T e c h ni c al R e q uir e m e nts f or P h ar m a c e ut i c als f or H u ma n Us e (I C H) E 6 
(G C P ), S e cti o n 3, a n d a n y  lo c al  r e g ul ati ons .  A n y pr ot o c ol  a me n d m e nt or r e vi sio n  t o t h e I C F 
will b e r es u b mitt e d t o t h e I R B/I E C f or r e vi e w a n d a p pr o v al , e x c e pt f or c h a n g es i n v ol vi n g 
o nl y  lo gi sti c al  or a d mi nistr ati v e as p e cts of t h e st u d y ( e g, c h a n g e i n cli ni c al r es e ar c h ass o ci at e 
(C R As ), c h a n g e of t ele p h o n e n u m b er[s]).  D o c u m e nt ati o n of I R B/I E C c o m pli a n c e wit h t h e 
I C H E 6 a n d a n y l o c al r e g ul ati o ns r e g ar di n g c o nst ituti o n a n d r e vi e w c o n d u ct will b e pr o vi d e d 
t o t h e S p o ns or .

D o c u m e nt e d st u d y a p pr o v al  fr o m t h e I R B/I E C c h air m a n m ust b e s e nt t o t h e pri n ci p al 
i n v esti g at or (or if r e gi o n all y r e q uir e d, t h e h e a d of t h e m e di c al i nst ituti o n) wi t h a c o p y t o t h e 
S p o ns or b e f or e st u d y st art a n d t h e r el e as e of a n y st u d y dr u g t o t h e sit e b y t h e S p o ns or or i t s 
d esi g n e e (I C H E 6, S e cti o n 4. 4).  If t h e I R B/I E C d e ci d es t o s us p e n d or t er mi n at e t h e st u d y , 
t he i n v est i g at or (or if r e gi o n all y  r e q uir e d, t h e h e a d of t h e me di c al i nst ituti o n ) will 
i m m e di at el y s e n d t h e n otic e of st u d y  s us p e nsio n  or t er mi n ati on b y t h e I R B/I E C t o t h e 
S p o ns or .

St u d y  pr o gr e s s is t o b e r e p ort e d t o I R B/I E Cs a n n u all y (or a s r e q ui r e d) b y t h e i n v esti g at or or 
S p o ns or , d e p e n di n g o n l o c al r e g ul at or y o bli g ati o n s.  If t h e in v est i g at or is r e q uir e d t o r e p ort t o 
t he I R B/I E C, h e/s h e will f or w ar d a c o p y  t o t h e S p o ns or at t h e ti m e of e a c h p eri o di c r e p ort.  
T h e i n v est i g at or(s) or t h e S p o ns or will s u b mit, d e p e n di n g o n l o c al r e g ul ati o ns, p eri o di c 
r e p orts a n d i nf or m t h e I R B/I E C (or if r e gio n all y  r e q uir e d, t h e i n v esti g at or a n d t h e r el e v a nt 
I R B vi a t h e h e a d of t h e m e di c al i nst ituti o n) of  a n y r e p ort a bl e a d v ers e e v e nts (A Es) p er I C H 
g ui d eli n es a n d l o c al I R B/I E C st a n d ar ds of pr a cti c e.  U p o n c o m pl et i on of t h e st u d y , t h e 
i n v esti g at or will pr ovi d e t h e I R B/I E C wit h a bri ef r e p ort of t h e o ut c o m e of t h e st u d y, if 
r e q uir e d.

A t th e e n d of t h e st u d y , t h e S p o ns or s h o ul d n otif y t h e I R B/I E C a n d C o m p et e nt A ut h orit y 
(C A) wit hi n 9 0 d a ys.   T h e e n d of t h e st u d y will b e t he ti m e o f d at a c ut -off f or t h e fi n al 
a n al ys is or t he d at e of t h e l ast st u d y  vi sit or l a st st u d y  ass ess m e nt f or t h e l ast s u bj e ct i n t h e 
st u d y, w hi c h e v er o cc urs l at er .  T h e S p o ns or s h o ul d als o pr o vi d e t h e I R B/I E C wit h a 
s u m m ar y of t h e st u d y’ s o ut c o me.

I n t h e c as e of e arl y t er mi n ati on/t e m p or ar y  h alt of t h e st u d y , t h e i n v esti g at or or d e si g n e e, as 
a p pr o pri at e, s h o ul d n otif y t h e I R B/I E C a n d C A wit hi n 1 5 c al e n d ar d a ys, a n d a d et ail e d 
wri tt e n e x pl a n ati o n of t h e r e as o ns f or t h e t er mi n ati o n/ h alt s h o ul d b e gi v e n.
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5. 2 E t hi c al C o n d u ct of t h e St u d y

T hi s 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 st a n d ar d o p er ati n g pr o c e d ur es ( S O Ps) of  t h e 
S p o ns or (or d e si g n e e), w hi c h ar e d esi g n e d t o e ns ur e a d h er e n c e t o G C P g ui d eli n es as r e q uir e d 
b y t h e f o ll owi n g:

 Pri n ci pl es of t h e W orl d M e di c al Ass o ci at i on D e cl ar ati o n of  H elsi nki 2 0 1 3

 I C H E 6 G uid eli n e f or G C P (C P M P/I C H/ 1 3 5/ 9 5) of t h e E ur o p e a n A g e n c y f or t h e 
E v al u at i on of M e di ci n al Pr o d u cts, C o m mitt e e f or Pr o pri et ar y  M e di ci n al Pr o d u cts, 
I nt er n ati o n al C ou n cil f or H ar m o nis at i on of T e c h ni c al R e q uir e m e nts f or P h ar m a c e ut i c als 
f or H u m a n Us e

 Ti tle 2 1 of t h e U nit e d St at es C o d e of F e d er al R e g ul at i ons (U S 2 1 C F R) r e g ar di n g cli ni c al 
st u dies, i n cl u di n g P art 5 0 a n d P art 5 6 c o n c er ni n g i nf or m e d s u bj e ct c o ns e nt a n d I R B 
r e g ulat i ons a n d a p pli c a bl e s e ct i on s of U S 2 1 C F R P art 3 1 2

 E ur o p e a n G o o d Cl i ni c al Pr a cti c e Dir e cti v e 2 0 0 5/ 2 8/ E C a n d Cli ni c al Tri al Dir e cti v e 
2 0 0 1/ 2 0/ E C f or st u di es c o n d u ct e d wit hi n a n y  E U c o u ntr y.  All s us p e ct e d u n e x p e ct e d 
s erio us a d v ers e e v e nt ( S U S A Rs ) will b e r e p ort e d, as r e q uir e d, t o t h e C o m p et e nt 
A ut h ori tie s of  all in v o l v e d EU m e m b er st at es

 Ot h er a p pli c a bl e r e g ul at or y  a ut h orities ’ r e q uir e m e nt s or dir e cti v es

5. 3 S u bj e ct I nf or m ati o n a n d I nf or m e d C o n s e nt

As p art of a d mi nist eri n g t h e i nf or m e d c o ns e nt d o c u m e nt, t h e i n v est i g at or m ust e x pl ai n t o 
e a c h s u bj e ct (or t he s u bj e ct’s l eg all y  a u t hori z e d r e pr es e nt ati v e), t he n at ur e of t h e st u d y , it s 
p ur p os e, t h e pr o c e d ur es i n v ol v e d, t h e e x p e ct e d d ur ati o n, t h e p ot e n ti al ris ks a n d b e n efits 
i n v ol v e d, a n y p ot e nti al dis c o mf ort, p ot e nti al alt er n ati v e pr o c e d ur e(s) or c o urs e (s) of 
tr e at me nt a v ail a bl e t o t h e s u bj e ct, a n d t h e e xt e nt of m ai nt ai ni n g c o nfi d e nti alit y of t h e 
s u bj e ct’s r e c or ds.  E a c h s u bj e ct m ust b e i nf or m e d t h at p arti ci p at i on i n t h e st u d y is v o l unt ar y , 
t hat h e/s h e m a y  wit hdr a w fr o m  t h e st u d y at a n y tim e, a n d t h at wit h dr a w al of c o ns e nt will n ot 
af f e ct his/ h er s u bs e q u e nt m e di c al tr e at m e nt or r el ati o ns hi p wit h t h e tr e ati n g p h ysi ci a n.

T his i nf or m e d c o ns e nt s h o ul d b e gi v e n b y m e a ns of a st a n d ar d writt e n st at e m e nt or el e ctr o ni c 
v ersi o n, if all o w e d p er c o u ntr y -s p e cifi c r e g ul at i ons , wri tt e n i n n o nt e c h ni c al l a n g u a g e.  T h e 
s u bj e ct (or t h e s u bj e ct’s l e g all y a ut h ori z e d r e pr es e nt ati v e) s h o uld u n d erst a n d t h e st at e m e nt 
b ef or e si g ni n g a n d d at i n g it a n d will b e gi v e n a c o p y of t h e si g n e d d o c u m e nt.  If a s u bj e ct is 
u n a bl e t o r e a d or if a l e g all y a ut h ori z e d r e pr es e nt ati v e is u n a bl e t o r e a d, a n i m p arti al wi t ness 
s h o uld b e pr es e nt d uri n g t h e e nt ire i nf or m e d c o ns e nt dis c ussi o n. A fter t h e I C F a n d a n y ot h er 
wri tt e n i nf or mat i on t o b e pr o vi d e d t o s u bj e cts is r e a d a n d e x pl ai n e d t o t h e s u bj e ct (or t h e 
s ubj e ct’ s l e g all y a ut h ori z e d r e pr es e nt ati v e), a n d aft er t h e s u bj e ct (or t h e s u bj e ct’s l e g all y 
a ut h ori z e d r e pr es e nt ati v e) h as or all y  c o ns e nt e d t o t h e s u bj e ct’s p arti ci p at i on i n t h e st u d y a n d, 
if c a p a bl e of d oi n g s o, h as si g n e d a n d p ers o n all y d at e d t h e I C F, t he wi t ne s s s h o ul d si g n a n d 
p ers o n all y d at e t h e c o ns e nt f or m.  T h e s u bj e ct will b e as k e d t o si g n a n I C F at t h e S cr e e ni n g 
Vi sit b ef or e a n y st u d y -s p e cifi c pr o c e d ur es ar e p erf or m e d.  N o s u bj e ct c a n e nt er t h e st u d y  
b ef or e his/ h er i nf or m e d c o ns e nt h as b e e n o bt ai n e d.
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I n t h e c as e of a s u bj e ct l a c ki n g c a p a cit y t o c o ns e nt i n t h e i n v esti g at or's o pi ni on, s u bj e ct's 
a s s e nt pl u s wri tt e n i nf or m e d c o ns e nt of a l e gall y a ut h ori z e d r e pr e s e nt ativ e s h o ul d b e 
o bt ai n e d, if r e q uir e d i n a c c or d a n c e wit h l oc al  la w s, r e g ul ati ons, a n d c u st o ms.  I n c o u ntries 
w h er e l o c al l a ws/r e g ul ati o ns a n d c ust o ms d o n ot p er mit s u bj e cts l a c ki n g c a p a cit y t o co ns e nt 
t o p artici p at e i n t hi s st u d y ( e g, G er m a n y a n d S p ai n), t h e s u bj e cts will n ot b e e nr oll e d.  
C a p a cit y t o co ns e nt a n d d efi nit i on of l e g all y a ut h oriz e d r e pr es e nt ati v e s h o ul d b e d et er mi n e d 
i n a c c or d a n c e wit h a p pli c a bl e l o c al l a ws a n d r e g ul ati o ns.  T h e i n v esti g at or s h all r e ass ess 
c o ns e nt c a p a cit y at p eri o di c i nt er v als d uri n g t h e s u bj e ct’s i n v o l v e m e nt i n t h e st u d y, a n d w h e n 
a s u bj e ct's f a mil y  me m b er e x pr ess es c o n c er n a b o ut t h e s u bj e ct's st u d y  p artici p at i on.  T h e 
m et h o d a n d fr e q u e n c y o f r e ass ess m e nt of c a p a city is at t h e i n v esti g at or’s dis cr eti on (t a ki n g 
i nto a c c o u nt a n y  r el e v a nt lo c al  la ws a n d r e g ul at i ons).  D uri n g t h e st u d y , s h o uld a s u bj e ct 
d e cli n e t o t h e p oi nt of l a c ki n g c a p a cit y i n t h e i n v esti g at or's o pi ni on, t h e i n v est i g at or s h o ul d 
o bt ai n t h e ass e nt of t h e s u bj e ct a n d c o ns e nt of a l eg all y  a ut h oriz e d r e pr es e nt ati v e i n 
a c c or d a n c e wit h l o c al l a ws/r e g ul at i ons a n d c ust o ms f or t h e s u bj e ct t o c o nti n u e i n t h e st u d y.  
I n c o u ntrie s w h er e l o c al  la w s/r e g ul ati o ns d o n ot p er mit s u bj e cts l a c ki n g c a p a cit y t o c o ns e nt 
t o c o nti n u e i n t his st u d y ( e g, G er ma n y ), t h e n s u bj e cts w h o h a v e d e cli n e d t o t h e p oi nt of 
l a c ki n g c a p a city t o c o ns e nt d uri n g t h e st u d y  will b e dis c o nt i n u e d.  

A n el e ct ro ni c c o ns e nt ( e C o ns e nt) pr o c ess m a y b e us e d, if all o w e d p er c o u ntr y r e g ul at i ons, 
a gr e e d b y  S p o ns or a n d a p pr o v e d b y I R B/ E C.  

A n u nsi g n e d c o p y  of a n I R B/I E C-a p pr o v e d I C F m ust b e pr e p ar e d i n a c c or d a n c e wit h I C H 
E 6, S e cti o n 4, a n d all a p pli c a bl e l o c al r e g ul ati o ns . E a c h s u bj e ct m ust si g n a n a p pr o v e d I C F 
b ef or e st u d y  p artici p at i on.  T h e f or m m ust b e si g n e d a n d d at e d b y  t h e a p pr o priat e p arti e s.  
T h e ori gi n al , si g n e d I C F f or e a c h s u bj e ct will b e v erifi e d b y t h e S p o ns or a n d k e pt o n fil e 
a c c or di n g t o l o c al pr o c e d ur es at t h e sit e.   

T h e s u bj e c t ( or t h e s u bj e ct’s l e g all y a ut h ori z e d r e pr es e nt ati v e) s h o uld b e i nf or m e d i n a 
ti m el y ma n n er if n e w i nf or m ati o n b e c o m e s a v ail a bl e t h at m a y b e r el e v a nt t o t h e s u bj e ct’s 
willi n g n ess t o c o nti n u e p arti ci p at i on i n t h e st u d y.  T h e c o m m u ni c ati on of t his i nf or m at i on 
s h o uld b e d o c u m e nt e d .

Wit h r e g ar d t o t h e p h ar m a c o g e n o mi c ( P G) ass ess m e nts d es cri b e d i n S e cti o n 9. 5. 1. 3. 2 , a n 
i nf or me d c o ns e nt f or c oll e ct i on of s a m pl es d uri n g t h e st u d y  for P G a n al ysis will b e pr e p ar e d 
s e p ar at el y.  S u bj e ct s ma y st ill p arti ci p at e i n t h e st u d y if t h e y d o n ot gi v e i nf or m e d c o ns e nt 
f or P G a n al ysis.

6 I N V E S TI G A T O R S A N D S TU D Y P E R S O N N E L

T hi s st u d y will b e c o n d u ct e d b y q u alifi e d i n v esti g at ors u n d er t h e S p o ns or s hi p of Eis ai (t he 
S p o ns or ) at a p pr o xi m at el y 4 0 i n v esti g ati on al sit es i n N ort h A m eri c a, E ur o p e, a n d Asi a -
P a cifi c ( A P A C) r e gi o ns.

T h e n a m e a n d t el e p h o n e a n d f a x n u m b ers of t h e m e di c al m o nit or a n d ot h er c o nt a ct p ers o n n el 
at t h e S p o ns or a n d of t h e c o ntr a ct r es e ar c h or g a ni z ati o ns (C R Os) ar e list e d i n t h e I n v esti g at or 
St u d y  Fil e pr o vi d e d t o e a c h sit e.
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7 I N T R O D U C TI O N

7. 1 C o m p o u n d O v er vi e w

7. 1. 1 B a c k gr o u n d of E 7 3 8 6

E 7 3 8 6 i s a p ot e nti al first i n cl ass W nt/ β - c at e ni n si g n ali n g p at h w a y m o d ul at or.  E 7 3 8 6 
i n hi bits pr ot ei n-pr ot ei n i nt er a ct i on b et w e e n a tr a ns cri pt i on al c o -a cti v at or, c A M P r es p o ns e 
el e m e nt bi n di n g pr ot ei n (C R E B )-bi n di n g pr ot ei n (C B P ) a n d β -c at e ni n, r es ult i n g i n t h e 
m o d ul at i on of W nt/ β - c at e ni n si g n ali n g p at h w a y-d e p e n d e nt g e n e e x pr essi o n.  E 7 3 8 6 c a n 
i n hi bit n ot o nl y li g a n d-d e p e n d e nt a cti v ati o n b ut al s o a d e n o m at o us p ol y p osis c o li (A P C ) or β-
c at e ni n m ut ati o n -d e p e n d e nt a cti v at i on of W nt/ β- c at e ni n si g n ali n g b e c a us e o f t he d o w nstr e a m 
a cti o n of  E 7 3 8 6 o n A P C a n d β-c at e ni n i n t h e W nt/ β -c at e ni n si g n ali n g c as c a d e.  T h er ef or e, 
E 7 3 8 6 i s c o nsi d er e d t o b e p ot e nti all y acti v e i n t u m or s wit h a b err a nt W nt/ β -c at e ni n si g n ali n g 
a cti v at i on.  I n a d di tio n, E 7 3 8 6 als o h as t h e p ot e nti al t o eli mi n at e dr u g -r e sist a nt c a n c er st e m 
c ells a n d t u m or -i niti ati n g c ells vi a f or c e d diff er e nti ati o n, a n d t o s e nsiti z e or r e-s e nsit i z e 
r esist a nt t u m ors t o c o n v e nt i on al t h er a p y  a s a mo n ot h er a p y , a n d i n c om bi n at i on wi t h 
c h e m ot h er a p y a n d ot h er a g e nts ( K a h n, 2 0 1 4 ).  I n vi v o, or al a d mi nistr ati o n of E 7 3 8 6 
sig nifi c a nt l y i n hi bit e d i nt esti n al p ol y p f or mat i on i n A p cMi n/ + mi c e ( a n e n gi n e er e d m o us e 
m o d el  w her e a b err a nt a cti v ati o n of  t h e W nt/ β-c at e ni n p at h w a y g e n er at es s p o nt a n e o us 
p ol y p osis i n i n t esti n e).  T his d e m onstr at es t h at E 7 3 8 6 m o d ul at e d t h e W nt/ β -c at e ni n p at h w a y 
i n vi v o.  E 7 3 8 6 als o d e m o nstr at e d a ntit u m or a cti vit y  a g ai n st mo us e m a m m ar y t u m or s 
d e v el o p e d i n m o us e m a m m ar y t u m or vir us ( M M T V) -W nt 1 tr a ns g e ni c mi c e. T h es e i n vi v o 
n o n cli ni c al r es ults s u g g est t h at E 7 3 8 6 m a y  pr o vi d e a n o v el a nti c a n c er t h er a p y a g ai nst 
m ali g n a n ci es wit h a b err a nt a cti v at i on of W nt/ β -c at e ni n p at h w a y (Y a m a d a, et al ., 2 0 2 1).

7. 1. 2 B a c k gr o u n d of P e m br oli z u m a b

P e m br oli z u m a b is a p ot e nt h u m a ni z e d i m m u n o gl o b uli n G 4 (I g G 4) m o n o cl o n al a nt i b o d y 
( mA b) wi t h hi g h s p e cifi city of  bi n di n g t o t h e pr o gr a m m e d c ell d e at h 1 ( P D-1) r e c e pt or, t h us 
i n hi biti n g its i nt er a ctio n wi t h pr o gr a m m e d c ell d e at h li g a n d 1 ( P D-L 1) a n d pr o gr a m m e d c ell 
d e at h li g a n d 2 ( P D -L 2). B as e d o n n o n cli ni c al i n vitr o d at a, p e m br oli z u m a b h as hi g h affi nit y 
a n d p ot e nt r e c e pt or bl o c ki n g a ct i vity f or P D-1. P e m br oli z u m a b h as a n a c c e pt a bl e 
n o n cli ni c al s af et y pr ofil e a n d is i n cli ni c al d e v el o p m e nt as a n i ntr a v e n o us (I V) 
i m m u n ot h er a p y for a d v a n c e d m ali g n a n ci es. K e ytr u d a ® ( p e m br oli z u m a b) is i n di c at e d f or t h e 
tr e at me nt of p ati e nts a cr oss a n u m b er of i n di c at i ons. F or m or e d et ails o n s p e cifi c i n di c ati o ns 
r ef er t o t h e I n v esti g at or’s Br o c h ur e (I B)/ a p pr o v e d l a b eli n g f or d et ail e d b a c k gr o u n d 
i nf or mat i on o n M K - 3 4 7 5.

T h e i m p ort a n c e of i nt a ct i m m u n e s ur v eill a n c e f u n cti o n i n c o ntr olli n g o ut gr o wt h of n e o pl asti c 
tr a nsf or m ati o ns h as b e e n k n o w n f or d e c a d es (Di sis , 2 0 1 0). A c c u m ul at i n g e vi d e n c e s h o ws a 
c orr el at i on b et w e e n t u m or -i nfiltr ati n g l y m p h o c yt es i n c a n c er tiss u e a n d f a v or a bl e pr o g n osis 
i n v ari o u s m ali g n a n ci es. I n p arti c ul ar, t h e pr es e n c e of C D 8 + T-c ells a n d t h e r ati o of C D 8 + 
eff e ct or T c ells/ F o x P 3 + r e g ul at or y  T-c ells c orr el at e s wi t h im pr o v e d pr o g n osis a n d l o n g -t er m 
s ur vi v al i n s o li d m ali g n a n ci es, s u c h as o v ari a n, c ol or e ct al, a n d p a n cr e at i c c a n c er; 
h e p at o c ell ul ar c ar ci n o m a ( H C C); m ali g n a nt m el a n o m a; a n d r e n al c ell c ar ci n o m a. T u m or -
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i nfiltr ati n g l y m p h o c yt es c a n b e e x p a nd e d e x vi v o a n d r ei nf us e d, i n d u ci n g d ur a bl e o bj e cti v e 
t u mor r es p o ns es i n c a n c ers s u c h as m el a n o m a (D u dl e y , et al ., 2 0 0 5; H u n d er , et al., 2 0 0 8 ).

T h e pr o gr a m m e d c ell d e at h pr ot ei n 1 (P D - 1) r e c e pt or-li g a n d i nt er a cti o n is a m aj or p at h w a y 
hij a c k e d b y  t u mor s t o s u p pr ess i m m u n e c o ntr ol. T h e n or m al f u n cti o n of  P D-1, e x pr ess e d o n 
t he c ell s urf a c e of a cti v at e d T c ells u n d er h e alt h y c o n dit i on s, i s t o d o w n-m o d ul at e u n w a nt e d 
or e x c essi v e i m m u n e r es p o ns es, i n cl u di n g a ut oi m m u n e r e a ct i ons. E n c o d e d b y  t h e g e n e 
P d c d 1, P D -1 is a n i m m u n o gl o b uli n s u p erf a mil y m e m b er r el at e d t o cl ust er of diff er e nt i ati on 
2 8 ( C D 2 8) a n d c y t ot o xic T -l y m p h o c yt e-a s s o ci at e d pr ot ei n 4 ( C T L A -4) t h at h as b e e n s h o w n 
t o n e g ati v el y r e g ul at e a nti g e n r e c e pt or si g n ali n g u p o n e n g a g e m e nt of its li g a n ds ( P D L 1 
a n d/ or P D -L 2) (Gr e e n w al d , et al ., 2 0 0 5; O k a z a ki , et al ., 2 0 0 1).

T h e str u ct ur e of m uri n e P D -1 h as b e e n r es o l v e d (Z h a n g , et al ., 2 0 0 4). P D -1 a n d its f a mil y 
m e m b ers ar e t y p e I tr a n s m e m br a n e gl y c o pr ot ei ns c o nt ai ni n g a n I g -v ari a bl e – t yp e d o m ai n 
r es p o nsi bl e f or li g a n d bi n di n g a n d a c yt o pl as mi c t ail r es p o nsi bl e f or t h e bi n di n g of si g n ali n g 
m o l e c ul es. T h e c y t o pl as mi c t ail of P D-1 c o nt ai ns 2 t y r o si n e-b as e d si g n ali n g m otifs, a n 
i m m u n or e c e pt or t yr osi n e-b as e d i n hi bit i on m o tif, a n d a n i m m u n or e c e pt or t yr osi n e-b as e d 
s witc h m otif . F o ll owi n g T -c ell st i m ul ati on, P D -1 r e cr uits t h e t yr osi n e p h os p h at as es, S H P - 1 
a n d S H P -2, t o t h e i m m u n or e c e pt or t y r osi n e-b as e d s wit c h m otif wit hi n its c yt o plas mi c t ail, 
l e a di n g t o t h e d e p h os p h or yl ati on of eff e ct or m o l e c ul es s u c h as C D 3 z et a ( C D 3 ζ), pr ot ei n 
ki n as e C -t het a ( P K C θ), a n d z et a -c h ai n -a s s o ci at e d pr ot ei n ki n as e ( Z A P 7 0), w hi c h ar e 
i n v ol v e d i n t h e C D 3 T-c ell si g n ali n g c as c a d e (O k a z a ki , et al ., 2 0 0 1; C h e m nit z, et al ., 2 0 0 4; 
S h e p p ar d , et al., 2 0 0 4 ; a n d Ril e y , 2 0 0 9). T h e m e c h a nis m b y  w hi c h P D- 1 d o w n -m o d ul at e s T 
c ell r es p o ns es is si mil ar t o, b ut dist i n ct fr om,  t h at of C T L A-4, b e c a us e b ot h m o l ec ul es 
r e g ulat e a n o v erl a p pi n g s et of si g n ali n g pr ot ei ns (P arr y , et al ., 2 0 0 5; Fr a n cis c o , 2 0 1 0). As a 
c o ns e q u e n c e, t h e P D 1/ P D -L 1 p at h w a y is a n attr a cti v e t ar g et f or t h er a p e uti c i nt er v e nt i on i n 
m el a n o m a, H C C , a n d c o l or e ct al c a n c er (C R C ).

7. 1. 3 B a c k gr o u n d of L e n v ati ni b

L e n v at i ni b is a p ot e nt m ulti pl e-r e c e pt or t yr osi n e ki n as e i n hi bit or t h at s el e ct i v el y i n hi bits 
v as c ul ar e n d ot h eli al gr o wt h f a ct or ( V E G F ) r e c e pt ors ( V E G F R 1 [ F L T 1], V E G F R 2 [ K D R], 
V E G F R 3 [ F L T 4]) i n a d dit i on t o ot h er pr o -a n gi o g e ni c a n d o n c o g e ni c p at h w a y- r el at e d 
r e c e pt or t yr osi n e ki n as es (R T Ks) , i n cl u di n g fi br o bl ast gr o wt h f a ct or ( F G F) r e c e pt ors F G F R 1
t o 4, pl at el et -d eri v e d gr o wt h f a ct or ( P D G F) r e c e pt or α r e c e pt or-α ( P D G F R α), st e m c ell f a ct or 
r e c e pt or ( KI T), a n d r et pr ot o-o n c o g e n e ( R E T).

I n t he C T 2 6 s y n g e n ei c m o d el, l e n v ati ni b si g nifi c a nt l y d e cr e as e d t he T A M p o p ul at i on a n d 
i n cr e as e d t h e p er c e nt a g e of a cti v at e d C D 8 + T c ells (Ki m ur a, et al., 2 0 1 8; K at o , et al., 2 0 1 9; 
A d a c hi, et al., 2 0 2 2 ).  T h u s, i n a d dit i on t o t h e dir e ct a nti -a n gi o g e ni c eff e ct s of l e n v at i ni b, t h e 
i m m u n e-m o d ul at i n g eff e ct of l e n v at i ni b m a y als o r es ult i n p ot e nt c o m bi n ati on eff e ct wit h 
P D -1 si g n al i n hi bit ors i n m ult i pl e s y n g e n ei c t u mor m o d el s .  T h e eff e ct of c o m bi ni n g 
l e n v ati ni b wi t h P D-1/ L 1 ( pr o gr a m m e d d e at h, li g a n d 1) m o n o cl o n al a nt i b o di es ( m A bs) h as 
b e e n i n v est i g at e d a n d w a s m or e eff e ct i v e t h a n eith er c o m p o u n d al o n e.
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L e n v at i ni b al o n e or i n c o m bi n at i on wi t h p e m br oli z u m a b is a p pr o v e d f or s e v er al i n di c at i ons 
i n m a n y r e gi o ns (r efer t o t h e I n v est i g at or's Br o c h ur e [I B] f or s p e cifi c d et ails).  L e n v at i ni b 
m o n ot h er a p y  is a p pr o v e d as first -li n e ( 1 L) tr e at me nt i n H C C i n m a n y p arts of t h e w orl d .  I n 
a d di tio n, le n v at i ni b is c urr e ntl y b ei n g i n v esti g at e d i n c o m bi n at i on wi t h E 7 3 8 6 i n t he o n g oi n g 
S t u d y E 7 3 8 6-J 0 8 1 - 1 0 2 ( St u d y 1 0 2).

E 7 3 8 6 h as b e e n s h o w n t o e n h a n c e t he a nt itu m or a cti vit y of  le n v ati ni b a n d/ or s u p pr ess
l e n v ati ni b r esist a n c e i n n o n cli ni c al st u di es (O z a w a , et  al., 2 0 1 7; Y a m a d a , et al ., 2 0 1 8).

