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D O C U M E N T R E VI S O N HI S T O R Y  

V E R S I O N  D A T E  
A U T H O R/ 

U P D A T E D B Y  C O M M E N T S  
0. 1  1 0 M A R 2 0 1 7   I niti al dr aft 

0. 2  2 8 M A R 2 0 1 7    C o m m e nts f or V 0. 1 a d dr ess e d   

1. 0  1 9 A P RI L 2 0 1 7
  

   C o m m e nts f or V 0. 2 a d dr ess e d  

2. 0  1 2 J U N 2 0 2 0   F urt h er cl arifi c ati o n of e n d p oi nts a n d a n al y sis m et h o d s t o 
f oll o wi n g t h e pr ot o c ol a m e n d m e nt  

3. 0  2 7 O C T 2 0 2 0   
 

 
 
 

•  R e m o v e P K p ar a m et er fr o m s e c o n d ar y e n d p oi nt  

( S e cti o n 2. 1). 

•  D el et e d s u b gr o u p “ Pri or s ur g er y f or m a n a g e m e nt of 

oli g o m et ast ati c dis e a s e ( Y es/ N o) ” ( S e cti o n 2. 6)  

•  A d d p o st tr e at m e nt a nti -c a n c er t h er a p y st art d at e 

i m p ut ati o n r ul e ( S e cti o n 3. 5). 

•  A d d d e at h d at e i m p ut ati o n r ul e  ( S e cti o n 3. 5). 

•  C h a n g e O R R/ D C R a n al y sis m et h o d fr o m l o gisti c 

r e gr essi o n t o C M H t est ( S e cti o n 4. 2. 1. 2). 

•  A d d ti m e t o Q L Q -C 3 0 s u st ai n e d d et eri or ati o n 

c e n s ori n g r ul e . 

•  A d d ti m e t o o n s et of e a c h A E SI, a n d ti m e t o 

r es ol uti o n of e a c h A E SI s u m m ari es/ a n al y sis.  

•  A d d a d diti o n al l a b  C T C A E  s hift s u m m ari es.  

•  A d d vit al si g n s hift fr o m pr e -d o s e t o p o st d o s e at e a c h 

d o si n g s c h e d ul e.  
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A B B R E VI A TI O N S  
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1  I N T R O D U C TI O N  

T h e p ur p os e of t hi s st atisti c al a n al ysi s pl a n ( S A P) is t o d es cri b e t h e pr o c e d ur es a n d t h e 
st atisti c al m et h o ds t h at will b e us e d t o a n al y z e a n d r e p ort r es ult s f or Pr ot o c ol I M C g p 1 0 0 -
2 0 2 . T his S A P is b as e d o n v ersi o n 5. 0 ( a m e n d m e nt 4. 0) of t h e pr ot o c ol (d at e d 3 1 M ar c h 
2 0 2 0 ). 

1. 1  S T U D Y O B J E C TI V E S A N D E N D P OI N T S  

T h e st u d y o bj e cti v es a n d e n d p oi nt s ar e d es cri b e d i n t h e t a bl e b el o w:  

T a bl e 1 -1 O bj e cti v es a n d R el at e d E n d p oi nts  

O bj e c ti v e E n d p oi nt  

P r im a r y  

T h e  d u al  pr im a ry  o b je c tiv es  ar e:  

1)   T o  c o m p ar e  th e  O S  in a ll p at ie nts ra n d o m iz e d  
t o th e  te b e nt a fu sp m o n o t he ra p y  v er s u s  a ll 
p a tie n ts ra n d o m iz e d  t o th e  In v e stig at o r’s C h o ic e 
m o n o t he ra p y  

2)   T o  c o m p ar e  th e  O S  in  a ll p at ie nts ra n d o m iz e d  
t o th e  te b e nt a fu sp m o n o t he ra p y  w h o  d e v e lo p  a  
ra sh  w ith in t h e  fir st w e e k  o f tr ea t me nt  v er s u s  a ll 
p a tie n ts r an d o m iz e d  to th e  I n v estig at o r’s C h o ic e  
m o n o th e ra p y  
 
B ot h  o b je c tiv es  r ela te  to  H L A -A * 0 2 0 1  p o sitiv e 
p a tie n ts w it h a d v a n c e d  U M  w it h n o  pri o r tr ea tm e n t 
in  th e  m e t astat ic  set tin g . 

O S , d e fin e d  as  th e  tim e  fro m  r a nd o mi z at io n  u n til 
d e a th  b y  a n y  c a u se  

S e c o n d a r y  

T o  c h a ra c t eriz e  t h e saf e t y a n d  to ler a b ilit y of  
sin g le -a g e n t te b e nt a fu sp  in t h e  intr a -p at ie n t d o se 
e s c a la tio n  re g im e n  re lat iv e  t o I n v estig a tor’s 
C h o ic e  

S af e t y a n d  to ler a b ility : In c id e n c e  a n d  se v er it y of 
A E s a n d  S A E s; c h a n g es  in  saf e t y la b o ra tor y 
p a ra m et e r s, v ita l sig n s, a n d  e le c tr oc ar d io gr a m 
( QT c F ); d o se  int e rru pt io n s, re d u c tio n s, 
d is c o n tin u at io n s, a n d  d o se  int e n sit y of  a ll 
a d m in ist er e d a g e nts  

T o  c h a ra c t eriz e  t h e P K  pr o file  of  sin g le -a g e n t 
t eb e nt a fu sp  in  th e  intr a -p a tie n t d o se  e s c a lat io n 
re gi m e n  

M e a n s er u m  c o n c e ntr ati o ns o v er ti m e  

T o  a sse s s th e  a nti -tu m or  e ffic a c y  of  te b e n t afu sp 
v er s u s  In v e stig a tor’s  C h o ic e  w ith  th e  p ar a m e t er s 
of  P F S , B O R,  D O R,  tim e  to r e sp o n se,  a n d  D C R 
u sin g  R E C IS T  v 1 .1  

• P F S  

• B O R  
• D O R  
• T im e  t o re sp o n se  ( T T R) 

D C R  (d e fin e d  as  C R  or P R,  or  S D  ≥  2 4  w e e k s ) 

T o  e v a lu a t e th e  tre a tm e nt  a n d  d ise a se  im p a c t t o 
H R Q o L  in  p at ie n ts tre at e d  w it h t eb e n ta f u s p v er s u s 
p a tie n ts tre at e d  w it h In v e stig a t or’s C h o ic e.  H R Q o L 
w ill b e  a s se sse d  b y  th e  E Q -5 D, 5 L  a n d  t h e E O R T C 
Q L Q -C 3 0  

E Q -5 D, 5 L  a n d  E O R T C  Q L Q -C 3 0  c h a n g e  fro m 
B a se lin e  o v e r tim e  a n d  b e tw e e n  tr ea tm e nt 
str ate g ies  
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O bj e c ti v e E n d p oi nt  

T o  e v a lu a t e th e  in c id e n c e  o f a n ti-t eb e n ta f u s p 
a n tib o d y  for m a tio n  fo llo w in g  m u ltip le  inf u sio n s 
of t e b e nt a fu sp  in  th e  intr a -p a tie n t d o se  e s c a lat io n 
re gi m e n  

A sse s sm e nts  of  a n ti-t eb e n taf u sp  a nt ib o d y 
f or m atio n  

E x pl o r at o r y  

T o  a sse ss p o t en tial  pr e d ic t or s of  e ffic a c y  of 
t eb e nt a fu sp  

C or re la tio n  o f t h e e x pr e ssio n  o f T  c e ll in filtr atio n , 
e x pr e ssio n  of  g p 1 0 0,  H L A -D R,  P D -L 1 , tu m o ral 
ly m p h o c y t e a c tiv a tio n  st atu s, a n d  m y e lo id -d eri v e d 
su p pr e ssor  c e ll in filtr atio n  a n d ot h e r im m u n e 
m a r ker s  e v a lu at e d  in  tu m o r b io p sies  w it h a n ti- 
t um or  a c tiv it y 

T o  a sse s s p o t en tial  p h ar m a c o d y n a m ic  c h a n g es  in 
p e rip h e ra l c y t o kin e  le v e ls o b ser v e d  w it h 
t eb e nt a fu sp  a n d  In v e stig a tor’s  C h o ic e  

C h a n g e s in  s er u m  c y t ok in e , c h e m o k in e s (e g, 
C X C L 9,  C X C L 1 0 , H G F,  IL -1 R n d  M C P -1),  
or ot h er  a n a ly t es in  r esp o n se  t o tr ea tm e nt  

T o  a sse ss p o t en tial  cl in ic al  b e n e fit af ter  a n  in itial 
a s se ssm e nt  of  pr o gr e ssiv e  d ise a se  b a se d  o n 
R E C IS T  v 1. 1  

D ur at io n  of  tr ea t me nt  a n d  re sp o n se  for  p a tie nts 
tr ea t e d b e y o n d  R E C IS T  v 1 .1  P D  

T o  a sse ss tim e  t o P F S 2  for  t eb e nt a fu sp  a n d  
I n v estig at o r’s C h o ic e  

P F S 2 , d e fin e d  as  th e  tim e  fro m  th e  d a t e o f 
ra n d o m iz a tio n  t o th e  su b se q u e n t P D  fo llo w in g  th e 
in itia l R E C IS T  v 1. 1  P D,  or d e a th  

T o  a sse ss h e a lth - a n d  tre a tm e n t-re la te d  m e d ic al 
re so u r ce  u tiliz a tio n  a sso ci a t e d w it h t h e a d v a n c e d 
U M  d ise a se  p a th w a y  

H o sp ita liz at io n s, c o n c o m it ant  m e d ic a tio n  u se, 
m e d ic al  pr o c e d u re s, a n d  o th e r m e a sur es  of 
h e a lt h c ar e ut iliz a tio n  

A E  =  a d v ers e  e v e nt;  B O R  =  b e st o v er a ll re sp o n s e ; C m a x  =  m a xi m u m  o b ser v e d  c o n c e n trat io n;  C m i n =  m in im u m 
o b ser v e d  c o n c e ntr at io n;  C R  =  c o m p let e  re sp o n s e;  Ct r ou g h  =  d ru g  c o n c e ntr at io n  at  X  d a y s aft er  d o si n g; C X C L #  
=  C -X -C  m ot if c h e m o ki n e  lig a n d  #;  D C R  =  d ise a se  c o ntr ol  rat e;  D O R  =  d u rat io n  of  r esp o n s e;  E O R T C  =  E ur o p e a n  
Or g a n iz at io n  f or R e se ar c h  a n d  Tr e at m e nt  of  C a n c er;  E Q -5 D, 5 L  =  E ur o Q o L -5  D im e n si o n s  –  5 - le v e ls of  d ise a se  
se v eri ty  sc a le;  g p 1 0 0  =  gl y c o pr ot e in  1 0 0 ; H G F  =  h e p at o c y t e gr o w th  f a ctor;  H L A -A * 0 2 0 1  = h u m a n  le u k o c y t e a n tig e n -
A * 0 2 0 1 ; H LA -D R  =  h u m a n  le u k o c y t e a nt ig e n -D R  iso ty p e ; H R Q o L =  h e a lth -re lat e d q u a lit y of  lif e; I L-1 R  
int e rle u k in 1  re c e p tor a lp h a ; M C P -1  =  m o n o c y t e c h e m o at tra c t an t pr o te in -1;  O S  = o v er a ll sur v i va l; P D -L 1  =  
pr o g ra m m e d  d e at h -lig a n d  1;  P F S  =  pr o g re s sio n  fre e  sur v i va l; P F S 2  =  se c o n d  d ise a se pr o g re ssi o n;  P K  =  p h ar m a c o ki n et ic ; 
P R  =  p a rtial  re sp o n se;  Q L Q -C 3 0  =  Q u a lit y of  lif e Q u e stio n n ai re -C o re  3 0; Q T c F  =  Q T  int e r val  c or re c te d  b y  
F rid e ric ia ’s f orm u la ; R E CI S T  =  R e sp o n s e  E v a lu at io n  C rit eri a I n S o lid T u m ors;  S A E  =  seri o u s  a d v e rse  e v e nt;  S D  =  
st a ble  d ise a s e;  U M  =  u v e al  m el a n o m a.  

1. 2  S U M M A R Y O F T H E S T U D Y D E SI G N  

1. 2. 1  G e n e r al St u d y D esi g n a n d Pl a n  

T his is a n o p e n l a b el, r a n d o mi z e d, m ulti -c e nt er P h as e II st u d y of t e b e nt af us p v ers us 
I n v esti g at or’s c h oi c e i n a d ult ( > 1 8 y e ars) H L A-A * 0 2 0 1 + p ati e nts wit h a d v a n c e d U M 
pr e vi o usl y u ntr e at e d i n t h e a d v a n c e d or m et ast ati c s etti n g.  Pri or a dj u v a nt or n e o a dj u v a nt 
t h er a p y is all o w e d, pr o vi d e d all pri or t h er a p y is a d mi nist er e d i n t h e l o c ali z e d, c ur ati v e 
s etti n g.  P ati e nts ar e t o b e  r a n d o mi z e d 2: 1 (t e b e nt af us p: I n v esti g at or C h oi c e) wit h  
r a n d o mi z ati o n w as  str atifi e d b y l a ct at e d e h y dr o g e n as e  ( L D H) st at us ( b as e d o n c e ntr al 
l a b or at or y ass ess m e nt p erf or m e d d uri n g t h e s cr e e ni n g p eri o d) t o r e c ei v e eit h er 
t e b e nt af us p a d mi nist er e d i n t h e i ntr a -p ati e nt es c al ati o n d osi n g r e gi m e n or I n v esti g at or 
C h oi c e.  O n e c y cl e of tr e at m e nt i n t hi s st u d y is d efi n e d as 3 w e e ks ( 2 1 d a y c y cl es).  
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P ati e nts will b e tr e at e d wit h 1 of t h e f oll o wi n g r e gi m e ns:  

•  A r m 1 ( t e b e nt af u s p):  All p ati e nts r a n d o mi z e d t o Ar m 1 will r e c ei v e t e b e nt af us p 
f oll o wi n g  t h e  i ntr a- p ati e nt  es c al ati o n  r e gi m e n.    O n  C 1 D 1,  p ati e nts  r e c ei v e  2 0 
m c g,  o n  C 1 D 8,  p ati e nt s  r e c ei v e  3 0  m c g,  a n d  b e gi n ni n g  wit h  C 1 D 1 5  a n d 
t h er e aft er,  p ati e nts  will  r e c ei v e  t h e  es c al at e d  d os e  of  6 8  m c g.  D u e  t o  t h e 
a nti ci p at e d c yt o ki n e a n d c h e m o ki n e ass o ci at e d t o xi cit y wit h t e b e nt af us p, p ati e nts 
will b e m o nit or e d o v er ni g ht as a n i n p ati e nt f oll o wi n g t h e w e e kl y d os es at C 1 D 1, 
C 1 D 8, a n d C 1 D 1 5. 

•  A r m 2 (I n v esti g at o r C h oi c e):   All p ati e nts r a n d o mi z e d t o Ar m 2 will r e c ei v e 
I n v esti g at or C h oi c e of o n e of t hr e e o pti o ns: d a c ar b a zi n e i n t h e st a n d ar d d osi n g 
r e gi m e n i n U M of 1 0 0 0 m g/ m2  gi v e n o n D a y 1 of e a c h 2 1 d a y c y cl e; i pili m u m a b 
i n  t h e  a p pr o v e d  d osi n g  r e gi m e n  f or  u nr es e ct a bl e  or  m et ast ati c  m el a n o m a  of  3 
m g/ k g  gi v e n  o n  D a y  1  of  e a c h  2 1  d a y  c y cl e  f or  a  m a xi m u m  of  4  d os e s;  or 
p e m br oli z u m a b i n t h e a p pr o v e d d osi n g r e gi m e n of 2 m g/ k g gi v e n t o a m a xi m u m 
of 2 0 0 m g or 2 0 0 m g a d mi ni st er e d i ntr a v e n o usl y w h er e a p pr o v e d l o c all y o n D a y 
1 of e a c h 2 1 d a y c y cl e.  T h e pr ef err e d I n v esti g at or C h oi c e a g e nt will b e s el e ct e d 
pri or t o r a n d o mi z ati o n. N o o v er ni g ht m o nit ori n g is r e q uir e d i n Ar m 2   

 

T h e st u d y d esi g n i s d e pi ct e d i n Fi g ur e 1 b el o w. 

 

Fi g ur e 1. St u d y D esi g n  

L D H = l a ct at e d e h y dr o g e n as e,; R P 2 D-I E = r e c o m m e n d e d P h as e II d o si n g i ntr a- p ati e nt es c al ati o n r e gi m e n; 
Q 3 W = d o si n g r e p e at e d e v er y 3 w e e k s; U L N = u p p er li mit of n or m al.  
R a n d o mi z e d, o p e n  l a b el  st u d y  of  t e b e nt af u s p  v er s u s  I n v esti g at or  C h oi c e  i n  p ati e nts  wit h  a d v a n c e d u v e al 
m el a n o m a.  

1. 2. 2  R a n d o mi z ati o n a n d Bli n di n g 

P ati e nts will b e assi g n e d t o 1 of 2 r a n d o mi z e d tr e at m e nt ar ms, Ar m 1 (t e b e nt af us p) a n d 
Ar m 2 (I n v esti g at or C h oi c e) i n a r ati o of 2: 1. T h e tr e at m e nt assi g n m e nt t o t h e r a n d o mi z e d 
Ar ms 1 a n d 2 will b e d et er mi n e d b y t h e I nt er a cti v e R es p o ns e T e c h n ol o g y (I R T).  T h e 
r a n d o mi z ati o n n u m b ers will b e g e n er at e d usi n g t h e f oll o wi n g pr o c e d ur e t o e ns ur e t h at 
tr e at m e nt assi g n m e nt is u n bi as e d. A p ati e nt r a n d o mi z ati o n li st will b e pr o d u c e d b y t h e 
I V R S pr o vi d er usi n g a v ali d at e d s yst e m t h at a ut o m at es t h e r a n d o m assi g n m e nt of p ati e nt 
n u m b ers t o r a n d o mi z ati o n tr e at m e nts, li n k e d t o Ar ms 1 a n d 2.  
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T h e i n v esti g ati o n al sit e m ust d e cl ar e, pri or t o r a n d o mi z ati o n, t h eir c h oi c e of c o ntr ol 
t h er a p y f or t h at p ati e nt. 

R a n d o mi z ati o n t o 1 of t h e 2 r a n d o mi z e d tr e at m e nt ar ms will  b e str atifi e d b y L D H l e v els  
b as e d o n c e ntr al l a b r es ults .  T h e t w o str at a t h at will  b e us e d ar e ( 1) B as eli n e L D H b el o w 
or e q u al t o t h e u p p er li mit of n or m al ( U L N) ( ≤ 2 5 0 U/ L) a n d ( 2) B as eli n e L D H a b o v e 
t h e U L N ( > 2 5 0 U/ L).  L D H l e v els utili z e d f or str atifi c ati o n will  b e ass ess e d c e nt r all y 
d uri n g t h e s cr e e ni n g p eri o d.   

1. 2. 3  S a m pl e Si z e a n d St atisti c al P o w e r C o nsi d e r ati o ns  

1. 2. 3. 1  I nt e nt -t o-Tr e at A n al ysis  

O S is t h e pri m ar y e n d p oi nt f or t hi s st u d y. Ass u mi n g a 2: 1 r a n d o mi z ati o n r ati o of 
t e b e nt af us p vs. I n v esti g at or C h oi c e, 2 5 0  e v e nts ( d e at hs) ar e n e e d e d i n t h e r a n d o mi z e d 
tri al t o pr o vi d e 8 9 % p o w er t o d et e ct a diff er e n c e of s ur vi v al distri b uti o n t h at c a n b e 
c h ar a ct eri z e d b y a 0. 6 4 5  h a z ar d r ati o ( H R) f or O S wit h a 2 -si d e d si g nifi c a n c e l e v el of 
0. 0 4 5. Ass u mi n g O S is e x p o n e nti all y distri b ut e d, t hi s m a y tr a nsl at e t o a m e di a n O S of 
1 8 . 6 m o nt hs i n t h e t e b e nt af us p tr e at e d ar m a n d 1 2 m o nt hs i n t h e I n v esti g at or C h oi c e ar m. 
T h e s m all est tr e at m e nt eff e ct t h at w o ul d b e st atisti c all y si g nifi c a nt is a n O S H R of 0. 7 5 
( e. g. 1 6 vs 1 2 m o).  

C o nsi d eri n g a n o n -u nif or m r e cr u it m e nt of a b o ut 3 3  m o nt hs  a n d 1 0 % a n n u al dr o p -o ut 
r at e, 36 9  p ati e nts n e e d t o b e r a n d o mi z e d i n a 2: 1 r ati o t o t h e 2 ar ms i n or d er t o o bs er v e 
2 5 0  e v e nts aft er 5 1  m o nt hs as f oll o ws: 

•  2 4 6  p ati e nts t o t h e t e b e nt af us p ar m  

•  1 2 3  p ati e nts t o I n v esti g at or C h oi c e ar m  

T hr e e a n al ys es of O S ar e pl a n n e d: t w o f or m al i nt eri m a n al yse s a n d t h e fi n al a n al ysi s. 
D et ails of t h e i nt eri m a n al ys es ar e d es cri b e d i n s e cti o n  5. 1 .  

I n or d er t o r a n d o mi z e 36 9 p ati e nts, ( ass u mi n g a 1 0 % s cr e e n f ail ur e r at e), 4 1 0  p ati e nts 
will n e e d t o b e e nr oll e d. I n or d er t o e nr ol l 4 1 0 p ati e nts, a p pr o xi m at el y 9 0 0  p ati e nts will 
n e e d t o b e pr e -s cr e e n e d ( all o wi n g f or a 5 % attriti o n r at e a n d ass u mi n g 4 8 % of p ati e nts 
ar e H L A -A * 0 2 0 1 p ositi v e). T h e pr e v al e n c e of H L A -A * 0 2 0 1 v ari es d e p e n di n g o n t h e 
r e gi o n, s o a d diti o n al p ati e nts m a y b e n e e d e d t o b e pr e-s cr e e n e d t o e nr oll 4 1 0 p ati e nts.  