7. 1. 4 M el a n o m a, C ol or e ct al C a n c er , a n d H e p at o c ell ul ar C ar ci n o m a

T h e i m m u n e c h e c k p o i nt i n hi bit ors (I CIs), s u c h as a nti b o di es ( A b) t h at bl o c k ( C T L A-4), t h e 
pr o gr a m m e d c ell d e at h pr ot ei n 1 ( P D -1), P D li g a n d 1 ( P D-L 1), a n d P D - L 2 is wi d el y 
a p pr o v e d i n m a n y t y p es of c a n c ers as t h e st a n d ar d of c ar e ( S O C).  Alt h o u g h si g nifi c a nt 
i m pr o v e m e nt h as b e e n m a d e i n p ati ent s’ o ut c o mes, t h e effi c a c y  of t h es e dr u gs is st ill li mit e d 
a n d pri m ar y or a c q uir e d r esist a n c e t o I CIs r e m ai n a n iss u e, es p e ci all y i n 3 diff er e nt c a n c er 
i n di c ati ons: m e l a n om a a n d H C C aft er f aili n g I CI t h er a p y a n d pri m ar y r esist a n c e i n 
mi cr os at ellit e st a bl e ( M S S) C R C.  T a k e n t o g et h er, t h es e li mit at i ons u n d erli n e t h e n e e d t o 
d e v el o p b ett er t h er a pi es or c o m bi n at i on str at e gi es t h at c a n a d dr ess t his k e y u n m et m e di c al 
n e e d i n s u bj e cts wit h m et ast ati c m el a n o m a, H C C, a n d M S S C R C.

I n 2 0 2 0, 3 2 4, 6 3 5 n e w di a g n os es of m el a n om a a n d 5 7, 0 4 3 d e at hs f or t his dis e as e w er e 
esti m at e d gl o b all y (S u n g , et al., 2 0 2 1).  T h e m a n a g e m e nt of m et ast ati c m el a n om a h as 
c h a n g e d dr a m a tic all y  si n c e t h e i ntr o d u ctio n of  t ar g et e d t h er a p y a n d i m mu n ot h er a p y .  I n 
p arti c ul ar, A bs t ar g eti n g P D -1, s u c h as p e m br o li z u m a b a n d ni v ol u m a b al o n e or ni v ol um a b i n 
c o m bi n at i on wi t h a C T L A- 4 i n hi bit or (i pili m u m a b) h a v e b e e n s h o w n t o i m pr o v e o bj e cti v e 
r e s p o ns e a n d pr o gr essi o n fr e e s ur vi v al ( P F S) ( W o l c h o k, et al., 2 0 1 7; R o b ert , et al., 2 0 1 9).  
T u m or r e gr e s si o n aft er t h er a p e uti c P D -1 bl o c k a d e r e q ui r es pr e-e xist i n g C D 8+ T- c ells t h at ar e 
n e g at i v el y r e g ul at e d b y P D-1/ P D -L 1 -m e d i at e d a d a pti v e i m m u n e r esist a n c e (T u m e h , et al., 
2 0 1 4 ).  T h er e is n o st a n d ar d of c ar e aft er f aili n g t h es e t h er a pi es.  T h e r es p o ns e r at es i n 
p ati e nt s wi t h a d v a n c e d m e l a n om a w h o e x p eri e n c e d dis e as e pr o gr e s si o n o n i m m u n ot h er a p y 
a n d w h o h a d b e e n tr e at e d wit h a v ail a bl e t h er a p y  s u c h as c h e m ot h er a p y , C T L A - 4 i n hi bit or, 
a n d c o m bi n at i on of C T L A - 4 i n hi bit or wit h P D - 1 bl o c k a d e ar e a p pr o xi m at el y 1 0 % t o 2 1 % 
(L ar ki n , et al., 2 0 1 8; Zi m m er , et al., 2 0 1 7 ).

T h er ef or e , t her e r e m ai ns a n u n m et m e di c al  ne e d f o r p atie nts aft er i m m u n ot h er a p y  fail ur e. I n 
a d di tio n, pri m ar y or a c q uir e d r esist a n c e t o a nti -P D -1 t h er a p y  r e mai ns a n iss u e.  I n p arti c ul ar, 
o n e m e c h a nis m of i n n at e r esist a n c e t o P D -1/ P D -L 1 i n hi bit ors is t h e a cti v at i on of t h e W nt/ β -
c at e ni n si g n ali n g p at h w a y, w hi c h r es ults i n T -c ell e x cl usi o n ( S pr a n g er, et  al., 2 0 1 5).  
T h er ef or e, m o d ul at i on of t his i ntri nsi c W nt/ β -c at e ni n si g n ali n g i n m el a n o m a m a y off er a n 
o p p ort u nit y t o o v er c o me r esist a n c e t o a nti -P D -L 1 A b t h er a p y . 

F or C R C, o v er 1. 9 milli o n n e w C R C c as es a n d 9 3 5, 0 0 0 d e at hs w er e esti m at e d t o o c c ur 
gl o b all y  in 2 0 2 0 ( S u n g , et al., 2 0 2 1).  T h e st a n d ar d of c ar e i n t h e m et ast ati c s etti n g i n cl u d es 
c y t ot o xic a g e nts s u c h as f oli ni c a ci d a n d 5 -fl u or o ur a cil c om bi n e d wit h eit h er o x ali pl ati n 
( F O L F O X) or wit h iri n ot e c a n ( F O L FI RI), bi o l ogi c al  t ar g et e d a g e nts i n co m bi n at i on wi t h 
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c h e m ot h er a p y a g e nts a n d m ult i ki n as e i n hi bit ors s u c h as r e g or af e ni b. Alt h o u g h r e g or af e ni b 
a n d trifl uri di n e/ti pira cil (T A S - 1 0 2) ar e a p pr o v e d i n p ati e nts wit h pr e vi o u sl y  tr e at e d 
m et a st ati c C R C b as e d o n s ur vi v al b e n efit d at a , t he o bj e ct i v e r es p o ns e r at es (O R R ) i n t h es e 
p ati e nts ar e ≤ 2 % f or b ot h a g e nts ( Gr ot h e y , et al ., 2 0 1 3 ; M a y e r, et al., 2 0 1 5 ). I m m u n e 
c h e c k p oi nt i n hi bit ors ar e eff e ct i v e i n p ati ent s wit h t he h y p er m ut at e d s u bt y p e of  C R C, 
s p e cifi c all y t h os e wit h mi cr os at ellit e i nst a bilit y hi g h ( M SI H)/ D N A mis m at c h r e p air -
d efi ci e nt ( d M M R) C R C or t h os e wit h h er e dit ar y  mut ati o ns ( A n dr e , et al., 2 0 2 0; Di a z, et al ., 
2 0 1 5; Gr ot h e y , 2 0 2 0; L e , 2 0 1 5 ).  H o w e v er, o nl y a s m all pr o p ortio n of  p ati e nts wit h C R C 
h a v e M SI -H t u m or s.  P ati e nt s wi t h M S S C R C d o n ot b e n efit fr om si n gl e a g e nt I CI t h er a p y 
(H er m el a n d Si g al , 2 0 1 9).  I n p arti c ul ar, > 9 0 % of C R C e x hi bit m ut atio ns i n t h e A P C g e n e 
a n d i n ot h er W nt si g n ali n g c o m p o n e nts t h at r es ult i n h y p er a cti v ati o n of t h e W nt p at h w a y, 
a n d t h es e m ut ati o ns ar e t h e e arli est k n o w n g e n et i c al t er atio ns, i n di c at i n g t h at t h e y r e pr es e nt 
t he i nit i ati n g e v e nt i n t h e p at h t o C R C (B u gt e r, et al. , 2 0 2 1; T h e C a n c er G e n o m e At l as 
N et w or k , 2 0 1 2; Sil v a, et al ., 2 0 1 4). T h er ef or e , eff e cti v e tr e at me nt i n p ati e nts wit h M S S C R C
still r e mai n s a n u n m et m e di c al  ne e d. P RI -7 2 4, a s e c o n d -g e n er at i on C R E B/ β -c at e ni n 
a nt a g o nist, i n hi bits t h e i nt er a cti o n b et w e e n C B P a n d β -c at e ni n ( T a k e m ar u a n d M o o n , 2 0 0 0).  
I n a n eff ort t o i n cr e as e t h e a nt i-t u mor effi c a c y  of P D -1/ P D -L 1 A b, c o m bi n at i on of P RI 7 2 4 
a n d P D -L 1 A b h as b e e n t est e d i n a m o us e m o d el of c o l on c a n c er li v er m et ast asis.  T his 
a p pr o a c h h as s h o w n r e gr essi o n of t u m o r gr o wt h c o m p ar e d t o m o n ot h er a p y alo n e.  T hi s st u d y  
s h o ws a n e w p ot e nti al t h er a p e ut i c str at e g y for tr e ati n g t his dis e as e ( Os a w a , et al. , 2 0 1 9).

F or li v er c a n c er, a p pr o xi m at el y 9 0 6, 0 0 0 n e w c as es a n d 8 3 0, 0 0 0 d e at hs w er e esti m at e d t o 
o c c ur gl o b all y i n 2 0 2 0 (S u n g , et al., 2 0 2 1).  H e p at o c ell ul ar c ar ci n o m a is t h e m ost c o m m on 
pri m ar y  li v er mali g n a n c y w orl d wi d e a n d l e a di n g c a us e of d e at h a n d r e pr es e nts 7 5 % -8 5 % of 
pri m ar y  li v er c a n c er (S u n g , et al., 2 0 2 1).  B esi d e s e v er al t ar g et e d t yr osi n e ki n as e i n hi bit ors 
i n cl udi n g l e n v ati ni b, tr e at m e nt o pti o ns i n cl u d e I CIs w hi c h h a v e s h o w n a nt itu m or a cti vit y.   
C o m bi n at i on of at e z oli z u m a b a n d b e v a ci z u m a b h as s h o w n a s ur vi v al be n efi t r elat i v e t o 
s or af e ni b i n t he first li n e s etti n g a n d is wi d el y us e d (Fi n n , et al., 2 0 2 0 ). I n t his st u d y, 2 8 % of  
p ati e nt s t est e d p ositi v e f or tr e at m e nt-e m er g e nt a nt i-dr u g a nti b o d y  (A D A ) a n d h a d a l o w er 
s yst e mi c at e z oli z u m a b e x p os ur e as c o m p ar e d t o p ati e nts w h o w er e A D A -n e g at i v e 
(At e z oli z u m a b [ T E C E N T RI Q® ] P a c k a g e I ns ert). Alt h o u g h s e v er al v as c ul ar e n d ot h eli al 
gr o wt h f a ct or ( V E G F ) i n hi bit ors ar e a vail a bl e as s e c o n d -li n e tr e at m e nt o pti o n s, s u c h as 
r e g or af e ni b a n d c a b o z a nt i ni b, t he O R R < 1 0 % f or t h es e tr e at m e nts a n d m a n y o f t hes e 
tr e at me nts a r e li mit e d t o us e aft er s or af e ni b (Br ui x , et al., 20 1 7; A b o u -Alf a , et al ., 2 0 1 8 ). 
T h er ef or e , t her e is n o st a n d ar d of c ar e a n d t her e is a n u n m et m e d i c al n e e d f or eff e cti v e 
tr e at me nt aft er I CI-b as e d r e gi m e ns.  R e c e ntl y, n e xt g e n er ati o n s e q u e n ci n g st u di es h a v e 
s h o w n t h at t h e pr es e n c e of a n a cti v at e d W nt/ β -c at e ni n si g n ali n g w as ass o ci at e d wit h i n n at e 
r esist a n c e t o I CIs (H ar di n g , et al., 2 0 1 9).  B as e d o n r e c e nt n o n cli ni c al d at a d es cri b e d b el o w, 
t he W nt/ β -c at e ni n si g n ali n g p at h w a y is als o a k e y  p at h w a y in l e n v ati ni b r esist a n c e 
d e v el o p m e nt.  T h er ef or e, t h e W nt/ β -c at e n i n si g n ali n g p at h w a y is k e y i n I CIs a n d l e n v at i ni b 
r esist a n c e a n d t ar g eti n g t his si g n al m a y o v er c om e r esist a n c e t o t h es e a g e nts .

7. 2 N o n cli ni c al e vi d e n c e

I n n o n cli ni c al st u di es, E 7 3 8 6 i n d u c e d i nfiltr ati o n of C D 8+ c ells i nt o t u m or tiss u es i n 
i m m u n o hist o c h e mistr y e x p eri m e nts.  F urt h er m or e, E 7 3 8 6 s h o w e d s y n er gisti c a ntitu m or 
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a cti vit y a g ai nst M M T V -W nt 1 t u m or i n c o m bi n ati o n wit h a n a nt i- m o us e P D -1 A b i n 
n o n cli ni c al t u mor is o gr aft e x p eri m e nts ( Y a m a d a , et al., 2 0 2 1).

R e g ar di n g p e m br o li z u m a b, t h er a p e uti c st u die s i n m o u s e m o d el s h a v e s h o w n t h at
a d mi nistr ati o n of a nti b o di es bl o c ki n g P D -1/ P D -L 1 i nt er a cti o n e n h a n c es i nfiltr ati o n of t u m or -
s p e cifi c C D 8 + T c ells a n d ult i m at el y l e a ds t o t u m or r ej e cti on, ei t her a s a m o n ot h er a p y  or i n 
c o m bi n at i on wi t h ot h er tr e at me nt m o d ali tie s (Hi r a n o, et  al.,2 0 0 5 ; Bl a n k, et al ., 2 0 0 4; W e b er , 
2 0 1 0; Str o m e, et al., 2 0 0 3 ; S pr a n g er , et al., 2 0 1 4; C urr a n , et al., 2 0 1 0 ; Pi l on , et al ., 2 0 1 0 ).  
A nt i-m o us e P D -1 or a nti -m o us e P D -L 1 a nt i b o di es h a v e d e m onstr at e d a ntit u m or r es p o ns es i n 
m o d els o f s q u a m o us c ell c ar ci n o m a, p a n cr e at i c c ar ci n om a, m e l a n om a, a c ut e m y el o i d 
l e u k e mi a a n d c ol or e ct al c ar ci n om a (Str o m e , et al., 2 0 0 3 ; C urr a n , et al ., 2 0 1 0; Pil o n , et al ., 
2 0 1 0 ; N o mi , et al ., 2 0 0 7; Z h a n g , et al ., 2 0 0 4 ).  I n s u c h st u di es, t u m or i nfiltr ati o n b y C D 8+ T 
c ells a n d i n cr e as e d i nterf er o n - γ (I F N- γ), gr a n z y m e B a n d p erf ori n e x pr essi on w er e o bs er v e d, 
i n di c ati n g t h at t h e m e c h a nis m u n d erl yi n g t he a nt itu m or a cti vit y of  P D-1 c h e c k p o i nt 
i n hi biti on i n v ol v e d l o c al i nfiltr ati on a n d a cti v at i on of eff e ct or T c ell f u n ct i on i n vi v o (C urr a n,
et al ., 2 0 1 0). E x p eri m e nts h a v e c o nfir m e d t h e i n vi v o effi c a c y of a nt i-m o us e P D -1 a nt i b o d y 
a s a m o n ot h er a p y , as w ell as i n c o m bi n at i on wi t h c h e mot h er a p y , i n s y n g e n ei c mo u s e t u m or 
m o d els (s e e t h e I B/ a p pr o v e d la b eli n g ).

I n n o n cli ni c al st u di es, l e n v at i ni b i n hi bits b ot h V E G F- a n d F G F -dri v e n a n gi o g e n esis i n vitr o 
a n d i n vi v o.  L e n v at i ni b d e m onstr at e d a ntit u m or a cti vit y a g a i nst a wi d e v ari et y of x e n o gr aft 
at h y mi c m o us e m o d els i n w hi c h c a n c er c ells (s u c h as diff er e nt i ate d t h y r oid c a n c er, r e n al c ell 
c a n c er, H C C) ar e tr a ns pl a nt e d.  L e n v ati ni b als o s h o w e d a ntit u m or a cti vit y i n a m uri n e H C C 
is o gr aft m o d el i n at h y mi c mi c e.  L e n v at i ni b m o n ot h er a p y si g nifi c a ntl y d e cr e as e d 
mi cr o v ess el d e nsit y i n t u mor s i n a n i s o gr aft mo d el of 4 T 1 m uri n e br e ast c a n c er c ells.  I n 
t u mor s tr e at e d wit h l en v at i ni b, t h e r atio of  t u mor v ess els c o v er e d wit h p eri c y t es, w hi c h ar e 
k n o w n t o b e r esist a nt a g ai nst V E G F i n hi bit ors, w er e i n cr e as e d.  T h e c o m bi n at i on of E 7 3 8 6 
wi t h le n v ati ni b s h o w e d e n h a n c e d a nt itu m or a cti vit y a n d r e s ult e d i n a sig nifi c a nt d e cr e as e i n 
t he mi cr o v e ss el d e nsit y a n d gr e at er r e d u cti o n i n t h e r at e of t u m or v ess els c o v er e d wit h 
p eri c y t e s c o mp ar e d wi t h E 7 3 8 6 a n d l e n v ati ni b i n di vi d u al tr e at m e nts i n H C C x e n o gr aft t u m or 
m o d els .  T h es e d at a s u g g est E 7 3 8 6 s u p pr ess es l e n v ati ni b-r esist a nt v as c ul ari z ati on a n d 
e n h a n c es a nt i-a n gi o g e n esis a ct i vity b y l e n v at i ni b (O z a w a , et al., 2 0 1 7; Y a m a d a , et al., 2 0 1 8 ).  

M or e r e c e nt l y, tripl e t tr e at m e nt of E 7 3 8 6 wit h a nti -m o us e P D -1 a nti b o d y  plus le n v at i ni b i n 
s y n g e n ei c m o u s e H C C a n d R C C m o d el s s h o w e d i n cr e as e d a nti t u mor a cti vit y of  tripl et 
tr e at me nt c o m p ar e d wi t h eit her a nti -P D -1 pl u s l en v at i ni b or E 7 3 8 6 pl us l en v ati ni b 
c o m bi n at i on (d at a o n fil e ).

7. 3 Cli ni c al E x p eri e n c e

7. 3. 1 E 7 3 8 6

T w o P h as e 1 st u di es ( St u d y E 7 3 8 6 -G 0 0 0 - 1 0 1 [St u d y  1 0 1] a n d St u d y  E 7 3 8 6 -J 0 8 1 - 1 0 3 
[St u d y 1 0 3] ) ar e o n g oi n g t o e v al u at e t h e s af et y a n d t ol er a bili t y of E 7 3 8 6 m o n ot h er a p y , a n d 
t o d et er mi n e t he m a xi m u m t ol er at e d d os e a n d r e c o m m e n d e d P h as e 2 d os e (R P 2 D ) i n 
s u bj e cts wi t h s p e cifi c ty p es o f a d v a n c e d s o li d t u m ors.
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5. F or M el a n o m a C o h o rt o nl y ( P h as e 2 p a rt), s u bj e ct must h a v e: 

a. U nr es e ct a bl e St a g e III or St a g e I V m e l a n om a, p er A m eri c a n J o i nt C o m mitt e e o n 
C a n c er ( AJ C C) st a gi n g s yst e m v ersi o n 8, n ot a m e n a bl e t o l o c al t h er a p y.

b. At  l e ast o n e m e as ur a bl e l esi on b y c o m p ut er t o m o gr a p h y ( C T ) or m a g n et i c i m a gi n g 
r es o n a n c e (M RI ) b as e d o n R E CI S T 1. 1 ( c ut a n e o us l esi o ns a n d ot h er s u p erfi ci al 
l e sio ns ar e n ot c o nsi d er e d m e as ur a bl e l esi o ns f or t h e p ur p os es of t his pr ot o c ol b ut 
m a y b e c o nsi d er e d as n o nt ar g et l esi o ns).
 L esi o ns i n a pr e vi o usl y irr a di at e d ar e a s h o ul d n ot b e c o nsi d er e d m e as ur a bl e 

u nl ess t h er e h as b e e n d o c u m e nt e d gr o wt h of t he l e si o ns si n c e t h e c o m pl et i on of 
r a diot h er a p y .

c. Pr o gr ess e d o n or aft er pri or tr e at m e nt wit h o n e a nti- P D -1/ P D -L 1 m A b a d mi nist er e d 
ei t her a s m o n ot h er a p y  or i n c o m bi n ati on wi t h ot h er c h e c k p oi nt i n hi bit ors or ot h er 
t her a pi e s.  P D -1 pr o gr essi o n is d efi n e d as : 
 H as r e c ei v e d at l e ast 2 d os es of a n a p pr o v e d a nt i-P D -1/ P D -L 1 m A b ( e g, 

p e m br o li z u m a b, ni v ol u m a b, ni v ol um a b pl us i pili m u m a b) a n d

 H as d e m o nstr at e d dis e as e pr o gr essi o n aft er P D -1/ P D -L 1 as d efi n e d b y R E CI S T 

v 1. 1.  Pr o gr essi v e dis e as e h as b e e n d o c u m e nt e d wit h i n 1 2 w e e ks fr o m t h e l ast 
d os e of a nt i-P D -1/ P D -L 1 m A b (r efr a ct or y  dis e as e).  T h e i niti al e vi d e n c e of 
di s e as e pr o gr essio n is t o b e c o nfir m e d b y a s e c o n d ass ess m e nt n o l ess t h a n 4 
w e e ks fr o m t he d at e of t h e first d o c u m e nt e d pr o gr essi v e dis e as e, i n t h e a bs e n c e of  
r a pid cli ni c al pr o gr essi o n.

 T his d et er mi n at i on is m a d e b y t h e i n v esti g at or.  O n c e pr o gr essi v e dis e as e is 

c o nfir m e d, t h e i nit i al d at e of dis e as e pr o gr essi o n d o c u m e nt ati o n will b e 
c o nsi d er e d t h e d at e of dis e as e pr o gr essi o n.

d. R e c ei v e d o nl y 1 or, if B R A F m ut ati o n p o si ti v e, 2 li n es of t h er a p y in t h e l oc all y  
a d v a n c e d or m et a st ati c s etti n g pri or t o st u d y  e nr o llm e nt . N ot e: A dj u v a nt a nt i-P D -
1/ P D -L 1 m A b / B R A F i n hi bit or tr e at m e nt will b e c o u nt e d as pri or li n e of tr e at m e nt if 
r ela ps e o c c urr e d d uri n g a ct i v e tr e at m e nt or wit hi n 1 2 w e e ks of tr e at m e nt 
di s c o nti n u at i on. 

e. N o r estri cti o n wit h r e g ar ds t o P D -L 1 a n d B R A F st at us

f. I n c as e m el a n om a is k n o w n t o b e B R A F m ut ati o n p o si tiv e , s u bj e ct s m ust h a v e 
pr o gr ess e d o n o n e pri or B R A F i n hi bit or 

6. F o r C R C C o h o rt o nl y ( P h as e 2 p a rt), s u bj e cts m ust h a v e r e c ei v e d at le a st t w o pri or 
s yst e mi c t h er a pi es fr o m t he f o ll owi n g, i n a dj u v a nt a n d/ or m et a st ati c s etti n g, if a p pr o v e d 
a n d l o c all y  a v ail a bl e ( n ot e x c e edi n g 4 li n es of t h er a pi es i n t h e m et ast ati c s etti n g, 
pr o gr ess e d o n at l e ast 1 pri or r e gi m e n i n t h e m et ast ati c s etti n g or c o ul d n ot t ol er at e 
st a n d ar d tr e at m e nt):

N ot e: A d j uv a nt c h e m ot h er a p y  c o u nt s a s prior s y st e mi c tr e at m e nt i n t h e m et ast ati c s etti n g
if t her e is d o c u m e nt e d dis e as e pr o gr essi o n wit hi n 6 m o nt h s of tr e at m e nt c o m pl et i on.
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N ot e: If a s u bj e ct is d et er mi n e d t o b e i nt ol er a nt t o pri or st a n d ar d tr e at m e nt, t h e s u bj e ct 
m ust h a v e r e c ei v e d at l e ast of 2 c y cl es of t h at t h er a p y .

a. Fl u or o p y ri mi di n e, irin ot e c a n a n d o x ali pl at i n
N ot e: C a p e cit a bi n e is a c c e pt a bl e as e q ui v al e nt t o fl u or o p y rimi di n e i n pri or tr e at m e nt.

N ot e: S u bj e cts w h o h a v e pr e vi o usl y r e c ei v e d fl u or o p yri mi di n e, o x ali pl at i n, a n d 
iri n ot e c a n as p art of t h e s a m e a n d o nl y c h e m ot h er a p y r e gi m e n, e g, fl uor o ur a cil , 
l e u c o v ori n, o x ali pl ati n, a n d iri n ot e c a n (F O L F O XI RI ) or fl u or o ur a cil, l e u c o v ori n, 
iri n ot e c a n a n d o x ali pl ati n (F O L FI RI N O X ), ma y  b e eli gi bl e aft er dis c ussi o n with t h e 
S p o ns or.

b. C h e m ot h er a p y  wit h or wit ho ut a n a nti -V E G F m A b ( e g, b e v a ci z u m a b)

c. C h e m ot h e r a p y wit h a nti-E G F R m A b ( c et u xi m a b or p a nit u m u m a b) f or s u bj e cts wit h 
R A S ( K R A S/ N R A S) wil d t y p e ( W T) C R C

N ot e: R A S ( K R A S/ N R A S) W T s u bj e cts wit h ri g ht or l eft C R C l esi o ns w h o m a y 
h a v e n ot b e e n tr e at e d wit h a nt i-E G F R m A b b as e d o n l o c al  g ui d eli n es ar e eli gi bl e

d. B R A F i n hi bit or (i n c o m bi n ati on wi t h c et u xi m a b ± bi ni m eti ni b) f or B R A F V 6 0 0 E 
m ut at e d t u m ors.

7. S u bj e cts wit h H C C ( P h as e 2 p a rt) m ust h a v e:

a. A di a g n osis o f H C C t h at i s hi st olo gi c all y  or c yt olo gi c all y c o nfir m e d ( e x cl u di n g 
fi br ol am ell ar, s ar c o m at oi d or mi x e d c h ol a n gi o- H C C t u m ors) or cli ni c all y c o nfir m e d 
a c c or di n g t o A m eri c a n Ass o ci at i on f or t h e St u d y of Li v er Dis e a s e crit eria i n cirr h otic 
s u bj e cts.  S u bj e cts wit h o ut cirr h osis r e q uir e hist o l ogi c al c o nfir m at i on of di a g n osis.

b. St a g e B ( n ot a m e n a bl e t o l o c or e gi o n al t h er a p y or r efr a ct or y t o l o c or e gi o n al t h er a p y, 
a n d n ot a m e n a bl e t o a c ur ati v e tr e at m e nt ) or st a g e C b as e d o n B ar c el o n a Cli ni c Li v er 
C a n c er ( B C L C) st a gi n g S yst e m a n d C hil d -P u g h cl ass A o nl y .

c. S u bj e cts m ust h a v e r e c ei v e d o nl y o n e pri or li n e of s yst e mi c t h er a p y  in t h e l o c all y  
a d v a n c e d or m et ast ati c s etti n g , a n d m u st h a v e p r o gr ess e d o n tr e at m e nt wit h a n a nt i-
P D -1/ P D -L 1 m A b a d mi nist er e d eit h er as m o n ot h er a p y , or i n c o m bi n ati on wi t h ot h er 
c h e c k p oi nt i n hi bit ors or ot h er t h er a p i es. N ot e:  S u bj e cts m ust h a v e r e c ei v e d at l e ast 
2 d os es of t h e a nt i- P D -1/ P D -L 1 m A b .

8. F o r s u bj e cts wit h H C C :

a. I n c as e of h e p at itis B s urf a c e a nti g e n (H Bs A g ) ( +) s u bj e cts:  A nti viral  t h er a p y for 
h e p at itis B vir us ( H B V) m ust b e gi v e n f or at l e ast 3 m o nt hs pr i or t o t h e first d os e of 
st u d y dr u g, a n d H B V vir al l o a d m ust b e l ess t h a n 1 0 0 I U/ m L pri or t o t h e first d os e of 
st u d y dr u g.

◦ S u bj e cts w h o ar e H Bs A g ( +) a n d o n a cti v e H B V t h er a p y wit h vir al l o a ds u n d er 
1 0 0 I U/ m L s h o ul d st a y  o n t h e s a m e t h er a p y w hil e o n st u d y dr u g.

◦ S u bj e cts wit h o ut H B V pr o p h yl a xis w h o ar e a nti -h e p ati tis B c or e a nti b o d y 
(H B c A b ) ( +) a n d/ or a nti- H Bs A b ( +) b ut n e g ati v e f or H Bs A g a n d H B V D N A d o 
n ot r e q uir e pr o p h yl a xis.

◦ S u bj e cts wit h H B V pr o p h yl a xis w h o ar e a nti -H B c A b ( +) a n d/ or a nti - H Bs A b ( +) 
b ut n e g at i v e f or H Bs A g a n d H B V D N A s h o ul d c o nt i n u e t h e pr o p h yl a xis.
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9. S u bj e cts wit h C N S m et ast as es ar e n ot eli gi bl e u nl e s s t h e y  ar e pr e vi o usl y  tr e at e d, ar e 
r a diol o gi c all y  st a bl e, ie, wi t ho ut e vi d e n c e of pr o gr essi o n f or at le ast 4 w e e ks b y  r e p e at 
i m a gi n g ( n ot e t h at t h e r e p e at i m agi n g s h o ul d b e p erf or m e d d uri n g st u d y  s cr e e ni n g), a n d 
cli ni c all y st a bl e a n d wit h o ut r e q uir e m e nt of st er oi d tr e at m e nt f or at l e ast 1 4 d a y s prior t o 
fir st d o s e of st u d y tr e at me nt .

1 0. Di a g n o s e d m e ni n g e al  c ar ci n om at osis

1 1. H as s e v er e h y p ers e nsit i vity ( Gr a d e ≥ 3) t o s t u d y dr u gs a n d/ or a n y of its e x ci pi e nts 
i n cl u di n g pr e vi o us cli ni c all y-si g nifi c a nt h yp er s e n si tivi t y r e a cti on t o tr e at m e nt wi t h 
a n ot h er m A B .

1 2. H as a n a ct i v e a ut oi m m u n e dis e as e t h at h as r e q uir e d s yst e mi c tr e at m e nt i n t h e p ast 2 y e ars 
(ie, wi t h us e of dis e as e m o dif yi n g a g e nts, c orti c ost er oi ds or i m m u n os u p pr essi v e dr u gs).  
R e pl a c e m e nt t h er a p y  ( e g, t h yr o xi n e, i ns uli n, or p h ysi ol ogi c c orti c o st er oi d r e pl a c e m e nt 
t her a p y  for a dr e n al  or pit uit ar y ins uffi ci e n c y ) i s n ot c o n sid er e d a f or m  of s yst e mi c 
tr e at me nt a n d i s allo w e d.

1 3. H as a hist or y  of ( n o n-i nf e cti o us) p n e u m onit is t h at r e q uir e d st er oi ds or h as c urr e nt 
p n e u m o nit is.

1 4. A ct i v e i nf e cti o n r e q uiri n g s yst e mi c tr e at m e nt.

1 5. A ct i v e vir al h e p at itis ( B or C) as d e m o nstr at e d b y p ositi v e s er o l og y f or s u bj e cts wit h 
m el a n o m a a n d C R C .

F or s u bj e ct s wi t h H C C :  

- H as d u al a ct i v e H B V i nf e cti o n ( H Bs A g [ +] a n d / or d et e ct a bl e H B V D N A) a n d H C V 
i nf e cti on ( a nt i-H C V A b [ +] a n d d et e ct a bl e H C V R N A) at st u d y e ntr y.

1 6. K n o w n t o b e h u m a n i m m u n o d efi ci e n c y vir us ( HI V) p ositi v e. ( N ot e: th e S p o ns or h as 
e v al u a t e d w h et h er t o i n cl u d e s u bj e ct wit h HI V.  Gi v e n t h at t his is t h e first c o m bi n ati on 
st u d y of E 7 3 8 6 wit h p e m br oli z u m a b a n d t h at t h e m ai n m e c h a nis m of a cti on of E 7 3 8 6 is 
i m m u n om o d ul ati o n o f t he t u m or mi cr o e n vir o n m e nt al o n g wit h t h e f a ct t h at s e v er al a nt i-
r etro vi r al t h er a pies h a v e dr u g -dr u g i nt er a cti o n wit h c yt o c hr o m e P 4 5 0 3 A 4 (C Y P 3 A )
s u bstr at es, t h e S p o ns or h as d e ci d e d n ot t o i n cl u d e t h es e s u bj e cts at t h e c urr e nt ti m e.  
H o w e v er, f urt h er c o nsi d er at i ons will b e m a d e m o vi n g f or w ar d b as e d o n n e w e m er gi n g 
d at a ). 

1 7. E vi d e n c e of c urr e nt C O VI D -1 9 i nf e ct i on or o n g oi n g u nr e c o v er e d s e q u el a e of C O VI D - 1 9 
i nf e cti on.

1 8. H as a hist or y  or c urr e nt e vi d e n c e of a n y c o n ditio n, t h er a p y , or la b or at or y  a b n or mali t y 
t hat mi g ht c o nf o u n d t h e r es ults of t h e st u d y , i nt erf er e wit h t h e s u bj e ct's parti ci p at i on f or 
t he f ull d ur at i on of t h e st u d y , or is n ot i n t h e b est i nt er est of t h e s u bj e ct t o p arti ci p at e, i n 
t he o pi ni o n of t h e tr e ati n g i n v est i g at or.

1 9. H as a k n o w n ps y c hi atri c or s u bst a n c e a b us e dis or d er t h at w o ul d i nt erf er e wit h t h e 
s u bj e ct’s a bilit y t o co o p er at e wi t h t h e r e q uir e m e nts of t h e st u d y.
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c. hi st or y  of he p at i c e n c e p h al o p at h y wit hi n 6 m o nt hs pri or st arti n g st u d y dr u g
u nr es p o nsi v e t o t h er a p y wit hi n 3 d a ys. S u bj e cts o n rif a xi mi n or l a ct ul os e d uri n g 
s cr e e ni n g t o c o n tr ol t h eir h e p ati c e n c e p h al o p at h y ar e n ot all o w e d

3 1. F or s u bj e cts i n t he tri pl e t tr e at m e nt c o h o rts o nl y :  

a. P r ot ei n uri a > 1 + o n uri n e di psti c k t esti n g will u n d er g o 2 4 -h o ur uri n e c oll e ct i on f or 
q u a nt itati v e ass ess m e nt of pr ot ei n uri a. S u bj e cts wit h uri n e pr ot ei n ≥ 1 g/ 2 4 h o urs will 
b e i n eli gi bl e

b. Bl e e di n g or t hr o m b oti c dis or d ers or us e of a nt i c oa g ul a nt s r e q ui rin g t h er a p e ut i c I N R 
m o nit ori n g ( e g, w arf ari n or si mil ar a g e nts). Tr e at m e nt wit h l o w m o l e c ul ar w ei g ht 
h e p ari n a n d f a ct or X i n hi bit ors is p er mitt e d 

c. Cli ni c all y si g nifi c a nt h e m o pt ysis fr o m a n y s o ur c e or t u m or bl e e di n g wit hi n 3 w e e ks
pri or t o t h e first d os e of st u d y  dr u g

d. P r e e xisti n g ≥ Gr a d e 3 g astr oi nt esti n al or n o n -g astr oi nt est i n al fist ul a

9. 3. 3 R e m o v al of S u bj e ct s fr o m T h er a p y or A s s e s s m e nt

T h e i n v est i g at or m a y with dr a w t h e s u bj e ct fr o m t h e st u d y  at a n y tim e f or s af ety or 
a d mi nistr ati v e r e as o ns.  T h e s u bj e ct m a y st o p st u d y dr u g or wit h dr a w fr o m  t h e st u d y at a n y 
ti m e f or a n y r e as o n.

S u bj e cts will c o nt i n u e t o r e c ei v e st u d y dr u g u nt il a n y  of t h e fol l owi n g o c c ur ( s):  

 R a di ol o gi c al  Dis e as e P r o gr e s sio n

 Cli ni c al Dis e as e Pr o gr essi o n

 Tr e at m e nt dis c o nt i n u e d d u e t o a d v ers e e v e nt

 S u bj e ct c h o i c e t o dis c o nt i n u e tr e at m e nt

 L ost t o f oll o w - u p

 Wit h dr a w al o f c o ns e nt fr o m t he st u d y

 St u d y  T er mi n at e d b y S p o ns or

 Ot h er

T h e i n v esti g at or m a y dis c o nti n u e tr e ati n g a s u bj e ct wit h st u d y dr u g or wi t hdr a w t h e s u bj e ct 
fr om t he st u d y  at a n y ti m e f or s af ety or a d mi nistr ati v e r e as o ns.  T h e s u bj e ct m a y d e ci d e t o 
di s c o nti n u e st u d y dr u g or wi t hdr a w fr o m  t h e st u d y at a n y tim e f or a n y r e as o n.  T h e r e as o n 
f or dis c o nt i n u ati on will b e d o c u m e nt e d. 

Aft er c o m pl et i on of s p e cifi e d E O T Visit, t he s u bj e ct will e nt er t h e F o ll ow- U p P h as e a n d 
s ur vi v al f o ll ow- u p u nl ess t h e s u bj e ct wit h dr a ws c o ns e nt.   T h e i n v est i g at or s h o ul d c o nfir m 
w h et h er a s u bj e ct will wit h dr a w fr o m st u d y dr u g b ut a gr e e t o c o nti n u e pr ot o c ol -s p e cifi e d, 
off -tr e at me nt st u d y  visits, pr o c e d ur es , a n d s ur vi v al f oll ow- u p, or w h et h er t h e s u bj e ct will 
wi t hdr a w c o ns e nt.  If a s u bj e ct wit h dr a ws c o ns e nt, t h e d at e will b e d o c u m e nt e d i n t h e s o ur c e 
d o c u m e nts.







Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 1 0 9 of 2 1 0

T a bl e 5 Tr e at m e nt s A d mi ni st er e d

D r u g N a m e St r e n gt h D os e F o r m D os e, F r e q u e n c y, R o ut e D u r ati o n

.

9. 4. 1. 1 Crit eri a f or D o s e M o difi c ati o n

D os e r e d u cti o n a n d i nt err u pti o ns f or s u bj e cts w h o e x p eri e n c e c o m bi n at i on t h er a p y -r el at e d 
t o xici t y will b e ma n a g e d as d es cri b e d i n T a bl es 6 t o 1 3. I n v esti g at ors will d e ci d e t h e 
pr o b a bilit y o f t he e v e nt b ei n g r el at e d t o o n e or m or e dr u gs as t o w h et h er d os e m o difi c at i on of 
o n e or m or e dr u g s i s r e q uir e d. 

B as e d o n t h e k n o w n t o xi cit y pr ofil es of p e m br o li z u m a b a n d l e n v ati ni b, c ert ai n tr e at m e nt-
r elat e d A E s ar e u ni q u el y a s s o ciat e d wi t h 1 dr u g v ers us t h e ot h er. F or e x a m pl e, h y p ert e nsi o n, 
art eri al  t hr o m b otic e v e nts, pr ot ei n uri a, a n d h e m orr h a gi c e v e nts ar e k n o w n ris ks f or l e n v at i ni b 
tr e at me nt, w hil e i m m u n e -r el at e d A Es ar e ris ks f or p e m br o li z u m a b tr e at m e nt.  N a us e a a n d 
v o mit i n g h a v e b e e n t h e m ost c o m m on tr e at m e nt -r el at e d t o xi citi es a s s o ciat e d wi t h E 7 3 8 6 t h us 
f ar. H o w e v er, c ert ai n A Es, s u c h as di arr h e a, h y p ot h yr o i dis m, a n d li v er e n z y m e el e v ati on, 
m a y b e i nit i all y c o nsi d er e d attri b ut a bl e t o eit h er st u d y dr u g. T h er ef or e, e v al u at i on of 
attri b uti o n is i m p ort a nt f or d et er mi ni n g t h e st u d y  dr u g mo st li k el y  r el at e d t o t h e A E, or a n 
al t er n ati v e eti ol og y , a n d s u bs e q u e ntl y pr o p er cli ni c al m a n a g e m e nt. T h e f oll o wi n g as p e cts 
s h o uld b e c o nsi d er e d:

C CI

C CI
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1. Ti mi n g of A E o ns et

Si n c e l e n v at i ni b is a d mi nist er e d d ail y a n d c o nti n u o usl y d u e t o a r el ati v el y s h ort h alf-lif e 
( ~ 2 8 h o urs), E 7 3 8 6 i s a d mi nist er e d BI D a n d c o nti n u o usl y als o d u e t o a r el ati v el y s h ort h alf -
lif e ( ~ 5 h o ur s), a n d p e m br oli z u m a b is a d mi nist er e d Q 3 W d u e t o a l o n g h alf-lif e, l en v ati ni b
a n d E 7 3 8 6 c a n b e i nterr u pt e d t o ass ess w h et h er a n A E i m pr o v es/r es o l v es wit h d e c h all e n g e 
(ie, i nt err u pti o n of  tr e at me nt) b as e d o n t h e f o ll owi n g 2 s c e n ari os:

 If a n A E is id e ntifi e d d uri n g a tr e at m e nt c y cl e (i e , b et w e e n 2 p e m br oli z u m a b d os es), o nl y 
l e n v ati ni b a n d/ or E 7 3 8 6 i nterr u pti o n is n e e d e d

 If a n A E is id e ntifi e d at t h e b e gi n ni n g of a tr e at m e nt c y cl e, l e n v at i ni b a n d/ or E 7 3 8 6 c a n 
b e i nterr u pt e d a n d d osi n g of p e m br o li z u m a b s h o ul d b e h el d

If t h e s u bj e ct r e c o v ers fr o m a n A E i n r es p o ns e t o l e n v ati ni b or E 7 3 8 6 i nterr u pti o n (ie, 
p o si tiv e d e c h all e n g e), t h e e v e nt is m or e li k el y t o b e r el at e d t o l e n v at i ni b or E 7 3 8 6 . 
Ot h er wi s e, aft er e x cl u di n g ot h er alt er n at i v e e x pl a n ati o ns, a n i m m u n e-r elat e d A E s h o ul d b e 
c o nsi d er e d.

2. S e v erit y of  A E

If a n A E is s us p e ct e d t o b e tr e at m e nt r el at e d a n d is s e v er e/lif e t hr e at e ni n g at t h e ti m e of o ns et 
or i s r a pi dl y w or s e n e d, a ctio n i n cl u di n g i nt err u pti n g all dr u gs a n d i nit i ati n g tr e at m e nt wit h a 
c orti c o st er oi d ( wi t h e x c e pti on of h y p ot h y r oidi s m , T1 D M) a n d ot h er s u p p orti v e c ar e s h o ul d 
b e t a k e n pr o m pt l y.

I n c as e of a n y u n c ert ai nty r e g ar di n g t h e e v e nt or c a us ality,  t h e i n v e stig at or s s h o ul d u s e 
cli ni c al j u d g e m e nt a n d c o nsi d er pr o m pt c o m m u ni c ati o n wit h a n a gr e e m e nt b y  t h e S p o n s or.  

Attri b uti o n of T o xi cit y 

W h e n st u d y  dr u gs ar e a d mi nist er e d i n c o m bi n ati on, attri b ut i on of a n A E t o a si n gl e 
c o m p o n e nt i s li k el y t o b e diffi c ult.  T h er ef or e, w hil e t h e i n v esti g at or m a y attri b ut e a t o xi cit y 
e v e nt t o t h e c o m bi n at i on, or t o E 7 3 8 6 al o n e, or t o p e m br o li z u m a b al o n e f or A Es list e d i n 
T a bl e 9 , int er v e nt i ons m ust b e h el d a c c or di n g t o t h e crit eri a i n  T a bl e 9.

H ol di n g St u d y I nt er v e nti o ns 

W h e n st u d y  dr u gs ar e a d mi nist er e d i n c o m bi n ati on, if t h e A E is c o nsi d er e d i m m u n e -r el at e d 
ot h er t h a n  T a bl e 9 a n d n ot p art of k n o w n r ef er e n c e s af et y i nf or m ati o n of p e m br o li z u m a b 
t he n all st u d y  dr u g s s h o uld b e h el d a c c or di n g t o r e c o m m e n d e d d os e m o difi c ati o ns. 

I n c as e of a n y u n c ert ai nty r e g ar di n g t h e e v e nt or c a us ality,  t h e i n v estig at or s s h o ul d u s e 
cli ni c al j u d g e m e nt a n d c o nsi d er pr o m pt c o m m u ni c ati o n wit h a n a gr e e m e nt b y  t h e S p o n s or.  
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T a bl e 1 2 M a n a g e m e nt of L e n v ati ni b Tr e at m e nt -R el at e d T o xi cit y

T r e at m e nt -R el at e d T o xi cit y a, b M a n a g e m e nt D os e A dj ust m e nt

G r a d e 1 o r T ol e r a bl e G r a d e 2 C o nti n u e tr e at m e nt N o c h a n g e

I nt ol e r a bl e G r a d e 2 c, d o r G r a d e 3 e ,f

1 st o c c urr e n c e
I nt err u pt l e n v ati ni b u ntil r es ol v e d t o 

Gr a d e 0 – 1 , or t ol er a bl e Gr a d e 2
O n e -l e v el r e d u cti o n

2 n d o c c urr e n c e
(s a m e t o xi cit y or n e w o n e)

I nt err u pt l e n v ati ni b u ntil r es ol v e d t o 
Gr a d e 0 – 1 , or t ol er a bl e Gr a d e 2

O n e -l e v el r e d u cti o n

3r d o c c urr e n c e
(s a m e t o xi cit y or n e w o n e)

I nt err u pt l e n v ati ni b u ntil r es ol v e d t o 
Gr a d e 0 – 1 , or t ol er a bl e Gr a d e 2

O n e -l e v el r e d u cti o n

4t h o c c urr e n c e
(s a m e t o xi cit y or n e w o n e)

I nt err u pt l e n v ati ni b Dis c uss wit h S p o ns or

G r a d e 4 g Dis c o nti n u e l e n v ati ni bh

B MI = b o d y m ass i n d e x; 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.
N ot e: F or gr a di n g s e e C T C A E v ersi o n 5. 0.  C oll e ct all C T C gr a d es of a d v ers e e v e nts, d e cr e asi n g a n d i n cr e asi n g gr a d e. 
a: A n i nt err u pti o n of st u d y tr e at m e nt f or m or e t h a n 2 1 d a y s will r e q uir e S p o ns or’s a p pr o v al b ef or e tr e at m e nt c a n b e 

r es u m e d. 
b: I niti at e o pti m al m e di c al m a n a g e m e nt f or n a us e a, v o miti n g, h y p ot h yr oi dis m, or di arr h e a pri or t o a n y  le n v ati ni b 

i nt err u pti o n or d os e r e d u cti o n. 
c: A p pli c a bl e o nl y t o Gr a d e 2 t o xi citi es j u d g e d b y t h e s u bj e ct a n d/ or p h ysi ci a n t o b e i nt ol er a bl e.
d: O b es e s u bj e cts wit h w ei g ht l oss d o n ot n e e d t o r et ur n t o t h e b as eli n e w ei g ht or 1 0 % of b as eli n e w ei g ht (ie , Gr a d e 1 

w ei g ht l oss).  T h es e s u bj e cts will r est art t h e st u d y dr u g(s) at a l o w er d os e o n c e t h eir w ei g ht r e m ai ns st a bl e f or at l e ast 
1 w e e k a n d t h e y r e a c h e d t h e n or m al B M I (if t h e w ei g ht l oss o c c urr e d b ut it is still a b o v e n or m al B MI, t h e y c a n r est art 
t h e st u d y tr e at m e nt at a l o w er d os e o n c e t h e w ei g ht h as b e e n st a bl e f or at l e ast 1 w e e k).  N or m al B MI s h o ul d b e us e d 
as t h e n e w b as eli n e f or f urt h er d os e r e d u cti o ns. 

e : F or a s y m pt o m ati c l a b or at or y a b n or m aliti es, s u c h as Gr a d e ≥ 3 el e v ati o ns of a m yl as e a n d li p as e t h at ar e n ot c o nsi d er e d 
cli ni c all y r el e v a nt b y t h e i n v esti g at or, c o nti n u ati o n of tr e at m e nt s h o ul d b e dis c uss e d wit h t h e S p o ns or. 

f: F or Gr a d e 3 t hr o m b o e m b oli c e v e nts, p er m a n e ntl y dis c o nti n u e l e n v ati ni b.  Ref er t o s e cti o n b el o w o n m a n a g e m e nt of 
t hr o m b o e m b oli c e v e nts.

g: E x cl u di n g l a b or at or y a b n or m aliti es j u d g e d t o b e n o n -lif e-t hr e at e ni n g, i n w hi c h c as e m a n a g e as Gr a d e 3. 
h: If l e n v ati ni b is dis c o nti n u e d d u e t o a n a d v er s e e v e nt , t h e i n v esti g at or c a n c o nti n u e wit h E 7 3 8 6 a n d p e m br oli z u m a b i n 

t h e tri pl et tr e at m e nt c o h ort s.

M a n a g e m e nt of H y p ert e n si o n

H y p ert e nsi o n is a r e c o g ni z e d si d e eff e ct of tr e at m e nt wit h dr u gs i n hi biti n g V E G F si g n ali n g.  
I n v esti g at ors s h o ul d t h er ef or e e ns ur e t h at s u bj e cts e nr oll e d t o r e c ei v e tr e at m e nt wit h 
l e n v ati ni b h a v e bl o o d pr ess ur e ( B P) of ≤ 1 5 0/ 9 0 m m H g at t h e ti m e of st u d y  e ntr y a n d, if 
k n o w n t o b e h y p ert e nsi v e, h a v e b e e n o n a st a bl e d os e of a nt i h y p ert e nsi v e t h er a p y for at l e a st 
1 w e e k b ef or e C 1 D 1.  E arl y d et e cti o n a n d eff e cti v e m a n a g e m e nt of h y p ert e nsi o n ar e 
i m p ort a nt t o mi ni mi z e t h e n e e d f or l e n v ati ni b d os e i nt err u pti o ns a n d r e d u cti o ns.

C CI
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R e g ul ar ass ess m e nt of B P s h o ul d b e as d et ail e d i n t h e S c h e d ul e of Pr o c e d ur es/ Ass ess m e nts
(T a bl e 1 5 , T a bl e 1 6 , a n d T a bl e 1 7 ).  H yp ert e n si o n  will be gr a d e d usi n g C T C A E v 5. 0, b as e d 
o n B P m e as ur e m e nts o nl y ( a n d n ot o n t h e n u m b er of a nt i h y p ert e nsi v e m e di c ati ons).

If t h e s u bj e ct’s first B P m e as ur e m e nt of t h e c urr e nt ass ess m e nt is el e v at e d (i e, s yst oli c B P 
≥ 1 4 0 m m H g or di ast oli c B P ≥ 9 0 m m H g), t h e B P m e as ur e m e nt s h o ul d b e r e p e at e d at l e ast 
5 mi n ut es l at er.  O n e B P ass ess m e nt is d efi n e d as t h e m e a n v al u e of 2 m e as ur e m e nts at l e ast 
5 mi n ut es a p art.  If t h e B P ass ess m e nt ( i e, t h e m e a n of t h e 2 B P m e as ur e m e nts o bt ai n e d at 
l e ast 5 mi n ut es a p art) is el e v at e d (s yst oli c B P ≥ 1 4 0 m m H g or di ast oli c B P ≥ 9 0 m m H g), a 
c o nfir m at or y  ass ess m e nt s h o ul d b e o bt ai n e d at l e ast 3 0 mi n ut es l at er b y p erfor m i n g 
2 m e as ur e m e nts ( at l e ast 5 mi n ut es a p art) t o yi el d a m e a n v al u e. 

A nt i h y p ert e nsi v e a g e nts s h o ul d b e st art e d as s o o n as el e v at e d B P (s yst oli c B P ≥ 1 4 0 m m H g 
or di ast oli c B P ≥ 9 0 m m H g) is c o nfir m e d o n 2 ass ess m e nts at l e ast 3 0 mi n ut es a p art.  T h e 
c h o i c e of a nt i h y p ert e nsi v e tr e at m e nt s h o ul d b e i n di vi d u ali z e d t o t h e s u bj e ct’s cli ni c al 
ci r c u mst a n c es a n d f oll o w st a n d ar d m e di c al pr a ct i ce.  F or pr e vi o u sl y  nor m ot e nsi v e s u bj e cts, 
a p pr o pri at e a nti h y p ert e nsi v e t h er a p y s h o ul d b e st art e d w h e n s yst oli c B P ≥ 1 4 0 m m H g or 
di ast oli c B P ≥ 9 0 m m H g is first o bs er v e d o n 2 ass ess m e nts at l e ast 3 0 mi n ut es a p art.  F or 
t hos e s u bj e cts alr e a d y  o n a nti h y p ert e nsi v e m e di c ati o n, tr e at m e nt m o difi c ati on m a y b e 
n e c ess ar y  if h y p ert e nsi o n p ersists.  

L e n v at i ni b s h o uld b e wi t h h el d i n a n y inst a n c e w h er e a s u bj e ct is at i m mi n e nt ris k t o d e v el o p 
a h y p ert e nsi v e crisis or h as u n c o ntr oll e d h y p ert e nsi o n ( e g, B P ≥ 1 6 0/ 1 0 0 m m H g) wit h 
sig nifi c a nt ris k f a ct ors f or s e v er e c o m pli c ati o ns, si g nifi c a nt ris k f a ct ors f or c ar di a c dis e as e, 
i ntr a c er e br al he m orr h a g e, or ot h er si g nifi c a nt c o -m o r bidi tie s.   O n c e t h e s u bj e ct h as b e e n o n 
t he s a m e a nt i h y p ert e nsi v e m e di c ati ons f or at le ast 4 8 h o urs a n d t h e B P is c o ntr oll e d, 
l e n v ati ni b s h o uld b e r es u m e d as d es cri b e d b el o w.

S u bj e cts w h o h a v e h a d s yst oli c B P ≥ 1 6 0 m m H g or di ast oli c B P ≥ 1 0 0 m m H g m ust h a v e 
t hei r B P m o nit or e d o n D a y  1 5 ( or mor e f r e q u e ntl y as cli ni c all y i n di c at e d) u ntil s yst oli c B P 
h as b e e n ≤ 1 5 0 m m H g a n d di ast oli c B P h as b e e n ≤ 9 5 m m H g f or 2 c o ns e c uti v e tr e at m e nt 
c y cl es.  If a r e p e at e v e nt of s yst oli c B P ≥ 1 6 0 m m H g or di ast oli c B P ≥ 1 0 0 m m H g o c c urs, t he 
s u bj e ct m ust r es u m e t h e D a y 1 5 e v al u ati on u nt il s yst oli c B P h as b e e n ≤ 1 5 0 m m H g a n d 
di ast oli c B P h as b e e n ≤ 9 5 m m H g f or 2 c o ns e c uti v e tr e at m e nt c y cl e s.  A di ar y  ma y b e 
pr o vi d e d t o t h e s u bj e ct t o c a pt ur e t h e bl o o d pr ess ur e e v al u at i ons b et w e e n st u d y  vi sit s.

T h e f o ll owi n g g ui d eli n es s h o ul d b e f ol l ow e d f or t h e m a n a g e m e nt of s yst oli c B P ≥ 1 6 0 m m 
H g or di ast oli c B P ≥ 1 0 0 m m H g c o nfir m e d o n 2 B P ass ess m e nts at l e ast 3 0 mi n ut es a p art:

1. C o nti n u e st u d y  dr u g a n d i nstitut e a nti h y p ert e nsi v e t h er a p y  for s u bj e cts n ot alr e a d y 
r e c ei vi n g t his.

2. F or t h os e p arti ci p a nts alr e a d y  o n a nti h y p ert e nsi v e m e di c ati on, t h e d os e of t h e c urr e nt 
a g e nt m a y  b e i n cr e as e d, if a p pr o pri at e, or 1 or m or e a g e nts of a diff er e nt cl ass of 
a nt i h y p ert e nsi v e s h o ul d b e a d d e d. St u d y tr e at m e nt c a n b e c o nti n ue d wi t ho ut d os e 
m o difi c ati o n.
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3. If s yst oli c B P ≥ 1 6 0 m m H g or di ast oli c B P ≥ 1 0 0 m m H g p ersists d es pit e m a xi m al 
a nt i h y p ert e nsi v e t h er a p y, t h e n l e n v ati ni b a d mi nistr ati o n s h o ul d b e i nt err u pt e d a n d 
r est art e d at 1 d os e l e v el r e d u ct i on o nl y  w h e n s yst oli c B P ≤ 1 5 0 m m H g a n d di ast oli c B P 
≤ 9 5 m m H g a n d t h e p arti ci p a nt h as b e e n o n a st a bl e d os e of a nt i h y p ert e nsi v e m e di c ati on 
f or at le a st 4 8 h o ur s.

- If s yst oli c B P ≥ 1 6 0 m m H g or di ast oli c B P ≥ 1 0 0 m m H g r e c urs o n t h e first d os e 
r e d u ctio n d es pi t e o pti m al m a n a g e m e nt of h y p ert e nsi o n with a nt i h y p ert e nsi v e 
m e di c at i on s ( ei t her b y  d os e i n cr e as e or t h e a d ditio n of  a diff er e nt class of 
a nt i h y p ert e nsi v e), t h e n l en v at i ni b a d mi nistr ati o n s h o ul d b e i nt err u pt e d a n d r est art e d 
at a n a d dit i on al d os e r e d u cti o n o nl y w h e n s yst oli c B P ≤ 1 5 0 m m H g a n d di ast oli c 
B P ≤ 9 5 m m H g a n d t h e s u bj e ct h as b e e n o n a st a bl e d os e of a nt i h y p ert e nsi v e 
m e di c at i on f or at le ast 4 8 h o urs 

- If s yst oli c B P ≥ 1 6 0 m m H g or di ast oli c B P ≥ 1 0 0 m m H g r e c urs o n t h e s e c o n d d os e 
r e d u ctio n d es pi t e o pti m al m a n a g e m e nt of h y p ert e nsi o n with a nt i h y p ert e nsi v e 
m e di c at i on s ( ei t her b y  d os e i n cr e as e or t h e a d ditio n of  a diff er e nt class of 
a nt i h y p ert e nsi v e), t h e n le n v at i ni b a d mi nistr ati o n s h o ul d b e i nt err u pt e d a n d r est art e d 
at a t hi r d d os e r e d u ctio n o nl y w h e n s yst oli c B P ≤ 1 5 0 m m H g a n d di ast oli c B P ≤ 9 5 
m m H g a n d t h e s u bj e ct h as b e e n o n a st a bl e d os e of a nt i h y p ert e nsi v e m e di c ati on f or 
at l e a st 4 8 h o ur s

- A d dit i on al d o s e r e d u cti o n s h o ul d b e dis c uss e d wit h t h e S p o ns or

T h e f o ll owi n g g ui d eli n es s h o ul d b e f ol l ow e d f or t h e m a n a g e m e nt of Gr a d e 4 h y p ert e nsi o n 
(lif e t hr e at e ni n g c o ns e q u e n c es):

1. I nstitut e a p pr o pri at e m e di c al m a n a g e m e nt.

2. Di s c o nti n u e st u d y dr u g.

M a n a g e m e nt of Pr ot e i n uri a

R e g ul ar ass ess m e nt of pr ot ei n uri a s h o ul d b e c o n d u ct e d as d et ail e d i n t he S c h e d ul e of 
Pr o c e d ur es/ Ass ess m e nts (T a bl e 1 5 , T a bl e 1 6 , a n d  T a bl e 1 7 ).  G ui d eli n es f or ass ess m e nt a n d 
m a n a g e m e nt of pr ot ei n uri a ar e as f o ll ow s:

D et e cti o n a n d C o nf ir m ati o n

1. P erf or m  uri n e dip sti c k t esti n g or uri n al ysis p er t h e S c h e d ul e of Pr o c e d ur e/ Ass ess m e nts .  
Uri n e di psti c k t esti n g is t h e pr ef err e d m et h o d f or t esti n g f or uri n ar y pr ot ei n, h o w e v er, 
uri n al ysis m a y b e us e d if t h e us e of uri n e di pst i c ks is n ot f e asi bl e.

2. A 2 4 -h o ur uri n e c o ll e cti on i niti at e d as s o o n as p ossi bl e a n d at l e ast wit hi n 7 2 h o urs ( or a n 
i m m e di at e s p ot U P C R t est) is r e q uir e d i n t h e f oll owi n g sit u at i ons:

- T h e first (i nit i al) o c c urr e n c e of  pr ot ei n uria o n uri n e di p sti c k ( or 
uri n al ys is) w hil e t h e s u bj e ct is r e c ei vi n g l e n v ati ni b

- A s u bs e q u e nt i n cr e as e i n s e v erit y of  uri n e di psti c k or uri n al ysis pr ot ei n uri a 
o c c urri n g o n t h e s a m e l e n v ati ni b d os e l e v el

C CI
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- W h e n t h er e h as b e e n a l e n v at i ni b d o s e r e d u cti o n a n d at t h e n e w d os e l e v el t h e uri n e 
pr ot ei n di pst i c k r es ult is 

3. A 2 4 -h o ur uri n e c o ll e cti on (i nit i at e d as s o o n as p ossi bl e a n d at l e ast wit hi n 7 2 h o urs) t o 
v erif y t h e gr a d e of pr ot ei n uri a is r e q uir e d w h e n U P C R is ≥ 2. 4 .