1. 2. 3. 2  R as h A n al ysis S et A n al ysis  

T h e st u d y is als o p o w er e d f or t h e a n al ysi s of O S i n t h e R as h A n al ysi s S et (s e e S e cti o n 
2. 2. 2 ).  Ass u mi n g 5 0 % of t h e t e b e nt af us p-tr e at e d p ati e nts d e v el o p a r as h wit hi n t h e first 
w e e k of tr e at m e nt, t h e r e will b e a n a p pr o xi m at e 1: 1 r ati o b et w e e n p ati e nts i n t h e 
t e b e nt af us p ar m a n d t h e I n v esti g at or’s C h oi c e c o ntr ol ar m.  O n e h u n dr e d si xt y-f o ur ( 1 6 4) 
e v e nts ( d e at hs) ar e n e e d e d t o pr o vi d e 8 9 % p o w er t o d et e ct a diff er e n c e i n s ur vi v al 
distri b uti o ns t h at c a n b e c h ar a ct eri z e d b y a 0. 5 3 1 H R f or O S wit h a 2 -si d e d si g nifi c a n c e 
l e v el of 0. 0 0 5. Ass u mi n g O S is e x p o n e nti all y distri b ut e d, t hi s m a y tr a nsl at e t o a m e di a n 
O S of 2 2. 6 m o nt hs i n t h e t e b e nt af us p tr e at e d ar m a n d 1 2 m o nt hs i n t h e I n v esti g at or’s 
C h oi c e ar m.  
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2  S T A TI S TI C A L C O N SI D E R A TI O N S  

2. 1  G E N E R A L C O N SI D E R A T I O N S  

D at a a n al ysi s of i nt eri m a n d fi n al d at a will o c c ur w h e n t h e r e q uir e d n u m b er of d e at h 
e v e nts h a v e b e e n o bs er v e d.  

C o nti n u o us v ari a bl es will b e s u m m ari z e d  usi n g d es cri pti v e st atisti cs ( n u m b er of 
o bs er v ati o ns, m e a n, st a n d ar d d e vi ati o n [S D ], m e di a n, 2 5 t h a n d 7 5 t h p er c e ntil es, mi ni m u m 
a n d m a xi m u m ).   

C o nfi d e n c e i nt er v als ( CIs) will b e 9 5 % a n d all t ests will b e t w o -si d e d, u nl ess ot h er wis e 
s p e cifi e d i n t h e d es cri pti o n of t h e a n al ys es.  F or bi n o mi al v ari a bl es, t h e n or m al 
a p pr o xi m ati o n m et h o ds will b e e m pl o y e d u nl ess ot h er wis e s p e cifi e d.  

P -v al u es will b e r o u n d e d t o f o ur d e ci m al pl a c es. If a p -v al u e is l ess t h a n 0. 0 0 0 1 it will b e 
r e p ort e d as “ < 0. 0 00 1. ” If a p -v al u e is gr e at er t h a n 0. 9 9 9 it will b e r e p ort e d as “ > 0. 9 9 9 ”  

T h e f oll o wi n g r ul es will b e f oll o w e d f or r e p orti n g r es ult s u nl ess st at e d ot h er wis e:  

•  S cr e e n f ail ur e p ati e nts ar e t h os e w h o si g n e d t h e i nf or m e d c o ns e nt b ut w er e n e v er 
r a n d o mi z e d i nt o t h e st u d y f or a n y r e as o n. S cre e n f ail ur e d at a will o nl y b e r e p ort e d 
i n t h e t a bl e of s u m m ar y of a n al ys es d at a.  

•  A m o nt h is o p er ati o n all y d efi n e d t o b e 3 0. 4 3 7 5 d a ys. Si x m o nt hs is o p er ati o n all y 
d efi n e d t o b e 1 8 2. 6 2 5 d a ys.  

•  D at a will b e pr es e nt e d i n d at a li sti n gs b y p ati e nt n u m b er. All s u m m ari es will b e 
pr es e nt e d b y p ati e nt n u m b er  u nl ess ot h er wis e s p e cifi e d.  

•  A d diti o n al s u m m ari es of effi c a c y a n d ot h er v ari a bl es m a y b e pr o d u c e d as a 
s e p ar at e r e p ort(s) f or s p e cifi c r e gi o ns, as r e q uir e d b y l o c al h e alt h a ut h oriti e s.  

2. 2  D E FI N I TI O N S O F A N A L Y SI S S E T S  

2. 2. 1  I nt e nt t o Tr e at A n al ysis S et  

T h e I nt e nt t o Tr e at (I T T) s et c o m pris es all p ati e nts assi g n e d t o tr e at m e nt a n al y z e d b y t h e 
tr e at m e nt assi g n m e nt w h et h er or n ot t h e p ati e nt r e c ei v e d t h e assi g n e d tr e at m e nt.  All 
p ati e nts r a n d o mi z e d i n t h e st u d y wil l b e a n al y z e d i n t h e I T T p o p ul ati o n. T h e I T T s et will 
b e us e d f or all s u m m ari es a n d a n al ys es of d e m o gr a p h y, b as eli n e c h ar a ct eristi cs , 
dis p ositi o n, m e di c al hist or y, pri or a nti -c a n c er t h er a p y  a n d effi c a c y d at a s u m m ari es a n d 
a n al ys es.  

2. 2. 2  R as h A n al ysis S et  

T h e  ras h a n al ysi s s et ( R A S) c o m pris es all p ati e nt s assi g n e d t o t e b e nt af us p w h o d e v el o p 
a r as h wit hi n t h e first w e e k of tr e at m e nt ( i. e. St u d y D a y 1 –  7 a n d pri or t o t h e s e c o n d 
d os e  i n c as e t h e s e c o n d d os e is r e c ei v e d e arl y) a n d all p ati e nts r a n d o mi z e d t o 
I n v estig at or’s C h oi c e r e g ar dl ess of r as h.  If t h e R A S a n al ysi s d es cri b e d i n S e cti o n  4. 2. 1  
cr oss es t h e pr e -s p e cifi e d st o p pi n g b o u n d ari es (s e e S e cti o n  5. 1 ) a n d st o p pi n g b o u n d ari es 
f or t h e I T T a n al ysi s s et at t h e s a m e pl a n n e d a n al ysi s ar e n ot cr oss e d , t h e n t hi s a n al ysi s 
s et will als o b e us e d f or d e m o gr a p h y, b as eli n e c h ar a ct eristi cs, effi c a c y, a n d s af et y d at a 
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s u m m ari es a n d a n al ys es.  T h e A E pr ef err e d t er ms t h at d efi n e t h e R A S ar e d et ail e d i n 
A p p e n di x 1 .  If t h e st o p pi n g b o u n d ari es f or t h e R A S O S a n al ysi s ar e cr oss e d, t h e n 
s u m m ari es of d e m o gr a p hi cs, b as eli n e c h ar a ct eristi cs, a n d s af et y will als o b e r u n o n t hi s 
a n al ysi s s et.  

2. 2. 3  S af et y A n al ysis S et  

T h e S af et y A n al ysi s S et  ( S A F) i n cl u d es all r a n d o mi z e d p ati e nts w h o h a v e r e c ei v e d at 
l e ast 1 f ull or p arti al d os e of t e b e nt af us p or I n v esti g at or C h oi c e. P ati e nts will b e cl assifi e d 
i n t hi s s et a c c or di n g t o i niti al tr e at m e nt r e c ei v e d.  T h e s af et y a n al ysi s s et will b e us e d f or 
all s af et y s u m m ari es.  

2. 2. 4  P K a n al ysi s s et  

T h e P K a n al ysi s s et i n cl u d es p ati e nts i n t h e S A F w h o h a v e at l e ast o n e m e as ur a bl e P K 
c o n c e ntr ati o n a n d w h o h a v e t h e r el e v a nt d at e, ti m e a n d d osi n g d at a f or t his s a m pl e .  

T a bl e 2 -1 S u m m a r y of o ut c o m e v a ri a bl es a n d a n al ysi s s ets  

O ut c o m e v a ri a bl e  A n al ysi s S et  

Pri m ar y Effi c a c y D at a: O S, P F S, O R R (i n cl u di n g B O R a n d % 
c h a n g e i n t u m o ur si z e), D o R, ti m e t o r es p o ns e, D C R  
 
E x pl or at or y E ffi c a c y D at a : t u m or r es p o ns e, d ur ati o n of tr e at m e nt, 
a n d P F S 2 b as e d o n i n v esti g at or ass e ss m e nt  
 

 
I T T a n d R A S  

D e m o gr a p h y,  B as eli n e C h ar a ct eristi cs, Dis p ositi o n, Pr ot o c ol 
D e vi ati o ns, M e di c al Hi st or y, a n d Pri or a n d C o n c o mit a nt 
M e di c ati o ns.  
 
P R O d at a: E Q -5 D, E O R T C -Q L Q -C 3 0 a n d H e alt h r es o ur c e 
utilis ati o n  
 

I T T ( a n d R A S if 
a p pli c a bl e)  

P K d at a  P K  

S af et y D at a  

 
I n ci d e n c e of a nti-t e b e nt af us p a nti b o d y f or m ati o n  

S A F ( a n d R A S if 
a p pli c a bl e)  

2. 3  M U L TI P L E C O M P A R I S O N S / MU L TI P LI C I T Y  

T w o i nt eri m a n al ys es will b e p erf or m e d usi n g a t hr e e -st a g e a d a pti v e gr o u p s e q u e nti al 
d esi g n. T h e pri m ar y a n al ys e s of o v er all s ur vi v al will b e b as e d o n O’ Bri e n -Fl e mi n g 
b o u n d ari es  a n d t h e L a n -D e M ets a p pr o xi m ati o n t o O’ Bri e n -Fl e mi n g b o u n d ari es . D et ail s 
of t h e t y p e -1 err or a dj ust m e nt is d es cri b e d i n S e cti o n  5 . 

T h e e x p eri m e nt -wis e t y p e I err or r a t e will b e c o ntr oll e d at α = 0. 0 5 t w o-si d e d. Ni n et y -



Pr ot o c ol N o:  I M C g p 1 0 0 -2 0 2  
V er si o n: 3. 0  

St atisti c al A n al y si s Pl a n  
D at e: 2 8  O ct o b er,  2 0 2 0  

 

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

 

p er c e nt ( 9 0 %) of t h e α will b e all o c at e d t o t h e I T T a n al ys es ( α I T T= 0. 0 4 5).  T h e ot h er 1 0 % 
will b e all o c at e d t o t h e R A S a n al ys es ( α R A S = 0. 0 0 5).  S e e s e cti o n  5. 2  f or f urt h er d et ail s 
o n t h e t esti n g str at e g y a n d m et h o ds f or c o ntr olli n g t h e t y p e I err or a n d A p p e n di x 2  f or a 
gr a p hi c al d e pi cti o n of t h e t esti n g str at e g y . 

2. 4  E X A MI N A TI O N O F S U B G R O U P S  

S u b gr o u p a n al ys es ar e e x pl or at or y a n d will b e c o n d u ct e d b y c o m p ari n g O S a n d P F S 
b et w e e n tr e at m e nts i n t h e f oll o wi n g gr o u ps:  

•  Et h ni cit y  ( His p a ni c vs. n o n-His p a ni c)  

•  G e n d er ( M al e v ers us F e m al e)  

•  A g e at s cr e e ni n g  ( < 6 5 v ers us ≥ 6 5)  

•  E C O G ( 0 vs. 1)  

•  B as eli n e al k ali n e p h os p h at as e ( <  U L N vs. > U L N ) 

•  L D H ( ≤ U L N v ers us >  U L N , w h er e U L N = 2 5 0 U/ L) 

•  Pri or s yst e mi c t h er a p y i n t h e a dj u v a nt or n e o a dj u v a nt s etti n g ( Y es v ers us N o) 

o  Y es c at e g or y f urt h er s plit b y:  

- C h e m ot h er a p y  

- I m m u n ot h er a p y 

- T ar g et e d t h er a p y  

•  L ar g est m et ast ati c l esi o n r e c or d e d at b as eli n e ( ≤ 3. 0 c m vs 3. 1 -8. 0 c m vs ≥ 8. 1 
c m) . T h e si z e of t h e l ar g est m et ast ati c l esi o n will b e d et er mi n e d b as e d o n t h e 
si z es of t h e b as eli n e t ar g et l esi o ns r e c or d e d o n t h e e C R F w hi c h ar e i n di c at e d as 
m et ast ati c or n o d al. If t h er e ar e a n y p ati e nts wit h n o m et ast ati c/ n o d al l esi o ns ( e. g. 
pri m ar y l esi o ns o nl y) t h e n t h es e p ati e nts will b e gr o u p e d i nt o t h e ≤ 3. 0 c m 
c at e g or y.   

•  R e gi o n ( N ort h A m eri c a v ers us ot h ers)  

•  Pr e -c h oi c e of c h e m ot h er a p y (i pili m u m a b, d a c ar b a zi n e a n d p e m br oli z u m a b ). 
Sit es w er e as k e d t o r e c or d f or all p ati e nts  t h e i nt e n d e d i n v esti g at or c h oi c e 
tr e at m e nt pri or t o r a n d o mi z ati o n. 

F or s u b gr o u ps o utli n e d, t h e H R ( t e b e nt af us p: I n v esti g at or’s c h oi c e) a n d a ss o ci at e d CI 
will b e c al c ul at e d fr o m a C o x pr o p orti o n al h a z ar d s m o d el (ti es = Efr o n) t h at c o nt ai ns t h e 
tr e at m e nt t er m, f a ct or a n d tr e at m e nt-b y -f a ct or i nt er a cti o n t er m. T h e tr e at m e nt eff e ct H Rs 
f or e a c h tr e at m e nt c o m p aris o n al o n g wit h t h eir CIs will b e o bt ai n e d f or e a c h l e v el of t h e 
s u b gr o u p fr o m t his si n gl e m o d el.  

T o esti m at e t h e tr e at m e nt eff e ct a n d CI f or e a c h l e v el of a c o v ari at e a n e x a m pl e is gi v e n 
b el o w:  

C o nsi d er t h e f oll o wi n g m o d el w h er e t h e c o v ari at e is c o d e d as a 0, 1 t w o -l e v el f a ct or 

𝑦 = 𝜇 + 𝛽 1 𝑡 𝑟 𝑡 + 𝛽 2 𝑐 𝑜 𝑣 + 𝛽 3 𝑐 𝑜 𝑣 .𝑡 𝑟 𝑡  



Pr ot o c ol N o:  I M C g p 1 0 0 -2 0 2  
V er si o n: 3. 0  

St atisti c al A n al y si s Pl a n  
D at e: 2 8  O ct o b er,  2 0 2 0  

 

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

 

T h e tr e at m e nt eff e ct is e sti m at e d as  𝑦 1  i n l e v el of 0 of t h e c o v ari at e a n d as 𝜇 1 + 𝛽 3  f or 
l e v el 1 of t h e c o v ari at e wit h c orr es p o n di n g v ari a n c es of 

𝑡 𝑟 𝑡 ( 𝛽 1 )  a n d  

 𝑐 𝑜 𝑣 ( 𝛽 1 ) + 𝑐 𝑜 𝑣 ( 𝑡 3 ) + 2 .𝑟 𝑡 𝑣 ( 𝛽 1 ,𝛽 3 )  r es p e cti v el y. 

T h e H Rs a n d 9 5 % CIs will b e pr es e nt e d o n a f or e st pl ot i n cl u di n g t h e H R a n d 9 5 % CI 
fr o m t h e I T T p o p ul ati o n.  

I n a d diti o n, t h e si g nifi c a n c e of t h e i nt er a cti o n t er m will b e ass ess e d t o d et er mi n e if a n y 
ar e si g nifi c a nt at t h e 2 -si d e d 1 0 % l e v el. T his a p pr o a c h will i d e ntif y t h e f a ct ors t h at 
i n d e p e n d e ntl y alt er t h e tr e at m e nt eff e ct a n d pr e v e nt i d e ntifi c ati o n of m ulti pl e c orr el at e d 
i nt er a cti o ns. 

If t h er e ar e t o o f e w e v e nt s a v ail a bl e f or a m e a ni n gf ul a n al ysi s of a p arti c ul ar s u b gr o u p, 
t h e r el atio ns hi p b et w e e n t h at s u b gr o u p a n d O S/ P F S will n ot b e f or m all y a n al y z e d. I n t hi s 
c as e, o nl y d es cri pti v e s u m m ari es will b e pr o vi d e d.  

T h e ass u m pti o n of pr o p orti o n alit y will  b e ass ess e d usi n g t h e A S S E S S st at e m e nt i n 
P R O C  P H R E G  w hi c h p erf or ms t h e gr a p hi c al  a n d n u m eri c al m et h o ds of Li n, W ei a n d 
Yi n g (Li n, W ei a n d Yi n 1 9 9 3 ). 

N o a dj ust m e nt t o t h e si g nifi c a n c e l e v el f or t esti n g will b e m a d e si n c e t h e s u b gr o u p 
a n al ysi s will b e c o nsi d er e d e x pl or at or y a n d will  b e s u p p orti v e f or O S a n d P F S.  

P -v al u e < 0. 1 s u g g est t h er e is a n i nt er a cti o n b et w e e n tr e at m e nt a n d t h e f a ct or .  

T h e f o c us of t h es e a n al ys es will b e o n t h e I T T p o p ul ati o n, b ut t h e y will als o b e c o n d u ct e d 
a m o n g t h e R A S if t h e R A S a n al ys es of O S cr oss t h e pr e -s p e cifi e d st o p pi n g b o u n d ari es.    

3  D E FI NI TI O N S A N D C O N V E N TI O N S F O R D A T A H A N D LI N G  

3. 1  B A S E LI N E D E FI N I TI O N  

I n g e n er al, f or effi c a c y e n d p oi nt s a n d p ati e nt r e p ort e d o ut c o m es ( P R Os), b as eli n e is 
d efi n e d as t h e l ast o bs er v e d m e as ur e m e nt pri or t o r a n d o mi z ati o n of tr e at m e nt , i n cl u di n g 
u ns c h e d ul e d vi sit s . H o w e v er, if a n e v al u a bl e ass ess m e nt is o nl y a v ail a bl e aft er 
r a n d o mi z ati o n b ut b ef or e t h e first d os e of r a n d o mi z e d tr e at m e nt t h e n t hi s ass ess m e nt will 
b e us e d as b as eli n e.   

F or s af et y e n d p oi nt s t h e l ast o bs er v ati o n b ef or e t h e first d os e of st u d y tr e a t m e nt will b e 
c o nsi d er e d t h e b as eli n e m e as ur e m e nt u nl ess ot h er wis e s p e cifi e d.  

F or ass ess m e nts o n t h e d a y of first d os e w h er e ti m e is n ot c a pt ur e d, a n o mi n al pr e -d os e 
i n di c at or, if a v ail a bl e, will s er v e as s uffi ci e nt e vi d e n c e t h at t h e ass ess m e nt o c c urr e d pri or 
t o first d os e. Ass ess m e nts o n t h e d a y of t h e first d os e w h er e n eit h er ti m e n or a n o mi n al 
pr e -d os e i n di c at or ar e c a pt ur e d will b e c o nsi d er e d pri or t o t h e first d os e if s u c h 
pr o c e d ur es ar e r e q uir e d b y t h e pr ot o c ol t o b e c o n d u ct e d b ef or e t h e first d os e.  

I n all s u m m ari es c h a n g e fr o m b as eli n e v ari a bl es will b e c al c ul at e d as t h e p ost -tr e at m e nt 
v al u e mi n us t h e v al u e at b as eli n e. T h e % c h a n g e fr o m b as eli n e will b e c al c ul at e d as 
( p ost-b as eli n e v al u e -b as eli n e v al u e)/ b as eli n e v al u e x 1 0 0.  
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3. 2  S T U D Y D A Y  

F or t h e p ur p os e of effi c a c y d at a s u m m ar y, St u d y D a y 1 is d efi n e d as t h e d at e of 
r a n d o mi z ati o n t o st u d y tr e at m e nt. F or visits ( or e v e nts) t h at o c c ur o n or aft er 
r a n d o mi z ati o n, st u d y d a y is d efi n e d as ( d at e of visit [ e v e nt] -d at e of r a n d o mi z ati o n + 1). 
F or visits ( or e v e nts) t h at o c c ur pri or t o r a n d o mi z ati o n, st u d y d a y is d efi n e d as ( d at e of 
visit [ e v e nt] -d at e of r a n d o mi z ati o n). T h er e is n o St u d y D a y 0.  

F or t h e p ur p os e of s af et y d at a s u m m ar y, D os e D a y 1 is d efi n e d as t h e d at e of first d os e 
of st u d y tr e at m e nt (r ef err e d t o i n t h e pr ot o c ol as C 1 D 1). F or visits ( or e v e nt s) t h at o c c ur 
o n or aft er first d os e, d o s e d a y is d efi n e d as ( d at e of visit [ e v e nt] -d at e of first d os e of 
st u d y tr e at m e nt + 1). F or visits ( or e v e nts) t h at o c c ur pri or t o first d os e, d os e d a y is 
d efi n e d as ( d at e of visit [ e v e nt] -d at e of first d os e of st u d y tr e at m e nt). T h er e is n o D os e 
D a y 0. F or li sti n gs (s u c h as f or A Es) t h at i n cl u d e t h e d eri v ati o n of “ d a ys si n c e l ast d os e, ” 
t hi s is d efi n e d as ( e v e nt d at e - d at e of l ast d os e). E v e nts t h at o c c ur o n t h e s a m e  d a y as t h e 
l ast d os e of st u d y dr u g will t h er ef or e b e d es cri b e d as o c c urri n g z er o d a y s fr o m t h e l ast 
d os e of st u d y dr u g.  

3. 3  E N D O F S T U D Y  

T h e e n d of t h e st u d y is d efi n e d as ‘t h e l ast visit of t h e l ast p ati e nt u n d er g oi n g t h e st u d y’. 
All p ati e nts will h a v e c o m pl et e d f oll o w -u p f or O S u p t o t h e fi n al d at a c ut -off, w hi c h will 
o c c ur w h e n a p pr o xi m at el y 2 5 0  d e at hs h a v e o c c urr e d.  

A n i n di vi d u al p ati e nt m a y e n d p arti ci p ati o n i n t h e st u d y f or r e as o ns of d e at h, l oss t o 
f oll o w-u p, wit h dr a w al of c o ns e nt or t h e st u d y e n d is r e a c h e d ( as d es cri b e d a b o v e) or t h e 
st u d y is t er mi n at e d e arl y b y t h e S p o ns or.   

3. 4  A N A L Y SI S V I SI T W I N D O W S 

D uri n g t h e c o urs e of t h e st u d y visits, t ests a n d/ or pr o c e d ur es s h o ul d o c c ur o n s c h e d ul e 
w h e n e v er p ossi bl e. A visit wi n d o w of ± 2 d a ys is all o w e d f or all visits w h er e st u d y dr u g 
a d mi nistr ati o n is s c h e d ul e d.  F or all ot h er visits, a visit wi n d o w of ± 7 d a y s is all o w e d, 
u nl ess ot h er wis e i n di c at e d i n t h e pr ot o c ol. If t h e st u d y dr u g i nf usi o ns ar e d el a y e d or 
ot h er wis e m o v e d fr o m t h e s c h e d ul e d d a y, all st u d y ass ess m e nts will b e m o v e d wit h t h e 
d el a y e d st u d y dr u g i nf usi o ns. T h e o nl y e x c e pti o n t o m o vi n g st u d y ass ess m e nts wit h 
tr e at m e nt ar e t h e r a di ol o gi c al a n d P R O ass ess m e nts, w hi c h m ust b e p erf or m e d ± 7 d a ys 
of t h e s c h e d ul e d d at e of t h e ass ess m e nt ( u nl ess ot h er wis e i n di c at e d i n t h e pr ot o c ol) t a ki n g 
as r ef er e n c e t h e d at e of r a n d o mi z ati o n.  T h e pr ot o c ol s p e cifi e d r a di ol o gi c ass ess m e nts 
s h o ul d b e p erf or m e d as s c h e d ul e d e v er y 1 2 w e e ks as i n di c at e d i n t h e pr ot o c ol (r ef er e n c e 
t o r a n d o mi z ati o n) a n d s h o ul d n ot f oll o w d el a ys i n c urr e d i n t h e tr e at m e nt p eri o d f or t h e 
a c c ur at e ass ess m e nt of P F S a n d d ur ati o n of r es p o ns e e n d p oi nt s.   

F or s u m m ari es of vit al si g ns, l a b or at or y d at a,  E C G, a n d  P R Os et c., ass ess m e nts will b e 
assi g n e d t o c al c ul at e d visit wi n d o ws ( usi n g st u d y d a y). T h e ti m e wi n d o ws s h o ul d b e 
e x h a usti v e s o t h at d at a r e c or d e d at a n y ti m e p oi nt  h a v e  t h e p ot e nti al t o b e s u m m ari ze d. 
I n cl usi o n wit hi n t h e visit wi n d o w s h o ul d b e b as e d o n t h e a ct u al d at e a n d n ot t h e i nt e n d e d 
d at e of t h e visit. F or s u m m ari es at a p ati e nt l e v el, all v al u es s h o ul d b e i n cl u d e d, 
r e g ar dl ess of w h et h er t h e y a p p e ar i n a c orr es p o n di n g visit -b as e d s u m m ar y, w h e n  
d eri vi n g a p ati e nt l e v el st ati sti c s u c h as a m a xi m u m.  
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F or visit b as e d s u m m ari e s:  

•  If t h er e is m or e t h a n o n e v al u e p er p ati e nt wit hi n a visit wi n d o w t h e n t h e cl os est 
t o t h e pl a n n e d st u d y d a y v al u e s h o ul d b e s u m m ari z e d, or t h e e arli er i n t h e e v e nt 
t h e v al ues ar e e q ui di st a nt fr o m t h e pl a n n e d st u d y d a y. T h e visit will b e missi n g 
if n o ass ess m e nt w as r e p ort e d wit hi n t h e s p e cifi e d visit wi n d o w ar o u n d t h e 
pl a n n e d st u d y d a y.  

•  T o pr e v e nt v er y l ar g e t a bl es or pl ot s b ei n g pr o d u c e d t h at c o nt ai n m a n y c ell s wit h 
m e a ni n gl ess d at a, s u m m ar y st ati sti cs will b e pr es e nt e d w h er e at l e ast 1 0 p ati e nt s 
i n eit h er tr e at m e nt gr o u p h a v e d at a r e c or d e d at a p arti c ul ar visit. 

3. 5  M I S SI N G D A T A H A N D LI N G R U L E S  

I n g e n er al, ot h er t h a n f or p arti al d at es, mi ssi n g d at a will n ot b e i m p ut e d a n d will b e 
tr e at e d as mi ssi n g.  

I m p ut ati o n r ul e:  

P ost tr e at m e nt a nti -c a n c er t h er a p y st art d at e:  

•  If o nl y d a y is missi n g, t h e n i m p ut e as t h e l ast d a y of t h e m o nt h . 
•  If b ot h t h e d a y an d m o nt h ar e mi ssi n g , t h e n i m p ut e as J a n 1 st of t h e gi v e n y e ar if 

t h e y e ar is aft er  t h e l ast d osi n g d at e . Ot h er wis e i m p ut e as mi n of ( t h e l ast d osi n g 
d at e  +  9 0 , l ast d a y of t h e y e ar). 

•  If t h e st art d at e is t ot all y missi n g, t h e n i m p ut e as t h e l ast d osi n g d at e +  9 0 . 

I niti al di a g n osis d at e:  

•  If y e ar is mi ssi n g, d o n ot i m p ut e. 
•  If o nl y d a y is missi n g, i m put e d a y as 1 5t h of t h e m o nt h.  
•  If d a y a n d m o nt h ar e mi s si n g, i m p ut e as J ul y 1st.  

D e at h d at e:  

•  Im p ut e d as t h e l ast k n o w n ali v e  d at e  + 1  d a y if t h e y e ar/ m o nt h fr o m p arti al d e at h 
d at e is t h e s a m e as t h e l a st k n o w n ali v e  d at e or if c o m pl et el y mi ssi n g .   

•  If t h e d e at h y e ar/ m o nt h i s l at er aft er t h e l ast k n o w n ali v e d at e :  

o  If mi ssi n g d a y o nl y , i m p ut e as t h e 1st of t h e m o nt h. 

o  If mi ssi n g d a y a n d m o nt h , i m p ut e as t h e 1st of J a n u ar y 

M e di c al hist or y st art d at e:  

•  If t h e y e ar is mi ssi n g , d o n ot i m p ut e. 
•  If o nl y t h e d a y is missi n g, t h e n i m put e t h e d a y as t h e l ast d a y of t h e m o nt h.  
•  If t h e d a y a n d m o nt h ar e mi ssi n g, t h e n i m p ut e as D e c e m b er 3 1 st.  
•  If t h e r es ulti n g i m p ut e d st art d at e is aft er t h e r a n d o mi z ati o n d at e, t h e n i m p ut e as 

t h e d a y b ef or e t h e r a n d o mi z ati o n d at e. 

M e di c al hist or y e n d d at e:  
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•  If t h e y e ar is mi ssi n g , d o n ot i m p ut e. 
•  If o nl y t h e d a y is mi ssi n g  a n d e v e nt is N O T o n g oi n g , t h e n i m put e t h e d a y a s t h e 

l ast d a y of t h e m o nt h.  
•  If t h e d a y a n d m o nt h ar e mi ssi n g  a n d e v e nt is N O T o n g oi n g , t h e n i m p ut e as 

D e c e m b er 3 1 st.  
•  If t h e r es ulti n g i m p ut e d e n d d at e is aft er t h e e n d of st u d y d at e a n d e v e nt is N O T 

o n g oi n g, t h e n i m p ut e as t h e e n d of st u d y d at e   

C o n c o mit a nt m e di c ati o n st art d at e :  

•  If y e ar is mi ssi n g ( or c o m plet el y mi ssi n g), d o n ot i m p ut e.  
•  If ( y e ar is pr es e nt a n d m o nt h a n d d a y ar e mi ssi n g) or ( y e ar a n d d a y ar e pr es e nt a n d 

m o nt h is mis si n g), i m p ut e as J a n u ar y 1st.  
•  If y e ar a n d m o nt h ar e pr es e nt a n d d a y is mi ssi n g, i m p ut e d a y as first  d a y of t h e 

m o nt h.  

C o n c o mit a nt m e di c ati o n e n d d at e:  

•  If y e ar is mi ssi n g ( or c o m plet el y mi ssi n g), d o n ot i m p ut e.  
•  If ( y e ar is pr es e nt a n d m o nt h a n d d a y ar e mi ssi n g) or ( y e ar a n d d a y ar e pr es e nt a n d 

m o nt h is miss i n g, i m p ut e as D e c e m b er 3 1st.  
•  If y e ar a n d m o nt h ar e pr es e nt a n d d a y is mi ssi n g, i m p ut e d a y as l ast d a y of t h e 

m o nt h.  
•  If t h e r es ulti n g i m p ut e d e n d d at e is aft er t h e e n d of st u d y d at e , t h e n i m p ut e as t h e 

e n d of st u d y d at e  

Missi n g D at es i n A d v ers e E v e nts  

St art d at es of a d v ers e e v e nts will b e i m p ut e d as f oll o ws:  

•  C o m pl et el y mi ssi n g st art d at e will b e i m p ut e d as t h e d at e of first d os e  
•  St art d at e mi ssi n g b ot h m o nt h a n d d a y will b e i m p ut e d as:  

o  t h e d at e of first d os e if t h e y e ar of t h e st art d at e is t h e s a m e as t h e d a t e of first 
d os e . 

o  ot h er wis e, J a n 1 st of t h e y e ar of t h e st art d at e  will b e us e d . 

•  St art d at e mi ssi n g d a y will b e i m p ut e d as:  

o  t h e d at e of first d os e if t h e y e ar a n d m o nt h of t h e st art d at e ar e t h e s a m e as t h e 
d at e of first d os e .  

o  o t h er wis e, t h e 1st o f t h e m o nt h of t h e st art d at e  will b e us e d . 

St o p d at es of a d v ers e e v e nts will b e i m p ut e d as f oll o ws:  

•  C o m pl et el y mi ssi n g st o p d at e wi ll b e i m p ut e d as t h e d at e of l ast d os e pl us 9 0 
d a ys . 



Pr ot o c ol N o:  I M C g p 1 0 0 -2 0 2  
V er si o n: 3. 0  

St atisti c al A n al y si s Pl a n  
D at e: 2 8  O ct o b er,  2 0 2 0  

 

C o nfi d e nti al  P a g e 1 9  of 5 4  

 

•  St o p d at e mi ssi n g b ot h m o nt h a n d d a y will b e i m p ut e d as D e c 3 1 st of t h e y e ar of 
st o p d at e.  

•  St o p d at e mi ssi n g d a y will b e i m p ut e d as t h e l ast d at e of t h e m o nt h of t h e st o p 
d at e.  

Aft er i m p ut ati o n, t h e i m p ut e d d at e will b e c o m p ar e d a g ai nst t h e e n d of st u d y d at e, if 
a v ail a bl e. If t h e pl a n n e d i m p ut e d d at e is l at er t h a n t h e e n d of st u d y d at e, t h e n t h e e n d of 
st u d y  d at e will b e us e d a s t h e i m p ut e d d at e i nst e a d.  

I m p ut ati o n r ul es f or l a b v al u es o utsi d e of q u a ntifi c ati o n r a n g e  

L a b v al u es  a n d c o n c e ntr ati o n d at a  b el o w t h e l o w er li mit  of q u a ntifi c ati o n ( L L o Q) t h at 
ar e r e p ort e d as “ < L L o Q ” or “ ≤ L L o Q ” i n t h e d at a b as e will b e i m p ut e d b y L L o Q  x 0. 9 9 
f or a n al ysi s p ur p os es. L a b v al u es a b o v e t h e u p p er li mit of q u a ntifi c ati o n ( U L o Q) t h at ar e 
r e p ort e d as “ > U L o Q ” or “ ≥ U L o Q ” i n t h e d at a b as e will b e i m p ut e d b y U L o Q  x 1. 0 1 f or 
a n al ysi s p ur p os es. T h e ori gi n al v al u e (i n cl u di n g mi ssi n g v al u es) will b e li st e d.  

F or P K c o n c e ntr ati o ns, r es ult s t h at ar e < L L o Q will b e tr e at e d as 0 f or t h e c al c ul ati o n of 
s u m m ar y st atisti cs. F or dis pl a y p ur p os es, all c o n c e ntr ati o ns < L L O Q ( m e a n or i n di vi d u al 
r es ult s) will b e s et t o ½ t h e L L O Q. F or t h e c al c ul ati o n of P K p ar a m et ers, c o n c e ntr ati o ns 
< L L O Q at pr e d os e  will b e s et t o 0, all ot h er c o n c e ntr ati o ns will b e tr e at e d as mi ssi n g. 
A n y missi n g P K p ar a m et er d at a will n ot b e i m p ut e d.  

Mis si n g or i n c o m pl et e d at a f or t h e E O R T C -Q L Q -C 3 0 will b e h a n dl e d (i n li n e wit h t h e 
E O R T C -Q L C -C 3 0 s c ori n g m a n u al, E O R T C Q u alit y of Lif e Gr o u p, 2 0 0 1 ) as f oll o ws: 

•  P R O  d o m ai n s c or es will b e c al c ul at e d if at l e ast 5 0 % of t h e it e ms t h at c o nstr u ct t h e 

d o m ai n h a v e  b e e n a ns w er e d  

•  If m or e t h a n 5 0 % of t h e it e ms ar e mi ssi n g, t h e d o m ai n s c or e will b e c o nsi d er e d 

mi ssi n g  

•  Mis si n g it e ms f or P R O d o m ai ns will n ot b e i m p ut e d at a n i n di vi d u al l e v el.  

F or t h e E Q -5 D, 5 L, p ati e nts ar e r e q uir e d t o c o m pl et e all fi v e-l e v els of t h e d es cri pti v e 
s yst e m i n or d er t o g e n er at e a s elf -r e p ort e d h e alt h st at e. P ati e nts wit h i n c o m pl et e d at a i n 
a n y of t h e fi v e di m e nsi o ns will b e ass u m e d t o h a v e a mi ssi n g v al u e f or t h e d es cri pti v e 
s yst e m of t h at visit. If t h e v al u e f or t h e E Q -5 D V A S is mi ssi n g at a n y visit, t h e V A S 
s c or e will b e ass u m e d t o b e mi ssi n g f or t h at visit. N o i m p ut ati o ns will b e m a d e f or eit h er 
t h e E Q-5 D, 5 L d es cri pti v e s yst e m or t h e V A S.  

R o u n di n g r ul es f or r e p ort e d p er c e nt a g es  

F or p er c e nt a g es ≥ 1 0 %:  

•  Val u es ≥ X. 5 or a b o v e r o u n d t o X + 1.  
•   Val u es > X b ut < X. 5 r o u n d t o X.  

F or p er c e nt a g es < 1 0 %:  

•  Val u es ≥ X. Y 5 or a b o v e r o u n d t o X. Y + 0. 1.  
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•  Val u es > X. Y b ut < X. Y 5 r o u n d t o X. Y.  

4  S T A TI S TI C A L A N A L Y S E S  

4. 1  P A TI E N T I N F O R M A TI O N  

4. 1. 1  Dis p ositi o n of P ati e nts  

A n y p ati e nts  w h o si g n e d t h e i nf or m e d c o ns e nt, b ut w er e n ot r a n d o mi z e d  f or a n y r e as o n 
will b e r e g ar d e d as s cr e e n f ail ur es  a n d e x cl u d e d fr o m a n y o ut p uts .  

O n e s u m m ar y will pr o vi d e t h e n u m b er a n d p er c e nt of p ati e nts ( a m o n g all r a n d o mi z e d 
p ati e nts) w h o ar e r e pr es e nt e d i n e a c h of t h e a n al ysis s ets d es cri b e d i n S e cti o n  2. 2 . 

T h e n u m b er of r a n d o mi z e d p ati e nt s e nr oll e d b y e a c h r e gi o n ( N ort h A m eri c a, E ur o p e, 
a n d Ot h er), c o u ntr y a n d sit e  wi ll b e s u m m ari z e d b y r a n d o mi z e d tr e at m e nt gr o u p a n d 
o v er all.  

P ati e nt dis p ositi o n will b e li st e d a n d s u m m ari z e d.  

T h e n u m b er a n d p er c e nt  of p ati e nts w h o dis c o nti n u e d st u d y tr e at m e nt a n d w h o 
dis c o nti n u e d t h e st u d y will b e s u m m ari z e d a c c or di n g t o t h e r e as o n f o r dis c o nti n u ati o n.  
T h e pr e -c h os e n i n v esti g at or’s c h oi c e of tr e at m e nt will als o b e dis pl a y e d as i n di vi d u al 
c ol u m ns i n t h e dis p ositi o n t a bl e.  

4. 1. 2  P r ot o c ol D e vi ati o n s  

Pr ot o c ol d e vi ati o ns will b e r e vi e w e d b y t h e st u d y t e a m pri or t o t h e pri m ar y a n d fi n al 
a n al ys es  a n d wit h o ut e x pli cit k n o wl e d g e of a gi v e n p ati e nt’s r a n d o mi z e d tr e at m e nt 
assi g n m e nt .  

T h e n u m b er a n d p er c e nt a g e of p ati e nt s e x cl u d e d fr o m t h e P K a n al ysi s or bi o m ar k er 
a n al ysi s s ets  will b e pr es e nt e d b y tr e at m e nt gr o u p a n d i n t ot al.  

All  i m p ort a nt d e vi ati ons r el at e d t o t h e st u d y i n cl usi o n or e x cl usi o n crit eri a a n d st u d y 
c o n d u ct will als o b e li st e d a n d s u m m ari z e d b y r a n d o mi z e d tr e at m e nt gr o u p.  

If t h e d e vi ati o ns ar e s eri o us e n o u g h t o h a v e t h e p ot e nti al t o i m p a ct t h e pri m ar y a n al ysi s, 
s e nsiti vit y a n al ys es m a y b e p erf or m e d.  

T h e f oll o wi n g g e n er al c at e g ori es will b e c o nsi d er e d i m p ort a nt d e vi ati o ns. T his li st is n ot 
e x h a usti v e a n d a d diti o n al i m p ort a nt d e vi ati o ns m a y b e a d d e d pri or t o d at a b as e l o c k:  

•  I nf or m e d c o ns e nt pr o c e d ur e d e vi ati o n ( e. g., n o i nf or m e d c o ns e nt si g n e d pri or t o 
a n y s cr e e ni n g pr o c e d ur e)  

•  Eli gi bilit y crit eri a d e vi ati o n ( e. g., a n y i n cl usi o n crit eri a n ot m et or e x cl usi o n 
crit eri a m et)  

•  Pr o hi bit e d m e di c ati o n d e vi ati o n ( e. g., p ati e nt r e c ei v e d dis all o w e d a nti c a n c er 
tr e at m e nt w hil e o n st u d y tr e at m e nt)  

T h e c at e g ori z ati o n of t h e s e as i m p ort a nt d e vi ati o ns is n ot a ut o m ati c a n d will d e p e n d o n 
d ur ati o n a n d t h e p er c ei v e d eff e ct o n effi c a c y  a n d s af et y . I n a d diti o n t o t h e pr o gr a m m ati c 
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d et er mi n ati o n of t h e d e vi ati o ns a b o v e, m o nit ori n g n ot es or s u m m ari es will b e r e vi e w e d 
t o d et er mi n e a n y i m p ort a nt p ost-e ntr y d e vi ati o ns t h at ar e n ot i d e ntifi a bl e vi a 
pr o gr a m mi n g, a n d t o c h e c k t h at t h os e i d e ntifi e d vi a pr o gr a m mi n g ar e c orr e ctl y 
cl assifi e d. T h e fi n al cl as sifi c ati o n will b e m a d e pri or t o t h e pri m ar y a n d fi n al a n al ys es 
wit h o ut e x pli cit k n o wl e d g e of t h e tr e at m e nt gr o u p assi g n m e nt f or t h e p ati e nt wit h t h e 
d e vi ati o n i n q u esti o n.  

Tr e at m e nt mi s all o c ati o n, i n t er m s of err ors i n tr e at m e nt dis p e nsi n g f oll o wi n g 
r a n d o mi z ati o n, i n a d diti o n t o i n c orr e ct str atifi c ati o ns, will als o b e s u m m ari z e d a n d li st e d. 
Tr e at m e nt mi s all o c ati o n i n cl u d es p ati e nts w h o r e c ei v e n o tr e at m e nt w h ats o e v er f or a 
p eri o d of ti m e d u e t o err ors i n dis p e nsi n g of m e di c ati o n/ a v ail a bilit y of m e di c ati o n. N ot e, 
t hi s is n ot d u e t o t ol er a bilit y iss u es w h er e p ati e nts m a y st o p t a ki n g dr u g d u e t o A Es.  

P ati e nts w h o r e c ei v e t h e wr o n g tr e at m e nt at a n y ti m e will b e i n cl u d e d i n t h e s af et y 
a n al ysi s s et a n d a n al y z e d a c c or di n g t o t h e tr e at m e nt t h at t h e y a ct u all y r e c ei v e d. D uri n g 
t h e st u d y, d e cisi o ns o n h o w t o h a n dl e k n o w n tr e at m e nt all o c ati o n err ors will b e m a d e o n 
a n i n di vi d u al b asis wit h writt e n i nstr u cti o n fr o m t h e st u d y t e a m l e a d er a n d/ or st atisti ci a n.  

4. 1. 3  D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs  

D e m o gr a p hi c a n d b as eli n e p ati e nt c h ar a ct eristi c s will b e s u m m ari z e d.  A g e gr o u p, 
( gr o u p e d as -< 6 5  a n d ≥  6 5), g e n d er, et h ni cit y, E C O G p erf or m a n c e st at us, a n d r a c e will 
b e s u m m ari z e d wit h c o u nts a n d p er c e nt a g es.  A g e,  w ei g ht, h ei g ht, a n d b o d y m ass i n d e x 
will b e d es cri b e d wit h st a n d ar d d es cri pti v e st atisti cs.  

I n a d diti o n, t h e n u m b er of p ati e nts wit hi n e a c h s u b gr o u p c at e g or y will b e di s pl a y e d (s e e 
s e cti o n  2. 4  f or s u b gr o u p c at e g ori es). 

I n di vi d u al p ati e nt  li sti n gs of all d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs will als o b e 
g e n er at e d.  

4. 1. 4  M e di c al Hi st o r y  

M e di c al Hist or y will b e c o d e d b y M e d D R A 1 9. 1 or hi g h er v ersi o n. T h e n u m b er ( p er c e nt) 
o f p ati e nts r e p orti n g a hist or y of a n y dis e as e r el at e d m e di c al c o n diti o n, as r e c or d e d o n 
t h e C R F, will b e s u m m ari z e d b y s yst e m or g a n cl ass a n d pr ef err e d t er m f or e a c h tr e at m e nt 
gr o u p a n d o v er all.  A p ati e nt  d at a li sti n g of m e di c al a n d s ur gi c al hist or y will b e pr o vi d e d.  

Dis e as e s p e cifi c hist or y will b e s u m m ari z e d b y tr e at m e nt gr o u p.  T h e pr es e n c e or 
a bs e n c e of m et ast as es at i niti al di a g n osis, i niti al st a g e, a n at o mi c sit e of pri m ar y dis e as e, 
b as eli n e L D H as d et er mi n e d b y c e ntr al l a b or at or y ( b el o w or a b o v e U L N) , st a g e e ntr y,  
a d mi nistr ati o n of n e o a dj u v a nt t h er a p y, a n d a d mi nistr ati o n of a dj u v a nt t h er a p y will b e 
s u m m ari z e d wit h c o u nts a n d p er c e nt a g es.  

4. 1. 5  P ri o r a n d C o n c o mit a nt T h e r 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 o n t h e C R F will b e c o d e d usi n g t h e 
W orl d H e alt h Or g a ni z ati o n ( W H O) Dr u g Di cti o n ar y ( Gl o b al B 3, M ar c h 2 0 1 9).  T h e 
n u m b er ( p er c e nt) of p ati e nt s 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 a n d li st e d  b y tr e at m e nt, A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) L e v el 2 
Cl assifi c ati o n a n d W H O Dr u g pr ef err e d t er m.  Pri or m e di c ati o ns will b e d efi n e d as 
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m e di c ati o ns t h at ar e t a k e n pri or t o s cr e e ni n g wit h a st o p d at e  pri or t o t h e first d os e of 
st u d y tr e at m e nt.  C o n c o mit a nt m e di c ati o ns will b e d efi n e d as m e di c ati o ns 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 ar 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 ( or, st art e d at t h e 
tim e of or aft er t h e first d os e of st u d y dr u g) u p t o 9 0 d a ys f oll o wi n g t h e l ast d os e .   