Gr a di n g of Pr ot ei n uri a

Gr a di n g a c c or di n g t o N CI C T C A E v 5. 0 will b e b as e d o n t h e 2 4 -h o ur uri n ar y pr ot ei n r es ult if 
o n e h as b e e n o bt ai n e d.  If t h e s u bj e ct h as 4 + pr ot ei n uri a b y di pst i c k (≥ 1 0 0 0 m g/ d L b y  
uri n al ysis), a 2 4 -h o ur uri n ar y pr ot ei n r es ult is r e q uir e d t o c o nfir m Gr a d e 3 pr ot ei n uri a.  
M a n a g e m e nt of l e n v at i ni b a d mi nistr ati o n will b e b as e d o n t h e gr a d e of pr ot ei n uri a a c c or di n g 
t o T a bl e 1 2 .

M o nit ori n g

Uri n e di psti c k or uri n al ysis t esti n g f or s u bj e cts wit h pr ot ei n uri a  s h o uld b e 
p erf or m e d o n D a y  1 5 ( or mor e f r e q u e ntl y as cli ni c all y  in di c at e d) u ntil  t h e r e s ults h a v e b e e n 
1 + ( 3 0 m g/ d L) or n e g at i v e f or 2 c o ns e c uti v e tr e at m e nt c ycl es.  

Pr ot e i n uri a m onit ori n g c a n b e p erf or m e d at t h e l o c al l a b or at or y  or i n v esti g at or sit e b ut m ust 
b e m a n a g e d b y  t h e sit e p h ysi ci a n.

I n t h e e v e nt of n e p hr oti c s y n dr o m e, l en v at i ni b m u st b e di s c o nti n u e d.

M a n a g e m e nt of Di arr h e a

A n a nt i-di arr h e al  a g e nt s h o uld b e r e c o m m e n d e d t o t h e s u bj e ct at t h e st art of st u d y tr e at m e nt, 
a n d s u bj e cts s h o ul d b e i nstr u ct e d a n d e d u c at e d t o i nit i at e a nti-di arr h e al  tr e at me nt at t h e first 
o ns et of s oft b o w el m o v e m e nts.  T h e c h o i c e of a nti-di arr h e al a g e nt s h o ul d b e i n di vi d u ali z e d 
t o t h e s u bj e ct’s cli ni c al cir c u mst a n c es a n d f o ll ow st a n d ar d m e di c al  pr a cti c e.  If 
sig n s/ s y m pt o m s of di arr h e a p ersist d es pit e o pti m al m e di c al m a n a g e m e nt, i nstr u cti o ns 
c o nt ai n e d i n  T a bl e 1 2 s h o uld b e f ol l ow e d.

M a n a g e m e nt of H e p at ot o xi cit y

Li v er f u n cti o n t ests ( al a ni n e tr a ns a mi n as e [ A L T], as p art at e tr a ns a mi n as e [ A S T], bilir u bi n 
l e v els) s h o ul d b e c o n d u ct e d as d et ail e d i n t h e S c h e d ul e of  Pr o c e d ur e/ Ass ess m e nts a n d as 
cli ni c all y i n di c at e d. If si g ns/s y m pt o ms i n di c ati n g li v er i nj ur y o c c ur, i nstr u cti o ns c o nt ai n e d 
i n T a bl e 1 2 s h o uld b e f o ll ow e d.  A p pr o pri at e s u p p orti v e c ar e s h o ul d b e pr o vi d e d t o g et h er 
wi t h cl o s e m o ni t orin g.  If h e p at i c f ail ur e ( a n y gr a d e p er C T C A E v 5. 0) o c c urs, l e n v ati ni b 
m ust b e dis c o nt i n u e d.

M a n a g e m e nt of T hr o m b o e m b oli c E v e nt s

S u bj e cts s h o ul d b e a d vis e d t o p a y  att e ntio n t o s y m pt o m s s u g g est i v e of v e n o us 
t hr o mb o e m b o li c e v e nts w hi c h i n cl u d e a c ut e o ns et of s h ort n ess of br e at h, d y s p n e a, c h est p ai n, 
c o u g h, h e m o pt ysis, t a c h y p n e a, t a c h y c ar di a, c y a n o si s, D V T si g ns i n cl u di n g l ow er e xtr e mit y
s w elli n g, a n d w ar mt h t o t o u c h or t e n d er n ess.  I n c as e a n y of t h es e s y m pt o ms a p p e ar, s u bj e cts 
s h o uld b e i n str u c t e d t o r e p ort s u c h s y m pt o ms pr o m ptl y t o t h e tr e ati n g p h ysi ci a n.  If a 

C CI

C CI
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t hr o mb o e m b o li c e v e nt is c o nfir m e d, i nstr u cti o ns c o nt ai n e d i n T a bl e 1 2 s h o uld b e f ol l ow e d.  
A p pr o p riat e s u p p orti v e c ar e s h o ul d b e pr o vi d e d t o g et h er wit h cl os e m o nit ori n g.  If a s u bj e ct 
e x p eri e n c es a Gr a d e 3 or a lif e t hr e at e ni n g ( Gr a d e 4) t hr o m b o e m b o li c r e a cti o n, i n cl u di n g 
p ul m o n ar y  e m b oli s m, le n v ati ni b m ust b e dis c o nti n u e d.

Art eri al t hr o m b o e m b o li c e v ent s ( e g, n e w o ns et, w ors e ni n g, or u nst a bl e a n gi n a, m y o c ar di al 
i nf ar cti o n, tr a nsi e nt is c h e mi c att a c k, a n d c er e br o v as c ul ar a c ci d e nt) of a n y gr a d e r e q uir e st u d y 
tr e at me nt dis c o nt i n u ati on. 

M a n a g e m e nt of P o st eri or R e v er si bl e E n c e p h al o p at h y S y n dr o m e/ R e v er si bl e 
E n c e p h al o p at h y S y n dr o m e/ R e v er si bl e P o st eri or L e u k o e n c e p h al o p at h y S y n dr o m e

P o s t erior R e v ersi bl e E n c e p h al o p at h y S y n dr o m e/ R e v ersi bl e E n c e p h al o p at h y  S y n dr o me/ 
R e v ersi bl e P ost eri or L e u k o e n c e p h al o p at h y S y n dr o m e ( P R E S/ R P L S) is a n e ur ol o gi c al 
di s or d er t h at c a n pr e s e nt wit h h e a d a c h e, s ei z ur e, l et h ar g y, c o nfu si o n , alt er e d me nt al  fu n cti o n, 
bli n d n ess, a n d ot h er vis u al or n e ur ol o gi c al dist ur b a n c es.  Mil d t o s e v er e h y p ert e nsi o n m a y b e 
pr es e nt.  M a g n eti c r es o n a n c e i m a gi n g ( M RI) is n e c ess ar y t o c o nfir m t h e di a g n osis of 
P R E S/ R P L S.  A p pr o pri at e m e as ur es s h o ul d b e t a k e n t o c o ntr ol B P.  I n s u bj e cts wit h si g ns or 
s y m pt o ms of P R E S/ R P L S, i nstr u cti o ns i n  T a bl e 1 2 s h o uld b e f ol l ow e d.

M a n a g e m e nt of H y p o c al c e mi a

S er u m  c alci u m s h o ul d b e m o ni t or e d p er t h e S c h e d ul e of Pr o c e d ur es/ Ass ess m e nts (T a bl e 1 5,
T a bl e 1 6 , a n d  T a bl e 1 7 ).  C orr e ct e d s er u m c al ci u m s h o ul d b e us e d t o ass ess t h e gr a d e of 
h y p o c al c e mi a p er C T C A E v 5. 0, usi n g t h e f o ll owi n g f or m ul a: 

C orr e ct e d c al ci u m = ([ 4 – s er u m al b u mi n i n g/ d L] × 0. 8 + s er u m c al ci u m)

T h e f or m ul a is n ot a p pli c a bl e w h e n s er u m al b u mi n c o n c e ntr ati o n i s n or m al (˃ 4 g/ d L); i n 
s u c h sit u ati o ns, t h e t ot al ( u n c orr e ct e d) s er u m c al ci u m s h o ul d b e us e d i nst e a d. 

H y p o c al c e mi a s h o ul d b e tr e at e d p er i nst itut i on al g ui d eli n es ( e g, usi n g a p pr o pri at e c al ci u m, 
m a g n esi u m, a n d Vit a mi n D s u p pl e m e nt ati o n) u n til r e s oluti o n.

M a n a g e m e nt of H e m orr h a g e

I n str u ctio ns i n  T a bl e 1 2 s h o uld b e f ol l ow e d f or t h e m a n a g e m e nt of h e m orr h a g e.  Eit h er 
r e s u me at a r e d u c e d d os e or dis c o nti n u e l en v at i ni b d e p e n di n g o n t h e s e v erity a n d p ersist e n c e 
of  h e m orr h a g e.

M a n a g e m e nt of G a str oi nt e sti n al P erf or ati o n or Fi st ul a F or m ati o n

L e n v at i ni b s h o uld b e dis c o nt i n u e d i n a n y s u bj e cts w h o d e v el o p g astr oi nt esti n al p erf or ati o n 
of  a n y gr a d e or Gr a d e 4 fist ul a.

M a n a g e m e nt of Q T Pr ol o n g ati o n

L e n v at i ni b s h o uld b e wi t h h el d i n t h e e v e nt of d e v el o p m e nt of Q T i nt er v al pr ol o n g ati o n 
gr e at er t h a n 5 0 0 ms e c.  L e n v at i ni b s h o ul d b e r es u m e d at a r e d u c e d d os e w h e n Q T c 
pr ol o n g ati o n is r es ol v e d t o < 4 8 0 m s e c or t o b as eli n e v al u e. M o ni t or p ot a s siu m , c al ci u m a n d 
m a g n esi u m, a n d r e pl e nis h as a p pr o pri at e.
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M a n a g e m e nt of O st e o n e cr o si s of t h e J a w

P erf or m  a n or al e x a mi n ati on pri or t o tr e at m e nt wi t h le n v at i ni b a n d p eri o di c all y d uri n g 
l e n v ati ni b tr e at me nt.  A d vis e s u bj e cts r e g ar di n g g o o d or al h y gi e n e pr a cti c es.  A v oi d i n v asi v e 
d e nt al  pr o c e d ur es, if p ossi bl e, w hil e o n l e n v ati ni b tr e at m e nt, p arti c ul arl y i n s u bj e cts at hi g h er 
ris k.  F or s u bj e cts r e q uiri n g i n v asi v e d e nt al pr o c e d ur es, dis c o nt i n u ati on of  bis p h os p h o n at e 
tr e at me nt m a y r e d u c e t h e ri s k of ost e o n e cr osis of t h e j a w ( O NJ).  Wit h h ol d l e n v at i ni b if O NJ 
d e v el o ps a n d r est art b as e d o n cli ni c al j u d g e m e nt of a d e q u at e r es ol uti o n.

9. 4. 2 I d e ntit y of I n v e sti g ati o n al Pr o d u ct s

E 7 3 8 6 i s s u p pli e d as t a bl ets i n str e n gt hs of   a n d  .  E 7 3 8 6 will b e a d mi nist er e d 
or all y    c o nti n u o usl y i n .  T h e t a bl ets s h o ul d b e t a k e n wit h w at er e v er y 
1 2 h o urs at t h e s a m e ti m es of t h e d a y  wit ho ut r e g ar d t o f o o d i nt a k e.  E 7 3 8 6 wi ll b e 
a d mi nist er e d a p pr o xi m at el y 3 0- 6 0 mi n ut es p ost a d mi nistr ati o n of  p e m br oli z u m a b o n D a y 1 
of  t h e c ycl e. 

N ot e: if t h e s u bj e ct v omit s aft er E 7 3 8 6 a d mi nistr ati o n, t his will b e r e g ar d e d as c o m pl et i on of 
a d mi nistr ati o n, a n d E 7 3 8 6 s h o ul d n ot b e r e -a d mi nist er e d.

P e m br oli z u m a b will b e pr o vi d e d as a st eril e, pr es er v at i v e-fr e e, cl e ar t o sli g ht l y o p al es c e nt, 
c ol orl ess t o sli g ht l y y ell o w s o l uti on t h at r e q uir es dil ut i on f or I V i nf usi on. E a c h vi al c o nt ai ns 
1 0 0 m g of  p e m br oli z u m a b i n 4 m L of s ol uti on. E a c h 1 m L of s o l uti on c o nt ai ns 2 5 m g of 
p e m br o li z u m a b. 

L e n v at i ni b is s u p pli e d as c a ps ul es i n str e n gt hs of 1 m g a n d 4 m g.  L e n v at i ni b will b e 
a d mi nist er e d or all y Q D c o nti n u o usl y i n .  L e n v ati ni b c a ps ul es m a y b e t a k e n 
wi t h or wit ho ut f o o d .

9. 4. 2. 1  C h e mi c al N a m e of E 7 3 8 6

T est dr u g c o d e:  E 7 3 8 6

G e n eri c n a m e:  N ot a p pli c a bl e

C h e mi c al n a m e: ( 6S , 9 aS)- N- B e n z yl - 8-( { 6-[ 3-( 4-et h yl pi p er a zi n -1- yl) a z et i di n-1 -yl] p y ridi n - 2-
yl } m et h yl) - 6-( 2-fl u or o-4- h y dr o x y b e n z yl) -4, 7 -di o x o - 2-( pr o p- 2-e n - 1-yl) h e x a h y dr o -2 H-
p y r a zi n o[ 2, 1- c][ 1, 2, 4]tri a zi n e-1( 6 H)- c ar b o x a mi d e

M ol e c ul ar f or m ul a: C 3 9 H 4 8 F N 9 O 4

M ol e c ul ar w ei g ht: 7 2 5. 8 7 (fr e e f or m)

9. 4. 2. 2 I nf or m ati o n o n P e m br oli z u m a b

P e m br oli z u m a b is a h u m a ni z e d m A b t hat bl o c k s t h e i nt er a cti o n b et w e e n P D -1 a n d i t s 
li g a n ds, P D-L 1 a n d P D -L 2.  P e m br o li z u m ab is a n I g G 4 k a p p a i m m u n o gl o b uli n with a n 
a p pr o xi m at e m o l ec ul ar w ei g ht of 1 4 9 k D a.
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 Wr itt e n pr o of of a p pr o v al of t h e pr ot o c ol, t h e I C Fs, a n d a n y ot h er i nf or m ati on pr o vi d e d 
t o t h e s u bj e cts b y t h e I R B/I E C f or t h e i nstit uti o n w h er e t h e st u d y is t o b e c o n d u ct e d

 A c o p y  of t h e I R B/I E C-a p pr o v e d I C F a n d a n y ot h er d o c u m e nt ati o n pr o vi d e d t o t h e 
s u bj e cts t o b e us e d i n t his st u d y

 T h e I R B/I E C m e m b ers hi p list a n d st at ut es or H e alt h a n d H u m a n S er vi c es Ass ur a n c e 
n u m b er

 A c o p y  of t h e c ertifi c ati o n a n d a t a ble of  t h e n or m al la b or at or y  r a n g es f or t h e r ef er e n c e 
l a b or at or y c o n d u cti n g t h e cli ni c al l a b or at or y t ests r e q uir e d b y t his pr ot o c ol

 A n i n v esti g at or-sig n e d a n d d at e d F or m  F o o d a n d Dr u g A d mi nistr ati o n ( F D A) 1 5 7 2 , or a 
c o m pl et e d I n v est i g at or a n d Sit e I nf or mat i on F or m

 Fi n a n ci al Dis cl o s ur e f or m(s) for t h e pri n ci p al i n v esti g at or (PI) a n d all s u bi n v est i g at ors 
list e d o n F or m  F D A 1 5 7 2 or I n v esti g at or a n d Sit e I nf or m at i on F or m

 A si g n e d a n d d at e d c urri c ul u m vit a e (C V) of t h e PI i n cl u di n g a c o p y  of t h e PI’s c urr e nt 
m e di c al li c e ns e (r e q uir e d i n t h e U S) or m e di c al r e gi str atio n n u m b er o n t h e C V

 A si g n e d a n d d at e d cli ni c al st u die s a gr e e m e nt

 A c o p y  of t h e r e g ulat or y  a ut h orit y a p pr o v al for t h e c o u ntr y  in w hi c h t h e st u d y  is b ei n g 
c o n d u ct e d (if r e q uir e d), a n d t h e I m p ort Li c e ns e (if r e q uir e d)

T h e i n v est i g at or a n d t h e st u d y st aff (or if r e gi o n all y  r e q uir e d, t h e h e a d of t h e m e di c al 
i nstituti o n or t h e d esi g n at e d p h ar m a cist) will b e r es p o nsi bl e f or t h e a c c o u nt a bilit y of  all st u d y 
dr u gs / st u d y s u p pli e s (di s p e nsi n g, i n v e nt or y, a n d r e cor d k e e pi n g) f o ll owi n g t h e S p o ns or ’s 
i nstr u ctio ns a n d a d h er e n c e t o G C P g ui d eli n es, as w ell as l o c al or r e gi o n al r e q uir e m e nts.   

U n d er n o cir c u mst a n c es will t h e i n v est i g at or all o w t h e st u d y dr u gs/ st u d y s u p pli e s t o b e us e d 
ot h er t h a n as dir e ct e d b y  t his pr oto c ol .  St u d y dr u g s/ st u d y s u p pli es will n ot b e di s p e n s e d t o 
a n y i n di vi d u al w h o is n ot e nr oll e d i n t h e st u d y .  

T h e sit e m ust m ai nt ai n a n a c c ur at e a n d ti m el y r e c or d of t h e f oll o wi n g:  r e c ei pt of all st u d y  
dr u gs, dis p e nsi n g of st u d y  dr u gs t o t h e s u bj e ct, c olle ct i on a n d r e c o n cili at i on of u n us e d st u d y  
dr u gs t h at ar e eit h er r et ur n e d b y t h e s u bj e cts or s hi p p e d t o sit e b ut n ot dis p e ns e d t o s u bj e cts, 
a n d r et ur n of r e c o n cil e d st u d y  dr u gs t o t h e S p o ns or or (w h er e a p pli c a bl e) d estr u cti o n of 
r e c o n cil e d st u d y dr u g s at t he si t e.  T his i n clu d e s, b ut m a y n ot b e li mi t e d t o:  
(a) d o c u m e nt ati o n of r e c ei pt of st u d y  dr u gs, (b) st u d y dr u gs dis p e nsi n g/r et ur n r e c o n cili at i on 
l og, (c) st u d y  dr u gs a c c o u nt a bility l og, (d) all s hi p pi n g s er vi c e r e c ei pts, (e) d o c u m e nt ati o n of 
r et ur ns t o t he S p o ns or , a n d (f) c ertifi c at es of d estr u cti o n f or a n y d estr u cti o n of st u d y dr u gs
th at o c c urs at t h e sit e .  All f or ms will b e pr o vi d e d b y t h e S p o ns or .  A n y c o mp ar a bl e f or m s 
t hat t h e sit e wis h es t o us e m ust b e a p pr o v e d b y t h e S p o ns or .   

T h e st u d y  dr u gs a n d i n v e nt or y r e c or d s must b e m a d e a v ail a bl e, u p o n r e q u est, f or i ns p e ct i on 
b y a d esi g n at e d r e pr es e nt ati v e of t h e S p o ns or or a r e pr es e nt ati v e of a h e alt h a ut h orit y ( e g, 
F D A, M H R A) .  As a p pli c a bl e, all u n us e d st u d y dr u gs a n d e m pty a n d p arti al l y e m pty 
c o nt ai n ers fr o m u s e d st u d y  dr u gs ar e t o b e r et ur n e d t o t h e i n v esti g at or (or if r e gi o n all y 
r e q uir e d, t h e h e a d of t he m e di c al i nst ituti o n or t h e d esi g n at e d p h ar m a cist) b y t h e s u bj e ct a n d ,
t o g et h er wit h u n us e d st u d y dr u gs t h at w er e s hi p p e d t o t h e site b ut n ot dis p e ns e d t o s u bj e cts ,
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ar e t o b e r et ur n e d t o t h e S p o ns or ’s d esi g n at e d c e ntr al or l o c al d e p ot(s) d uri n g t h e st u d y or at 
t he c o n cl u si o n  of t h e st u d y, u nl e s s pr o visio n  is ma d e b y  t h e S p o ns or f or d estr u cti o n of st u d y 
dr u gs a n d c o nt ai n ers at t h e sit e.   D estr u cti o n at t h e sit e will o nl y o c c ur u n d er cir c u mst a n c es 
w h er e r e g ul ati o n or s u p pl y t y p e pr o hi bits t h e r et ur n of st u d y dr u gs t o t h e c e ntr al or l o c al 
d e p ot (s).  A p pr o v al f or d estr u cti o n t o o c c ur at t h e sit e m ust b e pr o vi d e d b y t h e S p o ns or i n 
a d v a n c e.  U p o n c o m pl et i on of dr u g a c c o u nt a bilit y a n d r e c o n cili at i on pr o c e d ur es b y  t h e sit e’s 
p ers o n n el a n d d o c u m e nt ati o n pr o c e d ur es b y  t h e S p o ns or ’s p ers o n n el, st u d y dr u gs t h at ar e t o 
b e r et ur n e d t o t h e S p o ns or ’s d esi g n at e d c e ntr al or l o c al d e p ot(s) must b e b o x e d , se al e d , a n d 
s hi p p e d b a c k t o t h e c e ntr al or l o c al d e p ot (s) f o ll owi n g all l o c al  r e g ul at or y r e q uir e m e nt s.  I n 
s o m e r e gio n s, st u d y  dr u gs m a y be r e m o v e d f r o m t h e sit e a n d h a n d d eli v er e d t o t h e c e ntr al or 
l oc al d e p ot b y  S p o ns or r e pr es e nt ati v es.  W h er e st u d y dr u gs ar e a p pr o v e d f or d estr u cti o n at 
t he si t e, d e str u ctio n will o c c ur f oll o wi n g t h e sit e’s st a n d ar d pr o c e d ur es a n d c ertifi c at es of 
d estr u cti o n will b e pr o vi d e d t o t h e S p o ns or .

Dr u g a c c o u nt a bilit y will  be r e vi e w e d d uri n g sit e visits a n d at t h e c o m pl et i on of t h e st u d y.

9. 5 St u d y A s s e s s m e nt s

9. 5. 1 A s s e s s m e nt s

9. 5. 1. 1 S cr e e ni n g a n d B a s eli n e A s s e s s m e nt s

S cr e e ni n g a n d b as eli n e ass ess m e nts will b e p erf or m e d as d esi g n at e d i n t h e S c h e d ul e of
Pr o c e d ur es/ Ass ess m e nts (T a bl e 1 5 , T a bl e 1 6 , a n d  T a bl e 1 7 ).  T h e r es ults of all s cr e e ni n g 
ass ess m e nt a n d e v al u at i ons m u st b e c o mpl et e d a n d r e vi e w e d b y t h e i n v est i g at or pri or t o t h e 
B as eli n e Visit.

9. 5. 1. 1. 1 D E M O G R A P H Y 

S u bj e ct d e m o gr a p h y  inf or m at i on will b e c oll e ct e d at t h e S cr e e ni n g Visit.  D e m o gr a p h y 
i nf or ma tio n i n cl u d es a g e, s e x, r a c e/ et h ni cit y . B as eli n e c h ar a ct erist ic s will  in cl u d e E C O G P S
(A p p e n di x 2 ), N Y H A c ar di a c dis e as e cl assifi c at i on ( A p p e n di x 5 ), t u mor st a gi n g s u c h as 
T N M (A p p e n di x 8 ). F or s u bj e cts wit h H C C, B C L C st a gi n g (A p p e n di x 6 ), ma cr o s c o pi c 
i n v asi o n, e xtr ah e p ati c s pr e a d, a n d C hil d P u g h s c or e (A p p e n di x 4 ) will als o b e i n cl u d e d.

9. 5. 1. 1. 2 M E DI C A L H I S T O R Y

M e di c al a n d s ur gi c al hist or y  a n d c urr e nt me di c al c o n di tio ns will b e r e c or d e d at t h e S cr e e ni n g 
Vi s it.  All m e di c al a n d s ur gi c al hist or y  c o nsi d er e d b y t h e i n v e stig at ors t o aff e ct t h e effi c a c y, 
s af et y,  a n d P K e v al u ati ons a n d all c urr e nt a n d cli ni c all y si g nifi c a nt m e di c al c o n dit i ons 
c o nfir m e d at t h e S cr e e ni n g a n d B as eli n e Visit m ust b e r e c or d e d o n t h e c as e r e p ort f or m 
(C R F ).  

9. 5. 1. 1. 3 P RI O R C A N C E R H I S T O R Y

D uri n g S cr e e ni n g, t h e f oll owi n g c h ar a ct eri st i cs will i n cl u d e t he d et ail e d m e d i c al hi st or y  of  
s u bj e ct s wit h c ar ci n o m a i n cl u di n g, b ut i s n ot li mit e d t o:
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 P at h ol o g y

 D at e of i niti al di a g n o si s a n d m et h o d of di a g n osis [ hi st olo g y / c yt olo g y ]

 T N M st a gi n g cl assifi c at i on b y AJ C C st a gi n g s yst e m v ersi o n 8

 S p e cif y  w h et h er dis e a s e i s lo c all y a d v a n c e d or m et ast ati c, a n d if m et ast ati c, t o w hi c h 
or g a ns

 A n y s ur gi c al pr o c e d ur es

 R a di ot h er a p y

 Pri or a nt ic a n c er t h er a p y

 Pri or tr e at m e nts a d mi nist er e d (i n cl u di n g d at es a n d m o d alit y)

 K n o w n g e n e al t er atio n a n d m ut ati o n st at u s

 Ar c hi v al t u m or tiss u e s a m pl e m ust b e a c q ui r e d pri or t o fi rst d os e.  If ar c hi v al t u m or 
tiss u e s a m pl e is n ot a v ail a bl e, pl e as e c o ns ult S p o ns or

S u bj e cts wit h m e l a n om a o nl y:

 B R A F m ut ati o n st at u s

S u bj e cts wit h C R C o nl y :

 Pri m ar y sit e of dis e as e

 Hi st or y of L y n c h s y n dr o me

 K R A S m ut ati o n st at u s

 B R A F m ut ati o n st at u s

 M SI/ M M R m ut ati o n st at us

S u bj e cts wi t h H C C o nl y :

 C a us e of H C C ( h e p at itis B, h e p at itis C, al c o h o l, n o n-al c o h o li c st e at o h e p atit is (N A S H ), 
ot h er, u n k n o w n)

 M a cr o v as c ul ar i n v asi o n i n cl u di n g p ort al v ei n i n v asi o n

 E xt r a h e p ati c s pr e a d 

 B C L C st a gi n g 

 A F P (al p h a- f et o pr ot ei n)

9. 5. 1. 2 Effi c a c y A s s e s s m e nt s

T u m or ass ess m e nts will b e p erf or m e d b y i n v est i g at ors b as e d o n R E CI S T 1. 1.  T u m or 
ass ess m e nt will b e p erf or m e d b y C T/ M RI e v er y  6 w e e k s ( ±1 w e e k c o u nti n g fr o m C 1 D 1) 
u nt il W e e k 2 4, t h e n e v er y  9 w e e k s ( ± 1 w e e k) , at t h e E O T visit , a n d if cli ni c all y i n di c at e d.  
I n v esti g at or-d et er mi n e d r es p o ns e ass ess m e nts will b e p erf or m e d at e a c h ass ess m e nt ti m e 
p oi nt.  C o pi es of all t u m or ass ess m e nt s c a ns will b e s e nt t o a n I m a gi n g C or e L a b (I C L) 
d esi g n at e d b y  t h e S p o ns or f or ar c hi v al a n d p ot e nti al bli n d e d i n d e p e n d e nt c e ntr al r e vi e w 
(BI C R ) ass ess m e nt.  Aft er t h e pri m ar y a n al ysis, t h e S p o ns or m a y dis c o nt i n u e r e q uirin g 
c o pi e s of  t u mor ass ess m e nt s c a ns t o b e s e nt t o t h e I C L.











Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 1 4 3 of 2 1 0

r elat i ons h i p wit h t h e m e di ci n al pr o d u ct.  F or t his st u d y, t h e st u d y dr u gs ar e E 7 3 8 6 a n d 
p e m br o li z u m a b. 

T h e cri t eria f or i d e nt if yi n g A Es i n t his st u d y ar e:

 A n y u nf a v or a bl e a n d u ni nt e n d e d si g n (i n cl u di n g a n a b n or m al l a b or at or y fi n di n g), 
s y m pt o m, or dis e as e t e mp or all y  a s s o ci at e d wit h t h e us e of a n i n v esti g ati on 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 i n v esti g ati o n al pr o d u ct (N ot e:  E v er y  si g n or 
s y m pt o m s h o uld n ot b e list e d as a s e p ar a t e A E if t h e a p pli c a bl e dis e as e [ di a g n osis] is 
b ei n g r e p ort e d as a n A E)

 A n y n e w dis e as e or e x a c er b at i on of a n e xisti n g dis e as e . H o w e v er, w ors e ni n g of t h e 
pri m ar y  di s e a s e s h o uld g e n er all y b e c a pt ur e d u n d er effi c a c y ass ess m e nts a n d n ot as a n 
A E (s e e  S e cti o n 9. 5. 1. 4. 2 ).

 A n y d et eri or ati o n i n n o n pr ot o c ol -r e q uir e d me a s ur e m e nt s of a l a b or at or y  val u e or ot h er 
cli ni c al t est ( e g, E C G or x-r a y) t h at r e s ults i n sy m pt o m s, a c h a n g e i n tr e at m e nt, or 
di s c o nti n u at i on of st u d y  dr u g

 R e c urr e n c e of a n i nt er mitt e nt m e di c al c o n dit i on ( e g, h e a d a c h e) n ot pr es e nt pr etr e at m e nt 
(B as eli n e)

 A n a b n or m al l a b or at or y  t e st r e s ult s h o uld b e c o nsi d er e d a n A E if t h e i d e nt ifi e d l a b or at or y 
a b n or m ali t y le a d s t o a n y  t yp e of  int er v e nt i on , wit hdr a w al  of st u d y dr u g, or wit h h oldi n g 
of  st u d y dr u g, w h et h er pres cri b e d i n t h e pr ot o c ol or n ot

All A Es, r e g ar dl ess of r el ati o ns hi p t o st u d y  dr u g or pr o c e d ur e, s h o ul d b e r e c or d e d b e gi n ni n g 
fr om t he ti m e t h e s u bj e ct si g ns t h e st u d y  I C F t hr o u g h t h e la st vi sit a n d f or 3 0 d a y s af t er t h e 
s u bj e ct’s l ast d os e.   R ef er t o  S e cti o n 9. 5. 4. 1 f or t h e ti m e p eri o d aft er t h e E O T f or S A E
c oll e ct i on.