F or t h e p ur p os e of i n cl usi o n i n pri or a n d/ or c o n c o mit a nt m e di ati o n or t h er a p y s u m m ari es, 
i n c o m pl et e m e di c ati o n or r a di ot h er a p y st art a n d st o p d at es will b e r e vi e w e d b y t he 
m e di c al m o nit or a n d i m p ut e d as n e o a dj u v a nt or a dj u v a nt b as e d o n t h eir r e vi e w.  

All a nti -c a n c er  t h er a pi es will b e s u m m ari z e d wit h c o u nts f or t h e I T T s et. T h e y will b e 
s u m m ari z e d s e p ar at el y f or pri or, c o n c urr e nt, a n d p ost -wit h dr a w al of I P a nti -c a n c er 
t h er a pi es. T h e n u m b er of a nti-c a n c er t h er a p i es will b e s u m m ari z e d usi n g d es cri pti v e 
st atisti cs. A n y a nti -c a n c er t h er a pi es will als o b e li st e d . 

T h e s u bs e q u e nt t h er a p y d at a will b e s u m m ari z e d i n t er ms of t h er a p y gi v e n, d ur ati o n of 
s u bs e q u e nt t h er a pi es ( b as e d o n st art / st o p d at es), a n d i n v esti g at or r e p ort e d B O R.   

4. 2  E F F I C A C Y A N A L Y S E S  

4. 2. 1  P ri m a r y Effi c a c y A n al ysis  

R es ult s of all st atisti c al a n al ys es will b e pr es e nt e d usi n g a 9 5 % CI  a n d 2 -si d e d p -v al u e  
u nl ess st at e d ot h er wis e .  

T h e pri m ar y effi c a c y e n d p oi nt is O S, w hi c h is  d efi n e d as t h e ti m e b et w e e n t h e d at e of 
r a n d o mi z ati o n a n d t h e d at e of d e at h fr o m a n y c a us e i n a n i n di vi d u al p ati e nt. P ati e nts 
wit h o ut d o c u m e nt ati o n of d e at h  at t h e ti m e of t h e a n al ysi s will b e c e ns or e d at t h e l ast 
d at e of k n o w n ‘ ali v e’ st at us. O S will b e f oll o w e d c o nti n u o usl y w hil e p ati e nts ar e tr e at e d 
o n tri al a n d e v er y 3 m o nt hs i n t h e f oll o w u p p h as e.    

S ur vi v al “s w e e ps ”  will b e m a d e i n t h e w e e ks l e a di n g u p t o t h e a nti ci p at e d d at a c ut -off 
f or e a c h pl a n n e d O S a n al ysi s .  D at a c ut-off d at es will g e n er all y b e d et er mi n e d b y t h e 
d at es w h e n t h e pr e -s p e cifi e d n u m b er of e v e nts f or a gi v e n a n al ysi s h a v e first b e e n 
c o nfir m e d .  I n or d er to f a cilit at e pl a n ni n g f or ID M C m e eti n g s, dat a c ut -off d at es m a y  b e 
s et pri or t o t h e pl a n n e d n u m b er of e v e nts  pr o vi d e d at l e ast 9 5 % of t h e pl a n n e d n u m b er 
of e v e nts h a v e o c c urr e d .  If p ati e nts ar e c o nfir m e d t o b e ali v e, or if t h e d e at h d at e is aft er  
a gi v e n d at a c ut -off d at e, t h e n s u c h p ati e nts will b e c e ns or e d at t h e d at a c ut -off  d at e . 
W h e n a p pli c a bl e, d e at h d at es m a y b e f o u n d b y c h e c ki n g p u bli cl y a v ail a bl e d e at h 
r e gistri es.  

T h e pri m ar y a n al ysi s of O S i n all r a n d o mi z e d p ati e nts will b e a n al y z e d usi n g a 2 -si d e d 
l o g r a n k t est str atifi e d b y L D H st at us f or g e n er ati o n of t h e p-v al u e. T h e h a z ar d r ati o ( H R) 
will b e esti m at e d usi n g a C o x -pr o p orti o n al h a z ar ds m o d el str atifi e d b y L D H usi n g t h e 
Efr o n a p pr o a c h f or h a n dli n g ti es ( Efr o n 1 9 7 7 ), t o g et h er wit h t h e ass o ci at e d pr ofil e 
li k eli h o o d 9 5 % c o nfi d e n c e i nt er v als f or t h e H R.  

T h e L D H st at us i n t h e st ati sti c al m o d elli n g will b e b as e d o n t h e v al u es e nt er e d i nt o I R T 
at r a n d o mi z ati o n, e v e n if it is s u bs e q u e ntl y dis c o v er e d t h at t h es e v al u es w er e i n c orr e ct.  

A K a pl a n -M ei er ( K M) pl ot of O S will b e pr es e nt e d b y tr e at m e nt gr o u p. M e di a n O S wit h 
9 5 % CIs will b e pr es e nt e d. I n a d diti o n, l a n d m ar k s ur vi v al esti m at es at 1 y e ar wit h 
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c orr es p o n di n g 9 5 % CIs will als o b e pr es e nt e d usi n g K a pl a n -M ei er m et h o d ol o g y.  K M 
s ur vi v al  esti m at es will al s o b e pr es e nt e d at 6 m o nt hl y i nt er v als. T h e m e di a n f oll o w -u p 
ti m e f or O S  a n d t h e c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v al ( usi n g t h e m et h o d of 
Br o o k m e y er a n d Cr o wl e y, 1 9 8 2 wit h t h e l o g -l o g tr a nsf or m ati o n) will als o b e 
s u m m ari z e d usi n g t h e r e v ers e K M m et h o d. T h e a n al ysi s i n v ol v es t h e e v e nt a n d c e ns ori n g 
r ul es t o b e s wit c h e d (i. e. t h e p ati e nts wit h d o c u m e nt e d dis e as e pr o gr essi o n or d e at h 
b e c o m e ‘ c e ns or e d’, a n d t h e c e ns or e d p ati e nts ar e tr e at e d as t h e ‘ e v e nt’).  S u m m ari es of 
t h e n u m b er a n d p er c e nt a g e of p ati e nts w h o h a v e di e d, t h os e still i n s ur vi v al f oll o w-u p, 
t h os e l ost t o f oll o w-u p a n d t h os e w h o h a v e wit h dr a w n c o ns e nt will b e pr o vi d e d . 

O S will als o b e a n al ys e d b as e d o n a n u nstr atifi e d l o g r a n k t est as a s u p p orti v e a n al ysi s.   
A n a d diti o n al s e nsi ti vit y a n al ysi s will e v al u at e O S i n t h e S af et y P o p ul ati o n.  F or t h e R A S 
O S a n al ysi s, i n or d er t o a dj ust f or t h e p ot e nti al i m m ort al-ti m e bi as d uri n g t h e first w e e k  
of tr e at m e nt t h at d et er mi n es eli gi bilit y i nt o t h e R A S f or t e b e nt af us p p ati e nts , a s e nsiti vit y  
a n al ysi s will  m e as ur e O S st arti n g fr o m St u d y D a y 8 ( 7 d a ys aft er t h e st art of i nf usi o n) 
f or all p ati e nts i n t h e a n al ysi s s et.  P ati e nts i n t h e a n al ysi s s et w h o di e or w h o w o ul d 
ot h er wis e b e c e ns or e d pri or t o St u d y D a y 8 will b e e x cl u d e d fr o m t h e a n al ysis.     

E x pl or at or y s u b gr o u p a n al ys es will b e c o n d u ct e d t o ass ess t h e c o nsist e n c y i n tr e at m e nt 
eff e ct a cr oss t h e diff er e nt s u b gr o u p. S e e s e cti o n 2. 4  f or f urt h er d et ails. 

4. 2. 2  S e c o n d a r y Effi c a c y A n al ys es  

4. 2. 2. 1  P F S  

P F S is d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n t o t h e d at e of first d o c u m e nt e d pr o gr essi o n 
( p er R E CI S T v 1. 1.) as d et er mi n e d b y i n v esti g at or ass ess m e nt 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, r e g ar dl ess of w h et h er t h e p ati e nt wit h dr a ws fr o m r a n d o mi z e d 
t h er a p y or r e c ei v es a n ot h er a nti-c a n c er t h er a p y pri or t o pr o gr essi o n.  P ati e nts w h o h a v e 
n ot pr o gr ess e d or di e d at t h e ti m e of t h e a n al ysi s will b e c e ns or e d at t h e ti m e of t h e l ast 
e v al u a bl e t u m or ass ess m e nt.  P ati e nts w h o h a v e pr o gr ess e d or di e d f ol l o wi n g t w o or 
m or e mi ss e d t u m or ass es s m e nts or N E ass ess m e nts will b e c e ns or e d at t h e ti m e of t h e 
l ast e v al u a bl e t u m or ass e ss m e nt pri or t o t h e miss e d/ N E ass ess m e nts.   

T w o or m or e mi ss e d visit will b e d et er mi n e d if t h e ti m e fr o m t h e d at e of t h e l ast n o n -
mi ssi n g e v al u a bl e t u m or ass ess m e nt a n d d at e of pr o gr essi o n/ d e at h is > 2 6 w e e ks ( 1 8 2 
d a ys all o wi n g 1 -w e e k wi n d o w f or e a c h visit).   

T h e d et ail o n pr o gr a m m ati c all y d et er mi ni n g e v e nts or c e ns or e d ti m es is d es cri b e d b el o w:  

T a bl e 4 -1  

P F S C e ns o ri n g/ E v e nt p r o g r a m mi n g  l o gi c 

St e p  Sit u ati o n  Sit u ati o n  -s u b D at e of E v e nt o r 
C e ns o r  

E v e nt / 
C e ns o r  

1  N o b as eli n e 
r a di ol o gi c al t u m or 

a). n o d e at h r e p ort e d wit hi n 2 
s c a n i nt er v als f oll o wi n g t h e 
d at e of r a n d o mi z ati o n 

D at e of 
R a n d o mi z ati o n  

C e ns or e d  
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P F S C e ns o ri n g/ E v e nt p r o g r a m mi n g  l o gi c 

St e p  Sit u ati o n  Sit u ati o n  -s u b D at e of E v e nt o r 
C e ns o r  

E v e nt / 
C e ns o r  

as s ess m e nt 
a v ail a bl e   o r  

N o p ost b as eli n e  
t u m or ass ess m e nt 
a v ail a bl e  

b). d e at h r e p ort e d wit hi n 2 
s c a n i nt er v als f oll o wi n g t h e 
d at e of r a n d o mi z ati o n  

D at e of D e at h  E v e nt  

2  
T u m o r 
p r o g r essi o n ( P D)  

a). P D d o c u m e nt e d aft er 2 
s c a n i nt er v als f oll o wi n g 
pr e vi o us e v al u a bl e 
r a di ol o gi c al t u m or as s es s m e nt 

D at e of pr e vi o us 
e v al u a bl e  
r a di ol o gi c al 
as s ess m e nt  

C e ns or e d  

b). P D d o c u m e nt e d wit hi n 
2  s c a n i nt er v als f oll o wi n g 
pr e vi o us e v al u a bl e  
r a di ol o gi c al t u m or as s es s m e nt  

E arli est of t h e d at es 
of t h e c o m p o n e nt( s) 
t h at tri g g er e d t h e 
pr o gr es si o n ( e g if P D 
b as e d o n n e w l esi o n 
o nl y t h e n t h e n e w 
l esi o n d at e s h o ul d b e 
us e d. If P D b as e d o n 
T L a n d n e w l esi o n, 
t h e n e arli est of 
T L/ N L d at es s h o ul d 
b e us e d) - s e e 
f o ot n ot e 

E v e nt  

3  
N o t u m o r P D b ut 
D e at h r e p o rt e d  

a). d e at h r e p ort e d aft er  2 s c a n 
i nt er v al s f oll o wi n g l ast 
e v al u a bl e  r a di ol o gi c al t u m or 
as s ess m e nt  

D at e of pr e vi o us 
e v al u a bl e  
r a di ol o gi c al 
as s ess m e nt  

C e ns or e d  

b). D e at h  wit hi n 2  s c a n 
i nt er v al s f oll o wi n g pr e vi o us 
e v al u a bl e  r a di ol o gi c al t u m or 
as s ess m e nt   

D at e of D e at h  E v e nt  

4  
N o t u m o r 
p r o g r essi o n  a n d 
n o D e at h r e p o rt e d  

a). p ati e nt  l ost t o f oll o w-u p or 
wit h dr a w al of c o ns e nt  

D at e of l ast e v al u a bl e  
r a di ol o gi c al 
a ss ess m e nt  

C e ns or e d  

b). p ati e nt o n st u d y n o d e at h 
r e p ort e d  

D at e of l ast e v al u a bl e  
r a di ol o gi c al t u m or 
as s ess m e nt  

C e ns or e d  



Pr ot o c ol N o:  I M C g p 1 0 0 -2 0 2  
V er si o n: 3. 0  

St atisti c al A n al y si s Pl a n  
D at e: 2 8  O ct o b er,  2 0 2 0  

 

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

 

R E CI S T = R e s p o n s e E v al u ati o n Crit eri a in S oli d T u m or s  
 ( 1) If t ar g et, n o n-t ar g et, a n d n e w l esi o n ass es s m e nts h a v e diff er e nt d at es wit hi n a visit, t h e n t h e e arli est of 
t h o s e d at es will b e c o n si d er e d as t h e d at e of t h e t u m or ass ess m e nt if t h e ass ess m e nt f or t h at visit is 
pr o gr essi v e dis e a s e ( P D); ot h er wis e t h e lat est d at e will b e u s e d.  
(2 ) E v al u a bl e r a di o gr a p hi c al t u m or ass ess m e nt r ef er s t o a n ass es s m e nt wit h o v er all r es p o ns e of c o m pl et e 
r es p o n s e (C R ), p arti al r es p o n s e ( P R ), st a bl e dis e a s e ( S D), or pr o gr essi v e dis e a s e ( P D ). 

T w o s c a n i nt er v als i s d efi n e d as 1 8 2 d a ys ( 2 4 w e e ks + 2 w e e ks t o all o w f or t h e 1 -w e e k 
pr ot o c ol wi n d o w p er s c a n visit).  

If a p ati e nt h as a R E CI S T 1. 1 P D/ d e at h e v e nt > 2 6 w e e ks f oll o wi n g t h eir l ast e v al u a bl e 
t u m o ur ass ess m e nt t h e n t h e p ati e nt will b e c e ns or e d at t h e ti m e of t h eir l ast e v al u a bl e 
t u m o ur ass ess m e nt pri or t o t h e pr o gr essi o n/ d e at h e v e nt. If a p ati e nt h as n o e v al u a bl e p ost 
b as eli n e t u m o ur ass ess m e nts, t h e n d e at h wit hi n 2 6 w e e ks of r a n d o mi s ati o n will b e r e g ar d e d 
as a P F S e v e nt, ot h er wis e t h e p ati e nt will b e c e ns or e d at d a y 1. T h e ti m efr a m e of 2 6 w e e k 
is a p pr o xi m at el y 2 s c a n i nt er v als a c c o u nti n g f or visit wi n d o ws. 

N ot e: E a c h s c e n ari o a b o v e is m ut u all y e x cl usi v e a n d t h er ef or e p ati e nts s h o ul d o nl y b e 
i n cl u d e d i n o n e of t h e a b o v e s c e n ari os. 

T h e I T T a n al ysi s of P F S will f oll o w t h e p r o p os e d a n al ys es f or O S i n cl u di n g t h e 
u nstr atifi e d a n al ysi s as s u p p orti v e .  

K a pl a n -M ei er pl ot s of P F S will b e pr es e nt e d b y tr e at m e nt ar m. S u m m ari e s of P F S will 
b e pr o vi d e d, i n cl u di n g m e di a n P F S f or e a c h tr e at m e nt ar m a n d l a n d m ar k esti m at es at 3, 
6 a n d 1 2, 1 8, a n d 2 4 m o nt hs ( w e e k 1 3, 2 6 a n d 5 2, 7 8, a n d 1 0 4) wit h c orr es p o n di n g 
c o nfi d e n c e i nt er v als.  M e di a n d ur ati o n of f oll o w u p f or P F S a n d c orr es p o n di n g 9 5 % CI 
will als o b e pr es e nt e d b a s e d o n t h e r e v ers e K M m et h o d as d es cri b e d a b o v e f or O S.  

If a  p ati e nt h as n o e v al u a bl e visits or d o es n ot h a v e b as eli n e d at a, t h e y will b e c e ns or e d 
at 0 d a ys u nl ess t h e y di e wit hi n t w o visits of b as eli n e i n w hi c h c as e t h e d at e of d e at h will 
b e us e d as t h e pr o gr essi o n d at e.  

T h e P F S ti m e will al w a ys b e d eri v e d b as e d o n s c a n/ ass ess m e nt d at es , n ot vi sit d at es.  

R E CI S T ass ess m e nts/s c a ns c o ntri b uti n g t o w ar ds a p arti c ul ar visit m a y b e p erf or m e d o n 
diff er e nt d at es. T h e f ol l o wi n g r ul es will b e a p pli e d:  

•  D at e of pr o gr essi o n will b e d et er mi n e d b as e d o n t h e e arli est of t h e d at es of t h e 
c o m p o n e nt t h at tri g g er e d t h e pr o gr essi o n  

•  W h e n c e ns ori n g a p ati e nt  f or P F S t h e p ati e nt  will b e c e ns or e d  at t h e l at est of t h e 
d at es c o ntri b uti n g t o a p arti c ul ar o v er all visit ass ess m e nt  

4. 2. 2. 2  O R R a n d B O R  

O R R  is d efi n e d as t h e n u m b er of r a n d o mi z e d p ati e nts wit h a t l e ast o n e visit r es p o ns e of  
c o m pl et e r es p o ns e ( C R ) or p arti al r es p o ns e ( P R ) di vi d e d b y t h e n u m b er of r a n d o mi z e d 
p ati e nts  pr es e nt e d as a p er c e nt a g e  f or e a c h tr e at m e nt ar m i n t h e I T T p o p ul ati o n.  
O bj e cti v e r es p o ns es d o n ot r e q uir e c o nfir m ati o n si n c e t hi s i s a r a n d o mi z e d st u d y.  T h e 
B O R is d efi n e d as t h e b est r es p o ns e d esi g n ati o n as d et er mi n e d b y I n v esti g at or 
ass ess m e nt u p u ntil pr o gr essi o n or l ast e v al u a bl e ass ess m e nt i n t h e a bs e n c e of 
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pr o gr essi o n . A n y c o m pl et e or p arti al r es p o ns es t h at o c c ur aft er a f urt h e r a nti-c a n c er 
t h er a p y w as r e c ei v e d will n ot b e i n cl u d e d i n t h e n u m er at or f or t h e O R R c al c ul ati o n b y 
R E CI S T 1. 1 b ut will b e i n cl u d e d i n t h e R E CI S T 1. 1 li sti n g a n d fl a g g e d . 

T h e O R R will b e c o m p ar e d b et w e e n tr e at m e nt ar ms usi n g str atifi e d C o c hr a n M a nt el -
H a e ns z el  (C M H ) t est a dj usti n g f or t h e b as eli n e L D H st at us. T h e r es ult s of t h e a n al ysi s 
will b e pr es e nt e d i n t er m s of a n o d ds r ati o t o g et h er wit h it s ass o ci at e d 9 5 % CI.  

A s u m m a r y of B O R a n d O R R will als o b e pr es e nt e d b y tr e at m e nt gr o u p.   

W at erf all a n d/ or s pi d er pl ot s of t h e b est p er c e nt a g e c h a n g e i n t u m or si z e will b e 
pr o d u c e d. T u m or s hri n k a g e will b e ass ess e d usi n g R E CI S T 1. 1 t u m or r es p o ns e. T h e 
a bs ol ut e c h a n g e a n d p er c e nt a g e c h a n g e fr o m b a s eli n e i n s u m of t u m or si z e at e a c h 
ass ess m e nt will b e c al c ul at e d. T u m or si z e is t h e s u m of t h e l o n g est di a m et ers ( S L D) or 
s h ort a xis ( n o d al l esi o ns) of t h e T Ls. T h e p er c e nt a g e c h a n g e i n S L D at e a c h w e e k f or 
w hi c h d at a ar e a v ail a bl e will b e o b t ai n e d f or e a c h p ati e nt t a ki n g t h e diff er e n c e b et w e e n 
t h e S L D at e a c h w e e k a n d t h e S L D at b as eli n e di vi d e d b y t h e S L D at b as eli n e m ulti pli e d 
b y 1 0 0 [i. e.( w e e k n -b as eli n e)/ b as eli n e x 1 0 0]. T h e c h a n g e fr o m b as eli n e will b e o bt ai n e d 
f or e a c h p ati e nt t a ki n g t h e diff er e n c e b et w e e n t h e S L D at e a c h w e e k a n d t h e S L D at 
b as eli n e (i. e., w e e k n -b as eli n e).  

T h e b est p er c e nt a g e c h a n g e i n S L D fr o m b as eli n e or t h e mi ni m u m i n cr e as e fr o m b as eli n e 
i n t h e a bs e n c e of a r e d u cti o n fr o m b as eli n e b as e d o n all p ost-b as eli n e ass ess m e n ts pri or 
t o t h e visit w h e n pr o gr essi o n is d et e ct e d ( R E CI S T v 1. 1) or st art of s u bs e q u e nt a nti-c a n c er 
t h er a p y.  

If b est p er c e nt a g e c h a n g e c a n n ot b e c al c ul at e d d u e t o mi ssi n g d at a, a f o ot n ot e will b e 
us e d t o d es cri b e t h e missi n g i nf or m ati o n. F or e x a m pl e  

•  If a p ati e nt h as n o p ost -b as eli n e ass ess m e nt a n d h as di e d;  

•  If a p ati e nt h as n e w l esi o ns or pr o gr essi o n of N T L s 

•  If a p ati e nt h as wit h dr a w n d u e t o P D a n d h as n o e v al u a bl e T L d at a b ef or e or at 
P D  

4. 2. 2. 3  Dis e as e C o nt r ol R at e  

Dis e as e c o ntr ol r at e ( D C R ) is d efi n e d as t h e pr o p orti o n of p ati e nts wit h a B O R of  C R or 
P R  or S D r e c or d e d at 2 4 w e e ks or l at er ( d eri v e d as 2 3  w e e ks  t o all o w f or t h e 1 w e e k 
pr ot o c ol wi n d o w)  aft er r a n d o mi z ati o n of st u d y dr u g  a n d pri or t o a n y P D e v e nt . T h e 
esti m at e d D C R a n d ass o ci at e d 9 5 %  c o nfi d e n c e i nt er v al will b e d et er mi n e d b y tr e at m e nt 
Ar m. D C R will als o b e c o m p ar e d b et w e e n t h e ar ms usi n g str atifi e d C M H t est  a dj usti n g 
f or t h e b as eli n e L D H st at us, as d es cri b e d f or O R R. 