A b n or m al  la b or at or y  v al u e s s h o uld n ot b e list e d as s e p ar at e A Es if t h e y ar e c o nsi d er e d t o b e 
p art of t h e cli ni c al s y n dr o m e t h at is b ei n g r e p ort e d as a n A E.  It is t h e r es p o nsi bilit y of  t h e 
i n v estig at or t o r e vi e w all l a b or at or y  fi n di n gs i n all s u bj e cts a n d d et er mi n e if t h e y c o n stit ut e 
a n A E.  M e di c al a n d s ci e nt ifi c j u d g m e nt s h o ul d b e e x er cis e d i n d e ci di n g w h et h er a n is ol ate d 
l a b or at or y a b n or mali t y s h o uld b e cl assifi e d as a n A E.  A n y l a b or at or y a b n or m alit y
c o nsi d er e d t o c o nstit ut e a n A E s h o ul d b e r e p ort e d o n t h e A d v ers e E v e nt C R F. 

A b n or m al  E C G (Q T c F ) r e s ult s, if not ot h er wi s e c o nsi d er e d p art of a cli ni c al s y m pt o m t h at is 
b ei n g r e p ort e d as a n A E, s h o ul d b e c o nsi d er e d a n A E if t h e Q T c F i nter v al  is m o r e t h a n 
4 5 0 ms a n d t h er e is a n i n cr e as e of m o r e t h a n 6 0 ms fr o m b as eli n e.  A n y E C G a b n or m alit y 
t hat t h e i n v esti g at or c o nsi d ers as a n A E s h o ul d b e r e p ort e d as s u c h.

All A Es m ust b e f o ll ow e d f or 3 0 d a ys aft er t h e s u bj e ct’s l ast d os e, or u ntil r es o l uti on, 
w hi c h e v er c o m es first.  All S A Es m ust b e f o ll ow e d t o r e s ol ut i on or, if r es o l uti on is u nli k el y, 
t o st a bili z ati on.



Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 1 4 4 of 2 1 0

E v e r y eff o rt m ust b e m a d e b y t h e i n v esti g at o r t o c at e g o ri z e e a c h A E a c c o r di n g t o its 
s e v e rit y a n d its r el ati o ns hi p t o t h e st u d y d r u g .

A s s e s si n g S e v erit y of A d v er s e E v e nt s

A d v ers e e v e nts will b e gr a d e d o n a 5 -p oi nt s c al e a c c or di n g t o C o m m o n T er mi n o l og y  Crit eri a 
f or A d v ers e E v e nt s (C T C A E v 5. 0 ) (C a n c er T h er a p y E v al u at i on Pr o gr a m , 2 0 1 7).  
I n v est i g at ors will r e p ort C T C A E gr a d es f or all A E s (f or b ot h i n cr e asi n g a n d d e cr e asi n g 
s e v erit y ).  

A s s e s si n g R el ati o n s hi p t o St u d y D r u g

It e ms t o b e c o nsi d er e d w h e n ass essi n g t h e r el ati o ns hi p of a n A E t o t h e st u d y  dr u g ar e:

 T e m p or al  r el atio ns hi p of t h e o ns et of t h e e v e nt t o t h e i nit i ati on of t h e st u d y  dr u g

 T h e c o urs e of t h e e v e nt, es p e ci all y t h e eff e ct of dis c o nti n u at i on of st u d y  dr u g or 
r ei ntr o d u cti o n of st u d y dr u g , as a p pli c a bl e

 W h et h er t h e e v e nt is k n o w n t o b e ass o ci at e d w ith t h e st u d y  dr u g or wi t h ot h er si mil ar 
tr e at me nt s

 T h e pr es e n c e of ris k f a ct ors i n t h e st u d y  s u bj e ct k n o w n t o i n cr e as e t h e o c c urr e n c e of t h e 
e v e nt

 T h e pr es e n c e of n o nst u d y , tr e at me nt -r el at e d f a ct ors t h at ar e k n o w n t o b e ass o ci at e d wit h 
t he o c c urr e n c e of t h e e v e nt

Cl a s sifi c ati o n of C a u s alit y

T h e r el at i ons hi p of e a c h A E t o t h e st u d y  dr u g will  be r e c or d e d o n t h e C R F i n r es p o ns e t o t h e 
f oll owi n g q u esti o n:

Is t h er e a r e as o n a bl e p ossi bilit y t h at t h e st u d y  dr u g c a us e d t h e A E ?

Y e s (r el at e d) A c a us al r el at i ons hi p b et w e e n t h e st u d y  dr u g a n d t h e A E is a r e as o n a bl e 
p ossi bilit y.

N o ( n ot r el at e d) A c a us al r el at i ons hi p b et w e e n t h e st u d y  dr u g a n d t h e A E is n ot a 
r e as o n a bl e p ossi bilit y.

9. 5. 1. 4. 2 D I S E A S E-R E L A T E D E V E N T S A N D /O R D I S E A S E-R E L A T E D O U T C O M E S N O T Q U A LI F YI N G 

A S A E S O R S A E S

Di s e as e pr o gr essio n s h o ul d n ot b e r e c or d e d as a n A E or S A E t er m.  F at al e v e nts, e v e n if d u e 
t o dis e as e pr o gr essi o n, s h o ul d al w a ys b e r e c or d e d as a n S A E a n d s h o ul d b e r e p ort e d i n 
a c c or d a n c e wit h  S e cti on 9. 5. 4. 1 . Als o , dis e as e pr o gr essi o n S A Es, t h at ar e c o nsi d er e d as 
“ R el at e d ” t o st u d y  dr u g b y t h e i n v est i g at or m ust als o b e r e p ort e d i n a c c or d a n c e wit h 
S e cti o n 9. 5. 4. 1 .  









Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4
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Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 1 4 8 of 2 1 0

A l a b or at or y a b n or mali t y ma y  me et t h e cri t eria t o q u alif y  as a n A E as d es cri b e d i n t his 
pr ot o c ol  (s ee S e cti o n 9. 5. 1. 4. 1 a n d t h e C R F C o m pl eti o n G ui d eli n es ).  I n t h es e i nst a n c es, t h e 
A E c orr es p o n di n g t o t h e l a b or at or y  a b n or mali t y will be r e c or d e d o n t h e A d v ers e E v e nt  C R F.

9. 5. 1. 4. 6 V I T A L S I G N S A N D W EI G H T M E A S U R E M E N T S

Vi t al si g n me as ur e m e nts (ie , s yst oli c a n d diast oli c bl o o d pr ess ur e [ B P] [ m m H g], p uls e [ b e ats 
p er mi n ut e], r es pir at or y  r at e [ p er mi n ut e], b o d y t e m p er at ur e [i n c e nti gr a d e]), a n d w ei g ht (k g) 
will b e o bt ai n e d at t h e visits d esi g n at e d in t h e S c h e d ul e of Pr o c e d ur es/ Ass ess m e nts 
(T a bl e 1 5 , T a bl e 1 6 , a n d  T a bl e 1 7 ) b y a v ali d at e d m et h o d.  Bl o o d pr ess ur e a n d p uls e will b e 
m e as ur e d aft er t h e s u bj e ct h as b e e n s u pi n e f or 5 mi n ut es.  All B P m e as ur e m e nts s h o ul d b e 
p erf or m e d o n t h e s a m e ar m , pr efer a bl y b y  t h e s a m e p ers o n.

9. 5. 1. 4. 7 P H Y SI C A L E X A MI N A TI O N S

P h ysi c al e x a mi n at i ons will b e p erf or m e d as d esi g n at e d in t h e S c h e d ul e of 
Pr o c e d ur es/ Ass ess m e nts (T a bl e 1 5 , T a bl e 1 6, a n d  T a bl e 1 7 ).  

A c o m pr e h e nsi v e p h ysi c al e x a mi n at i on will i n cl u d e e v al u at i ons o f t he h e a d, e y es, e ars, n os e, 
t hr o at, n e c k, c h est (i n cl u di n g h e art a n d l u n gs), a b d o m e n, li m bs, s ki n, a n d a c o m pl et e 
n e ur o l ogi c al  e xa mi n ati o n. I n a d ditio n, a s ci t es a n d e n c e p h al o p at h y will  b e ass ess e d f or C hil d 
P u g h ass ess m e nt f or t h e s u bj e ct s wi t h H C C (A p p e n di x 4 ).  A ur o g e nit al e x a mi n at i on will  
o nl y  b e r e q uir e d i n t h e pr es e n c e of cli ni c al s y m pt o ms r el at e d t o t his r e gi o n. St arti n g fr o m 
C 3 D 1 a n d o n w ar ds, o nl y C X D 1 visit will b e p erf or m e d o nsit e .   D o c u m e nt ati o n of t h e 
p h ysi c al e x a mi n at i on will b e i n cl u d e d i n t h e s o ur c e d o c u m e nt ati o n at t h e sit e.  O nl y c h a n g es 
fr om s cr e e ni n g p h ysi c al e x a mi n at i on fi n di n gs t h at m e et t h e d efi nit i on of a n A E will b e 
r e c or d e d o n t h e A d v ers e E v e nts C R F.

9. 5. 1. 4. 8 E L E C T R O C A R DI O G R A M S

El e ctr o c ar di o gr a ms will b e o bt ai n e d as d esi g n at e d in t h e S c h e d ul e of 
Pr o c e d ur es/ Ass ess m e nts (T a bl e 1 5 , T a bl e 1 6, a n d  T a bl e 1 7 ).  C o mpl et e, st a n d ar di z e d, 
1 2- l e a d E C G r e c or di n gs t h at p er mit all 1 2 l e a ds t o b e dis pl ay e d o n a si n gl e p a g e wit h a n 
a c c o m p a n yi n g l e a d II r h y t hm strip b el o w t h e c u st o m ar y  3 × 4 le a d f or m at ar e t o b e us e d.  I n 
a d di tio n t o a r h y t h m strip, a mi ni m u m of 3 f ull c o m pl e x es s h o ul d b e r e c or d e d fr o m e a c h l e a d 
si m ult a n e o usl y.  S u bj e ct s must b e i n t h e r e c u m b e nt p o si tio n f or a p eri o d of  5 mi n ut es prior t o 
t he E C G.

A n E C G a b n or m alit y m a y m e et t h e crit eri a o f a n A E as d es cri b e d i n t his pr ot o c ol (s e e
S e cti o n 9. 5. 1. 4. 1 ) a n d t h e C R F C om p l eti on G ui d eli n es.  I n t h es e i nst a n c es, t h e A E 
c orr es p o n di n g t o t h e E C G a b n or m alit y will  be r e c or d e d o n t h e A d v ers e E v e nts C R F.

Q T c i nt er v als will b e e v al u at e d vi a 1 2 - Si n gl e, 1 2 -L e a d E C G. S u bj e cts m ust b e i n 
r e c u m b e nt p ositi on f or a p eri od of  5 mi n prior t o E C G. 1 2- L e a d E C Gs will b e c o ll e ct e d at 
S cr e e ni n g (si n gl e) a n d B as eli n e (si n gl e u nl ess a b n or m alit i es ar e o bs er v e d or if cli ni c all y
i n di c at e d, t h e n i n tri pli c at e at 2-mi n ut e i nt er v als); D a y 1 of C y cl e: 2, 3, a n d 6 . Aft er t h at, 
D a y  1 o f e v er y  3 C y cl es s u c h as C y cl e 9, C ycl e 1 2 , u p t o C y cl e 1 8, a n d t h e n e v er y  6 mo nt hs 
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C o nfi d e nti al P a g e 1 5 2 of 2 1 0

T a bl e 1 5 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y :  P h a s e 1 b a n d P h a s e 2 P art s

C CI
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C o nfi d e nti al P a g e 1 5 3 of 2 1 0

T a bl e 1 5 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y :  P h a s e 1 b a n d P h a s e 2 P art s

C CI
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C o nfi d e nti al P a g e 1 5 4 of 2 1 0

T a bl e 1 5 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y :  P h a s e 1 b a n d P h a s e 2 P art s

C CI
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C o nfi d e nti al P a g e 1 5 8 of 2 1 0

T a bl e 1 6 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y:  E xt e n si o n P art
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Eis ai
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C o nfi d e nti al P a g e 1 5 9 of 2 1 0

T a bl e 1 6 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y:  E xt e n si o n P art

C CI
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T a bl e 1 6 S c h e d ul e of Pr o c e d ur e s/ A s s e s s m e nt s i n E 7 3 8 6 -G 0 0 0 -2 0 1 St u d y:  E xt e n si o n P art
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9. 5. 3 A p pr o pri at e n e s s of M e a s ur e m e nt s

All cli ni c al ass ess m e nts ar e st a n d ar d m e as ur e m e nts c o m m o nl y  u s e d i n st u die s of  m e l a n om a, 
H C C, a n d C R C .

T h e s af et y ass ess m e nts t o b e p erf or m e d i n t his st u d y , i n cl u di n g h e m at ol o g y a n al ys es, bl o o d 
c h e mistr y  t ests, uri n al ysis, a n d ass ess m e nt of A Es, ar e st a n d ar d e v al u ati ons t o e ns ur e s u bj e ct 
s af et y.

9. 5. 4 R e p orti n g of S eri o u s A d v er s e E v e nt s, Pr e g n a n c y, a n d E v e nt s A s s o ci a t e d 
wit h S p e ci al Sit u ati o n s

9. 5. 4. 1 R e p orti n g of S eri o u s A d v er s e E v e nt s

All S E RI O U S A D V E R S E E V E N T S, r e g a r dl ess of t h ei r r el ati o ns hi p t o st u d y d r u g , m ust 
b e r e p o rt e d o n a c o m pl et e d S A E f o r m b y e m ail o r f a x as s o o n as p ossi bl e b ut n o l at e r 
t h a n 2 4 h o u rs f r o m t h e d ate t h e i n v esti g at o r b e c o m es a w a r e of t h e e v e nt.

S eri o us a d v ers e e v e nts, r e g ar dl ess of c a us alit y ass ess m e nt, m ust b e c oll e ct e d f or 9 0 d a y s 
af t er t h e s u bj e ct’s l ast d os e, or u p t o 3 0 d a ys f oll owi n g c ess at i on of st u d y  dr u g if t h e s u bj e ct 
i niti at es n e w a nt i c a n c er t h er a p y, w hi c h e v er is e arli er.  All S A Es m ust b e f o ll ow e d t o 
r e s olut i on or, if r es o l uti on is u nli k el y, t o st a bili z ati o n.  A n y S A E j u d g e d b y t h e i n v esti g at or 
t o b e r elat e d t o t h e st u d y  dr u g or a n y  pr ot o c ol-r e q uir e d pr o c e d ur e s h o ul d b e r e p ort e d t o t he 
S p o ns or r e g ar dl ess of t h e l e n gt h of ti m e t h at h as p ass e d si n c e st u d y c om p l eti on.

T h e d et ail e d c o nt a ct i nf or m at i on f or r e p ortin g of S A Es is pr o vi d e d i n t h e I n v est i g at or St u d y 
Fil e.

F o r u r g e nt s af et y iss u es , pl e as e e ns ur e all a p pr o pri at e m e di c al c ar e is a d mi nist er e d t o t h e 
s u bj e ct a n d c o nt a ct t h e a p pr o pri at e st u d y t e a m me m b er list e d i n t h e I n v est i g at or St u d y 
Fil e.

It is v er y i m p ort a nt t h at t h e S A E r e p ort f or m b e fill e d o ut as c o m pl et el y as p ossi bl e at t h e 
ti m e of t h e i niti al r e p ort.  T his i n cl u d es t h e i n v esti g at or’s ass ess m e nt of c a us ality.

A n y r el e v a nt f oll ow- u p i nf or m at i on r e c ei v e d o n S A Es s h o ul d b e f or w ar d e d wit hi n 2 4 h o urs
of  it s r e c eipt.  If t h e r el e v a nt f oll ow- u p i nf or m at i on c h a n g es t h e i n v est i g at or’s ass ess m e nt of 
c a us alit y,  t hi s s h o uld als o b e n ot e d o n t h e f o ll ow- u p S A E f or m .

Pr eli mi n ar y S A E r e p orts s h o ul d b e f o ll ow e d as s o o n as p ossi bl e b y  d et ail e d d e s cri ptio n s 
i n cl u di n g c o pi es of h os pit al c as e r e p orts, a ut o ps y r e p orts, a n d ot h er d o c u m e nts r e q u est e d b y 
t he S p o ns or .

T h e i n v est i g at or m ust n otif y his/ h er I R B/I E C of t h e o c c urr e n c e of t h e S A E i n writi n g, if 
r e q uir e d b y t h eir i nstituti o n .  A c o p y of t his c o m m u ni c ati on m u st b e f or w ar d e d t o t h e 
S p o ns or t o b e fil e d i n t h e S p o ns or ’s Tri al M ast er Fil e.
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C o nfi d e nti al P a g e 1 6 9 of 2 1 0

S u bj e cts w h o di s c o nt i n u e e arl y fr om t he st u d y  will b e dis c o nti n u e d f or 1 of  t h es e pri m ar y 
r e as o ns: A E(s), l ost t o f o ll ow- u p, s u bj e ct c h o i c e, pr o gr essi o n of dis e as e, wit h dr a w al of 
c o ns e nt,   st u d y  t er mi n at e d b y S p o n s or or ot h er.   I n a d diti o n t o t h e pri m ar y r e as o n, 
t he s u bj e ct m a y  in di c at e 1 or m or e s e c o n d ar y r e a s o n( s) f or dis c o nti n u atio n.  St u d y 
di s p o sitio n i nf or m at i on will b e c oll e ct e d o n t h e S u bj e ct Dis p osit i on C R F.   

A s u bj e ct r e m o v e d fr o m t h e st u d y  for a n y  r e as o n d uri n g P h as e 2 will n ot b e r e pl a c e d.

9. 5. 6 A b u s e or Di v er si o n of St u d y Dr u g

N ot a p pli c a bl e .

9. 5. 7 C o nfir m ati o n of M e di c al C ar e b y A n ot h er P h y si ci a n

T h e i n v est i g at or will i nstr u ct s u bj e cts t o i nf or m site p ers o n n el w h e n t h e y  ar e pla n ni n g t o 
r e c ei v e m e di c al c ar e b y a n ot h er p h ysi ci a n.  At e a c h visit, t h e i n v esti g at or will as k t h e s u bj e ct 
w h et h er h e/s h e h as r e c ei v e d m e di c al c ar e b y a n ot h er p h ysi ci a n si n c e t h e la st vi sit or is 
pl a n ni n g t o d o s o i n t h e f ut ur e.  W h e n t h e s u bj e ct is g oi n g t o r e c ei v e m e di c al c ar e b y  a not h er 
p h ysi ci a n, t h e i n v esti g at or, wit h t h e c o ns e nt of t h e s u bj e ct, will i nf or m t h e ot h er p h ysi ci a n 
t hat t h e s u bj e ct is p art i ci p ati n g i n t he cli ni c al st u d y.

9. 6 D at a Q u alit y A s s ur a n c e

T hi s st u d y  will b e or g a niz e d, p erf or m e d, a n d r e p ort e d i n c o m p li a n c e with t h e pr ot o c ol, 
S O Ps, w or ki n g pr a cti c e d o c u m e nts, a n d a p pli c a bl e r e g ul at i ons a n d g ui d eli n es.  Si t e a u dit s 
will b e m a d e p eri o di c all y b y t h e S p o n s or ’s or t h e C R O’s q u alifi e d c o m p li a n c e a u diti n g t e a m, 
w hi c h is a n i n d e p e n d e nt f u n ct i on fr o m t h e st u d y t e a m r es p o nsi bl e f or c o n d u ct of t h e st u d y.  

9. 6. 1 D at a C oll e cti o n

D at a r e q ui r e d b y t h e pr ot o c ol will b e c oll e ct e d o n t h e C R Fs a n d e nt er e d i nt o a v ali d at e d d ata 
m a n a g e m e nt s yst e m t h at is c o m p li a nt wit h all r e g ul at or y r e q uir e m e nts.  As d efi n e d b y I C H 
g ui d eli n es, t h e C R F is a pri nt e d, o pti c al, or el e ctr o ni c d o c u m e nt d esi g n e d t o r e c or d all o f t he 
pr ot o c ol -r e q uir e d i nf or m atio n t o b e r e p ort e d t o t h e S p o ns or o n e a c h s t u d y s u bj e ct.

D at a c oll e ct i on o n t h e C R F m ust f o ll ow t h e i n str u cti o ns d es cri b e d i n t h e C R F C o m p l eti on 
G ui d eli n es.  T h e i n v est i g at or h as ulti m at e r es p o nsi bility f or t h e c oll e cti on a n d r e p orti n g of all 
cli ni c al d at a e nt er e d o n t h e C R F.  T h e i n v est i g at or or de si g n e e as i d e nt ifi e d o n F or m F D A 
1 5 7 2 or I n v est i g at or a n d Sit e In f or mat i on F or m m u st si g n t h e c o m pl et e d C R F t o att est t o its 
a c c ur a c y , a ut h e nti city,  a n d c o mpl et e n ess.

C o m pl et e d, ori gi n al  C R F s ar e t h e s ole pr o p ert y  of Ei s ai a nd s h o ul d n ot b e m a d e a v ail a bl e i n 
a n y f or m  t o t hir d p artie s wi t ho ut wri tt e n p er missi on fr om Ei s ai, e x c e pt f or a ut h ori z e d 
r e pr es e nt ati v es of Eis ai or a p pr o pri at e r e g ul at or y a ut h oritie s.

C CI
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9. 6. 2 Cli ni c al D at a M a n a g e m e nt

All s oft w ar e a p pli c at i ons us e d i n t h e c oll e ct i on of d at a will b e pr o p erl y v a li d at e d f oll owi n g 
st a n d ar d c o m p ut er s yst e m vali d ati o n t h at i s c o m pli a nt wi t h all r e g ul at or y r e q uir e m e nts.  All 
d at a, b ot h C R F a n d e xt er n al d at a ( e g, l a b or at or y d at a), will b e e nt er e d i nt o a cli ni c al s yst e m.

9. 7 St ati sti c al M et h o d s

S t atist i c al a n al ys es will b e p erf or m e d b y t h e S p o ns or or d e si g n e e aft er t h e st u d y  is c o m p l et e d 
a n d t h e d at a b as e is l o c k e d a n d r el e as e d.  A n e arli er d at a b as e l o c k m a y als o b e p erf or m e d f or 
t he p ur p os e of writ i n g a cli ni c al st u d y r e p ort. St atisti c al a n al ys es will b e p erf or m e d usi n g 
S A S s oft w ar e or ot h er v ali d at e d st atisti c al s oft w ar e as r e q uir e d.  D et ails o f t he st ati st i cal  
a n al ys es will b e i n cl u d e d i n a s e p ar at e st atisti c al a n al ysis pl a n (S A P).

9. 7. 1 St ati sti c al a n d A n al yti c al Pl a n s

T h e st ati st i c al a n al ys es of st u d y d at a ar e d es cri b e d i n t his s e ct i on .  F urt h er d et ails of t he 
a n al yt i c al pl a n will b e pr o vi d e d i n t h e S A P, w hi c h will b e fi n ali z e d b ef or e d at a b as e l o c k.

9. 7. 1. 1 St u d y E n d p oi nt s

F or t h e t u m or r es p o ns e r el at e d e n d p oi nts, t h e t u m or ass ess m e nts b y BI C R (if c o n d u ct e d) m a y
b e us e d i n t h e pri m ar y a n al ysis f or t h e c o h orts i n P h as e 2 p art .  Ot h er wis e, t u m or ass ess m e nts 
b y t h e i n v esti g at or will b e us e d f or t h e a n al ysis.

9. 7. 1. 1. 1 P RI M A R Y E N D P OI N T S

 P h as e 1 b p art : S af et y r elat e d e n d p oi nts i n cl u di n g D L T s

 P h as e 2 p art : O R R is d efi n e d as t h e pr o p orti o n of s u bj e cts w h o h a v e b est o v er all 
r es p o ns e ( B O R) of c o nfir m e d C R or P R p er R E CI S T 1. 1

9. 7. 1. 1. 2 S E C O N D A R Y E N D P OI N T S

 B O R p er R E CI S T 1. 1 (f or P h as e 1 b p art ) 

 D O R i s d efi n e d as t h e ti m e fr o m t h e first d o c u m e nt ati o n of C R or P R t o t h e first 
d o c u m e nt ati o n of  di s e a s e pr o gr e s sio n or d e at h d u e t o a n y c a us e ( w hi c h e v er o c c urs first), 
i n s u bj e ct s wit h c o nfir m e d C R or P R p er R E CI S T 1. 1

 D C R is d efi n e d as t h e pr o p orti o n of s u bj e cts w h o h a v e a B O R of c o nfir m e d C R or P R, or 
S D: aft er ≥ 5 w e e ks fr o m t h e first d os e) p er R E CI S T 1. 1

 C B R is d efi n e d a s t h e pr o p orti o n of  s u bj e cts w h o h a v e a B O R of c o nfir m e d C R or P R, or 
d ur a bl e S D ( d ur ati o n of S D ≥ 2 3 w e e ks) p er R E CI S T 1. 1

 S af et y a n d t ol er a bilit y ( e g , tr e at me nt -e m er g e nt a d v ers e e v e nts , tr e at m e nt-r el at e d a d v ers e 
e v e nts ) f or E 7 3 8 6 i n c o m bi n at i on wi t h p e mbr oli z u m a b a n d saf et y a n d t ol er a bilit y 
i n cl u di n g D L Ts f or E 7 3 8 6 i n c o m bi n at i on wi t h p e m br oli z u m a b pl us l e n v ati ni b 
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T h e n u m b er ( p er c e nt a g e) of s u bj e cts w h o w er e tr e at e d, c o nti n u e d , or di sc o nt i n u e d st u d y dr u g 
at d at a c ut off d at e, al o n g wit h t h e pri m ar y  r e a s o n f or dis c o nti n u atio n f r o m t h e st u d y dr u g will 
b e pr es e nt e d. T h e n u m b er ( p er c e nt a g e) of s u bj e cts w h o dis c o nti n u e d tr e at m e nt b ut w er e o n 
s ur vi v al f o ll ow- u p at d at a c ut off d at e will als o b e pr o vi d e d.

T h e n u m b er ( p er c e nt a g e) of s u bj e cts w h o w er e o n st u d y  or off st u d y (ie, dis c o nt i n u e d fr o m 
t he st u d y ) at d at a c ut off d at e a n d t h e pri m ar y r e as o n f or dis c o nti n u ati on fr o m st u d y will b e 
pr es e nt e d.

9. 7. 1. 4 D e m o gr a p hi c a n d Ot h er B a s eli n e C h ar a ct eri sti c s

D e m o gr a p hi c a n d ot h er b as eli n e c h ar a ct erist i cs for t h e Effi c a c y A n al ysis S et will b e 
s u m m ari z e d f or e a c h d os e l e v el/t u m or c o h ort, a n d f or p h as e/ o v er all (as n e e d e d) usi n g 
d es cri pt i v e st atisti cs.  C o nti n u o us d e m o gr a p hi c a n d b as eli n e v ari a bl es i n cl u d e a g e, w e i ght , 
a n d h ei g ht ; c at e g ori c al v ari a bl es i n cl u d e s e x, a g e gr o u p, r a c e, et h ni cit y , r e gio n / c o u ntr y, 
E C O G P S a n d N Y H A c ar di a c dis e as e cl assifi c at i on .  

9. 7. 1. 5 Pri or a n d C o n c o mit a nt T h er a p y

All i n v esti g at or t er ms f or m e di c ati o ns r e c or d e d i n t h e C R F will b e c o d e d t o an 1 1 -di git c o d e 
usi n g t h e W orl d H e alt h Or g a ni z ati o n Dr u g Di ct i on ar y  ( W H O D D). T h e n u m b er 
( p er c e nt a g e) of s u bj e cts w h o t o o k pri or a n d c o n c o mit a nt m e di c ati o ns will b e s u m m ari z e d o n 
t he Effi c a c y A n al ysis S et b y  A n at o mi c al T h er a p e utic C h e mi c al cl ass (i e, A n at o mi c al cl ass, 
P h ar m a c o l ogi c al  class), a n d W H O D D pr ef err e d t er m ( P T). Pri or m e di c at i ons will b e 
d efi n e d as m e di c at i ons t h at st art e d b ef or e t h e first d os e of st u d y  dr u g r e g ar dl ess if t h e y w er e 
ei t her st o p p e d b ef or e t h e first d os e of st u d y  dr u g or c o nti n u e d d uri n g t h e st u d y .  C o n c o mit a nt 
m e di c at i ons will b e d efi n e d as m e di c at i ons t h at ( 1) st art e d b ef or e t h e first d os e of st u d y  dr u g 
a n d w er e c o nti n ui n g at t h e ti m e of t h e first d os e of st u d y  dr u g, or ( 2) st art e d o n or aft er t h e 
d at e of t h e first d os e of st u d y  dr u g u p t o 3 0 d a ys aft er t h e s u bj e ct’s l ast d os e. T h e s u m m ar y 
will b e pr es e nt e d f or e a c h d os e l e v el/t u m or c o h ort, a n d f or p h as e/ o v er all (as n e e d e d) . A 
m e di c at i on t h at c a n n ot b e d et er mi n e d as pri or/ c o n c o mit a nt/ p ost tr e at m e nt d u e t o 
missi n g/i n c o m pl et e d at e s will b e r e g ar d e d as a c o n c o mit a nt m e di c at i on. All m e di c at i ons will 
b e pr es e nt e d i n s u bj e ct d at a list i n gs.

9. 7. 1. 6 Effi c a c y A n al y s e s

All effi c a c y a n al ys es ( e x c e pt f or D O R) will b e p erf or m e d wit hi n e a c h c o h ort/t u m or t y p e o n 
t he Effi c a c y A n al ysis S et.  T h e a n al ysi s for D O R will  be p erf or m e d i n t h e s u bj e cts w h o s h o w 
a c o nfir m e d C R or P R wit hi n e a c h c o h ort/t u m or t y p e o n t h e Effi c a c y A n al ysis S et.

B O R is C R, P R, S D, P D, or n ot e v al u a bl e ( N E) / U n k n o w n, w h er e S D h as t o b e a c hi e v e d at 
≥ 5 w e e ks aft er t h e first d os e.  T h e B O R of C R a n d P R r e q uir es c o nfir m at i on b y a s u bs e q u e nt 
ass ess m e nt of r es p o ns e at l e ast 2 8 d a y s l at er.  H o w e v er, f or t h e c o nsi d er at i on of c o h ort 
e x p a nsi o n i n t h e i nt eri m d at a r e vi e w, r es p ons e c o nfir m at i on will n ot b e r e q uir e d.