T h e B est O v er all R es p o ns e ( B O R) is t h e b est r es p o ns e r e c or d e d fr o m t h e r a n d o mi z ati o n  
d at e u ntil dis e as e pr o gr es si o n, d e at h, or st art of n e w a nti -c a n c er t h er a p y . T u m or s c a n 
ass ess m e nts d o n e aft er P D or aft er “ n e w a nti -c a n c er ” tr e at m e nt, b ut pri or t o P D, will n ot 
b e c o nsi d er e d i n t h e e v al u ati o n of B O R. B O R ( b as e d o n u n c o nfir m e d r es p o ns e ) is 
d eri v e d fr o m t h e s e q u e n c e of o bj e cti v e r es p o ns e s d et er mi n e d b y t h e f oll o wi n g or d er:   
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•  C o m pl et e R es p o ns e ( C R ):  At l e ast o n e o v er all r es p o ns e  of C R d o c u m e nt e d 
b ef or e pr o gr essi o n or st art of n e w a nti -c a n c er t h er a p y.  

•  P arti al R es p o ns e ( P R ):  At l e ast o n e o v er all r es p o ns e  of P R d o c u m e nt e d b ef or e 
pr o gr essi o n or st art of n e w a nti -c a n c e r t h er a p y, wit h n o r es p o ns es of C R  

•  St a bl e dis e as e ( S D):  At l e ast 1 o v er all r es p o ns e  of S D d o c u m e nt e d at l e ast 1 s c a n 
i nt er v al ( 1 2 w e e ks –  7 d a y wi n d o w = 7 7 d a ys) aft er t h e d at e of r a n d o mi z ati o n  a n d 
b ef or e pr o gr essi o n a n d t h e st art of n e w a nti -c a n c er t h er a p y, wit h n o C R or P R 
r es p o ns es. 

•  Pr o gr essi v e Dis e as e ( P D):  Pr o gr essi o n d o c u m e nt e d wit h n o r es p o ns e of C R, P R 
or S D.  

•  N ot E v al u a bl e ( N E):  All ot h er c as es will b e c at e g ori z e d as N E. T h e r e as o n s f or 
N E will b e s u m m ari z e d a n d t h e f oll o wi n g r e as o ns m a y b e us e d :  
•  N o e v al u a bl e p ost b as eli n e t u m o ur ass ess m e nts a n d d e at h > 1 8 2 d a ys fr o m 

r a n d o mi z ati o n, or n o d e at h r e c or d e d 
•  All p ost -b as eli n e ass ess m e nts h a v e a n o v er all r es p o ns e of N E  
•  N e w a nti -c a n c er t h er a p y st art e d b ef or e first p ost -b as eli n e ass ess m e nt  
•  S D r e c or d e d pri or t o d a y 7 7 fr o m r a n d o mi z ati o n (i. e pri or t o first pr ot o c ol 

t u m o ur ass ess m e nt visit at 1 2 w e e ks +/- 1 w e e k)  

S p e ci al c as es w h er e B O R is N E d u e t o e arl y S D will b e cl assifi e d as ‘ S D < 1 2 w e e ks’ .  

T h e dis e as e c o ntr ol r at e ( D C R) is d efi n e d as t h e p r o p orti o n of p ati e nts wit h B O R of a 
d o c u m e nt e d c o m pl et e r es p o ns e, p arti al r es p o ns e, a n d st a bl e dis e as e ( C R + P R + S D), 
b as e d o n 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, b y i n v esti g at or 
ass ess m e nt. I n or d er t o cl assif y S D as t h e B O R, t h e a ss ess m e nt m ust b e m a d e a mi ni m u m 
of 7 7 d a ys fr o m b as eli n e, w h er e b as eli n e is c o u nt e d fr o m t h e d at e of r a n d o mi zati o n .  

4. 2. 2. 4  D u r ati o n of r es p o n s e  

D O R ( p er R E CI S T 1. 1) i s c al c ul at e d o nl y f or t h os e wit h a d o c u m e nt e d r es p o ns e of C R 
or P R a n d will b e d efi n e d as t h e ti m e fr o m t h e d at e of first d o c u m e nt e d r es p o ns e u ntil 
t h e first d at e of d o c u m e nt e d pr o gr essi o n or d e at h d u e t o a n y c a us e.(i. e., d at e of P F S e v e nt 
or c e ns ori n g -  d at e of first r es p o ns e + 1). T h e e n d of r es p o ns e s h o ul d c oi n ci d e wit h t h e 
d at e of pr o gr ess i o n or d e at h fr o m a n y c a us e us e d f or t h e R E CI S T 1. 1 P F S e n d p oi nt. 

T h e ti m e of t h e i niti al r es p o ns e will b e d efi n e d as t h e l at est of t h e d at es c o ntri b uti n g 
t o w ar ds t h e first visit r es p o ns e of C R or P R. If a p ati e nt d o es n ot pr o gr ess f oll o wi n g a 
r es p o ns e, t he n t h e c orr es p o n di n g D O R will b e c e ns or e d at t h e P F S c e ns ori n g ti m e.   

D es cri pti v e d at a will  b e pr o vi d e d f or t h e D O R i n r es p o n di n g p ati e nts,  T T R (ti m e t o 
r es p o ns e, e x cl u di n g r es p o ns es t h at o c c ur aft er P D ) i n cl u di n g t h e ass o ci at e d s wi m m er 
pl ot  ( wit h o ut a n y f or m al c o m p aris o n of tr e at m e nt ar ms or p-v al u e att a c h e d) .  D es cri pti v e 
st atisti cs f or D O R will b e b as e d o n K a pl a n -M ei er esti m at es.  M e di a n d ur ati o n of f oll o w 
u p f or D o R a n d c orr es p o n di n g 9 5 % CI will als o b e pr es e nt e d b as e d o n t h e r e v ers e K M 
m et h o d as d es cri b e d a b o v e f or O S.  

4. 2. 3  S e n siti vit y A n al ys es  

F or t h e pri m ar y a n al ysi s p ati e nts will b e i n cl u d e d b as e d o n t h e str at a r e c or d e d at t h e ti m e 
of r a n d o mi z ati o n i n t h e I R T s yst e m. If t h e c e ntr al L D H d at a i n di c at es err ors i n 
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str atifi c ati o n at r a n d o mi z ati o n s u c h t h at t h e  c at e g or y c h os e n at r a n d o mi z ati o n d o es n ot 
r efl e ct t h e c e ntr al L D H v al u e, t h e n a s e nsiti vit y a n al ysi s will b e d o n e f or O S if t h er e ar e 
> 1 0 % dis cr e p a n ci es. F or t hi s s e nsiti vit y a n al ysi s p ati e nts will b e str atifi e d b as e d o n t h e 
str at a d et er mi n e d b y t h e c e ntr al L D H r es ult s, n ot t h e str at a r e c or d e d i n I R T.  

S e nsiti vit y a n al ys e s f or t h e s e c o n d ar y e n d p oi nt of P F S  ar e as f oll o wi n g:  

( a) E v al u ati o n -ti m e bi as 

I n or d er t o ass ess p ossi bl e e v al u ati o n-ti m e bi as, w hi c h c o ul d o c c ur if s c a ns ar e n ot 
p erf or m e d at t h e pr ot o c ol -s c h e d ul e d ti m e p oi nt s, t h e mi d p oi nt b et w e e n t h e ti m e of 
pr o gr essi o n a n d t h e pr e vi o us e v al u a bl e t u m or a ss ess m e nt m a y  b e a n al y z e d usi n g a 
str atifi e d l o g r a n k t est, as d es cri b e d f or t h e m ai n a n al ysi s of P F S. F or p ati e nts w h o di e i n 
t h e a bs e n c e of pr o gr essi o n, t he d at e of d e at h will b e us e d t o d eri v e t h e P F S ti m e us e d i n 
t h e a n al ysi s. N ot e o nl y t u m o ur pr o gr essi o n e v e nts will b e r e-d eri v e d usi n g t h e mi d p oi nt 
a p pr o a c h. If a p ati e nt h as pr o gr essi o n o n t h eir first s c a n, t h e n t h e mi d p oi nt b et w e e n t h e 
P D d at e a n d r a n d o m is ati o n d at e will b e us e d. P ati e nts will b e c o nsi d er e d t o h a v e h a d 
pr o gr essi o n o utsi d e of t h e pr ot o c ol s c h e d ul e d ti m e p oi nt if pr o gr essi o n f all s o utsi d e of t h e 
1 2 w e e kl y +/ 1 w e e k i nt er v al ( e. g. o utsi d e of d a ys 7 7 -9 1, 1 6 1 -1 7 5, 2 4 5 -2 5 9 et c)  

( b) Attriti o n bi as  

At triti o n bi as will b e ass ess e d b y  

•  r e p e ati n g t h e P F S a n al ysi s e x c e pt t h at t h e a ct u al P F S e v e nt ti m es, r at h er t h a n 
t h e c e ns or e d ti m es, of p ati e nts w h o pr o gr ess e d or di e d i n t h e a bs e n c e of 
pr o gr essi o n i m m e di at el y f oll o wi n g t w o, or m or e, n o n -e v al u a bl e / miss e d 
t u m o ur ass ess m e nts, will b e i n cl u d e d.  

•  I n a d diti o n, p ati e nts w h o t a k e s u bs e q u e nt t h er a p y pri or t o t h eir l ast e v al u a bl e 
R E CI S T ass ess m e nt or pr o gr essi o n or d e at h will b e c e ns or e d at t h eir l a st 
e v al u a bl e ass ess m e nt pri or t o t a ki n g t h e s u bs e q u e nt t h er a p y.  

A r e v ers e K M c ur v e will als o b e pr o d u c e d w h er e t h e c e ns ori n g i n di c at or f or t h e pri m ar y 
P F S a n al ysi s will b e r e v ers e d s u c h t h at e v e nts will b e c e ns or e d, a n d c e ns or e d 
o bs er v ati o ns will b e tr e at e d as e v e nts. T his m et h o d will als o b e us e d t o esti m at e t h e 
m e di a n d ur ati o n of f oll o w u p f or P F S ( a n d si mil arl y f or O S).  

T h e t a bl e b el o w s u m m ari z e t h e pr o gr a m mi n g l o gi c f or s e nsiti vit y a n al ysi s:  

T a bl e 4 -2  

A n al ysi s  Sit u ati o n  Sit u ati o n  – s u b D at e of E v e nt o r C e ns o r  E v e nt / 
C e ns o r  

1  
a)  Pr o gr essi o n o c c urr e d at 
a s c a n p erf or m e d o utsi d e 
of t h e pr ot o c ol-s c h e d ul e d 

T h e mi d p oi nt b et w e e n 
t h e ti m e of pr o gr essi o n 
a n d t h e pr e vi o us 

e v e nt  
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A n al ysi s  Sit u ati o n  Sit u ati o n  – s u b D at e of E v e nt o r C e ns o r  E v e nt / 
C e ns o r  

E v al u ati o
n -ti m e 
bi as  

ti m e p oi nts (i. e  P D 
o c c urr e d o utsi d e of D a y 
7 7 -9 1( w e e k 1 2), 1 6 1 -1 7 5 
( w e e k 2 4), 2 4 5-2 5 9  ( w e e k 
3 6) et c)  

e v al u a bl e t u m or 
ass ess m e nt  

A ct u al P D d at e, if P D 
wit hi n c orr e ct s c a n 
wi n d o w  

e v e nt  

b) P D o n first s c a n a n d fir st 
s c a n o ut si d e of c orr e ct ti m e 
wi n d o ws  

M i d p oi nt b et w e e n t h e 
P D d at e a n d 
r a n d o mi z ati o n d at e  

e v e nt  

c) d e at h r e p ort wit h o ut P D   D at e of D e at h  E v e nt  

2  

Att riti o n 
bi as  

 

a)  P D r e g ar dl es s of miss e d 
s c a n vi sits 

A ct u al pr o gr essi o n ti m e 
(i. e. i g n or e t h e 2 mi ss e d 
vi sit r ul e)  

E v e nt  

b)  Di e d wit h o ut P D a n d n o 
s u bs e q u e nt t h er a p y  

D at e of D e at h  E v e nt  

c)  R e c ei v e d a s u bs e q u e nt 
t h er a p y pri or t o P D/ d e at h 

L ast e v al u a bl e t u m or 
as s ess m e nt pri or t o st art 
d at e of fir st s u bs e q u e nt 
t h er a p y 

c e ns or  

d)  N o P D/ d e at h a n d 
r e c ei v e d a s u bs e q u e nt 
t h er a p y  

L ast e v al u a bl e t u m or 
as s ess m e nt pri or t o st art 
d at e of fir st s u bs e q u e nt 
t h er a p y 

c e ns or  

 

4. 2. 4  E x pl o r at o r y Effi c a c y A n al ys es  

4. 2. 4. 1  Ti m e t o s e c o n d P D ( P F S 2)  

T h e ti m e t o s e c o n d P D ( P F S 2) will b e d efi n e d as t h e ti m e fr o m r a n d o mi z ati o n u ntil 
s e c o n d pr o gr essi o 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 fir st .  S e c o n d 
pr o gr essi o n is d efi n e d as a n y of t h e f oll o wi n g o bs er v e d at l e ast 4 w e e ks aft er i niti al P D 
ass ess m e nt  ( b ut e x cl u di n g t h e visit t o c o nfir m t h e i niti al P D p er t h e C R F visit l a b el)  p er 
R E CI S T v 1. 1:  

1)  A n a d diti o n al > 2 0 % i n cr e as e i n t u m or b ur d e n (s u m of di a m et ers of b ot h t ar g et 
a n d n e w m e as ur a bl e l esi o ns) a c c o m p a ni e d b y a n a bs ol ut e i n cr e as e of > 5 m m  

2)  U n e q ui v o c al P D of n o n -t ar g et l esi o ns 

3)  N e w n o n -m e as ur a bl e l esi o ns  
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P ati e nts w h o h a v e n ot h a d a s e c o n d pr o gr essi o n or di e d at t h e ti m e of t h e a n al ysi s will 
b e c e ns or e d at t h e ti m e of t h e l ast e v al u a bl e t u m or ass ess m e nt .  P F S 2 will b e a n al ys e d 
si mil arl y t o t h e pri m ar y a n al ysi s of P F S.    

4. 2. 4. 2  D u r ati o n of t r e at m e nt a n d r es p o n s e f o r p ati e nts t r e at e d b e y o n d R E CI S T v 1. 1 
P D  

A t a bl e will b e pr o d u c e d t o s u m m ari z e t h e n u m b er of p ati e nts w h o w er e tr e at e d b e y o n d 
R E CI S T 1. 1 pr o gr essi o n a n d t h e d ur ati o n of tr e at m e nt  b e y o n d R E CI S T 1. 1 pr o gr essi o n  
( m e a n, m e di a n, S D , mi ni m u m a n d m a xi m u m  as w ell as c at e g ori es of < 1 2 w e e k s, 1 2-2 4 
w e e ks a n d > 2 4 w e e ks ).  

I n a d diti o n, s wi m m er pl ots f or p ati e nts c o nti n ui n g b e y o n d R E CI S T 1. 1 P D will b e 
pr o d u c e d t o s h o w t h e d ur ati o n of st u d y tr e at m e nt i n di c ati n g ti m e of R E CI S T 1. 1 P D a n d 
s e c o n d pr o gr essi o n (if a p pli c a bl e) .  

4. 3  P A TI E N T R E P O R T E D O U T C O M E S ( P R O) 

P R O d at a  will b e ass ess e d usi n g t w o est a bli s h e d p ati e nt r e p ort e d o ut c o m e i nstr u m e nts 
( E O R T C Q L Q-C 3 0 a n d E Q -5 D, 5 L). All it e ms/ q u esti o n n air es  will b e s c or e d a c c or di n g 
t o p u bli s h e d s c ori n g g ui d eli n es or t h e d e v el o p er’s g ui d eli n es. B as eli n e will b e d efi n e d as 
t h e l ast n o n-mi ssi n g ass ess m e nt pri or t o r a n d o mi z ati o n.  

T h e P R O  ass ess m e nts will b e m e as ur e d i n all p ati e nts at s p e cifi e d ti m e p oi nt s a n d 
c h a n g es fr o m b as eli n e as s ess m e nts will b e ass ess e d b et w e e n t h e 2 tr e at m e nt gr o u ps of 
t e b e nt af us p a n d t h e i n v e sti g at or’s c h oi c e.  M or e d et ail e d a n al ys es of P R O  t o s u p p ort 
r ei m b urs e m e nt will b e d efi n e d i n a s u p pl e m e nt al S A P.  

4. 3. 1  E O R T C -Q L Q -C 3 0  

D es c ri pti o n of I ns t r u m e nt: 

T h e E O R T C -Q L Q -C 3 0 is a m ulti -di m e nsi o n al P R O i nstr u m e nt d esi g n e d f or ass essi n g 
t h e P R O  of c a n c er p ati e nts. It is i d e ntifi e d as a r e c o m m e n d e d P R O i nstr u m e nt i n a n 
eff e cti v e n ess g ui d a n c e d o c u m e nt of r e c o m m e n d ati o ns f or i n c or p or ati n g P R O o ut c o m es 
i nto cli ni c al c o m p ar ati v e eff e cti v e n ess st u di es i n a d ult o n c ol o g y (B as c h et al., 2 0 1 2 ).  

T h e E O R T C -Q L Q -C 3 0  is a 3 0-it e m i nstr u m e nt. P ati e nts r e c or d t h eir r es p o ns es t o e a c h 
of t h e it e ms usi n g cl os e d -e n d e d r es p o ns e o pti o ns. It e ms  1 – 2 8 h a v e f o ur r es p o ns e o pti o ns 
f or p ati e nts t o r e p ort o n h o w t h e y i nt er pr et t h eir st at e of h e alt h at a gi v e n p oi nt i n ti m e. 
It e ms 2 9 a n d 3 0 h a v e s e v e n r es p o ns e o pti o ns, r a n gi n g fr o m 1 –  v er y p o or t o 7 –  e x c ell e nt.  

T h e 3 0 it e ms ar e s u m m ari z e d i nt o 1 5 P R O  d o m ai ns c o m p os e d of:  

•  fi v e f u n cti o n al d o m ai ns ( P h ysi c al, R ol e, E m oti o n al, C o g niti v e, S o ci al) 

•  ni n e s y m pt o m d o m ai ns ( F ati g u e, N a us e a a n d V o miti n g, P ai n, D ys p n e a, I ns o m ni a, 
A p p etit e L oss, C o nsti p ati o n, Di arr h e a, Fi n a n ci al Diffi c ulti es)  

•  o n e Gl o b al H e alt h St at us/ Q o L d o m ai n.  

S c o ri n g t h e E O R T C -Q L Q -C 3 0:  
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E O R T C -Q L Q -C 3 0 d o m ai ns will b e s c or e d a n d l a b ell e d i n a c c or d a n c e wit h t h e Q L Q -
C 3 0 s c ori n g m a n u al  (E O R T C Q u alit y of Lif e Gr o u p, 2 0 0 1 ). S c ori n g of e a c h d o m ai n is 
t h e s a m e i n all c as es. 

•  T h e a v er a g e of t h e it e ms t h at c o ntri b u t e t o t h e d o m ai n is esti m at e d; t hi s b e c o m es 
t h e r a w s c or e. 

•  Li n e ar tr a nsf or m ati o n is a p pli e d t o st a n d ar di z e t h e r a w s c or e, s o t h at s c or es r a n g e 
fr o m 0 t o 1 0 0. 

A hi g h er s c or e r e pr es e nt s a hi g h er ( “ b ett er ”) l e v el of f u n cti o ni n g f or f u n cti o n al d o m ai ns, 
a n d a hi g h er ( “ w ors e ”) l e v el of s y m pt o m s f or s y m pt o m d o m ai ns. A hi g h er s c or e f or Gl o b al 
H e alt h St at us/ Q o L ( c al c ul at e d fr o m it e ms q 2 9 a n d q 3 0) r e pr es e nts a “ b ett er ” l e v el of gl o b al 
h e alt h st at us.  

4. 3. 2  E Q -5 D, 5 L  

D es c ri pti o n of i nst r u m e nt  

T h e E Q -5 D, 5 L is a n i nstr u m e nt t o m e as ur e s elf -r e p ort e d o v er all h e alt h st at us i n p ati e nts.  

T h e E Q -5 D, 5 L d es cri pti v e s yst e m c o nsists of fi v e h e alt h di m e nsi o ns: m o bilit y, s elf -
c ar e, d ail y a cti viti es, p ai n, a n d a n xi et y. P ati e nts r at e e a c h of t h e di m e nsi o ns o n fi v e 
l e v els: n o pr o bl e ms, sli g ht pr o bl e ms, m o d er at e pr o bl e ms, s e v er e pr o bl e ms, a n d e xtr e m e 
pr o bl e ms. T h e r es p o ns es fr o m e a c h of t h e fi v e di m e nsi o ns ar e c o m bi n e d i nt o a fi v e -di git 
n u m b er d es cri bi n g t h e r es p o n d e nt’s h e alt h st at e a n d t hi s c a n t h e n b e tr a nsl at e d i nt o a 
utilit y v al u e b y usi n g p u bli s h e d p o p ul ati o n n or ms.  

T h e E Q -5 D, 5 L als o us es a vis u al a n al o g s c al e ( V A S) w h er e p ati e nts r at e t h eir h e alt h o n 
a v erti c al s c al e wit h e n d p oi nt s l a b e ll e d ‘t h e b est h e alt h y o u c a n i m a gi n e’ a n d ‘t h e w orst 
h e alt h y o u c a n i m a gi n e’. T h e d at a fr o m t h e V A S c a n b e us e d as a q u a ntit ati v e m e as ur e 
of h e alt h as j u d g e d b y t h e i n di vi d u al p ati e nts.  

S c o ri n g t h e E Q -5 D, 5 L  

T h e fi v e di m e nsi o ns a n d fi v e l e v els of t h e E Q -5 D -5 L d es cri pti v e s yst e m d es cri b e 3, 1 2 5 
u ni q u e h e alt h st at es. A n E Q -5 D h e alt h st at e (r e pr es e nt e d b y a fi v e -di git n u m b er) m a y b e 
c o n v ert e d t o a si n gl e s u m m ar y E Q -5 D i n d e x b y a p pl yi n g a f or m ul a t h at att a c h es w ei g ht s 
t o e a c h of t h e l e v els i n e a c h di m e nsi o n b ase d o n v al u ati o ns fr o m g e n er al p o p ul ati o n 
s a m pl es. T h e d at a will b e c o m bi n e d wit h p u bli s h e d n or ms f or d at a s u m m ari es of t h e E Q -
5 D i n d e x v al u e. ( R ef er e n c e: htt ps :// e ur o q ol. or g/ e q-5 d -i nstr u m e nts/ h o w-c a n -e q -5 d -b e -
us e d/ w h er e -is-e q -5 d -us e d/ ) 

T h e s c or e fr o m t h e E Q -5 D V A S will b e s u m m ari z e d as r e p ort e d b y t h e p ati e nt.  