D at a c ut off of t h e pri m ar y a n al ysis i n t h e P h as e 2 p art f or e a c h t u m or c o h ort m a y b e 
p erf or m e d b as e d o n t h e Effi c a c y A n al ysis S et w h e n all s u bj e cts i n t h at c o h ort h a v e 





Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 1 7 4 of 2 1 0

tr e at me nt c o h ort s) will b e t a b ul at e d a n d s u m m ari z e d b y d os e l e v el, d a y , a n d ti m e.  T h e 
pri m ar y  P K p ar a met ers of E 7 3 8 6 will b e c al c ul at e d usi n g n o n c o m p art m e nt al a n al ysis f or t h e 
P h as e 1 b p art.  Pl as m a c o n c e ntr ati o n d at a f or E 7 3 8 6 a n d l e n v at i ni b i n t h e P h as e 2 p art will b e 
us e d t o c o n d u ct p o p ul at i on P K a n al ysis a n d/ or gr a p hi c al pr e s e nt ati o n b y i nte gr at i n g pl as m a 
c o n c e ntr ati o n d at a fr o m t h e P h as e 1 b p art a n d / or ot h er st u di es. P K/ P D r elati o n s hi p s (i e, 
e x p os ur e -effi c a c y, e x p os ur e -s af et y,  a n d e x p os ur e-bi o m ar k er r el at i ons hi ps) will b e m o d el e d, 
if p ossi bl e, usi n g a m e c h a nisti c a p pr o ac h, f or eff e cts of st u d y  tr e at me nt. Effi c a c y  e nd p oi nts 
will i n cl u d e pri m ar y e n d p o i nt of O R R ( b as e d o n R E CI S T 1. 1) a n d ot h er effi c a c y -r el at e d 
m etri cs i n cl u di n g b ut n ot li mit e d t o D O R . S af et y e n d p o i nt will b e m ost fr e q u e nt A Es a n d 
d os e r e d u cti o ns o f E 7 3 8 6. E x pl or at or y / gr a p hi c al a n al ys es will b e c o n d u ct e d f or P K/P D
e v al u at i ons, a n d, if p ossi bl e, will b e f o ll ow e d b y  m o d el-b as e d a n al ys es f or E 7 3 8 6. F o r 
p o p ul at i on P K a n d P K/ P D a n al ys es , t h e d et ails will b e d es cri b e d i n a s e p ar at el y pr e p ar e d 
a n al ysis pl a n a n d i ts r e p ort, a n d t h e r es ults will n ot b e i n cl u d e d i n t h e cli ni c al st u d y r e p ort.

9. 7. 1. 7. 2 P H A R M A C O D Y N A MI C , PH A R M A C O G E N O MI C , A N D O T H E R B I O M A R K E R A N A L Y S E S

D et ails o f t he P D a n d ot h er bi o m ar k er a n al ys es will b e pr o vi d e d i n a s e p ar at e a n al ysis pl a n.

9. 7. 1. 8 S af et y A n al y s e s

All t oler a bili t y a n al y s e s will b e p erfor m e d b y  d o s e l e v el (if a p pli c a bl e) o n t h e D L T A n al ysis 
S et.  T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h D L T will b e c al c ul at e d.

T h e S af et y A n al ysis S et will b e us e d f or all ot h er s af et y a n al ys es.  S af et y a n al ys es will b e
ass ess e d wit hi n e a c h c o h ort/t u m or t y p e , a n d f or p h as e/ o v er all ( as n e e d e d) o n a n “ as tr e at e d ” 
b asis usi n g d es cri pti v e st atist i cs ( e g, n, m e a n, st a n d ar d d e vi ati o n, m e di a n, q u artil es , 
mi ni m u m, m a xi m u m f or c o nti n u o us v ari a bl es; n [ %] f or c at e g ori c al v ari a bl es ).  S af et y 
v ari a bl es i n cl u d e T E A Es , cli ni c al l a b or at or y p ar a m et ers, vit al si g ns, T- s c or e , 
L V E F a n d 1 2 -l e a d E C G p ar a m et ers.  If n e e d e d, t h e c h a n g es fr o m b as eli n e will als o b e 
s u m m ari z e d. St u d y  D a y 1 for all s af et y a n al ys es will b e d efi n e d as t h e d at e of t h e first d os e 
of  st u d y dr u g.

9. 7. 1. 8. 1 E X T E N T O F E X P O S U R E

T h e n u m b er of c y cl es/ d a ys o n tr e at m e nt, q u a ntit y of  st u d y dr u g a d mi nist er e d, a n d t h e 
n u m b er of s u bj e cts r e q uiri n g d os e r e d u cti o ns a n d / or tr e at me nt i nt err u pti o n will b e 
s u m m ari z e d f or th e S af et y A n al ysis S et.

9. 7. 1. 8. 2 A D V E R S E E V E N T S

T h e A E v er b at i m d es cri pti ons (i n v esti g at or t er ms fr o m t h e C R F) will b e cl assifi e d i nt o 
st a n d ar di z e d m e di c al t er mi n o l og y usi n g t h e M e di c al Di ct i on ar y  for R e g ul at or y  A cti viti es 
(M e d D R A).  

A T E A E i s d efi n e d as a n A E t h at e m er g es d urin g tr e at m e nt ( o n or aft er t h e first d os e of st u d y 
dr u g u p t o 3 0 d a y s aft er t h e s u bj e ct’s l ast d os e) , h a vi n g b e e n a bs e nt at pr etr e at m e nt 
(B as eli n e) or :

C CI
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 R e e m er g es d uri n g tr e at m e nt, h a vi n g b e e n pr es e nt at pr etr e at m e nt (B as eli n e) b ut st o p p e d 
b ef or e tr e at m e nt, or 

 W o rs e ns i n s e v erity d uri n g tr e at m e nt r el at i v e t o t he pr etr e at m e nt st at e w h e n t he A E is 
c o nti n u o us

O nl y t h os e A Es t h at a r e tr e at m e nt-e m er g e nt will b e i n cl u d e d i n s u m m ar y  t a bl es.  All A Es, 
tr e at me nt - e m er g e nt or ot h er wis e, will b e pr es e nt e d i n s u bj e ct d at a listi n gs.

T h e T E A Es will b e s u m m ari z e d.  T h e i n ci d e n c e o f T E A Es will b e r e p ort e d as t h e n u m b er 
(p er c e nt a g e) of s u bj e cts wit h T E A Es b y s y st e m or g a n cl ass (S O C ) a n d P T.  A s u bj e ct will b e 
c o u nt e d o nl y  o n c e wi t hi n an S O C a n d P T, e v e n if t h e s u bj e ct e x p eri e n c e d m or e t h a n 1 T E A E 
wi t hi n a s p e cifi c S O C a n d P T.  T h e n u m b er (p er c e nt a g e) of s u bj e cts wit h T E A Es will als o b e 
s u m m ari z e d b y hi g h est C T C A E gr a d e a c c or di n g t o t h e C T C A E v 5. 0 .

T h e n u m b er (p er c e nt a g e) of s u bj e cts wit h tr e at m e nt -r el at e d T E A Es will b e s u m m ari z e d b y 
S O C a n d P T.  Tr e at m e nt -r el at e d T E A Es i n cl u d e t h os e e v e nts c o nsi d er e d b y t h e i n v est i g at or 
t o b e r elat e d t o st u d y  dr u g .  T h e n u m b er (p er c e nt a g e) of s u bj e cts wit h tr e at m e nt -r elat e d 
T E A Es will als o b e s u m m ari z e d b y hi g h est C T C A E gr a d e.

T h e n u m b er (p er c e nt a g e) of s u bj e cts wit h T E A Es l e a di n g t o d e at h will b e s u m m ari z e d b y 
M e d D R A S O C a n d P T.  A s u bj e ct d at a listi n g of  all AEs l e a di n g t o d e at h will b e pr o vi d e d.

T h e n u m b er (p er c e nt a g e) of s u bj e cts wit h tr e at m e nt -e m er g e nt S A Es will b e s u m m ari z e d b y 
M e d D R A S O C a n d P T.  A s u bj e ct d at a listi n g of  all S A E s will b e pr o vid e d.

T h e n u m b er ( p er c e nt a g e) of s u bj e cts wit h T E A Es l e a di n g t o dis c o nti n u ati o n fr o m st u d y dr u g 
will b e s u m m ari z e d b y  M e d D R A S O C a n d P T. A s u bj e c t d at a listi n g of  all A Es l e a di n g t o 
di s c o nti n u at i on fr om st u d y dr u g will b e pr o vi d e d.

9. 7. 1. 8. 3 L A B O R A T O R Y V A L U E S

L a b or at or y  r e s ults will b e s u m m ari z e d usi n g S yst è m e I nt er n at i on al (SI) u ni t s, a s a p pr o priat e.  
F or all q u a ntit ati v e p ar a m et ers list e d i n  S e ct i on 9. 5. 1. 4. 5 , t h e a ct u al v al u e a n d t h e c h a n g e 
fr om b as eli n e t o e a c h p ost b as eli n e visit a n d t o t h e E O T (d efi n e d as t h e l ast o n -tr e at me nt 
v al u e i n cl u di n g ass ess m e nt ) will b e s u m m ari z e d b y visit usi n g d es cript i v e st atisti cs.  
Q u alit at i v e p ar a m et ers list e d i n S e ct i on 9. 5. 1. 4. 5 will b e s u m m ari z e d usi n g fr e q u e n ci es 
(n u m b er a n d p er c e nt a g e of s u bj e cts), a n d c h a n g es fr o m b a s eli n e t o e a c h p ost b as eli n e visit 
a n d t o E O T will b e r e p ort e d usi n g s hift t a ble s.  P er c e nt a g es will b e b as e d o n t h e n u m b er of 
s u bj e ct s wit h b ot h n o n-missi n g b as eli n e a n d r el e v a nt p ost b as eli n e r es ult s.

L a b or at or y  p ar a m et ers will b e c at e g ori z e d a c c or di n g t o C T C A E v 5. 0 a n d s hifts fr o m 
b as eli n e C T C A E gr a d es t o w orst p ost b as eli n e gr a d es will b e ass ess e d. T h e n u m b er 
(p er c e nt a g e ) of  s u bj e ct s wit h p ost b as eli n e v al u es w ors e n e d fr o m b as eli n e ( wit h at l e ast 1 
C T C A E gr a d e i n cr e as e) will b e pr es e nt e d. Li k e wis e, s u bj e cts wit h p ost b as eli n e v al u es of  
C T C A E gr a d es 3 or 4 w ors e n e d fr o m b as eli n e will als o b e s u m m ari z e d.
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9. 7. 4 Ot h er St ati sti c al/ A n al yti c al I s s u e s

N ot a p pli c a bl e

9. 7. 5 Pr o c e d ur e f or R e vi si n g t h e St ati sti c al A n al y si s Pl a n

If t h e S A P n e e ds t o b e r e vis e d aft er t h e st u d y st arts, t h e S p o ns or will d et er mi n e h o w t h e 
r e visi on i m p a cts t h e st u d y a n d h o w t h e r e visi on s h o ul d b e i m pl e m e nt e d.  T h e d et a ils of t h e 
r e visi on will b e d o c u m e nt e d a n d d es cri b e d i n t h e C S R .
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1 0 R E F E R E N C E LI S T

A b o u -Alf a G, M e y er T, C h e n g A -L, El -K h o u ei r y A, Ri m a s s a L, R yo o B -Y, et al. 
C a b o z a nt i ni b i n p ati e nts wit h a d v a n c e d a n d pr o gr essi n g h e p at o c ell ul ar c ar ci n om a. N E n gl  J 
M e d . 2 0 1 8; 3 7 9: 5 4 - 6 3.

A d a c hi Y, K a mi y a m a H, I c hi k a w a K, F u k us hi m a S, O z a w a Y, Y a m a g u c hi S, et al. I n hi bit i on 
of  F G F R r e a cti v at es I F N γ si g n ali n g i n t u m or c ells t o e n h a n c e t h e c o m bi n e d a ntitu m or 
a cti vit y of  le n v at i ni b with a nti -P D -1 a nt i b o di es. C a n c er R es. 2 0 2 2;8 2( 2): 2 9 2 – 3 0 6.

A n dr e T, S hi u K -K, Ki m T, J e ns e n B, J e ns e n L, P u nt C, et al. P e m br o li z u m a b i n 
mi cr os at ellit e -i nst a bility -hi g h a d v a n c e d c o l or e ct al c a n c er. N E n gl J M e d. 2 0 2 0; 3 8 3: 2 2 0 7 - 1 8.

At e z oli z u m a b (T E C E N T RI Q ® ) [ pr es cri bi n g i nf or m ati on]. S o ut h S a n Fr a n cis c o, C A:
G e n e nt e c h, I n c.; 4/ 2 0 2 1.
(htt ps:// w w w. a c c ess d at a.f d a. g o v/ dr u gs atf d a _ d o cs/l a b el/ 2 0 2 0/ 7 6 1 0 3 4s 0 2 8l bl. p df ).

B as c h E, R e e v e B B, Mit c h ell S A, Cl a us er S B, Mi n asi a n L M, D u e c k A C, et al . D e v elo p m e nt 
of  t h e N atio n al  C a n c er I n stit ut e' s p atie nt -r e p ort e d o ut c o m es v ersi on of t h e c o m m o n 
t er mi n ol og y  crit eria f or a d v ers e e v e nts ( P R O -C T C A E). J N atl C a n c er I nst.
2 0 1 4; 1 0 6( 9): dj u 2 4 4. d oi: 1 0. 1 0 9 3/j n ci/ dj u 2 4 4 .

Bl a n k C, Br o w n I, P et ers o n A C, S pi ott o M, I w ai Y, H o nj o T, et al. P D- L 1/ B 7 H -1 i n hi bits t h e 
eff e ct or p h as e of t u m or r ej e ct i on b y T c ell r e c e pt or ( T C R) tr a ns g e ni c C D 8 + T c ells. C a n c er 
R es. 2 0 0 4; 6 4: 1 1 4 0 - 5.

B u gt er J, F e n d eri c o N, M a uri c e M. M ut ati o ns a n d m e c h a nis ms of W nt  p at h w a y t u mo ur 
s u p pr ess ors i n c a n c er. N at ur e R e vi e ws C a n c er . 2 0 2 1; 2 1: 5 -2 1. 

Br ui x J, Qi n S, M erl e P, Gr a nit o A, H u a n g Y -H, B o d o k y  G, et al. R e g or af e ni b f or p ati e nts 
wi t h h e p at o c ell ul ar c ar ci n om a w h o pr o gr ess e d o n s or af e ni b tr e at m e nt ( R E S O R C E): a 
r a n d omis e d d o u bl e -bli n d, pl a c e b o -c o nt r oll e d, p h as e 3 tri al. L a n c et. 2 0 1 7 ; 3 8 9: 5 6-6 6.

C h e m nit z J M, P arr y R V, Nic h o ls K E, J u n e C H, a n d Ril e y J L. S H P-1 a n d S H P -2 ass o ci at e 
wi t h im m u n or e c e pt or t y r osi n e-b as e d s wit c h m otif of pr o gr a m m e d d e at h 1 u p o n pri m ar y 
h u m a n T c ell  sti m ul ati on, b ut o nl y r e c e pt or li g at i on pr e v e nts T c ell a ct i v ati on. J I m m u n ol. 
2 0 0 4; 1 7 3: 9 4 5 - 5 4.

C urr a n M A, M o nt al v o W, Y a git a H, a n d Allis o n J P. P D -1 a n d C T L A -4 c o m bi n at i on 
bl o c k a d e e x p a n ds i nfiltr ati n g T c ells a n d r e d u c es r e g ul at or y  T a n d m y el oi d c ells wit hi n B 1 6 
m el a n o m a t u m ors. Pr o c N atl A c a d S ci U S A. 2 0 1 0; 1 0 7: 4 2 7 5 - 8 0.

Di a z L A a n d L e D T. P D -1 bl o c k a d e i n t u m ors wit h mis m at c h -r e p air d efi ci e n c y. N E n gl J 
M e d. 2 0 1 5; 3 7 3: 1 9 7 9.

Di sis M L. I m m u n e r e g ul at i on of c a n c er. J Cli n O n c ol. 2 0 1 0; 2 8( 2 9): 4 5 3 1- 8.
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D u dl e y M E, W u n d erli c h J R, Y a n g J C, S h err y  R M, T o p ali a n S L, R estif o N P, et al. A d o pti v e 
c ell tr a nsf er t h er a p y  fol l owi n g n o n -m y el o a bl at i v e b ut l y m p h o d e pl eti n g c h e m ot h er a p y f or t h e 
tr e at me nt of p ati e nts wit h r efr a ct or y  met a st ati c m el a n o m a. J Cli n O n c o l. 2 0 0 5;2 3: 2 3 4 6- 5 7.

Eis e n h a u e r E A, T h er ass e P, B o g a erts J, S c h w art z L H, S ar g e nt D, F or d R, et al. N e w 
r es p o ns e e v al u ati on cri t eri a i n s oli d t u m o urs: r e vis e d R E CI S T g ui d eli n e (v ersi o n 1. 1). E ur J 
C a n c er.  2 0 0 9; 4 5( 2): 2 2 8 -4 7.

Fi n n R, Qi n S, I k e d a M, G all e P, D u cr e u x M, Ki m T -Y, et al. At e z oli z u m a b pl us 
b e v a ci z u m a b i n u nr es e ct a bl e h e p at o c ell ul ar c ar ci n o m a. N E n gl J M e d . 2 0 2 0; 3 8 2: 1 8 9 4 - 1 9 0 5.

Fr a n cis c o L M, S a g e P T, a n d S h ar p e A H. T h e P D -1 p at h w a y  in t ol er a n c e a n d a ut oi m m u nit y.  
I mm u n o l R e v. 2 0 1 0; 2 3 6: 2 1 9 - 4 2.

Gr e e n w al d R J, Fr e e m a n GJ, a n d S h ar p e A H. T h e B 7 f a mil y r e visit e d. A n n u R e v I m m u n o l. 
2 0 0 5; 2 3: 5 1 5 - 4 8.

Gr ot h e y A, V a n C uts e m E, S o br er o A, Si e n a S, F al c o n e A, Y c h o u M, et  al. C O R R E C T 
St u d y  Gr o u p. R e g or af e ni b m on ot h er a p y  for pr e vi o usl y tr e at e d m et a st ati c c ol or e ct al  c a n c er 
( C O R R E C T): a n i nt er n ati o n al, m ult i c e ntr e, r a n d o mis e d, pl a c e b o-c o ntr oll e d, p h as e 3 tri al. 
L a n c et. 2 0 1 3; 3 8 1: 3 0 3 - 1 2.

Gr ot h e y A. P e m br o li z u m a b i n M SI- H-d M M R a d v a n c e d c ol or e ct al c a n c er -A n e w st a n d ar d of 
c ar e. E di t orial N E n gl  J M e d. 2 0 2 0; 3 8 3: 2 2 8 3- 5.

H ar di n g J, N a n d a k u m ar S, Ar m e ni a J, K h alil D, Al b a n o M, L y  M, et al. Pr os p e cti v e 
g e n ot y pi n g of h e p at o c ell ul ar c ar ci n o m a: Cli ni c al im pli c at i ons of n e xt -g e n er at i on se q u e n ci n g 
f or m at c hi n g p ati e nt s t o tar g et e d a n d im m u n e th er a pi es. Cli n C a n c er R es . 2 0 1 9; 2 5: 2 1 1 6 -2 6.

H er m el D J, Si g al D. T h e e m er gi n g r ol e of c h e c k p oi nt i n hi biti on i n mi cr os at ellit e st a bl e
c ol or e ct al c a n c er. J P ers M e d. 2 0 1 9; 9( 1): 5.

Hi r a n o F , K a n e k o K, T a m ur a H, D o n g H, W a n g S, I c hi k a w a M, et al. Bl o c k a d e of B 7-H 1 
a n d P D -1 b y  mo n o cl o n al a nt i b o di es p ot e ntiat es c a n c er t h er a p e uti c i m m u nit y.  C a n c er R es. 
2 0 0 5; 6 5: 1 0 8 9 - 9 6.

H u n d er N N, W all e n H, C a o J, H e n dri c ks D W, R eill y  J Z, R o d m yr e R, et al . Tr e at me nt of  
m et a st ati c m el a n o m a wit h a ut ol o g o us C D 4 + T c ells a g ai nst N Y- E S O -1. N E n gl J M e d. 
2 0 0 8; 3 5 8: 2 6 9 8 -7 0 3. 

K a h n M. C a n w e s af el y t ar g et t h e W nt p at h w a y ? N at R e v Dr u g Dis c o v. 2 0 1 4; 1 3( 7): 5 1 3 - 3 2.

K at o Y, T a b at a K, Ki m ur a T, Y a c hi e -Ki n o s hit a A, O z a w a Y, Y a ma d a K, et al . L e n v ati ni b 
pl us a nt i-P D -1 a nti b o d y  c o m bi n ati on tr e at m e nt a cti v at es C D 8 + T c ells t hr o u g h r e d u cti o n of
t u mor -ass o ci at e d m a cr o p h a g e a n d a ct i v ati on of t h e i nt erf er o n p at h w a y. P L o S O n e. 
2 0 1 9; 1 4( 2): e 0 2 1 2 5 1 3.
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Ki m ur a T, K at o Y, O z a w a Y, K o d a m a K, It o J, I c hi k a w a K, et al. I m m u n o m o d ul at or y  
a cti vit y of  le n v at i ni b c o ntri b ut es t o a ntit u m or a cti vity i n t h e h e p a 1 -6 h e p at o c ell ul ar 
c ar ci n o m a m o d el . C a n c er S ci. 2 0 1 8; 1 0 9( 1 2): 3 9 9 3– 4 0 0 2.

K o b a y as h i Y, U e h ar a S, U d a g a w a N, T a k a h as hi N. R e g ul ati o n of b o n e m et a b olis m b y W nt 
sig n al s. J Bi o c h e m. 2 0 1 6; 1 5 9: 3 8 7 – 9 2.

Kr is h n a n V, Br y a nt H U, M a c D o u g al d O A. R e g ul ati o n of  b o n e ma s s b y  W nt sig n ali n g. J Cli n 
I n v est. 2 0 0 6; 1 1 6: 1 2 0 2 – 9.

L ar ki n J, Mi n or D, D' A n g el o S, N e y ns B, S m yli e M, Mill er W H Jr, et al. O v er all sur vi v al  in 
p ati e nts w ith a d v a n c e d m el a n o m a w h o r e c ei v e d n i v ol um a b v ers us in v est i g at or's c h o i c e 
c h e m ot h er a p y i n C h e c k M at e 0 3 7: A ra n d o m i z e d, c o ntr oll e d, o p e n -la b el  ph as e III trial. J Cli n 
O n c o l. 2 0 1 8; 3 6: 3 8 3- 9 0.

L e D T, Ur a m  J N, W a n g H, B artl ett B R, K e m b erli n g H, E yrin g A D, et al . P D-1 bl o c k a d e i n 
t u mor s wi t h mi s m at c h-r e p air d efi ci e n c y N e w E n gl J M e d. 2 0 1 5; 3 7 2: 2 5 0 9– 2 0.

M a y er RJ, V a n C ut s e m  E, F alc o n e A, Y os hi n o T, G ar ci a -C ar b o n er o R, Mi z u n u m a N, et al .
R E C O U R S E St u d y  Gr o u p. R a n d o mi z e d tri al of T A S-1 0 2 f or r efr a ct or y  met a st ati c c ol or e ct al  
c a n c er. N E n gl J M e d. 2 0 1 5; 3 7 2: 1 9 0 9 - 1 9.

N o mi T , S h o M, A k a h ori T, H a m a d a K, K u b o A, K a n e hir o H, et al. Cli ni c al si g nifi c a n c e a n d 
t her a p e uti c p ot e nti al  of t h e pr o gr a m m e d d e at h-1 li g a n d/ pr o gr a m m e d d e at h -1 p at h w a y  in 
h u m a n p a n cr e at i c c a n c er. Cli n C a n c er R es. 2 0 0 7; 1 3: 2 1 5 1- 7.

O k a z a ki T, M a e d a A, Nis hi m ur a H, K ur os a ki T, a n d H o nj o T. P D -1 i m m u n or e c e pt or i n hi bi t s 
B c ell r e c e pt or -m e d i at e d sig n ali n g b y r e cr uit i n g sr c h om ol o g y  2-d o m ai n -c o nt ai ni n g t yr osi n e 
p h os p h at as e 2 t o p h os p h ot y r o si n e. Pr o c N atl A c a d S ci U S A. 2 0 0 1; 9 8( 2 4): 1 3 8 6 6-7 1. 

O k e n M M, Cr e e c h R M, T or m e y  D C, H ort o n J, D a vis T E, M c F a d d e n T. T o xi city a n d 
res p o ns e crit eri a of t h e E ast er n C o o p er ati v e O n c o l o g y Gr o u p, et al. A m J Cli n O n c ol. 
1 9 8 2; 5( 6): 6 4 9 - 5 5.

Os a w a Y, K o ji k a E, Nis hi k a w a K, Ki m ur a M, Os a k a y a S, Mi y a u c hi H, et al. Pr o gr a m m e d 
c ell d e at h li g a n d 1 ( P D -L 1) bl o c k a d e att e n u at es m et ast ati c c ol o n c a n c er gr o wt h i n c A M P -
r es p o ns e el e m e nt bi n di n g pr ot ei n ( C R E B)-bi n di n g pr ot ei n ( C B P)/ β -c at e ni n i n hi bit or -tr e at e d 
li v ers. O n c ot ar g et. 2 0 1 9; 1 0: 3 0 1 3 - 2 6.

O z a w a Y, H ori Y, Y a m a d a K, F u n a h as hi Y, M ats ui J, M ats us hi m a T, et al. E 7 3 8 6, a n or all y  
a cti v e C B P/ b et a -c at e ni n m o d ul at or, eff e ct s t u m or mi cr o e n vir o n m e nt, r es ult i n g t o t h e 
e n h a n c e m e nt of a ntit u m or a cti vit y of l e n v at i ni b C a n c er R es . 2 0 1 7; 7 7( 1 3 _ S u p pl e m e nt): 5 1 7 6 .

P arr y R V, C h e m ni t z J M, Fr a u wirt h K A, L a nfr a n c o A R, Br a u nst ei n I, K o b a ya s hi  S V, et al . 
C T L A - 4 a n d P D- 1 r e c e pt ors i n hi bit T-c ell a ct i v ati o n b y disti n ct m e c h a nis ms. M ol C ell  Biol . 
2 0 0 5; 2 5: 9 5 4 3 - 5 3.
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Pi l on- T h o m as S, M a c k a y A, V o hr a N, a n d M ul é JJ. Bl o c k a d e of pr o gr a m m e d d e at h li g a n d 1 
e n h a n c es t h e t h er a p e uti c effi c a c y  of c o m bi n ati on i m m u n ot h er a p y a g ai n st mel a n o m a. J 
I mm u n o l. 2 0 1 0; 1 8 4: 3 4 4 2- 9.

Ril e y J L. P D-1 si g n ali n g i n pri m ar y T c ells. I mm u n o l R e v. 2 0 0 9; 2 2 9: 1 1 4 - 2 5.

R o b ert C, Ri b as A, S c h a c ht er J, Ar a n c e A, Gr o b J -J, M ortier L, et al . P e m br oli z u m a b v ers us 
i pili m u m a b i n a d v a n c e d m el a n om a ( K E Y N O T E -0 0 6): p ost -h o c 5 - ye ar r e s ul t s fr o m a n o p e n-
l a b el, mul tic e ntr e, r a n d o mis e d, c o ntr oll e d, p h as e 3 st u d y . L a n c et O n c ol. 2 0 1 9; 2 0: 1 2 3 9- 5 1.

S h e p p ar d K A, Fit z LJ, L e e J M, B e n a n d er C, G e or g e J A, W o ot ers J, et al. P D -1 i n hi bits 
T- c ell r e c e pt or i n d u c e d p h os p h or yl at i on of t h e Z A P 7 0/ C D 3 z et a si g n al os o m e a n d 
d o w nstr e a m si g n ali n g t o P K Ct h et a. F E B S L ett. 2 0 0 4; 5 7 4: 3 7 - 4 1.

Si l v a A L, D a ws o n S, Ar e n ds M, G utt ul a K, H all N, C a m er o n E, et al. B o osti n g W nt a cti vit y 
d uri n g c ol or e ct al c a n c er pr o gr essi o n t hr o u g h s el e cti v e h y p er m et h yl at i on of W nt si g n al i n g 
a nt a g o nists. B M C C a n c er. 2 0 1 4; 1 4: 8 9 1.

S pr a n g er S, B a o R, G aj e ws ki T. M el a n o m a -i ntrinsi c b -c at e ni n si g n ali n g pr e v e nts a nt itu m or 
i m m u nity,  N at ur e pr e v e nts a nti-t u mor i m m u ni t y. N at ur e. 2 0 1 5; 5 2 3: 2 3 1 - 5.

S pr a n g er S, K o blis h H K, H ort o n B, S c h erl e P A, N e wt o n R , a n d G aje w s ki  T F. M e c h a ni s m of 
t u mor r ej e ct i on wi t h d o u bl ets of C T L A-4, P D -1/ P D - L 1, or I D O bl o c k a d e i n v ol v es r est or e d 
I L-2 pr o d u cti o n a n d pr olif er at i on of C D 8( +) T c ells dir e ct l y withi n t h e t u m or 
mi cr o e n vir o n m e nt. J I m m u n ot h er C a n c er. 2 0 1 4; 2: 3.

Str o m e S E, D o n g H, T a m ur a H, V oss S G, Fli es D B, T a m a d a K, et al. B 7 -H 1 bl o c k a d e 
a u g m e nts a d o pti v e T -c ell i m m u n ot h er a p y  for s q u a m o u s c ell  c ar ci n o m a. C a n c er R es. 
2 0 0 3; 6 3: 6 5 0 1 - 5.

S u n g H, F erl a y J, Si e g el R, L a v ers a n n e M, S o erj o m at ar a m I, J e m al A, et al. Gl o b al  C a n c er 
S t atist i c 2 0 2 0: G L O B O C A N Esti m at es of I n ci d e n c e a n d M ort ality W o rld wi d e f or 3 6 
C a n c ers i n 1 8 5 C o u ntri es. C A C a n c er J Cli n . 2 0 2 1; 7 1( 3) : 2 0 9- 4 9.