4. 3. 3  H e alt h c a r e r es o u r c e utili z ati o n ( H R U)  

H R U is d efi n e d as a n y c o ns u m pti o n of h e alt h c ar e r es o ur c es dir e ctl y or i n dir e ctl y r el at e d 
t o t h e tr e at m e nt of t h e p ati e nt a n d ass o ci at e d wit h t h e U M dis e as e p at h w a y. T h e c as e 
r e p ort f or m c oll e cts d at a o n f o ur as p e cts of H R U, as f oll o ws: 

•  i n p ati e nt h os pit ali z ati o ns 
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•  c o n c o mit a nt m e di c ati o n  

•  m e di c al pr o c e d ur es  

•  ot h er m e as ur es of h e alt h c ar e utili z ati o n  

4. 3. 4  C o m pli a n c e  

T h e E O R T C -Q L Q -C 3 0 a n d E Q -5 D, 5 L i nstr u m e nts ar e c o m pl et e d at b as eli n e, at C 1 D 1, 
at D a y 1 of e v er y ot h er c y cl e t hr o u g h C 5 D 1, t h e n e v er y 4t h c y cl e t h er e aft er b e gi n ni n g 
wit h C 9 D 1 u ntil ( a n d i n cl u di n g at) e nd of tr e at m e nt ( d uri n g t h e tr e at m e nt p eri o d). 
P ati e nts e nt eri n g t h e di s e as e pr o gr essi o n f oll o w -u p p eri o d will c o nti n u e wit h b ot h 
E O R T C -Q L Q -C 3 0 a n d E Q -5 D, 5 L ass ess m e nts at 1 2 -w e e k i nt er v als. D uri n g t h e s ur vi v al 
f oll o w-u p p h as e, E Q -5 D ass ess m e nts will b e c o nti n u e d t o b e t a k e n e v er y 3 m o nt hs t o 
i nf or m p ost-pr o gr essi o n h e alt h st at us.  

At e a c h ass ess m e nt ti m e p oi nt, t h e c o m pli a n c e r at e f or e a c h of t h es e P R O m e as ur es is 
d efi n e d as t h e pr o p orti o n of p ati e nts w h o c o m pl et e e a c h i nstr u m e nt o ut of t h e e x p e ct e d 
n u m b er of p ati e nts w h o c o ul d c o m pl et e t h e i nstr u m e nts (i. e., t h e n u m b er of s u bj e cts 
r a n d o mi z e d f or t h e b as eli n e visit a n d still o n tr e at m e nt f or p ost-b as eli n e vi sit s).  

F or t h e E O R T C -Q L Q -C 3 0 at e a c h ass ess m e nt ti m e p oi nt, d o m ai n c o m pli a n c e will b e 
c al c ul at e d as t h e t ot al n u m b er of d o m ai n -c o m pli a nt s u bj e cts di vi d e d b y t h e t ot al n u m b er 
of s u bj e cts w h o c o m pl et e d t h e i nstr u m e nt at t h at ass ess m e nt p oi nt. P ati e nts w h o c o m pl et e 
at l e ast 5 0 % of Q L Q -C 3 0 it e ms will b e c o nsi d er e d d o m ai n c o m pli a nt (i n li n e wit h t h e 
i nstr u m e nt s c ori n g al g orit h m).  

C o m pli a n c e r at es f or e a c h i nstr u m e nt a n d f or e a c h d o m ai n of t h e E O R T C -Q L Q -C 3 0 will 
b e pr es e nt e d o v er all a n d b y tr e at m e nt gr o u p at e a c h ti m e p oi nt  D es cri pti v e St atisti cs  

D es cri pti v e st atisti cs ( N, m e a n, st a n d ar d d e vi ati o n, m e di a n, i nt e r q u artil e r a n g e, 
mi ni m u m, a n d m a xi m u m) f or e a c h E O R T C -Q L Q -C 3 0 d o m ai n s c or e will b e pr es e nt e d 
f or b as eli n e a n d at e a c h a ss ess m e nt ti m e p oi nt i n t h e tr e at m e nt a n d pr e-pr o gr essi o n st u d y 
p eri o ds, i n cl u di n g E O T. I n a d diti o n t o t h e a bs ol ut e s c or e, t h e c h a n g e fr o m b as eli n e, a n d 
t h e % c h a n g e fr o m b as eli n e will b e c al c ul at e d at e a c h ass ess m e nt a n d s u m m ari z e d i n t h e 
s a m e w a y.  

Si mil ar a n al ys es will b e c o n d u ct e d f or t h e E Q -5 D V A S, disti n g ui s hi n g d at a fr o m t h e 
tr e at m e nt a n d pr e-pr o gr e ssi o n p h as e a n d d at a fr o m t h e s ur vi v al f oll o w -u p p h as e of t h e 
st u d y.  

E Q -5 D d es cri pti v e pr ofil es will b e g e n er at e d at b a s eli n e a n d at e a c h visit i n t h e tr e at m e nt, 
pr e -pr o gr essi o n a n d s ur vi v al f oll o w u p p h as es. R es p o ns es t o e a c h l e v el of t h e E Q -5 D, 
5 L di m e nsi o ns will b e us e d t o i d e ntif y p ati e nts wit h ' n o pr o bl e ms' (i. e., l e v el 1) a n d 
' pr o bl e ms' (i. e. l e v els 2 t o 5), t h er ef or e c h a n gi n g t h e pr ofil e i nt o fr e q u e n ci e s of r e p ort e d 
pr o bl e ms. T h e pr o p orti o n of p ati e nts wit h ' n o pr o bl e ms' at e a c h visit will b e s u m m ari z e d 
o v er all a n d b y tr e at m e nt gr o u p.  

4. 3. 5  M M R M a n al ysi s of l o n git u di n al d at a  

T h e c o m p aris o n b et w e e n t h e t w o tr e at m e nt gr o u ps of t h e c h a n g e fr o m b as eli n e i n P R O  
will b e c o n d u ct e d b y u si n g mi x e d m o d el r e p e at e d m e as ur es ( M M R M) a n al ys es t o 
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esti m at e t h e e xt e nt of t h e diff er e n c e b et w e e n tr e at m e nts i n t er ms of c h a n g e fr o m b as eli n e 
i n e a c h of t h e E O R T C-Q L Q -C 3 0 d o m ai ns. E a c h d o m ai n -s p e cifi c m o d el will i n cl u d e all 
c y cl es f or w hi c h d at a w er e a v ail a bl e f or at l e ast 1 0 p ati e nts i n e a c h tr e at m e nt gr o u p. E a c h 
m o d el will i n cl u d e c o v ari at es t o a c c o u nt f or t h e str a tifi c ati o n b y i n cl u di n g a f a ct or f or 
L D H st at us ( L D H a b o v e U L N vs n or m al L D H).  

T h e M M R M m o d el will h a v e c h a n g e fr o m b as eli n e i n d o m ai n s c or e as t h e o ut c o m e 
v ari a bl e, wit h tr e at m e nt gr o u p ( bi n ar y), ti m e p oi nt ( c at e g ori c al), L D H st at us ( bi n ar y) a n d 
b as eli n e s c or e ( c o nti n u o us) as c o v ari at es. All a n al y s es will b e c o n d u ct e d usi n g t h e P R O C 
MI X E D pr o c e d ur e i n S A S.  

Fr o m t h es e M M R M m o d els, t h e pr e di ct e d m e a n c h a n g es fr o m b as eli n e i n e a c h d o m ai n 
s c or e f or e a c h tr e at m e nt gr o u p will b e esti m at e d (l e ast s q u ar es  m e a ns, L S m e a ns) t o 
ass ess w h et h er t h e i m p a ct of tr e at m e nt o n P R O  diff ers b et w e e n t h e t w o tr e at m e nt gr o u ps. 
T h e L S m e a ns esti m at es of m e a n c h a n g e fr o m b as eli n e at e a c h c y cl e will b e s u m m ari z e d 
f or e a c h tr e at m e nt gr o u p at e a c h ti m e p oi nt a n d o v er ti m e.  

L S m e a n esti m at es o v er ti m e will b e pl ott e d.  

4. 3. 6  Ti m e t o s ust ai n e d d et e ri o r ati o n  

Ti m e t o s ust ai n e d d et eri or ati o n will b e s u m m aris e d  f or all E O R T C-Q L Q -C 3 0 d o m ai ns 
usi n g d at a fr o m b ot h t h e tr e at m e nt a n d pr e -pr o gr e ssi o n p h as es of t h e st u d y. A s c or e will 
b e c o nsi d er e d  t o h a v e d et eri or at e d: 

•  if it is l o w er ( w ors e) t h a n t h e b as eli n e s c or e at a n y c y cl e f or all E O R T C-Q L Q -
C 3 0 f u n cti o n al d o m ai ns, a n d t h e E O R T C -Q L Q -C 3 0 Gl o b al H e alt h St at u s/ Q o L 
d o m ai n  

•  if it is hi g h er ( b ett er) t h a n t h e b as eli n e s c or e at a n y c y cl e f or all E O R T C -Q L Q -
C 3 0 s y m pt o m d o m ai ns.  

A s ust ai n e d d et eri or ati o n will b e d efi n e d as h a vi n g at l e ast 2 s e q u e nti al vi sit r es p o ns es 
of d et eri or ati o n. Ti m e t o  s ust ai n e d  d et eri or ati o n will b e t h e ti m e of t h e first of t h e 
s e q u e nti al d et eri or ati o n visits.  P ati e nts w h o d o n’t h a v e 2 s e q u e nti al d et eri or ati o n s will 
b e c e ns or e d at t h e l ast Q L Q -C 3 0 ass ess m e nt  (r a n d o mi z ati o n d at e if n o b as eli n e or n o   
p ost -b as eli n e Q L Q -C 3 0 ass ess m e nt) . K a pl a n -M ei er pl ot of ti m e t o s ust ai n e d 
d et eri or ati o n will b e pr es e nt e d b y tr e at m e nt ar m.  

Mis si n g d at a, d u e t o wit h dr a w als or u n c o m pl et e d d o m ai n s c or es, will b e c o nsi d er e d t o 
i n di c at e d et eri or ati o n at t h at c y cl e. F or e a c h d o m ai n, p ati e nts will b e u ni q u el y cl assifi e d 
i nt o o n e of t h e f oll o wi n g or d er e d c at e g ori es b as e d o n w h et h er t h e p ati e nt’s s c or e h as 
s ust ai n e d d et eri or ati o n  fr o m b as eli n e a n d t h e e arli est c y cl e at w hi c h t hi s o c c urs (if 
d et eri or at e d):  

•  d et eri or at e d at c y cl e  3  

•  d et eri or at e d at c y cl e  5  

•  …  

•  d et eri or at e d at E O T  

•  n ot d et eri or at e d.  
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P ati e nts w h o h a v e n ot d et eri or at e d b y t h e fi n al o n -tr e at m e nt visit will b e cl as sifi e d as n ot 
d et eri or at e d.  T h e pr o p orti o n of p ati e nts i n e a c h tr e at m e nt gr o u p w h o h a v e s ust ai n e d 
d et eri or at e d at e a c h visit will b e s u m m ari z e d b y tr e at m e nt gr o u p, al o n g wit h t h e 
pr o p orti o n of p ati e nts w h o d e m o nstr at e d s ust ai n e d d et eri or at e d at a n y ti m e d uri n g t h e 
st u d y.  

4. 3. 7  Q u a ntif yi n g H R U  

B e c a us e e v e nts t h at dri v e H R U c a n o c c ur m ulti pl e ti m es p er p ati e nt, H R U will b e 
ass ess e d usi n g r at es of u s e, as w ell as fr e q u e n c y of us e p er p ati e nt a n d s u m m ari z e d b y 
tr e at m e nt gr o u p. 

D es cri pti v e s u m m ari es  will b e u n d ert a k e n of i n p ati e nt h os pit ali z ati o n, c o n c o mit a nt 
m e di c ati o n, m e di c al pr o c e d ur es, a n d ot h er m e as ur es of h e alt h c ar e r es o ur c e us e.  
S u m m ari es  will b e pr es e nt e d  b y tr e at m e nt gr o u p  a n d o v er all . P er p ati e nt d at a will b e 
li st e d. S u m m ari es  will i n cl u d e c al c ul ati o n of t h e us e of e a c h c at e g or y of r es o ur c e us e 
(r e p ort e d as pr o p orti o ns of p ati e nts usi n g t h e r e s o ur c e) a n d t h e n u m b er of ti m es t h e 
r es o ur c e is us e d b y e a c h p ati e nt (s u m m ariz e d b y m e a n, st a n d ar d d e vi ati o n, m e di a n, 
i nt er q u artil e r a n g e, mi ni m u m, a n d m a xi m u m). 

4. 4  S A F E T Y A N A L Y SI S  

All s af et y a n al ys es will b e p erf or m e d o n t h e S af et y A n al ysi s S et.  S af et y d at a pr es e nt e d 
b y tr e at m e nt gr o u p will b e s u m m ari z e d o n a n ‘ as tr e at e d’ b asis.  S af et y a n d t ol er a bilit y 
v ari a bl es i n cl u d e tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A Es), d e at hs, cli ni c al l a b or at or y 
p ar a m et ers, vit al si g ns, 1 2 -l e a d E C G r es ult s, p h ysi c al e x a mi n ati o ns a n d e xt e nt of 
e x p os ur e .  St u d y D a y 1 f or all s af et y a n al ys es is 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. T h e o v er all o bs er v a ti o n p eri o d will b e di vi d e d i nt o 3 m ut u all y e x cl usi v e 
s e g m e nts:  

•  Pr e -tr e at m e nt p eri o d:  fr o m d a y of p ati e nt’s s cr e e ni n g  i nf or m e d c o ns e nt t o t h e 
d a y b ef or e first d os e of st u d y m e di c ati o n  

•  O n -tr e at m e nt p eri o d:  fr o m d a y of first d os e of st u d y m e di c ati o n t o 9 0 d a ys aft er 
l ast d os e of st u d y m e di c ati o n 

•  P ost -tr e at m e nt p eri o d:  st arti n g at D a y 9 1 aft er l ast d os e of st u d y m e di c ati o n  

4. 4. 1  A d v e rs e E v e nts  

T h e a d v ers e e v e nt v er b ati m d es cri pti o ns (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 m e di c al t er mi n ol o g y usi n g t h e M e di c al Di cti o n ar y f or R e g ul at or y 
A cti viti es ( M e d D R A)  a n d gr a d e d b y N ati o n al C a n c er I nstit ut 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 CI C T C A E) gr a d e.  A d v ers e e v e nts will b e c o d e d t o 
pri m ar y S yst e m Or g a n Cl ass ( S O C) a n d pr ef err e d t er m ( P T) usi n g t h e l at e st v ersi o n of 
M e d D R A .  

Tr e at m e nt -e m er g e nt a d v ers e e v e nts ( T E A Es) ar e d efi n e d as A Es t h at st art e d or w ors e n e d 
i n s e v erit y fr o m t h e d at e of first d os e (r e g ar dl ess of ti m e) u p u ntil 9 0 d a ys aft er t h e l ast 
d os e of st u d y dr u g or u n til st art of s u bs e q u e nt a nti -c a n c er t h er a p y, w hi c h e v er o c c urs first. 
O nl y a nti -c a n c er t h er a pi es wit h st art d at es t h at ar e gr e at er t h a n t h e d at e of l ast d os e of 
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st u d y dr u g (i. e. s u bs e q u e nt), ar e c o nsi d er e d.  I n t h e c as e w h er e it is n ot p ossi bl e t o d efi n e 
a n  A E as tr e at m e nt -e m er g e nt or n ot, t h e A E will b e cl assifi e d b y t h e w orst c as e , i. e. 
tr e at m e nt e m er g e nt. 

O nl y t h os e A Es t h at ar 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 
a n d s eri o us a d v ers e e v e nts ( S A Es) , tr e at m e nt e m er g e nt or ot h er wis e, will b e pr es e nt e d 
i n p ati e nt  d at a li sti n gs  a n d i n cl u d e d at e of o ns et, d at e of r es ol uti o n (if A E is r es ol v e d), 
i n v esti g at or’s ass ess m e nt of s e v erit y a n d r el ati o ns hi p t o st u d y dr u g a n d p eri o d ( pr e -
tr e at m e nt, o n tr e at m e nt or p ost-tr e at m e nt). A Es c oll e ct e d i n t h e pr e a n d p ost tr e at m e nt 
wi n d o ws will b e fl a g g e d i n t h e li sti n gs. T h er e will b e a s e p ar at e li sti n g of S A Es a n d A Es 
l e a di n g t o d e at h. 

A p ati e nt  d at a li sti n g of all 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 tr e at m e nt will als o 
b e pr o vi d e d.  A n y A Es  i n this p eri o d t h at o c c ur aft er a p ati e nt  h as r e c ei v e d f urt h er t h er a p y 
f or c a n c er (f oll o wi n g dis c o nti n u ati o n of st u d y t h er a p y ) will b e fl a g g e d i n t h e d at a 
li sti n gs. 

Al l T E A Es will b e s u m m ari z e d  d es cri pti v el y b y  t h e M e d D R A s yst e m or g a n cl ass (S O C ) 
a n d pr ef err e d  t er m (P T ) c o u nt  wit h  t h e i n ci d e n c e ( n, n u m b er of p ati e nts) a n d i n ci d e n c e 
r at e ( %, p er c e nt a g e) f or e a c h tr e at m e nt gr o u p. T a bl es will b e pr o d u c e d f or:  

•  All T E A Es  

•  T E A Es c a us all y r el at e d (i n cl u di n g ‘ p ossi bl y r el at e d’ or ‘r el at e d’) t o st u d y 
m e di c ati o n  

•  T E A Es wit h m a xi m u m C T C A E gr a d e 3 or  4  

•  T E A Es wit h m a xi m u m C T C A E gr a d e 3 or 4 , c a us all y r el ate d t o st u d y m e di c ati o n  

•  T E A Es wi t h o ut c o m e of d e at h 

•  T E A Es wit h o ut c o m e of d e at h c a us all y r e l at e d t o st u d y m e di c ati o n 

•  All S A Es (i n cl u d es b ot h d e at hs r e p ort a bl e as S A E s a n d n o n -f at al S A Es) 

•  All S A Es c a us all y r el at e d t o st u d y m e di c ati o n  

•  T E A Es l e a di n g t o p er m a n e nt dis c o nti n u ati o n of st u d y t h er a p y  

•  T E A Es l e a di n g t o p er m a n e nt dis c o nti n u ati o n of st u d y t h er a p y , c a us all y r el at e d t o 
st u d y t h er a p y  

F or s u m m ari es b y s e v erit y, T E A Es st arti n g aft er t h e first d os e of st u d y dr u g wit h a 
mi ssi n g s e v erit y will b e cl assifi e d as ‘ missi n g’. If a p ati e nt r e p orts t h e s a m e A E m or e 
t h a n o n c e wit hi n t h at S O C/ P T, t h e A E wit h t h e w orst-c as e s e v erit y will b e us e d i n t h e 
c orr es p o n di n g s e v erit y s u m m ari es.  

F or s u m m ari es b y c a us al r el ati o ns hi p t o st u d y dr u g, T E A Es wit h a mi ssi n g r el ati o ns hi p 
t o st u d y dr u g will b e r e g ar d e d as ‘ missi n g’. 

F or s u m m ari es of T E A Es l e a di n g t o p er m a n e nt dis c o nti n u ati o n of st u d y dr u g, t h es e will 
b e i d e ntifi e d b y usi n g t h e “ A cti o n t a k e n wit h t h e st u d y dr u g ” v ari a bl e c oll e ct e d o n t h e 
e C R F, w h er e t h e v ari a bl e is e q u al t o ‘ Dr u g p er m a n e ntl y dis c o nti n u e d’. T h es e will b e 
fl a g g e d i n t h e li sti n g. 
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P ati e nt s will b e c o u n t e d o nl y o n c e wit hi n a S O C a n d P T, e v e n if t h e p ati e nt  e x p eri e n c e d 
m or e t h a n o n e T E A E wit hi n a s p e cifi c S O C a n d P T.  

T o a dj ust f or p ot e nti al diff er e n c es o n d ur ati o n of dr u g e x p os ur e, t h e e x p os ur e a dj ust e d 
i n ci d e n c e r at e ( E AI R) p er 1 0 0 p ati e nt y e ars will al s o b e r e p ort e d. T h e E AI R is d efi n e d 
as t h e n u m b er of s u bj e cts e x p os e d t o t h e dr u g w h o e x p eri e n c e t h e e v e nt di vi d e d b y t h e 
t ot al e x p os ur e ti m e of all s u bj e cts w h o ar e at ris k of t h e e v e nt. F or s u bj e cts wit h n o 
r e p ort e d e v e nt, t h e e x p os ur e ti m e is t h e ti m e fr o m t h e d at e of first d os e of st u d y dr u g u p 
u ntil 9 0 d a ys aft er t h e l ast d os e of st u d y dr u g or u ntil t h e st art of s u bs e q u e nt a nti -c a n c er 
t h er a p y, w hi c h e v er o c c urs first (i. e. u p t o t h e e n d of t h e s af et y f oll o w u p 
p eri o d/s u bs e q u e nt t h er a p y). F or s u bj e cts w h o e x p eri e n c e t h e e v e nt , t h e e x p os ur e ti m e is 
t h e ti m e fr o m t h e d at e of first d os e of st u d y dr u g t o t h e st art d at e of t h e first e v e nt. 

T E A Es wit h a n i n ci d e n c e r at e of at l e ast 1 0 % or T E A Es wit h a m a xi m u m gr a d e of at 
l e ast gr a d e 3 wit h a n i n ci d e n c e r at e of at l e ast 5 % will b e s u m m ari z e d as w ell. 

4. 4. 1. 1  A E of S p e ci al I nt e r est  

 
I n ci d e n c e of T E A Es of S p e ci al I nt er est will b e pr es e nt e d b y T E A E of s p e ci al i nt er est 
c at e g or i es a n d P T. B as e d o n d at a fr o m t h e o n g oi n g a n d c o m pl et e d cli ni c al tri als, t h e 
S p o ns or c o nsi d ers t h e f oll o wi n g t o b e t e b e nt af us p a d v ers e e v e nts of s p e ci al i nt er est 
( A E SI):  

• C yt o ki n e r el e as e s y n dr o m e ( C R S) 

• R as h  

• El e v at e d li v er e n z y m es  

D u e t o e v ol uti o n i n gr a di n g a n d t er mi n ol o g y, t h er e m a y li k el y b e u n d er -r e p orti n g of C R S 
as a n A E.  T h er ef or e, t h e i n ci d e n c e a n d s e v erit y of C R S will b e b as e d o n a m e di c al 
r e vi e w utili zi n g t h e A S T C T c o ns e ns us gr a di n g f or C R S ( L e e, et. al, 2 0 1 9).  B y 
i n c or p or ati n g A E, c o n c o mit a nt m e di c ati o n, a n d vit al si g n d at a, a d et er mi n ati o n will b e 
m a d e as t o w h et h er C R S o c c urr e d aft er e a c h p ati e nt’s d os e a n d, if s o, at w h at gr a d e.  
Usi n g t hi s a p pr o a c h, t h e i n ci d e n c e of C R S as a n A E SI will n ot m at c h r e p orts of C R S as 
a n A E i n A E -b as e d t a bl e s.   

R as h will b e i d e ntifi e d usi n g a m e di c all y -a p pr o v e d li st of P Ts pr o vi d e d b y t h e S p o ns or.   
S e e A p p e n di x 1  f or d et ails.   

El e v at e d li v er e n z y m es will b e b as e d o n t h e M e d D R A S M Q “ Dr u g r el at e d h e p ati c 
dis or d ers –  c o m pr e h e nsi v e s e ar c h. ”  B ot h N arr o w a n d Br o a d s c o p e t er ms will b e 
c o nsi d er e d.   

I n ci d e n c e of T E A Es f or R as h a n d El e v at e d Li v er E n z y m e pr ef err e d t er ms will als o b e 
s u m m ari z e d br o k e n d o w n b y m a xi m u m C T C A E gr a d e  ( T ot al, Gr a d e 1, Gr a d e 2, Gr a d e 3, 
Gr a d e 4,  a n d  Gr a d e 5) .  C R S will b e s u m m ari z e d b y m a xi m u m gr a d e b ut will n ot b e 
s u m m ari z e d b y pr ef err e d t er ms si n c e t h e d et er mi n ati o n of C R S will n ot b e p ur el y b as e d o n 
A E r e p orti n g.  
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T o xi cit y pl ot s will b e pr o d u c e d f or A E SIs t o s h o w t h e fr e q u e n c y a n d ti mi n g, wit h  r es p e ct 
t o w h e n t h e e v e nts oc c urr e d w hil e p ati e nts w er e o n -tr e at m e nt.  

S u m m ari es f or t i m e t o o ns et of e a c h A E SI (first A E SI will b e c o nsi d er e d if a s u bj e ct h as  
m ulti pl e r e c or ds of s a m e A E SI) will b e pr o vi d e d.  

K a pl a n -M ei er esti m at es al o n g wit h K a pl a n -M ei er c ur v es f or t h e ti m e t o r es ol uti o n of e a c h 
A E SI  (first A E SI will b e c o nsi d er e d if a s u bj e ct h as m ulti pl e r e c or ds of s a m e A E SI)  will 
b e pr o d u c e d . Ti m e t o r es ol uti o n of a n A E SI  is d efi n e d as t h e d at e of r es ol uti o n –  d at e o f 
o ns et + 1 f or t h os e s u bj e cts  wit h first A E SI r es ol v e d , a n d mi n (d at e of l ast d os e pl us 9 0 
d a ys , d e at h  d at e, d at a c ut -off d at e ) –  d at e of o ns et  + 1 f or s u bj e cts wit h first A E SI o n g oi n g 
(i. e. c e ns or e d s u bj e cts ). 

4. 4. 1. 2  D e at hs  

A s u m m ar y of d e at hs will b e pr o vi d e d wit h t h e n u m b er a n d p er c e nt a g e  of p ati e nts, 
c at e g ori z e d as:  

•  D e at h d u e  t o dis e as e u n d er i n v esti g ati o n  

•  A E wit h o ut c o m e of d e at h  

•  Tr e at m e nt r el at e d A E wit h o ut c o m e  of d e at h   

•  D e at h d u e t o ot h er r e as o n  

•  D e at h r e as o n r e c or d e d as u n k n o w n b y i n v esti g at or  

A  c orr es p o n di n g li sti n g will als o b e pr o d u c e d  a n d will i n di c at e if a n y A Es l e a di n g t o 
d e at h w er e wit hi n t h e tr e at m e nt e m er g e nt p eri o d or > 9 0 d a ys aft er t h e d at e of l ast d os e 
of st u d y dr u g, or aft er a s u bs e q u e nt a nti -c a n c er t h er a p y . 

4. 4. 2  Cli ni c al L a b o r at o r y P a r a m et e rs  

F or l a b or at or y t ests c o v er e d b y t h e N CI C T C A E v ersi o n 4. 0 3 t h e st u d y t e a m will gr a d e 
l a b or at or y d at a a c c or di n gl y. F or l a b or at or y t ests c o v er e d b y N CI C T C A E, a gr a d e 0 will 
b e assi g n e d f or all n o n -mi ssi n g v al u es n ot gr a d e d as 1 or hi g h er.  F or l a b or at or y t ests 
w h er e gr a d es ar e n ot d efi n e d b y C T C A E, r es ult s will b e gr a d e d b y t h e l o w/ n or m al/ hi g h 
cl assifi c ati o ns b as e d o n l a b or at or y n or m al r a n g es.  

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d f or l a b or at or y d at a. I n g e n er al, th es e 
s u m m ari es will b e r e p e at e d f or  h a e m at ol o g y, bi o c h e mi str y a n d uri n al ysis:  

•  S hift fr o m b as eli n e t o e a c h pr ot o c ol s c h e d ul e d visit a n d t o t h e w orst o n-
tr e at m e nt/f oll o w-u p v al u e a c c or di n g t o N CI C T C A E gr a di n g s yst e m f or 
q u a ntit ati v e m e as ur e m e nts, as w ell as f or uri n al y sis c at e g ori c al m e as ur e m e nts , 
will b e pr o vi d e d . I n a d diti o n, a s hift t a bl e b y ≥ 1 gr a d e, ≥ 2 gr a d es, a n d ≥ 3 gr a d es 
s hift fr o m b as eli n e  t o t h e w orst d uri n g o n -tr e at m e nt/f oll o w-u p  p eri o d  will b e 
pr o d u c e d  f or h a e m at ol o g y a n d bi o c h e mi str y r es p e cti v el y. 

•  F or m e as ur e m e nts t h at h a v e a n N CI C T C A E gr a di n g s yst e m, ‘ w orst’ will b e 
d efi n e d as t h e m a xi m u m (i. e. m ost s e v er e) Gr a d e o bt ai n e d d uri n g tr e at m e nt; A 
mi ssi n g v al u e f or Gr a d e d u e t o a mi ssi n g l a b or at or y v al u e is c o nsi d er e d t o b e t h e 
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l e ast s e v er e. A s p e ci al n ot e: F or l a b or at or y t ests t h at h a v e C T C A E gr a d es d efi n e d 
f or b ot h a l o w er a n d hi g h er l e v el of e xtr e mit y, s e p ar at e s hift fr o m b as eli n e 
s u m m ari es will b e pr es e nt e d f or e a c h e xtr e m e of a b n or m alit y, e. g. (i) 
L y m p h o c yt es A bs ol ut e C o u nt –  L o w a n d (ii) L y m p h o c yt es A bs ol ut e C o u nt –  
Hi g h .   

•  F or uri n al ysi s c at e g ori c al m e as ur e m e nts, ‘ w orst’ will b e d efi n e d as t h e m a xi m u m 
(i. e. m ost s e v er e) r es ult, w h er e t h e r es ult s r a n k e d i n or d er fr o m mi ni m u m s e v erit y 
t o m a xi m u m ar e: ‘ N ot d o n e’, ‘ N E G’, ‘ +’, ‘ + +’, an d ‘ + + +’.  

•  Listi n g of all cli ni c all y r el e v a nt l a b or at or y d at a wit h v al u es fl a g g e d t o s h o w t h e 
c orr es p o n di n g N CI C T C A E gr a d es a n d t h e cl assifi c ati o ns r el ati v e t o t h e 
l a b or at or y n or m al r a n g es. T h e w orst gr a d e will b e fl a g g e d i n t h e li sti n g.  

F or b ot h h a e m at o l o g y a n d bi o c h e mi str y, t h e f oll o wi n g pl ot s will b e pr o d u c e d: 

•  S c att er pl ot of w orst o n -tr e at m e nt/f oll o w-u p v al u e v ers us b as eli n e v al u e, wit h 
v al u es e x pr ess e d as m ulti pl es of t h e l o w er li mit n or m al or u p p er li mit n or m al. 
N ot e t h at w h er e a p pli c a bl e, p ar a m et er s will b e pr es e nt e d s e p ar at el y f or b ot h 
a b o v e a n d b el o w t h e n or m al r a n g e, i n t h e c as es w h er e ‘ w orst’ is d efi n e d as b ot h 
e xtr e m es of a b n or m alit y.  

•  Li n e Pl ot s wit h err or b ars will b e us e d t o dis pl a y t h e m e a n c h a n g es o v er ti m e f or 
l a b or at or y p ar a m et ers 

T o ass e ss p ot e nti al dr u g -i n d u c e d li v er i nj ur y ( DI LI) usi n g H y’s L a w, t h e f oll o wi n g 
s u m m ari es f or li v er f u n cti o n t ests will b e pr o d u c e d:  

•  I n ci d e n c e of p ati e nts wit h A L T or A S T ≥ 3 x U L N a n d t ot al bilir u bi n ≥ 2 x U L N 
wit hi n s p e cifi e d ti m e i nt er v als. T h e ti m e i nt er v als t h at will b e s u m m ari z e d ar e 
t h e f oll o wi n g: 

o  A L T/ A S T a n d t ot al bilir u bi n el e v ati o n r es ult s at a n y ti m e d uri n g o n -
tr e at m e nt/f oll o w-u p.  

o  A L T/ A S T el e v ati o n r es ult wit hi n o n e w e e k ( +/ - 7 d a ys) of t ot al bilir u bi n 
el e v ati o n r es ult, d uri n g o n -tr e at m e nt/f oll o w-u p.  

o  A L T / A S T el e v ati o n r es ult wit hi n o n e d a y ( +/- 1 d a y) of t ot al bilir u bi n 
el e v ati o n r es ult, d uri n g o n -tr e at m e nt/f oll o w-u p.  

o  A L T/ A S T el e v ati o n r es ult s wit hi n o n e d a y ( +/ - 1 d a y) of t ot al bilir u bi n 
el e v ati o n r es ult s wit h a d ur ati o n of ≥ 7 d a ys, d uri n g o n -tr e at m e nt/f oll o w-
u p. D ur ati o n is c al c ul at e d as c o ns e c uti v e d a ys (s u bs e q u e nt l a b d at e –  
pr e vi o us l a b d at e) w h er e t h e el e v at e d l e v els of b ot h ( A L T or A S T ≥ 
3 x U L N) a n d t ot al bilir u bi n ≥ 2 x U L N ar e m ai nt ai n e d, wit h o ut g oi n g 
b el o w t h e p ot e nti al H y's L a w crit eri a.  

•  A s c att e r pl ot of w orst o n-tr e at m e nt/f oll o w-u p v al u e f or A L T v ers us t ot al 
bilir u bi n, wit h v al u es e x pr ess e d as m ulti pl es of t h e u p p er li mit n or m al will b e 
pr o d u c e d. T his s c att er pl ot will b e r e p e at e d f or A S T v ers us t ot al bilir u bi n.  
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4. 4. 3  Vit al Si g n s, P h ysi c al E x a mi n ati o n Fi n di n gs, a n d E C G  

4. 4. 3. 1  Vit al Si g n s  

Vit al si g ns ( b o d y t e m p er at ur e, p uls e r at e, r es pir at or y r at e, a n d bl o o d pr ess ur e) m ust b e 
p erf or m e d b ef or e d osi n g, a n d aft er t h e tr e at m e nt a d mi nistr ati o n ( at l e ast t wi c e aft er 
a d mi nistr ati o n) a n d as p er i nstit uti o n al st a n d ar ds.   

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d f or vit al si g ns d at a:  

•  S hift fr o m pr e -d os e t o t h e p ost -d os e at e a c h d osi n g s c h e d ul e will b e s u m m ari z e d 
f or e a c h vit al si g n. 

•  S hift fr o m b as eli n e t o t h e w orst o n -tr e at m e nt/f oll o w-u p v al u e (f or all q u a ntit ati v e 
m e as ur e m e nts) a c c or di n g t o t h e pr e d efi n e d crit eri a pr o vi d e d i n t h e t a bl e b el o w:  

o  T h e ‘ w orst’ o n -tr e at m e nt/f oll o w-u p v al u e will b e d efi n e d as t h e 
m a xi m u m (i. e. m ost s e v er e) a b n or m alit y crit eri o n o bt ai n e d d uri n g 
tr e at m e nt. A mi ssi n g v al u e d u e t o a mi ssi n g vit al si gns v al u e is c o nsi d er e d 
t o b e t h e l e ast s e v er e. 

V a ri a bl
e  

U nit  L o w  Hi g h  

S B P  m m H g  < 9 0 m m H g  

 

 

P o st -b as eli n e:  
D e cr e a s e fr o m b as eli n e of:  

( 1) < 1 5 m m H g 

( 2)  ≥ 1 5 m m H g a n d < 3 5 m m H g 

( 3)  ≥ 3 5 m m H g 

C T C A E Gr a d e 1: 1 2 0 t o 1 3 9 
m m H g  

C T C A E Gr a d e 2: 1 4 0 t o 1 5 9 
m m H g  

C T C A E Gr a d e 3: ≥ 1 6 0 m m H g  

 

P o st -b as eli n e:  
I n cr e a s e fr o m b as eli n e of: 

( 1) < 1 5 m m H g 

( 2)  ≥ 1 5 m m H g a n d < 3 5 m m H g 

( 3)  ≥ 3 5 m m H g 

 

D B P  m m H g  < 6 0 m m H g  

 

C T C A E Gr a d e 1: 8 0 t o 8 9 m m H g  

C T C A E Gr a d e 2: 9 0 t o 9 9 m m H g  

C T C A E  Gr a d e 3: ≥ 1 0 0 m m H g  

R es pir at
or y R at e  

br e at h s/ 
mi n  

< 1 0 br e at h s/ mi n  

 

 

B as eli n e: ≥ 2 0 br e at h s/ mi n  

P o st -b as eli n e: D o 1 of f oll o wi n g:  

( 1) If L o w/ N or m al at b as eli n e:  

≥ 2 0 br e at h s/ mi n O R  

c h a n g e fr o m b as eli n e ≥ 1 0 
br e at h s/ mi n  

( 2) If Hi g h at b as eli n e:  

≥ 2 0 br e at h s/ mi n  
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V a ri a bl
e  

U nit  L o w  Hi g h  

P uls e 
r at e 

b p m  B as eli n e: ≤ 6 0 b p m  

P o st -b as eli n e: D o 1 of f oll o wi n g:  

( 1) If N or m al/ Hi g h at b as eli n e:  

≤ 5 0 b p m A N D  

c h a n g e fr o m b as eli n e ≤  -1 5 b p m  

( 2) If L o w at b as eli n e:  

≤ 5 0 b p m  

B as eli n e: ≥ 1 0 0 b p m  

P o st -b as eli n e: D o 1 of f oll o wi n g:  

( 1) If L o w/ N or m al at b as eli n e:  

≥ 1 0 0 b p m A N D  

c h a n g e fr o m b as eli n e ≥  1 5  b p m  

( 2) If Hi g h at b as eli n e:  

≥ 1 0 0 b p m  

B o d y 
T e m p er a
t ur e 

˚ C N/ A  C T C A E Gr a d e 1: 3 8. 0 –  3 9. 0 ˚ C  

C T C A E Gr a d e 2: > 3 9. 0 –  4 0. 0 ˚ C  

C T C A E Gr a d e 3: > 4 0. 0 ˚ C f or 
c o n s e c uti v e < = 2 4 h o ur s  

C T C A E Gr a d e 4: > 4 0. 0 ˚ C f or 
c o n s e c uti v e > 2 4 h o ur s  

W ei g ht  k g  B as eli n e: N/ A  

P o st -b as eli n e: p er c e nt a g e c h a n g e 
fr o m b as eli n e ≤ -1 0. 0  %  

B as eli n e: N/ A  

P o st -b as eli n e: p er c e nt a g e c h a n g e 
fr o m b as eli n e ≥ 1 0. 0 %  

N ot e: Si n c e W ei g ht at b as eli n e h as n o L o w or Hi g h m ar k e dl y a b n or m al crit eri a, t h e b as eli n e v al u e will b e 
r e pr es e nt e d i n s u m m ar y t a bl es a n d listi n g s a s “ B a s eli n e ”. F or ot h er vit al si g n s v ari a bl es a n d w ei g ht p o st -
b as eli n e, a v al u e t h at is n ot L o w n or Hi g h will b e r e pr es e nt e d as “ N or m al ”.  

T h e f oll o wi n g pl ots  will b e pr o d u c e d f or all ass es s m e nt ti m e p oi nt s a n d t h e r e p e at e d f or 
all ass ess m e nts aft er first d os e of st u d y dr u g u p t o a s p e cifi c p eri o d of ti m e.  

•  Pl ot of p ati e nt pr ofil es o v er ti m e f or all p ati e nts wit h at l e ast o n e h y p ot e n si o n or 
c yt o ki n e r el e as e s y n d r o m e e v e nt of C T C A E gr a d e ≥ 3 

•  Pl ot of p ati e nt pr ofil es o v er ti m e f or all p ati e nts wit h at l e ast o n e S B P d e cr e as e 
fr o m b as eli n e ≥ 3 5 m m H g 

Pl ot s wit h err or b ars will b e us e d t o dis pl a y t h e m e a n c h a n g es o v er ti m e f or vit al si g ns, 
S B P a n d D B P  V al u es m e eti n g m ar k e dl y a b n or m al crit eri a will b e fl a g g e d i n t h e listi n g.  

4. 4. 3. 2  P h ysi c al E x a mi n ati o ns  

P h ysi c al e x a mi n ati o n d at a will b e pr es e nt e d i n li sti n g a n d all t h e a b n or m aliti es will b e 
fl a g g e d. 

4. 4. 3. 3  E C G  

T h e f oll o wi n g E C G p ar a m et ers will b e r e p ort e d f or t his st u d y:  

•  Q T,  Q T c B, Q T c F, P R , R R a n d Q R S I nt er v al s  

•  O v er all ass ess m e nt of E C G (I n v esti g at or’s j u d g m e nt):  
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▪  N or m al  

▪  A b n or m al, N ot Cli ni c all y Si g nifi c a nt ( A N C S)  

▪  A b n or m al, Cli ni c all y Si g nifi c a nt ( A C S)  

T h e f oll o wi n g s u m m ari e s will b e pr o vi d e d f or E C G d at a:  

•  S hift fr o m b as eli n e t o t h e w orst o n -tr e at m e nt/f oll o w-u p v al u e a c c or di n g t o t h e 
pr e d efi n e d crit eri a f or a b n or m alit y f or pr ol o n g e d Q T c B a n d Q T c F  (s e e crit eri a 
b el o w) .  

o  A v al u e b el o w t h e l o w est t hr es h ol d of c o n c er n, i. e. ≤ 4 5 0 ms e c, will b e 
assi g n e d a v al u e of ‘ N or m al’.  T h e ‘ w orst’ o n -tr e at m e nt/f oll o w-u p v al u e 
will b e d efi n e d as t h e m a xi m u m (i. e. m ost s e v er e) a b n or m alit y crit eri o n 
o bt ai n e d d uri n g tr e at m e nt. A mi ssi n g v al u e d u e t o a mi ssi n g E C G v al u e 
is c o nsi d er e d t o b e t h e l e ast s e v er e 

•  S hift fr o m b as eli n e t o w orst o n -tr eat m e nt/f oll o w -u p v al u e f or P R , R R a n d Q R S 
i nt er v al a b n or m aliti es.  

o  N or m al r a n g e crit eri a will b e us e d t o d efi n e ‘ w orst’ as b ot h e xtr e m es of 
a b n or m alit y (l o w est a n d hi g h est) . A missi n g v al u e d u e t o a missi n g E C G 
v al u e is c o nsi d er e d t o b e t h e l e ast s e v er e.  

V al u es m e eti n g m ar k e dl y a b n or m al crit eri a will b e fl a g g e d i n t h e li sti n g.  

F or r ati n g t h e ‘ w orst’ o n -tr e at m e nt/f oll o w-u p v al u e f or Q T c B a n d Q T c F a bs ol ut e v al u es, 
t h e f oll o wi n g c at e g ori es will b e us e d, i n t h e or d er of l e ast t o m ost s e v er e (t o p t o b ott o m): 

•  Mis si n g r es ult  

•  ≤ 4 5 0 ms e c (i. e. ‘ N or m al’)  

•  > 4 5 0 -4 8 0 ms e c  

•  > 4 8 0 -5 0 0 ms e c  

•  > 5 0 0 ms e c  

F or r ati n g t h e ‘ w orst’ o n -tr e at m e nt/f oll o w-u p v al u e f or Q T c B a n d Q T c F c h a n g e fr o m 
b as eli n e v al u es, t h e f oll o wi n g c at e g ori es will b e u s e d, i n t h e or d er of l e ast t o m ost s e v er e 
(t o p t o b ott o m): 

•  Mis si n g r es ult  

•  ≤ 3 0 ms e c i n cr e as e fr o m b as eli n e  

•  3 0 t o ≤ 6 0 ms e c i n cr e as e fr o m b as eli n e > 6 0 ms e c i n cr e as e fr o m b as eli n e  
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F or r ati n g t h e ‘ w orst’ o n -tr e at m e nt/f oll o w-u p v al u e f or P R a n d Q R S i nt er v als t h e v al u es 
will b e gr a d e d b y t h e f oll o wi n g l o w/ n or m al/ hi g h cl assifi c ati o ns b as e d o n t h e n or m al r a n g e 
crit eri a, i n or d er of l e ast t o m ost s e v er e (t o p t o b ott o m):  

P R I nt er v al : 

•  Mis si n g r es ult  

•  < 1 2 0 ms e c (i. e. ‘ L o w’)  

•  1 2 0 -2 0 0 ms e c (i. e. ‘ N or m al’)  

•  > 2 0 0 ms e c (i. e. ‘ Hi g h’)  

Q R S i nt er v al:  

•  Mis si n g r es ult  

•  < 8 0 ms e c (i. e. ‘ L o w’)  

•  8 0 -1 2 0 ms e c (i. e. ‘ N or m al’)  

•  > 1 2 0 ms e c (i. e. ‘ Hi g h’)  

R R  i nt er v al: 

•  Mis si n g r es ult  
•  < 6 0 0 ms e c (i. e. ‘ L o w’)  

•  6 0 0 -1 2 0 0 ms e c (i. e. ‘ N or m al’)  

•  > 1 2 0 0 ms e c (i. e. ‘ Hi g h’)  

4. 4. 4  P h a r m a c o ki n eti cs  

D u e t o li mit e d P K d at a c oll e cti o n, P K p ar a m et ers will n ot b e d eri v e d f or t hi s st u d y. S er u m 
P K c o n c e ntr ati o n o v er ti m e will b e li st e d, s u m m ari z e d a n d dis pl a y e d gr a p hi c all y b as e d o n 
t h e P K a n al ysi s s et. 