T a k e m ar u K a n d M o o n R. T h e tr a ns cri pt i on al c o a cti v at or C B P i nt er a cts wit h b et a -c at e ni n t o 
a cti v at e g e n e e x pr essi o n. J. C ell Bi o l. 2 0 0 0; 1 4 9: 2 4 9– 5 4.

T h e C a n c er G e n o m e At l as N et w or k . C o m pr e h e nsi v e m ol e c ul ar c h ar a ct eri z ati on of h u m a n 
c ol o n a n d r e ct al  c a n c er. N at ur e. 2 0 1 2; 4 8 7; 3 3 0 – 7. 

T u m e h P, H ar vi e w C, Y e arl e y J, S hi nt a k u I, T a yl o r E, R o b ert L, et al. P D-1 bl o c k a d e 
i n d u c es r es p o ns es b y i n hi biti n g a d a pti v e i m m u n e r esist a n c e. N at ur e. 2 0 1 4; 5 1 5: 5 6 8 -7 1. 

W e b er J. I m m u n e c h e c k p o i nt pr ot ei ns: a n e w t h er a p e uti c p ar a di g m f or c a n c er --pr e cli ni c al 
b a c k gr o u n d: C T L A - 4 a n d P D-1 bl o c k a d e. S e mi n O n c o l. 2 0 1 0; 3 7: 4 3 0- 9.
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W o l ch o k J, C hi ari o n-Si l e ni V, G o n z al e z R, R ut k o ws ki P, Gr o b J-J, C o w e y L, et al. O v er all 
s ur vi v al wit h c o m bi n e d ni v o l um a b a n d i pili m u m a b i n a d v a n c e d m el a n o m a. N E n gl J Me d .
2 0 1 7; 3 7 7: 1 3 4 5 - 5 6.

Y a m a d a K, H ori  Y, K a mi y a m a H, Ki m ur a T, F u n a h as hi Y, M ats ui J, et al. A nti-t u mor a n d 
a nt i-a n gi o g e n esis a ct i viti es of E 7 3 8 6, a n or all y a cti v e C B P/ b et a-c at e ni n m o d ul at or, as a 
si n gl e a g e nt a n d i n c o m bi n at i on wi t h le n v at i ni b i n h u m a n H C C x e n o gr aft m o d els. C a n c er 
R es . 2 0 1 8; 7 8 ( 1 3 _ S u p pl e m e nt): 2 9 2 7.

Y a m a d a K, H ori  Y, I n o u e S, Y a ma m ot o Y, Is o K, K a mi y a m a H, et al. E 7 3 8 6, a s el e cti v e 
i n hi bit or of t h e i nt er a cti o n b et w e e n β-c at e ni n a n d C B P, e x erts a ntit u m or a cti vit y i n t u mor 
m o d el s wi t h a cti v at ed c a n o ni c al W nt si g n ali n g. C a n c er R es. 2 0 2 1; 8 1 : 1 0 5 2- 6 2.

Y o o C, Ki m J H, R y u M H, P ar k S R, L e e D, Ki m K M, et al. Cli ni c al O ut c o m es wit h 
M ul tiki n as e I n hi bit ors aft er Pr o gr essi o n o n First -Li n e At e z oli z u m a b pl us B e v a ci z u m a b i n 
P ati e nt s wi t h A d v a n c e d H e p at o c ell ular C ar ci n o m a : A M ulti n ati on al M ult i c e nt er 
R etr os p e cti v e St u d y . Li v er C a n c er. 2 0 2 1 ; 1 0( 2): 1 0 7– 1 4.

Z h a n g X, S c h w art z J C, G u o X, B h at i a S, C a o E, L or e n z M, et al. Str u ct ur al a n d f u n cti on al 
a n al ysis of t h e c osti m ul at or y  r e c e pt or pr o gr a m m e d d e at h-1. I m m u nity.  2 0 0 4; 2 0: 3 3 7 -4 7.

Z h u A X, K a n g Y K, Y e n CJ, Fi n n R S, G all e P R, Ll o v et J M, et al. R a m u cir u m a b aft er 
s or af e ni b i n p at i ent s wit h a d v a n c e d h e p at o c ell ul ar c ar ci n om a a n d i n cr e as e d α- f eto pr ot ei n 
c o n c e ntr ati o ns ( R E A C H -2): a r a n d o mis e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, p h as e 3 tri al . 
L a n c et O n c o l. 2 0 1 9; 2 0( 2): 2 8 2– 9 6. 

Zi m m er L, A p uri S, Er o gl u Z, K otts c h a d e L A, F ors c h n er A, G ut z m er R, et al. I pili m u m a b 
al o n e or i n c o m bi n at i on wi t h ni v ol u m a b aft er pr o gr essi on o n a nt i-P D -1 t h er a p y  in a d v a n c e d 
m el a n o m a. E ur J C a n c er . 2 0 1 7; 7 5: 4 7- 5 5.

C T C A E R ef e r e n c e

C a n c er T h er a p y  E v al u ati on Pr o gr a m, C o m m o n T er mi n o l og y  Crit eria f or A d v ers e E v e nts 
(C T C A E) v ersi o n 5. 0 [ p u blis h e d 2 7 N o v 2 0 1 7 ].  A v ail a bl e fr om : 
ht t 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 ons/ ct c. ht m.
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1 1 P R O C E D U R E S A N D I N S T R U C TI O N S (A D MI NI S T R A TI V E 
P R O C E D U R E S)

1 1. 1 C h a n g e s t o t h e Pr ot o c ol

A n y c h a n g e t o t h e pr ot o c ol r e q uir es a writt e n pr ot o c ol a m e n d m e nt or a d mi nistr ati v e c h a n g e 
t hat m ust b e a p pr o v e d b y  t h e S p o ns or b ef or e i m pl e m e nt ati o n.  A m e n d m e nts s p e cifi c all y 
a ff e cti n g t h e s af ety of  s u bj e cts, t h e s c o p e of t h e i n v esti g ati o n, or t h e s ci e ntifi c q u ality of  t h e 
st u d y r e q uir e s u b missio n  t o h e alt h or r e g ulat or y  a ut h oritie s a s w ell  a s a d di tio n al a p pr o v al  b y 
t he a p pli c a bl e I R Bs/I E Cs.  T h es e r e q uir e m e nts s h o ul d i n n o w a y  pr e v e nt a n y  i m m e di at e 
a cti o n f r o m b ei n g t a k e n b y t h e i n v esti g at or, or b y t h e S p o ns or , in t h e i nt er est of pr es er vi n g 
t he s af et y of  all s u bj e cts i n cl u d e d i n t h e st u d y.  If t h e i n v esti g at or d et er mi n es t h at a n 
i m m e di at e c h a n g e t o or d e vi ati on fr om t he pr ot o c ol is n e c ess ar y  for s af et y r e as o ns t o 
eli mi n at e a n i m m e di at e h a z ar d t o t h e s u bj e cts, t h e S p o ns or ’s m e di c al m onit or (or a p pr o pri at e 
st u d y t e a m me m b er) a n d t h e I R B/I E C f or t h e sit e m ust b e n otifi e d i m m e di at el y.  T h e 
S p o ns or m u st n otif y t h e h e alt h or r e g ulat or y a ut h ori t y a s r e q uir e d p er lo c al  r e g ul ati ons.

Pr ot o c ol  a me n d m e nts t h at aff e ct o nl y  a d mi nistr ati v e as p e cts of t h e st u d y ma y n ot r e q ui r e 
s u b missi o n t o h e alt h or r e g ul at or y  a ut h orit y or t h e I R B/I E C, b ut t h e h e alth or r e g ul at or y  
a ut h ori t y a n d I R B/I E C (or if r e gi o n all y r e q ui r e d, t h e h e a d of t h e m e di c al i nstituti o n) s h o uld 
b e k e pt i nf or m e d of s u c h c h a n g es as r e q uir e d b y l o c al  r e g ul atio ns.  I n t h es e c as es, t h e 
S p o ns or m a y b e r e q uir e d t o s e n d a l ett er t o t h e I R B/I E C a n d t h e C o m p et e nt A ut h orit i es (or, 
if r e gi on all y  r e q uir e d, t h e h e a d of t h e m e di c al i nstit uti o n) d et aili n g s u c h c h a n g es.

1 1. 2 A d h er e n c e t o t h e Pr ot o c ol

T h e i n v est i g at or will c o n d u ct t h e st u d y i n stri ct a c c or d a n c e wit h t h e pr ot o c ol (r ef er t o 
I C H E 6, S e cti o n 4. 5).

1 1. 3 M o nit ori n g Pr o c e d ur e s

T h e S p o ns or ’s/C R O’s C R A wi ll m ai nt ai n c o nt a ct wit h t h e i n v est i g at or a n d d esi g n at e d st aff 
b y t el e p h o n e, l ett er, or e m ail et c. b et w e e n st u d y  vi sit s.  M o nit ori n g visits t o e a c h sit e will b e 
c o n d u ct e d b y  t h e assi g n e d C R A as d es cri b e d i n t h e m o nit ori n g pl a n.  T h e i n v esti g at or (or if 
r e gi on all y  r e q uir e d, t h e h e a d of t h e m e di c al i nstituti o n) will all o w t h e C R A t o i ns p e ct t h e 
cli ni c al, l a b or at or y , a n d p h ar m a c y f a ciliti es t o a s s ur e c o mpli a n c e wi t h G C P a n d lo c al  
r e g ulat or y  r e q uir e m e nts.  T h e C R Fs a n d s u bj e ct’s c orr es p o n di n g ori gi n al m e di c al re c or ds 
(s o ur c e d o c u m e nts) ar e t o b e f ull y a v ail a bl e f or r e vi e w b y t h e S p o ns or ’s r e pr es e nt ati v es at 
r e g ular i nt er v als.  T h es e r e vi e ws v erif y  a d h er e n c e t o st u d y pr ot o c ol a n d d at a a c c ur a c y in 
a c c or d a n c e wit h l o c al r e g ul at i ons.  All r e c or ds at t h e sit e ar e s u b j e ct t o ins p e ct i on b y t h e 
l oc al a u di tin g a g e n c y  a n d t o I R B/I E C r e vi e w.

I n a c c or d a n c e wit h I C H E 6, S e cti o n 1. 5 2, s o ur c e d o c u m e nts i n cl u d e, b ut ar e n ot li mit e d t o ,
t he f o ll owi n g:

 Cli ni c, offi c e, or h os pit al c h arts
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 C o pi es or tr a ns cri b e d h e alt h c ar e pr o vi d er n ot es t hat h a v e b e e n c ertifi e d f or a c c ur a c y 
af t er pr o d u ctio n

 R e c or d e d d at a fr o m a ut o m at e d i nstr u m e nts s u c h as I x R S, x -r a ys, a n d ot h er i m a gi n g 
r e p orts ( e g, s o n o gr a ms, C T s c a ns, m a g n eti c r es o n a n c e i m a g es, r a di o a cti v e i m a g es, E C Gs, 
r h yt hm strips, E E Gs, p ol ys o m n o gr a p hs, p ul m o n ar y  fu n ct i on t ests) r e g ar dl ess of h o w 
t hes e i m a g es ar e st or e d, i n cl u di n g mi cr o fi c h e a n d p h ot o gr a p hi c n e g ati v es

 R e c or ds of t el e p h o n e c o nt a ct s

 Di ari e s or e v al u at i on c h e c klists

 Dr u g distri b ut i on a n d a c c o u nt a bilit y l ogs m ai nt ai n e d i n p h ar m a ci es or b y  r es e ar c h 
p ers o n n el

 L a b or at or y  r e s ults a n d ot h er l a b or at or y t est o ut p uts  

 C orr es p o n d e n c e r e g ar di n g a st u d y s u bj e ct’s tr e at m e nt b et w e e n p h ysi ci a ns or m e m or a n d a 
s e nt t o t h e I R Bs/I E Cs

 C R F c o m p o n e nts ( e g, q u esti o n n air es) t h at ar e c o m pl et e d dir e ctl y b y s u bj e cts a n d s er v e as 
t hei r o w n s o ur c e

 El e ctr o ni c Cli ni c al O ut c o m e Ass ess m e nt ( e C O A)

1 1. 4 R e c or di n g of D at a

A C R F is r e q uir e d a n d m ust b e c o m p l et e d f or e a c h s u bj e ct b y q u alifi e d a n d a ut h oriz e d 
p ers o n n el.  All d at a o n t h e C R F m ust r efl e ct t h e c orr es p o n di n g s o ur c e d o c u m e nt, e x c e pt 
w h e n a s e ct i on of  t he C R F i ts elf is us e d as t he s o ur c e d o c u me nt.  A n y c orr e cti o n t o e ntri es 
m a d e o n t h e C R F m ust b e d o c u m e nt e d i n a v ali d a u dit tr ail w h er e t h e c orr e cti o n is d at e d, t he 
i n di vi d u al m a ki n g t h e c orr e ct is i d e ntifi e d, t h e r e as o n f or t he c h a n g e is st at e d, a n d t h e 
ori gi n al  d at a ar e n ot o bs c ur e d.  O nl y d at a r e q uir e d b y t h e pr ot o c ol for t h e p ur p os es of t h e 
st u d y s h o uld b e c oll e ct e d.

T h e in v est i g at or m ust si g n e a c h C R F.  T h e i n v esti g at or will r e p ort t h e C R Fs t o t h e S p o ns or
a n d r et ai n a c o p y  of t h e C R Fs.

1 1. 5 I d e ntifi c ati o n of S o ur c e D at a

All d at a t o b e r e c or d e d o n t h e C R F m u st r efl e ct t h e c orr es p o n di n g s o ur c e d o c u m e nts. F or t h e 
f oll owi n g it e m (s), t h e d at a r e c or d e d dir e ct l y o n t h e C R F ar e t o b e c o nsi d er e d s o ur c e d at a:

 St u d y  dr u g c o mpli a n c e ( e g, t h e r e as o n f or a n y  c h a n g e of d os a g e)

 I n di c ati on f or prior/ c o n c o mit a nt m e di c at i on ( dr u g/t h er a p y )

 Di s c o nti n u atio n i nf or m at i on ( e g, i n t h e c as e of l ost t o f oll o w -u p d u e t o t h e s u bj e ct 
c h o i c e)

 S a m pli n g d at e a n d ti m e f or t h e dr u g c o n c e ntr ati o n

 S a m pli n g d at e f or t h e cli ni c al l a b or at or y  t e st

C CI
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 C o m m e nts a n d ot h er i nf or m at i on o n A Es ( e g, s e v erit y, r el at i on s hi p t o st u d y  dr u g, 
o ut c o m e)

1 1. 6 R et e nti o n of R e c or d s

T h e ci r c u mst a n c es of c o mpl et i on or t er mi n at i on of t h e st u d y  not wi t hst a n di n g, t h e 
i n v esti g at or (or if r e gi o n all y r e q uir e d, t h e h e a d of t h e m e di c al i nst ituti o n or t h e d e si g n at e d 
r e pr es e nt ativ e) is r es p o nsi bl e f or r et ai ni n g all st u d y d o c u m e nts, i n cl u di n g b ut n ot li mit e d t o 
t he pr ot o c ol, c o pi es of C R Fs, t h e I n v est i g at or's Br o c h ur e, a n d r e g ul at or y a g e n c y r e gistr ati o n 
d o c u m e nts ( e g, F or m F D A 1 5 7 2 f or U S sit es), I n v esti g at or a n d Sit e I nf or m ati o n F or m  (for 
n o n- U S si t e s), I C Fs, a n d I R B/I E C c orr es p o n d e n c e. T h e sit e s h o ul d pl a n t o r et ai n st u d y 
d o c u m e nt s, u nl ess ot h er wis e i nstr u ct e d b y t h e S p o ns or , for at l e ast 1 5 y e ar s f ol l owi n g t h e 
c o m pl et i on of t h e st u d y .

It is r e q u est e d t h at at t h e c o m pl eti o n of t h e r e q uir e d r et e nti o n p eri o d, or s h o ul d t h e 
i n v esti g at or r etir e or r el o c at e, t h e i n v esti g at or c o nt a ct t h e S p o ns or , all o wi n g t h e S p o ns or t he 
o pti o n of  p er ma n e nt l y r et ai ni n g t h e st u d y r e c or d s.

1 1. 7 A u diti n g Pr o c e d ur e s a n d I n s p e cti o n

I n a d diti on t o r o uti n e m o nit ori n g pr o c e d ur es, t h e S p o ns or ’s Cli ni c al Q u ality Ass ur a n c e 
d e p art m e nt c o n d u cts a u di ts of cli ni c al r es e ar c h a cti viti es i n a c c or d a n c e wit h t h e S p o ns or ’s 
S O Ps t o e v al u at e c o m pli a n c e wit h t h e pri n ci pl es of I C H G C P a n d all a p pli c a bl e l o c al 
r e g ulat i ons.  If a g o v er nm e nt r e g ul at or y  a ut h orit y r e q u ests a n i ns p e cti on d uri n g t h e st u d y  or 
af t er it s c o mpl et i on, t h e i n v est i g at or m ust i nf or m t h e S p o ns or i m m e di at el y.

1 1. 8 H a n dli n g of St u d y Dr u g

All st u d y dr u g will b e s u p pli e d t o t h e pri n ci p al i n v esti g at or (or a d e si g n at e d p h ar m a ci st) b y  
t he S p o ns or . Dr u g s u p pli es m ust b e k e pt i n a n a p pr o pri at e s e c ur e ar e a ( e g, l o c k e d c a bi n et) 
a n d st or e d a c c or di n g t o t h e c o n dit i ons s p e cifi e d o n t h e dr u g l a b els.  T h e i n v est i g at or (or a 
d esi g n at e d p h ar m a cist) m ust m ai nt ai n a n a c c ur at e r e c or d of t h e s hi p m e nt a n d dis p e nsi n g of 
t he st u d y  dr u g i n a dr u g a c c o u nt a bility l e d g er, a c o p y of w hi c h must b e gi v e n t o t h e S p o ns or
at t h e e n d of t h e st u d y .  A n a c c ur at e r e c or d of t h e d at e a n d a m o u nt of st u d y dr u g dis p e n s e d t o 
e a c h s u bj e ct m ust b e a v ail a bl e f or i ns p e ct i on at a n y t i m e.  T h e C R A will visit t h e sit e a n d 
r e vi e w t h es e d o c u m e nts al o n g wit h all ot h er st u d y c o n d u ct d o c u me nts at a p pr o pri at e 
i nter v als o n c e st u d y  dr u g h as b e e n r e c ei v e d b y t h e sit e.

All dr u g s u p pli es ar e t o b e us e d o nl y f or t his st u d y a n d n ot f or a n y ot h er p ur p os e.  T h e 
i n v esti g at or (or si t e p ers o n n el) m ust n ot d estr o y a n y dr u g l a b el s or a n y p artl y us e d or u n us e d 
dr u g s u p pl y b ef or e a p pr o v al t o d o s o b y  t h e S p o n s or .  At t h e c o n cl usi on of t h e st u d y  a n d as 
a p pr o pri at e d uri n g t h e st u d y, t h e i n v esti g at or (or a d esi g n at e d p h ar m a cist) will r et ur n all us e d 
a n d u n us e d dr u g c o nt ai n ers, dr u g l a b els, a n d a c o p y  of t h e c o mpl et e d dr u g di s p o sitio n  for m  
t o t h e S p o ns or ’s C R A (or d e si g n at e d c o ntr a ct or) or, w h e n a p pr o v al is gi v e n b y  t h e S p o ns or , 
will d estr o y  s u p pli es a n d c o nt ai n ers at t h e sit e.
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1 1. 9 P u bli c ati o n of R e s ult s

All m a n us cri pts, a bstr a cts, or ot h er m o d es of pr es e nt ati o n arisi n g fr o m t he r e s ul t s of t h e 
st u d y must b e r e vi e w e d a n d a p pr o v e d i n writ i n g b y t h e S p o ns or i n a d v a n c e of s u b missi on 
p urs u a nt t o t h e t er ms a n d c o n dit i ons s et f ort h i n t h e e x e c ut e d Cli ni c al Tri al A gr e e m e nt 
b et w e e n t h e S p o ns or / C R O a n d t h e i nstituti o n/i n v e sti g at or.  T h e r e vi e w is ai m e d at pr ot e cti n g 
t he S p o ns or 's pr o pri et ar y inf or m at i on e xist i n g eit h er at t h e d at e of t h e c o m m e n ce m e nt of t h e 
st u d y or g e n er at e d d uri n g t h e st u d y.

T h e d et ail e d o bli g at i ons r e g ar di n g t h e p u bli c at i on of  a n y d at a, mat eri al  r e s ult s, or ot h er 
i nf or mat i on g e n er at e d or cr e at e d i n r el ati o n t o t h e st u d y  s h all b e s et o ut i n t h e a gr e e m e nt 
b et w e e n e a c h i n v esti g at or a n d t h e S p o ns or or C R O, as a p pr o pri at e.

1 1. 1 0 Di s cl o s ur e a n d C o nfi d e nti alit y

T h e c o nt e nts of t his pr ot o c ol a n d a n y a m e n d m e nts a n d r es ults o bt ai n e d d uri n g t h e st u d y  
s h o uld b e k e pt c o nfi d e nt i al b y t h e i n v est i g at or, t h e i n v esti g at or’s st aff, a n d t h e I R B/I E C a n d 
will n ot b e dis cl os e d i n w h o l e or i n p art t o ot h ers, or us e d f or a n y p ur p os e ot h er t h a n 
r e vi e wi n g or p erf or mi n g t h e st u d y, wit ho ut t h e writt e n c o ns e nt of t h e S p o ns or .  N o d at a 
c oll e ct e d as p art of t his st u d y  will be u s e d i n a n y  writt e n w or k, i n cl u di n g p u bli c ati ons, 
wi t ho ut t h e wri tt e n c o ns e nt of t h e S p o ns or .  T h es e o bli g ati ons of c o nfi d e nt i ality a n d n o n -us e 
s h all i n n o w a y di mi nis h s u c h o bli g ati ons as s et f ort h i n eit h er t h e C o nfi d e nti alit y A gr e e m e nt 
or Cli ni c al Tri al A gr e e m e nt e x e c ut e d b et w e e n t h e S p o ns or / C R O a n d t h e 
i nstituti o n/i n v est i g at or.

All p ers o ns assist i n g i n t h e p erf or m a n c e of t his st u d y must b e b o u n d b y t h e o bli g at i ons of 
c o nfi d e nt i ality a n d n o n -us e s et f ort h i n eit h er t h e C o nfi d e nti alit y A gr e e m e nt or Cli ni c al Tri al 
A gr e e m e nt e x e c ut e d b et w e e n t h e i nstit uti o n/i n v esti g at or a n d t h e S p o ns or / C R O.

1 1. 1 1 Di s c o nti n u ati o n of St u d y

T h e S p o ns or r es er v es t h e ri g ht t o dis c o nti n u e t h e st u d y for m e di c al  r e as o ns or a n y ot h er 
r e as o n at a n y ti m e.  If a st u d y is pr e m at ur el y t er mi n at e d or s us p e n d e d, t h e S p o ns or will 
pr o m ptl y i nf or m t h e i n v est i g at ors/i nstit uti o ns a n d r e g ul at or y a ut h orities of t h e t er mi n at i on or 
s us p e nsi o n a n d t h e r e as o n (s) for t h e t er mi n at i on or s us p e nsi o n.  T h e I R B/I E C will als o b e 
i nf or me d pr o m pt l y a n d pr o vi d e d t h e r e as o n(s) f or t h e t er mi n at i on or s us p e nsi o n b y t h e 
S p o ns or or b y  t h e i n v esti g at or/i nstitut i on, as s p e cifi e d b y  t h e a p pli c a bl e r e g ul at or y 
r e q uir e m e nt(s).

T h e i n v est i g at or r es er v es t h e ri g ht t o dis c o nti n u e t h e st u d y s h o uld hi s/ h er j u d g m e nt s o 
di ct at e.  If t h e i n v esti g at or t er mi n at es or s us p e n ds a st u d y  wit ho ut pri or a gr e e m e nt of t h e 
S p o ns or , t h e i nv est i g at or s h o ul d i nf or m t h e i nstituti o n w h er e a p pli c a bl e, a n d t h e 
i n v esti g at or/i nstituti o n s h o ul d pr o m ptl y i nf or m t h e S p o ns or a n d t h e I R B/I E C a n d pr o vi d e t h e 
S p o ns or a n d t h e I R B/I E C wit h a d et ail e d writt e n e x pl a n at i on of t h e t er mi n at i on or 
s us p e nsi o n.  St u d y r e c or ds m ust b e r et ai n e d as n ot e d a b o v e.
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1 1. 1 2 S u bj e ct I n s ur a n c e a n d I n d e m nit y

T h e S p o ns or will pr o vi d e i ns ur a n c e f or a n y s u bj e cts p arti ci p at i n g i n t h e st u d y i n a c c or d a n c e 
wi t h all a p pli c abl e l a ws a n d r e g ul at i ons.
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A p p e n di x 2 E a st er n C o o p er ati v e O n c ol o g y Gr o u p P erf or m a n c e 
St at u s

S c al e E C O G P e rf o r m a n c e St at us

0 F ull y a cti v e, a bl e t o c arr y o n all pr e -dis e as e p erf or m a n c e wit h o ut r estri cti o n

1 R estri ct e d i n p h ysi c all y str e n u o us a cti vit y b ut a m b ul at or y a n d a bl e t o c arr y o ut 
w or k of a li g ht or s e d e nt ar y n at ur e ( e g, li g ht h o us e w or k, offi c e w or k)

2 A m b ul at or y a n d c a p a bl e of all s elf -c ar e, b ut u n a bl e t o c arr y o ut a n y w or k 
a cti viti es.  U p a n d a b o ut m or e t h a n 5 0 % of w a ki n g h o ur s

3 C a p a bl e of o nl y li mit e d s elf -c ar e, c o nfi n e d t o b e d or c h air m or e t h a n 5 0 % of 
w a ki n g h o urs

4 C o m pl et el y dis a bl e d.  C a n n ot c arr y o n a n y s elf -c ar e.  T ot all y c o nfi n e d t o b e d or 
c h air.

5 D e a d

E C O G = E ast er n C o o p er ati v e Gr o u p.
A d a pt e d f r om O k e n M M, Cr e e c h R M, T or m e y D C, H ort o n J, D a vis T E, M c F a d d e n T, et al. T o xi cit y a n d 
r es p o ns e crit eri a of t h e E ast er n C o o p er ati v e O n c ol o g y Gr o u p, et al. A m J Cli n O n c ol. 1 9 8 2; 5( 6): 6 4 9-5 5.
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A p p e n di x 3 R e s p o n s e E v al u ati o n Crit eri a i n S oli d T u m or s 1. 1

T u m or r es p o ns e ass ess m e nts i n t his cli ni c al st u d y will us e R es p o ns e E v al u at i on Cri t eria i n 
S oli d T u m o u rs ( R E CI S T 1. 1) b as e d o n t h e 2 0 0 9 arti cl e b y Ei s e n h a u er, et al. e nt itl e d, N e w 
R es p o ns e E v al u at i on Cri t eria i n S oli d T u m ors:  r e vis e d R E CI S T g ui d eli n e ( v ers i on 1. 1).

T h e s o l e m o difi c at i on t o R E CI S T 1. 1 t o b e i m pl e m e nt e d i n t his st u d y  is t h at c h est x-r a ys 
m a y n ot b e us e d t o f o ll ow dis e as e; o nl y  C T s c a ns m a y b e us e d t o f oll o w c h est dis e as e.  As 
r e q uir e d b y R E CI S T 1. 1, t h e pr ot o c ol st at es t h at t h e mi ni m u m d ur atio n of  S D is 7 w e e ks 
f oll owi n g t h e d at e of first d os e of st u d y  dr u g.   

T h e Ei s e n h a u er articl e, a v ail a bl e o nli n e at: Ei s e n h a u er E A, T h er ass e P, B o g a erts J, S c h w art z 
L H, S ar g e nt D, F or d R, et al. N e w r es p o ns e e v al u ati o n crit eri a i n s o li d t u m o urs: R e vis e d 
R E C I S T g uid eli n e ( v ersi o n 1. 1). E u J Ca n c er . 2 0 0 9; 4 5( 2): 2 2 8- 4 7. R etri e v e d at 
ht t p://li n ki n g h u b. els e vi er. c om/r etri e v e/ pii/ S 0 9 5 9 8 0 4 9 0 8 0 0 8 7 3 3 .
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A p p e n di x 4  C hil d- P u g h Cl a s sifi c ati o n

P a r a m et e r S c o r e a

1 2 3

As cit e s A bs e nt Mil d

( R es p o n d t o tr e at m e nt)

M o d er at e

( R efr a ct or y)

S er u m bilir u bi n ( m g/ d L) < 2. 0 2. 0 – 3. 0 > 3. 0

S er u m al b u mi n ( g/ d L) > 3. 5 2. 8 – 3. 5 < 2. 8

I N R < 1. 7 1. 7 – 2. 3 0 > 2. 3 0

E n c e p h al o p at h y b 0 1 – 2 3 – 4
I N R = i nt er n ati o n al n or m ali z e d r ati o.
a: C hil d -P u g h A: 5 or 6 p oi nts; C hil d -P u g h B: 7 – 9 p oi nts; C hil d -P u g h C: > 9 p oi nts.
b: E n c e p h al o p at h y gr a d es d efi n e d as f oll o ws:

G r a d e 0: n or m al c o ns ci o us n ess, p ers o n alit y, n e ur ol o gi c al e x a mi n ati o n, el e ctr o e n c e p h al o gr a m 
G r a d e 1: r estl ess, sl e e p dist ur b e d, irrit a bl e/ a git at e d, tr e m or, i m p air e d h a n d writi n g, 5 c ps ( c ycl es p er s e c o n d) 
w a v es 
G r a d e 2: l et h ar gi c, ti m e-dis ori e nt e d, i n a p pr o pri at e, ast eri xis, at a xi a, sl o w tri p h asi c w a v es 
G r a d e 3: s o m n ol e nt, st u p or o us, pl a c e -dis ori e nt e d, h y p er a cti v e r efl e x es, ri gi dit y , sl o w er w a v es
Gr a d e 4: u nr o us a bl e, c o m a, n o p ers o n alit y/ b e h a vi or, d e c er e br at e, sl o w 2 – 3 c ps d elt a a cti vit y
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A p p e n di x 5  N e w Y or k H e art A s s o ci ati o n C ar di a c Di s e a s e 
Cl a s sifi c ati o n

T h e N e w Y or k H e art Ass o ci at i on C ar di a c Di s e a s e Cl assifi c at i on pr o vi d es a f u n cti on al a n d 
t her a p e uti c cl assifi c ati o n f or t he pr es cri pt i on of  p h ysi c al a cti vi t y for c ar di a c s u bj e cts.  Bas e d 
o n N Y H A d efi nit i ons, s u bj e cts ar e t o b e cl assifi e d as f o ll ows:

Cl ass N Y H A St at us

Cl ass I: S u bj e cts wit h n o li mit ati o n of a cti viti es; t h e y s uff er n o s y m pt o ms fr o m or di n ar y 
a cti viti es.

Cl ass II: S u bj e cts wit h sli g ht, mil d li mit ati o n of a cti vit y; t h e y ar e c o mf ort a bl e wit h r est or wit h 
mil d e x erti o n.

Cl ass III: S u bj e cts wit h m ar k e d li mit ati o n of a cti vit y; t h e y ar e c o mf ort a bl e o nl y at r est.

Cl ass I V: S u bj e cts w h o s h o ul d b e  at c o m pl et e r est, c o nfi n e d t o be d or c h a ir; a n y p h ysi c al 
a cti vit y bri n gs o n dis c o mf ort a n d s y m pt o ms o c c ur at r est.

N Y H A = N e w Y or k H e art Ass o ci ati o n.
A d a pt e d fr o m T h e Crit eri a C o m mitt e e of t h e N Y H A .  N o m e n cl at ur e a n d crit eri a f or di a g n osis of dis e as es of 
t h e h e art a n d gr e at v ess els.  9t h e d. N e w Y or k: Littl e Br o w n; 1 9 9 4. p. 2 5 3 -6.
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A p p e n di x 6 B ar c el o n a Cli ni c Li v er C a n c er St a gi n g S y st e m 

E ur o p e a n Ass o ci ati o n f or T h e St u d y of t h e Li v er; E ur o p e a n Or g a nis ati o n f or R es e ar c h a n d Tr e at m e nt o f 
C a n c er .  E A S L C li ni c al P r a cti c e G ui d eli n es: M a n a g e m e nt of h e p at o c ell ul ar c ar ci n o m a.  J H e p at ol. 2 0 1 8
A pr; 5 6( 4): 9 0 8 -4 3.  Err at u m t o: ‘‘ E A S L – E O R T C Cli ni c al Pr a cti c e G ui d eli n es: M a n a g e m e nt of h e p at o c ell ul ar 
c ar ci n o m a’’ [J H e p at ol 2 0 1 2; 5 6: 9 0 8 -4 3]. J H e p at ol. 2 0 1 2.  I n pr ess.  htt p:// w w w. e asl. e u/ _ cli ni c al -pr a cti c e -
g ui d eli n e/iss u e - 7-A pril -2 0 1 2 -m a n a g e m e nt -of -h e p at o c ell ul ar -c ar ci n o m a
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A p p e n di x 7 P h ar m a c o d y n a mi c, P h ar m a c o g e n o mi c, a n d Ot h er 
Bi o m ar k er R e s e ar c h

O bj e cti v e

S u bj e cts e nr o ll e d i n t his cli ni c al st u d y will h a v e bi ol o gi c s a m pl es c oll e ct e d f or P D , P G, a n d 
ot h er bi o m ar k er a n al ysis.  T h es e s a m pl es m a y b e us e d f or dis c o v er y a n d v ali d ati o n t o 
i d e ntif y bi o m ar k ers t h at m a y b e us e d f or e x pl or at or y  e v al u ati o n of  r es p o ns e a n d/ or s af ety-
r elat e d o ut c o m es as w ell as f or us e i n di a g n osti c d e v el o p m e nt.

T h e P G s a m pl es m a y b e us e d t o i d e nt if y g e n eti c f a ct ors t h at m a y i nfl u e n c e a s u bj e ct’s 
e x p os ur e t o t h e st u d y  dr u g, as w ell as g e n eti c f a ct ors t h at m a y h a v e an eff e ct o n cli ni c al 
r es p o ns e or p ot e nti al A Es r elat e d t o st u d y  dr u g , a n d t o e x pl or e t h e r ol e of g e n eti c v ari a bility 
i n r es p o ns e.  S a m pl es m a y be a n al y z e d t o d et er mi n e a s u bj e ct’s g e n ot y p es or s e q u e n c e f or a 
n u m b er of g e n es or n o n -c o di n g r e g ul at or y r e gi o ns .  T h e r e s e ar c h ma y i n cl u d e t h e 
i n v esti g ati on of p o l y m or p his ms i n g e n es t h at ar e li k el y t o i nfl u e n c e t h e st u d y dr u g P K or 
t her a p e uti c r es p o ns e.

C oll e ct i on of t h e P D , P G, a n d ot h er bi om ar k er s a m pl es will b e b o u n d b y t h e s a m pl e 
pri n ci pl es a n d pr o c ess es o utli n e d i n t h e m ai n st u d y pr ot o c ol.  S a m pl e c o ll e cti on f or P D , P G, 
a n d ot h er bi o m ar k er a n al ysis is r e q uir e d as p er t h e st u d y pr ot o c ol u nl ess t h e c oll e ct i on a n d 
us e of t h e s a m pl es is pr o hi bit e d b y s p e cifi c c o u ntr y l a ws.

S a m pl e C oll e cti o n a n d H a n dli n g

T h e s a m pl e s will be c oll e ct e d a c c or di n g t o t h e st u d y  fl ow c h art.  If, f or o p er ati o n al or 
m e di c al r e as o ns, t h e g e n o mi c D N A bl o o d s a m pl e c a n n ot b e o bt ai n e d at t h e pr es p e cifi e d visit, 
t he s a m pl e c a n b e t a k e n at a n y  st u d y c e nt er visit at t h e dis cr eti o n of t h e i n v esti g ator a n d sit e 
st aff.

S e c urit y of t h e S a m pl e s, U s e of t h e S a m pl e s, R et e nti o n of t h e S a m pl e s

S a m pl e pr o c essi n g, f or e x a m pl e D N A a n d/ or R N A e xtr a cti o n, g e n ot y pi n g, s e q u e n ci n g, or 
ot h er a n al ysis will b e p erf or m e d b y a l a b or at or y  u n d er t h e dir e cti on of t h e S p o ns or .  
Pr o c essi n g, a n al ysis, a n d st or a g e will b e p erf or m e d at a s e c ur e l a b or at or y f a cilit y t o pr ot e ct 
t he v ali dit y of  t h e d at a a n d mai nt ai n s u bj e ct pri v a c y .

S a m pl e s will  o nl y b e us e d f or t h e p ur p os es d es cri b e d i n t his pr ot o c ol.  L a b or at ori es 
c o ntr a ct e d t o p erf or m t h e a n al ysis o n b e h alf of t h e S p o ns or will n ot r et ai n ri g hts t o t h e 
s a m pl es b e yo n d t h os e n e c ess ar y  t o p erf or m t h e s p e cifi e d a n al ysis a n d will n ot tr a nsf er or s ell 
t ho s e s a m pl es.  T h e S p o ns or will n ot s ell t h e s a m pl es t o a t hir d p art y .

S a m pl e s wi ll b e st or e d f or u p t o 1 5 y e ars aft er t h e c o m pl et i on of t h e st u d y  ( d efi n e d as 
s u b missi o n of t h e cli ni c al st u d y  r e p ort t o t h e a p pr o pri at e r e g ul at or y a g e n ci es).  At t h e e n d of 
t he st or a g e p eri o d, s a m pl es will b e d estr o y e d.  S a m pl es m a y  b e st or e d lo n g er if a h e alt h 
a ut h ori t y ( or me di ci n al pr o d u ct a p pr o v al a g e n c y ) h as a cti v e q u estio n s a b o ut t h e st u d y .  I n 
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t his s p e ci al cir c u mst a n c e, t h e s a mpl e s will  be st or e d u ntil t h e q u est i ons h a v e b e e n a d e q u at el y 
a d dr ess e d.

It is p ossi bl e t h at f ut ur e r es e ar c h a n d t e c h n ol o gi c a l a d v a n c es m a y i d e ntif y g e n omi c v ari a nts 
of  int er est, or all o w alt er n at i v e t y p es of g e n omi c a n al ysis n ot f or es e e n at t his t i m e.  B e c a us e 
it is n ot p ossi bl e t o pr os p e cti v el y d efi n e e v er y a v e n u e of f ut ur e t esti n g, all s a m pl es c oll e ct e d 
will b e si n gl e or d o u b l e c o d e d ( a c c or di n g t o t h e I C H E 1 5 g ui d eli n es) i n or d er t o m ai nt ai n 
s u bj e ct pri v a c y. 

Ri g ht t o Wit h dr a w

If, d uri n g t h e ti m e t h e s a m pl es ar e st or e d, a s u bj e ct w o ul d li k e t o wi t hdr a w his/ h er c o ns e nt 
f or p artici p ati o n i n t his r es e ar c h, Eis ai will d estr o y t h e s a m pl es.  I nf or m ati o n fr o m a n y  ass a ys 
t hat h a v e alr e a d y b e e n c o m p l et e d at t h e ti m e of wit h dr a w al of c o ns e nt will c o nti n u e t o b e 
us e d as n e c ess ar y  t o pr ot e ct t h e i nt e grit y of t h e r es e ar c h pr oj e ct.

S u bj e ct Pri v a c y a n d R et ur n of D at a

N o s u bj e ct -i d e ntif yi n g i nf or mat i on ( e g, i nit i als, d at e of birt h, g o v er n m e nt i d e ntif yi n g 
n u m b er) will b e ass o ci at e d wit h t h e s a m pl e.  All P D a n d ot h er bi o m ar k er s a m pl es will b e 
si n gl e c o d e d.  G e n o mi c D N A s a m pl es us e d t o e x pl or e t h e eff e cts o n P K, tr e at me nt r es p o ns e, 
a n d s af et y will b e si n gl e c o d e d.  G e n o mi c D N A s a m pl es t h at will b e st or e d f or l o n g -t er m us e 
( d efi n e d as 1 5 ye ars aft er t h e c o m pl et i on of t h e st u d y ) will b e d o u ble c o d e d.  

D o u bl e c o di n g i n v o l v es r e m o vi n g t h e i niti al c o d e (s u bj e ct I D) a n d r e pl a ci n g wit h a n ot h er 
c o d e s u c h t hat t h e s u bj e ct c a n b e r e -i d e ntifi e d b y us e of 2 c o d e k e ys.  T h e c o d e k e ys ar e 
us u all y h el d b y diff er e nt p arti es.  T h e k e y  li n ki n g t h e s a m pl e I D t o t h e s u bj e ct n u m b er will 
b e m ai nt ai n e d s e p ar at el y fr o m t he s a m pl e.  At t hi s p oi nt, t h e s a m pl e s will be d o u bl e- c o d e d, 
t he first c o d e b ei n g t h e s u bj e ct n u m b er.  L a b or at or y p ers o n n el p erf or mi n g g e n et i c a n al ysis 
will n ot h a v e a c c ess t o t h e “ k e y. ”  Cli ni c al d at a c oll e ct e d as p art of t h e cli ni c al tri al will b e 
cl e a n e d of s u bj e ct i d e nt if yi n g i nf or m ati o n a n d li n k e d b y us e of t h e s a m pl e I D “ k e y. ”

T h e S p o ns or will t a k e st e ps t o e ns ur e t h at d at a ar e pr ot e ct e d a c c or di n gl y a n d c o nfi d e nti alit y 
is m ai nt ai n e d as f ar as p ossi bl e.  D at a fr o m s u bj e cts e nr o ll e d i n t his st u d y m a y b e a n al y z e d 
w orl d wi d e, r e g ar dl ess o f l oc ati o n of  c oll ect i on.

T h e S p o ns or a n d its r e pr es e nt ati v es a n d a g e nts m a y s h ar e c o d e d d at a wit h p ers o ns a n d 
or g a ni z at i ons i n v ol v e d i n t h e c o n d u ct or o v ersi g ht of t his r es e ar c h.  T h es e i n cl u d e:

 M e di c al i nst ituti o n s

 Cli ni c al r es e ar c h or g a ni z at i ons r et ai n e d b y t h e S p o ns or

 IE Cs or I R Bs t hat h a v e r es p o nsi bilit y f or t his r es e ar c h st u d y 

 N ati o n al r e g ul at or y  a ut h orities or e q ui v al e nt g o v er n m e nt a g e n ci es

At  t h e e n d of t h e a n al ysis, r es ults m a y be pr es e nt e d i n a fi n al r e p ort w hi c h c a n i n cl u d e p art or 
all o f t he c o d e d d at a, i n listi n g or s u m m ar y for m at.  Ot h er p u bli c at i on ( e g, i n p e er -r e vi e w e d 
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s ci e ntifi c j o ur n als) or p u bli c pr es e nt ati o n of t h e st u d y r e s ult s will o nl y in cl u d e s u m m ari es of 
t he p o p ul ati o n i n t h e st u d y , a n d n o id e nt ifi e d i n di vi d u al r es ults will b e dis cl os e d.

Gi v e n t h e r es e ar c h n at ur e of t h e P D , P G, a n d ot h er bi om ar k er a n al ysis, it will n ot b e p ossi bl e 
t o r et ur n i n di vi d u al d at a t o s u bj e cts.  T h e r es ults t h at m a y b e g e n er at e d ar e n ot c urr e ntl y 
a nt i ci p at e d t o h a v e cli ni c al r el e v a n c e t o t h e s u bj e ct s or t h ei r fa mil y  me m b e rs.  T h er ef or e, 
t hes e r es ults will n ot b e dis cl os e d t o t h e s u bj e cts or t h eir p h ysi ci a ns.

If at a n y tim e, P D , P G, a n d/ or ot h er bi om ar k er r es ults ar e o bt ai n e d t h at m a y h a v e cli ni c al 
r ele v a n c e, I R B r e vi e w a n d a p pr o v al will b e s o u g ht t o d et er mi n e t h e m ost a p pr o pri at e m a n n er 
of  dis clos ur e a n d t o d et er mi n e w h et h er or n ot v ali d ati o n i n a Cli ni c al L a b or at or y  
I mpr o v e m e nt A m e n d m e nts ( C LI A)- c ertifi e d s etti n g will b e r e q uir e d.  S h ari n g of r es e ar c h 
d at a wi t h in di vi d u al s u bj e cts s h o uld o nl y  o c c ur w h e n d at a h a v e b e e n v alid at e d b y  mul tipl e 
st u dies a n d t esti n g h as b e e n d o n e i n C LI A -a p pr o v e d l a b or at ori es.
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A p p e n di x 8 T u m or, N o d e, a n d M et a st a si s St a gi n g of H e p at o c ell ul ar 
C ar ci n o m a, C ol or e ct al C a n c er a n d M el a n o m a 

T h e T N M (t u m or - n o d e-m et ast asis) cl assifi c at i on f or st a gi n g of h e p at o c ell ul a r c a r ci n o m a
p er t h e AJ C C is pr o vi d e d b el o w:

P ri m a r y t u m o r ( T)

T X Pri m ar y  t u m or c a n n ot b e ass ess e d

T 0 N o e vi d e n c e of pri m ar y t u m or

T 1 S olit ar y t u m or ≤ 2 c m, or > 2 c m wit h o ut v as c ul ar i n v asi o n

T 1 a
S olit ar y t u m or ≤ 2 c m

T 1 b
> 2 c m wit h o ut v as c ul ar i n v asi o n

T 2 S olit ar y t u m or > 2 c m wit h v as c ul ar i n v asi o n, or m ulti pl e t u m ors, n o n e > 5 c m

T 3 M ulti pl e t u m ors, at l e ast o n e of w hi c h > 5 c m

T 4 Si n gl e t u m or or m ulti pl e t u m ors of a n y si z e i n v ol vi n g a m aj or br a n c h of t h e p ort al or h e p ati c v ei n, or
t um or(s) wit h dir e ct i n v asi o n of a dj a c e nt or g a ns ot h er t h a n t h e g all bl a d d er or wit h p erf or ati o n of 
vis c er al p erit o n e u m

R e gi o n al l y m p h n o d es ( N)

N X R e gi o n al l y m p h n o d es c a n n ot b e ass ess e d

N 0 N o r e gi o n al l y m p h n o d e m et ast asis

N 1 R e gi o n al l y m p h n o d e m et ast asis

Dist a nt m et ast asis ( M)

M 0 N o dist a nt m et ast asis

M 1 Dist a nt m et ast asis

A n at o mi c st a g e/ p r o g n osti c g r o u ps

St a g e T N M

I A T 1 a N 0 M 0

I B T 1 b N 0 M 0

II T 2 N 0 M 0

III A T 3 N 0 M 0

III B T 4 N 0 M 0

I V A A n y  T N 1 M 0

I V B A n y  T A n y  N M 1

T h e T N M (t u m or - n o d e-m et ast asis) cl assifi c at i on f or st a gi n g of c ol o r e ct al c a n c e r p er t h e 
A m eri c a n J o i nt C o m mitt e e o n C a n c er ( AJ C C) is pr o vi d e d b el o w:
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P ri m a r y t u m o r ( T)

T X Pri m ar y  t u m or c a n n ot b e ass ess e d

T 0 N o e vi d e n c e of pri m ar y t u m or

Ti s C ar ci n o m a i n sit u, i ntr a m u c os al c ar ci n o m a (i n v ol v e m e nt of l a mi n a pr o pri a wit h n o e xt e nsi o n 
t hr o u g h m us c ul aris m u c os a e)

T 1 T u m o r i n v a d es t h e s u b m u c os a (t hr o u g h t h e m us c ul aris m u c os a b ut n ot i nt o t h e m us c ul aris pr o pri a)

T 2 T u m o r i n v a d es t h e m us c ul aris pr o pri a

T 3 T u m o r i n v a d es t hr ou g h t h e m us c ul aris pr o pri a i nt o p eri c ol or e ct al tiss u es

T 4 T u m o r i n v a d es t h e vis c er al p erit o n e u m or i n v a d es or  a d h er es t o a dj a c e nt or g a n or str u ct ur e

T 4 a T u m o r i n v a d es t hr o u g h t h e vis c er al p erit o n e u m (i n cl u di n g gr oss p erf or ati o n of t h e b o w el t hr o u g h 
t u m or a n d c o nti n u o us i n v asi o n of t u m or t hr o u g h ar e as of i nfl a m m ati o n t o t h e s urf a c e of t h e vis c er al 
p erit o n e u m) 

T 4 b T u m o r dir e ct i n v a d es or a d h er es t o a dj ac e nt or g a n s or str u ct ur es

R e gi o n al l y m p h n o d es ( N)

N X R e gi o n al l y m p h n o d es c a n n ot b e ass ess e d

N 0 N o r e gi o n al l y m p h n o d e m et ast asis

N 1 O n e t o t hr e e r e gi o n al l ym p h n o d e s ar e p ositi v e (t u m or i n l y m p h n o d es m e as uri n g ≥ 0. 2 m m), or a n y 
n u m b er of t u m or d e p osits ar e pr es e nt a n d all i d e ntifi a bl e l y m p h n o d es ar e n e g ati v e

N 1 a O n e r e gi o n al l ym p h n o d e is p ositi v e

N 1 b T w o or  t hr e e r e gi o n al l y m p h n o d es ar e p ositi v e

N 1 c N o r e gi o n al l y m p h n o d es ar e p ositi v e, b ut t h er e ar e tu m or d e p osits i n t h e s u bs er os a m es e nt er y or  
n o n p erit o n e a li z e d p eri c oli c, or p erir e ct al /m es or e ct al tiss u es

N 2 F o ur or m o r e r e gi o n al l ym p h n o d es ar e p ositi v e

N 2 a F o ur t o si x r e gi o n al l y m p h n o d es ar e p ositi v e

N 2 b S e v e n or m or e r e gi o n al l y m p h n o d es ar e p ositi v e

Dist a nt m et ast asis ( M)

M 0 N o dist a nt m et ast asis b y i m a gi n g, et c . ; n o e vi d e n c e of t u m or i n dist a nt sit es or or g a ns ( thi s
c at e g or y is n ot assi g n e d b y p at h ol o gists )

M 1 Dist a nt m et ast asis t o o n e or m or e dist a nt sit es or or g a ns or p erit o n e al m et ast asis is i d e ntifi e d

M 1 a M et ast asis t o o n e sit e or or g a n is i d e ntifi e d wit h o ut p erit o n e al m et ast asis

M 1 b M et ast asis t o t w o or m or e sit es or or g a ns is i d e ntifi e d wit h o ut p erit o n e al m et ast asis

M 1 c M et ast asis t o t h e p erit o n e al s urf a c e is i d e ntifi e d al o n e or wit h ot h er sit e or or g a n m et ast asis

A n at o mi c st a g e/ p r o g n osti c g r o u ps

St a g e T N M

0 Ti s N 0 M 0

I T 1 , T 2 N 0 M 0

II A T 3 N 0 M 0

II B T 4 a N 0 M 0

II C T 4 b N 0 M 0

III A T 1 -T 2 N 1/ N 1 c M 0

III A T 1 N 2 a M 0



Cli ni c al St u d y  Pr ot o c ol
i n c or p or ati n g A m e n d m e nt 0 4

E 7 3 8 6 -G 0 0 0 -2 0 1

Eis ai
FI N A L: 2 5 J a n 2 0 2 3

C o nfi d e nti al P a g e 2 0 0 of 2 1 0

St a g e T N M

III B T 3 -T 4 a N 1/ N 1 c M 0

III B T 2 -T 3 N 2 a M 0

III B T 1 -T 2 N 2 b M 0

III C T 4 a N 2 a M 0

III C T 3 -T 4 a N 2 b M 0

III C T 4 b N 1 -N 2 M 0

I V A A n y  T A n y  N M 1 a

I V B A n y  T A n y  N M 1 b

I V C A n y  T A n y  N M 1 c

T h e T N M (t u m or - n o d e-m et ast asis) cl assifi c at i on f or st a gi n g of m el a n o m a p er t h e AJ C C is 
pr o vi d e d b el o w:

P ri m a r y t u m o r ( T)

C at e g o r y T hi c k n ess Ul c e r ati o n st at us

T X: pri m ar y t u m or c a n n ot b e ass ess e d N ot A p pli c a bl e

T 0: N o e vi d e n c e of pri m ar y t u m or N ot A p pli c a bl e

Ti s ( mel a n o m a i n sit u) N ot A p pli c a bl e

T 1 ≤ 1. 0 m m U n k n o w n or  u ns p e cifi e d

  T 1 a ≤ 0. 8 m m W it h o ut ul c er ati o n

  T 1 b ≤ 0. 8 m m

0. 8 -1. 0 m m

W it h ul c er ati on

W it h or wit h o ut ul c er ati o n

T 2 > 1. 0 -2. 0 m m U n k n o w n or  u ns p e cifi e d

  T 2 a > 1. 0 -2. 0 m m W it h o ut ul c er ati o n

  T 2 b > 1. 0 -2. 0 m m W it h ul c er ati on

T 3 > 2. 0 -4. 0 m m U n k n o w n or  u ns p e cifi e d

  T 3 a > 2. 0 -4. 0 m m W it h o ut ul c er ati o n

  T 3 b > 2. 0 -4. 0 m m W it h ul c er ati on

T 4 > 4. 0 m m U n k n o w n or  u ns p e cifi e d

  T 4 a > 4. 0 m m W it h o ut ul c er ati o n

  T 4 b > 4. 0 m m W it h ul c er ati on

R e gi o n al l y m p h n o d es ( N)

C at e g o r y N u m b e r of t u m o r -i n v ol v e d P r es e n c e of i n -t r a nsit, s at ellit e, 
a n d/ o r mi c r os at ellit es m et ast as e s

N X R e gi o n al l y m p h n o d es c a n n ot b e ass ess e d

E x c e pti o n: p at h ol o gi c al N c at e g or y is n ot r e q uir e d 
f or T 1 m el a n o m as , us e c N, if r e gi o n al l ym p h n o d es 
n ot ass ess e d f or s u bj e ct wit h T 1 m el a n o m a

N o

N 0 N o r e gi o n al l y m p h n o d e m et ast asis N o

N 1 O n e t u m o r-i n v ol v e d n o d e or a n y n u m b er of i n-
tr a nsit, s at ellit e, a n d/ or mi cr os at ellit e m et ast as es 
wit h n o t u m or -i n v ol v e d n o d es
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  N 1 a O n e cli ni c all y o c c ult N o

  N 1 b O n e cli ni c all y d et e ct e d N o

  N 1 c N o r e gi o n al l ym p h n o d e dis e as e Y es

N 2 T w o or  t hr e e t u m or-i n v ol v e d n o d es or a n y n u m b er 
of i n -tr a nsit, s at ellit e, a n d/ or

mi cr os at ellit e m et ast as es wit h o n e t u m or -i n v ol v e d 
n o d e

  N 2 a  T w o or  t hr e e cli ni c all y o c c ult N o

  N 2 b T w o or  t hr e e, at l e ast o n e of w hi c h w as cli ni c all y 
d et e ct e d

N o

  N 2 c O n e cli ni c all y o c c ult or cli ni c all y d et e ct e d Y es

N 3 F o ur or m or e t u m or -i n v ol v e d n o d es or a n y n u m b er 
of i n -tr a nsit, s at ellit e, a n d/ or mi cr os at ellit e 
m et ast as es wit h t w o or m or e t u m or -i n vol v e d n o d es, 
or  a n y n u m b er of

m att e d n o d es wit h o ut or wit h i n -tr a nsit, s at ellit e, 
a n d/ o r mi cr os at ellit e m et ast as es

  N 3 a F o ur or m or e cli ni c all y o c c ult N o

  N 3 b F o ur or m or e, at l e ast o n e of w hi c h w as cli ni c all y 
d et e ct e d, or pr es e n c e of a n y n u m b er

of m att e d n o d es

N o

  N 3 c T w o or  m or e cli ni c all y o c c ult or cli ni c all y d et e ct e d 
a n d/ o r pr es e n c e of a n y n u m b er of

m att e d n o d es

Y es

Dist a nt m et ast asis ( M)

C at e g o r y A n at o mi c sit e L D H l e v el

M 0 N o e vi d e n c e of dist a nt m et ast asis N ot a p pli c a bl e

M 1 E vi d e n c e of dist a nt m et ast asis S e e b el o w

  M 1 a Dist a nt m et ast asis t o s ki n, s oft

tiss u e i n cl u di n g m us cl e, a n d/ or

n o nr e gi o n al l y m p h n o d e

N ot r e c or d e d or u ns p e ci fie d

    M 1 a( 0) N ot el e v at e d

    M 1 a( 1) El e v at e d

  M 1 b Dist a nt m et ast asis t o l u n g wit h or wit h o ut M 1 a sit es 
of dis e as e

N ot r e c or d e d or u ns p e ci fie d

    M 1 b( 0) N ot el e v at e d

    M 1 b( 1) El e v at e d

  M 1 c Dist a nt m et ast asis t o n o n -C N S
vis c er al sit es wit h or wit h o ut M 1 a or  M 1 b sit es of 
dis e as e

N ot r e c or d e d or u ns p e ci fie d

    M 1 c( 0) N ot el e v at e d

    M 1 c( 1) El e v at e d

  M 1 d Dist a nt m et ast asis t o C N S wit h or wit h o ut M 1 a, 
M 1 b, or M 1 c sit es of

dis e as e

N ot r e c or d e d or u ns p e ci fie d

    M 1 d( 0) N ot el e v at e d

    M 1 d( 1) El e v at e d

C N S – c e ntr al n er v o us s yst e m
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A n at o mi c st a g e/ p r o g n osti c g r o u ps

St a g e T N M

I A T 1 a N 0 M 0

I B T 1 b or  T 2 a N 0 M 0

II A T 2 b or T 3 a N 0 M 0

II B T 3 b or T 4 a N 0 M 0

II C T 4 b N 0 M 0

III A n y  T, Tis ≥ N 1 M 0

I V A n y  T A n y  N M 1

S o ur c e: AJ C C C a n c er st a gi n g M a n u al Ei g ht h E di tio n , E di t ors: A mi n, M B, E d g e, S, Gr e e n e 
F, B y r d D R, Br o o kla n d R K, W as hi n gt o n, M K . S pri n g er: 2 0 1 7.
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A p p e n di x 9 Attri b ut e s M e a s ur e d b y A d v er s e E v e nt s C oll e ct e d b y 
t h e P ati e nt-R e p ort e d O ut c o m e s -C o m m o n T er mi n ol o g y 
Crit eri a f or A d v er s e E v e nt s

S y m pt o m/ T o xi cit y Att ri b ut es

H o ars e n ess S

D e cr e as e d A p p etit e S, I

N a us e a F, S

V o miti n g F, S

C o nsti p ati o ns S

Di arr h e a F

H a n d -F o ot S y n dr o m e S

G e n er al P ai n F, S, I

F ati g u e S, I

R as h P

P ai n a n d S w elli n g at I nj e cti o n Sit e P

F or e a c h attri b ut e t h er e is a s e p ar at e q u esti o n f or e a c h s y m pt o m/t o xi cit y e v al u at e d.
F = fr e q u e n c y; I = i nt erf er e n c e; P = pr es e n c e/ a bs e n c e; S = s e v erit y.
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I N V E S TI G A T O R SI G N A T UR E P A G E

St u d y P r ot o c ol N u m b e r: E 7 3 8 6 -G 0 0 0 - 2 0 1

St u d y P r ot o c ol Titl e: A n O p e n -L a b el, M ult i c e nt er, P h as e 1 b/ 2 St u d y of E 7 3 8 6 i n 
C o m bi n at i on Wit h P e m br oli z u m a b i n Pr e vi o usl y Tr e at e d 
S u bj e cts Wit h S el e ct e d S oli d T u m or s

I n v esti g ati o n al P r o d u ct
N a m e :

E 7 3 8 6

I N D N u m b e r: 1 3 6 7 9 9 

E u d r a C T N u m b e r: 2 0 2 1- 0 0 1 5 6 8- 1 0

I h a v e r e a d t his pr ot o c ol a n d a gr e e t o c o n d u ct t his st u d y i n a c c or d a n c e wit h all sti p ul ati o ns of 
t he pr ot o c ol a n d i n a c c or d a n c e wit h I nt er n at i on al C o u n cil f or H ar m o nis at i on of T e c h ni c al 
R e q ui r e m e nts f or P h ar m a c e ut i c als f or H u ma n Us e (I C H) a n d all a p pli c a bl e l o c al G o o d 
Cli ni c al Pr a cti c e (G C P) g ui d eli n es, i n cl u di n g t h e D e cl ar ati o n of H elsi n ki.

M e di c al I nst ituti o n

I n v esti g at or Si t e 
N u m b er

Si g n at ur e D at e

A s r e gi o n all y  r e q uir e d.

< Ti tl e of si g n at or y 
f or J a p a n/ Asi a 
cli ni c al r es e ar c h >

Si g n at ur e D at e