Pl as m a c o n c e ntr ati o n v al u es b el o w t h e l o w er li mit of q u a ntifi c ati o n ( < L L O Q)  will b e 
h a n dl e d as f oll o ws:  

•  If, at a giv e n ti m e p oi nt, t h e mi ni m u m o bs er v e d v al u e is < L L O Q t h e pl as m a 

c o n c e ntr ati o ns is < L L O Q , t h e ge o m etri c m e a n, a n d  g e o m etri c m e a n ± S D  will n ot 

b e c al c ul at e d. V al u es L L O Q will b e s et t o z er o ( 0 ) f or t h e c al c ul ati o n of arit h m eti c 

m e a n , st a n d ar d d e vi ati o n , m e di a n, a n d C V.  

•  If m or e t h a n 5 0 %, b ut n ot all, of t h e c o n c e ntr ati o ns ar e N Q, t h e g e o m etri c m e a n, 

C V, g e o m etri c m e a n ± S D, arit h m eti c m e a n a n d S D will b e r e p ort e d as n ot 

c al c ul a bl e ( N C).  
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•  If all t h e c o n c e ntr ati o ns ar e < L L O Q , t h e ge o m etri c m e a n a n d arit h m eti c m e a n will 

b e r e p ort e d as < L L O Q  a n d t h e C V, g e o m etri c m e a n ± S D a n d S D as N C.  

•  T h e n u m b er of v al u es a b o v e L L O Q  will b e r e p ort e d f or e a c h ti m e p oi nt al o n g wit h 

t h e t ot al n u m b er of c oll e ct e d v al u es. If d at a ar e a v ail a bl e f or f e w er t h a n 3 p ati e nts, 

n o s u m m ar y st ati sti cs ot h er t h a n mi ni m u m, m a xi m u m a n d n will b e pr es e nt e d.  

M e a n a n d i n di vi d u al pl a s m a c o n c e ntr ati o ns wi ll b e dis pl a y e d gr a p hi c all y o n li n e ar a n d 
s e mil o g arit h mi c s c al es. F or dis pl a y p ur p os es, m e a n a n d i n di vi d u al c o n c e ntr ati o ns w hi c h 
ar e < L L O Q  ( 1 0 0 p g/ m L) will b e dis pl a y e d as ½ t h e L L O Q ( 5 0  p g/ m L) gr a p hi c all y.  

4. 4. 5  T ol e r a bilit y  

T ol er a bilit y of st u d y tr e at m e nt will b e ass ess e d b y s u m m ari zi n g t h e n u m b er of tr e at m e nt 
d os e i nt err u pti o ns a n d d os e r e d u cti o ns. R e as o ns f or d os e i nt err u pti o ns a n d d os e 
r e d u cti o ns will b e list e d b y p ati e nt a n d s u m m ari z e d. 

4. 4. 6  E xt e nt of E x p os u r e  

T h e f oll o wi n g d at a will b e s u m m aris e d t o d es cri b e e x p os ur e t o g p 1 0 0 a n d I n v esti g at or 
c h oi c e  

A c y cl e is d efi n e d as 2 1 d a ys = 3  w e e ks, a n d t h er e is 1 d os e a d mi nistr ati o n visit e v er y 
w e e k.  

•  N u m b er of c y cl es st art e d = t ot al n u m b er of c y cl es of st u d y dr u g r e c ei v e d 
(i n cl u di n g p arti al c y cl es a n d r e d uc e d d os es)  

•  N u m b er of c y cl es c o m pl et e d = t ot al n u m b er of c o m pl et e c y cl es of st u d y dr u g 
r e c ei v e d wit h o ut a n y i nt err u pti o n ( b ut i n cl u di n g r e d u c e d d os es)  

•  D ur ati o n of tr e at m e nt ( d a ys) = ( d at e of tr e at m e nt dis c o nti n u ati o n –  d at e of first 
st u d y dr u g a d mi nistr ati o n + 1). N ot e t h e d at e of tr e at m e nt dis c o nti n u ati o n is t h e 
d at e r e c or d e d o n t h e “ E n d of Tr e at m e nt ” C R F. P ati e nts f or w h o m a tr e at m e nt 
dis c o nti n u ati o n d at e h as n ot b e e n e nt er e d o n t h e E O T C R F ( e. g. still o n g oi n g 
tr e at m e nt at t h e ti m e of d at a c ut off f or r e p orti n g or di e d pri or t o m a ki n g a 
d e cisi o n t o di s c o nti n u e tr e at m e nt) t h e n t h e e arli est of (l ast d os e d at e + 6 d a ys) or 
t h e d at e of d e at h will b e us e d  f or d eri vi n g d ur ati o n of tr e at m e nt.  

•  D ur ati o n of i nt err u pti o n ( d a ys) = (st art d at e of n e xt st u d y dr u g a d mi ni str ati o n 
f oll o wi n g i nt err u pti o n - d at e of visit i n w hi c h i nt err u pti o n st art e d). N ot e t h at t his 
is c al c ul at e d f or e a c h i nt err u pti o n a gi v e n p ati e nt h as a n d is o nl y c al c ul at e d w h er e 
st u d y dr u g a d mi nistr ati o n r est arts f oll o wi n g i nt err u pti o n.  

•   

•  R el ati v e d os e i n t e nsit y ( %) = (T ot al A ct u al D os e r e c ei v e d  / T ot al Pl a n n e d d os e) 
× 1 0 0  

4. 5  I M M U N O G E N I CI T Y  

A D A ( A nti -dr u g A nti b o d y) a n al ysi s will b e us e d t o e v al u at e i m m u n o g e ni cit y r es p o ns es  
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f or t e b e nt af us p. 

T h e f oll o wi n g A D A d at a will b e pr o vi d e d b y a t hir d p art y v e n d or:  

•  A D A r es ult 

o  P ositi v e: Fi n al r es ult i n s a m pl e r es ult s s pr e a ds h e et ( S R S) is P ositi v e  

o  N e g ati v e: Fi n al r es ult i n S R S is N e g ati v e a n d P K v al u e is < dr u g t ol er a n c e 
li mit of ass a y ( 2 0 0 n g/ m L, w hi c h is e q ui v al e nt t o 2 0 0, 0 0 0 p g/ m L) 

o  I n c o n cl usi v e: Fi n al r es ult i n S R S is N e g ati v e a n d P K v al u e is ≥ dr u g 
t ol er a n c e li mit of ass a y ( 2 0 0 n g/ m L, w hi c h is e q ui v al e nt t o 2 0 0, 0 0 0 
p g/ m L) or u n k n o w n  

o  U n e v al u a bl e: S a m pl e w as u n a bl e t o b e a n al y z e d (i ns uffi ci e nt v ol u m e, 
wr o n g m atri x, et c.)  

•  Tit er v al u e  

•  N e utr ali zi n g A D A ( N A b) r es ult  

•  N e utr ali zi n g A D A tit er v al u e  

T h e f oll o wi n g t a bl e gi v e s t h e v ari a bl es t h at will b e d eri v e d f or A D A r es ult s a n d tit ers. 
T h es e v ari a bl es will b e a d diti o n all y d eri v e d f or N e utr ali zi n g A D A ( N A b) r es ult s a n d 
tit ers i n a si mil ar f as hi o n. 

V a ri a bl e  D efi niti o n  

B as eli n e  A D A  r es ult  & 
B as eli n e A D A tit er  

Cl o s est s a m pl e pri or t o d o si n g  

Pr e -e xisti n g A D A  S u bj e ct wit h P o siti v e b as eli n e A D A r es ult ( wit h o ut  a b o o st i n tit er 
i n r es p o n s e t o st u d y dr u g a d mi nistr ati o n). S e e b el o w f or d efi niti o n 
of Tr e at m e nt -b o o st e d ( ≥ 4 -f ol d) A D A. 

A D A p r e v al e n c e at B as eli n e  T h e n u m b er of s u bj e cts wit h a P o siti v e A D A r es ult at b as eli n e  as a 
p er c e nt a g e of t h e t ot al n u m b er of s u bj e cts t est e d at b as eli n e f or 
A D A.  

A D A E v al u a bl e S u b s et  All s u bj e cts w h o r e c ei v e d at l e a st o n e d o s e of st u d y dr u g a n d h a v e 
at l e ast o n e A D A ass ess m e nt p o st -b as eli n e. T his s u b s et of t h e S A F 
will b e u s e d f or d et er mi ni n g A D A i n ci d e n c e.  

M a x tit er  Hi g h est tit er v al u e p o st-b as eli n e.  

P e a k ( or m a x) f ol d i n cr e a s e i n 
tit er 

R ati o of m a x p o st -b as eli n e tit er t o b as eli n e tit er ( c al c ul at e d o nl y f or 
s u bj e cts wit h a P o siti v e A D A r es ult at b as eli n e ). 

Tr e at m e nt -i n d u c e d A D A S u bj e ct i n t h e A D A E v al u a bl e S u b s et w h o h as a  p o siti v e A D A 
s a m pl e p o st -b as eli n e wit h a N e g ati v e A D A r es ult at b as eli n e.  

Tr e at m e nt -i n d u c e d A D A 
i n ci d e n c e 

N u m b er of tr e at m e nt -i n d u c e d A D A s u bj e cts / n u m b er of s u bj e cts 
i n A D A E v al u a bl e S u b s et wit h a N e g ati v e A D A r es ult at b as eli n e.  
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V a ri a bl e  D efi niti o n  

Tr e at m e nt -b o o st e d ( ≥ 4 -f ol d) 
A D A  

 

S u bj e ct i n t h e A D A E v al u a bl e S u b s et w h o h as a P o siti v e A D A 
s a m pl e at b as eli n e a n d a P o siti v e A D A s a m pl e p o st -b as eli n e wit h 
a tit er t h at h as a p e a k ( or m a x) f ol d i n cr e a s e i n tit er ≥ 4  c o m p ar e d t o 
b as eli n e.  

Tr e at m e nt -b o o st e d  ( ≥ 4-f ol d) 
A D A i n ci d e n c e 

N u m b er of  tr e at m e nt-b o o st e d ( ≥ 4-f ol d) A D A  s u bj e cts / n u m b er of 
s u bj e cts i n A D A E v al u a bl e S u b s et wit h a P o siti v e A D A r es ult at 
b as eli n e.  

A D A I n ci d e n c e ( A D A P o siti v e 
S u bj e cts)  

All s u bj e cts wit h a tr e at m e nt -i n d u c e d or tr e at m e nt-b o o st e d A D A 
r es p o n s e ( s e e d efi niti o n s ab o v e) or s u bj e cts wit h p o siti v e p o st -
b as eli n e A D A s a m pl e b ut d o n ot h a v e a b as eli n e A D A s a m pl e i n 
t h e A D A E v al u a bl e S u b s et. 

A D A N e g ati v e S u bj e cts  All s u bj e cts wit h o ut a tr e at m e nt -i n d u c e d n or tr e at m e nt-b o o st e d 
A D A r es p o n s e i n t h e A D A E v al u a bl e S u b s et ( c a n i n cl u d e s u bj e cts 
cl assifi e d as Pr e -e xisti n g A D A).  

A D A St at u s  T hr e e c at e g ori es:  

a)  U n e v al u a bl e: P ati e nt h as n o p o st -b as eli n e A D A s a m pl es.  

b)  P o siti v e: S e e “ A D A I n ci d e n c e ( A D A P o siti v e S u bj e cts) ” 

d efi niti o n a b o v e.  

c)  N e g ati v e: S e e “ A D A N e g ati v e S u bj e cts ” d efi niti o n 

a b o v e ( c a n i n cl u d e s u bj e cts cl assifi e d as Pr e -e xisti n g 

A D A).  

A D A O n s et ( as a p pli c a bl e)  F or s u bj e cts wit h a tr e at m e nt -i n d u c e d A D A r es p o n s e: n u m b er of 
d a y s fr o m fir st d o s e of st u d y dr u g t o t h e first i n st a n c e of P o siti v e 
A D A.  

T h er ef or e, A D A O n s et = ( d at e of first i n st a n c e of P o siti v e A D A –  
d at e of first d o s e of st u d y dr u g + 1).  

A D A D ur ati o n ( as a p pli c a bl e)  F or s u bj e cts wit h a tr e at m e nt -i n d u c e d A D A r es p o n s e: n u m b er of 
d a y s fr o m t h e first i n st a n c e of P o siti v e A D A t o l ast i n st a n c e of 
P o siti v e A D A f or a s u bj e ct, s u c h t h at a s u b s e q u e nt N e g ati v e A D A 
f oll o ws t h e l ast i n st a n c e of P ositi v e A D A.  

T h er ef or e, A D A D ur ati o n = ( d at e of l ast P o siti v e A D A * –  d at e of 
first i n st a n c e of P o siti v e A D A + 1). 

* T h e l ast P o siti v e h as t o e xist s u c h t h at a N e g a ti v e A D A f oll o ws 
t h e l ast i n st a n c e of P o siti v e A D A. If t h e d at e of l ast P o siti v e A D A 
r es ult is t h e fi n al A D A ass ess m e nt, t h e n A D A d ur ati o n will b e 
c al c ul at e d a b o v e, b ut i n t his c as e, t h e d ur ati o n will b e c o n c at e n at e d 
wit h ' +' t o i m pl y t h at t h e A D A d ur ati o n  is at l e a st  t h e c al c ul at e d 
n u m b er of d a y s.  

Tr a n si e nt A D A r es p o n s e  A D A P o siti v e s u bj e ct ( p o st -b as eli n e) wit h at l e ast o n e s u b s e q u e nt 
N e g ati v e r es ult, aft er t h e l ast P o siti v e r es ult a n d t h e A D A D ur ati o n 
is < 2 0 w e e k s (i. e. < 1 4 0 d a y s). 

P er sist e nt A D A r es p o n s e  S u bj e ct wit h eit h er (i) a n A D A D ur ati o n ≥ 2 0 w e e k s (i. e. ≥ 1 4 0 
d a y s), r e g ar dl ess of w h et h er i nt er v e ni n g s a m pl e r es ults ar e P o siti v e 
or N e g ati v e; or, (ii) if l ast s a m pl e is A D A P o siti v e (i. e. w h er e A D A 
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V a ri a bl e  D efi niti o n  

D ur ati o n is c o n c at e n at e d wit h ‘ +’ as d es cri b e d a b o v e).  

Mis si n g A D A v al u es will b e r e p ort e d as is i n d at a li sti n gs, as ‘ N o R es ult’ or ‘ N o S a m pl e’.  

4. 5. 1  A N A L Y SI S O F A D A  

T h e A D A a n al ysi s c o m pris es t w o p arts; t h e A D A st at us s u m m ar y at a p ati e nt -l e v el a n d 
t h e st u d y A D A s u m m ar y. T h e s af et y a n al ysi s s et will b e us e d f or all A D A s u m m ari es 
a n d li sti n gs.  

D et ails ar e s u m m aris e d b el o w:  

4. 5. 1. 1  P ati e nt A D A St at u s  

F or e a c h p ati e nt, t h e fi n al A D A st at us (t h at t a k es i nt o a c c o u nt t h e c u m ul ati v e A D A 
s a m pl e r es ult s f or t h at p ati e nt) will b e s u m m ari z e d. T his will i n cl u d e:  

•  A D A st at us ( U n e v al u a bl e, P ositi v e, N e g ati v e)  

•  A D A C h ar a ct eris ati o n ( Tr e at m e nt -i n d u c e d, Tr e at m e nt-b o ost e d, or Pr e -e xisti n g 
A D A)  

•  Ti m e t o A D A O ns et f or tr e at m e nt -i n d u c e d A D A p ati e nts 

•  A D A D ur ati o n c at e g or y ( Tr a nsi e nt A D A r es p o ns e or P ersist e nt A D A r es p o ns e)  

•  M a x tit er f or tr e at m e nt -i n d u c e d A D A p ati e nts 

•  P e a k f ol d i n cr e as e i n tit er f or tr e at m e nt -b o ost e d A D A p ati e nts  

•  N e utr ali zi n g A D A ( N A b) a cti vit y  

•  N e utr ali zi n g A D A ( N A b) m a x tit er  

4. 5. 1. 2  St u d y A D A S u m m a r y  

At a st u d y l e v el, t h e A D A d at a s u m m ari es will i n cl u d e:  

•  T h e n u m b er ( %) of  p ati e nts w h o ar e A D A -p ositi v e at b as eli n e (‘ A D A pr e v al e n c e 
at B as eli n e’).  

•  T h e n u m b er ( %) of e v al u a bl e p ati e nts (‘ A D A E v al u a bl e S u bs et’).  

•  T h e n u m b er ( %) of p ati e nts w h o ar e A D A -p ositi v e at f oll o w -u p [‘ A D A I n ci d e n c e 
( A D A P ositi v e S u bj e cts)’]. 

•  T h e n u m b er ( %)  p ati e nts wit h a tr e at m e nt -i n d u c e d A D A (fr o m b as eli n e n e g ati v e) 
–  s e e Tr e at m e nt -i n d u c e d A D A i n ci d e n c e d efi niti o n a b o v e. 

•  T h e n u m b er ( %) p ati e nts wit h a tr e at m e nt -b o o st e d ( ≥ 4 -f ol d) (fr o m b a s eli n e 
p ositi v e) - s e e Tr e at m e nt -b o ost e d ( ≥ 4 -f ol d) A D A i n ci d e n c e d efiniti o n a b o v e.  

•  T h e m a x tit er fr o m p ati e nts wit h tr e at m e nt -i n d u c e d A D A. D es cri pti v e st ati sti cs 
i n cl u di n g t h e m e di a n, I Q R of t h e m a x tit er will als o b e s h o w n. 

•  T h e p e a k f ol d i n cr e as e i n tit er a m o n g p ati e nts wit h tr e at m e nt -b o ost e d ( ≥ 4 -f ol d) 
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A D A. D es cri pti v e st a ti sti cs i n cl u di n g t h e m e di a n, I Q R of p e a k tit er f ol d i n cr e as es 
will als o b e s h o w n.  

•  A gr a p hi c al r e pr es e nt ati o n of ti m e t o A D A o ns et a n d A D A d ur ati o n f or p ati e nts 
wit h tr e at m e nt -i n d u c e d A D A. D es cri pti v e st atisti cs ( m e di a n, mi ni m u m a n d 
m a xi m u m) m a y als o b e s u m m aris e d f or ti m e t o A D A o ns et a n d A D A d ur ati o n.  

T w o v ersi o ns of d at a s u m m ari es f or A D A will b e pr es e nt e d, f or t h e r e g ul ar A D A r es ult s 
a n d a r e p e at f or t h e N e utr ali zi n g A D A ( N A b) r es ult s.  

F or all p ati e nts, all S a m pl e A D A v al u es (i n cl u di n g r e g ul ar A D A r es u lt s a n d N A b r es ult s) 
c oll e ct e d at b as eli n e a n d p ost -b as eli n e will b e li st e d.  

4. 6  O T H E R E X P L O R A T O R Y A N A L Y SI S  

4. 6. 1  Bi o m a r k e rs  

T h e f oll o wi n g ar e e x pl or at or y, bi o m ar k er -r el at e d o bj e cti v es of t h e st u d y: 

•  C orr el ati o n of t h e e x pr e ssi o n of T c ell i nfiltr ati o n, e x pr essi o n of g p 1 0 0, h u m a n 
l e u k o c yt e a nti g e n D R ( H L A-D R), P D -L 1, t u m or al l y m p h o c yt e a cti v ati o n st at us, 
a n d m y el oi d -d eri v e d s u p pr ess or c ell ( M D S C) i nfiltr ati o n a n d ot h er i m m u n e 
m ar k ers e v al u at e d i n t u m or bi o psi es wit h a nti -t u m or a cti vit y 

•  C h a n g es i n s er u m c y t o ki n e, c h e m o ki n es ( e g, C X C L 9, C X C L 1 0, h e p at o c yt e gr o wt h 
f a ct or [ H G F], i nt erl e u ki n 1 r e c e pt or al p h a [I L-1 R α], a n d m o n o c yt e c h e m o attr a ct a nt 
pr ot ei n -1 [ M C P -1]), or ot h er a n al yt es i n r es p o ns e t o tr e at m e nt  

D at a fr o m ot h er t e b e nt af us p tri als is still e m er gi n g t o h el p s h a p e t h e dir e cti o n of t h e 
e x pl or at or y bi o m ar k er w or k. O n c e a cl e ar er u n d er st a n di n g of t h e k e y bi o m ar k ers of i nt er est 
is k n o w n, a m or e d et ail e d a n al ysi s pl a n m a y  b e d e v el o p e d t o d o c u m e nt t h e bi o m ar k er 
e x pl or ati o n w or k. T his m a y b e a d d e d i nt o t h e S A P  pri or t o t h e pri m ar y a n al ysi s or m a y b e 
d o c u m e nt e d i n a s e p ar at e bi o m ar k er a n al ysi s pl a n.  

5  I N T E RI M A N A L Y SI S A N D D A T A M O NI T O R I N G  C O M MI T T E E 
( D M C)  

5. 1  I N T E R I M A N A L Y SI S  

T w o i nt eri m a n al ys es will b e p erf or m e d usi n g a 3 -st a g e gr o u p s e q u e nti al d esi g n ( E r r o r! 

R ef e r e n c e s o u r c e n ot f o u n d. ).  S e p ar at e a n al ys es will b e c arri e d o ut f or e a c h of t h e t w o 

pri m ar y o bj e cti v es, b ut t h e a n al ys es will o c c ur at t h e s a m e ti m e a n d t h e ti mi n g will b e 

dri v e n b y t h e n u m b er of e v e nts i n t h e I T T p o p ul ati o n. T h e first i nt eri m a n al ysi s will b e 

b as e d o n a p pr o xi m at el y 6 0 % of t h e e v e nts ( 1 5 0  e v e nts) a n d t h e s e c o n d i nt eri m a n al ysi s 

will b e b as e d o n a p pr o xi m at el y 8 0 % of t h e e v e n t s ( 2 0 0 e v e nts).  A n al ys e s of O S will b e 

b as e d o n O’ Bri e n -Fl e mi n g b o u n d ari es (O’ Bri e n a n d Fl e mi n g, 1 9 7 9 ).  T h e L a n-D e M ets 

a p pr o a c h (L a n a n d D e M ets, 1 9 8 3 ) t h at a p pr o xi m at es t h e O’ Bri e n-Fl e mi n g s p e n di n g 

f u n cti o n will b e us e d t o a dj ust f or sit u ati o ns w h er e t h e a ct u al n u m b er of e v e nts u p t o t h e 

d at a c ut -off d at e f or a gi v e n i nt eri m a n al ysi s d o es n ot m at c h t h e pl a n n e d n u m b er.   
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Fi g u r e 5. 1 . St u d y D esi g n a n d I nt e ri m A n al ys es f o r t h e I T T P o p ul ati o n 

 

As d es cri b e d i n S e cti o n 1. 2. 3 , α = 0. 0 4 5 will b e d e v ot e d t o t h e I T T a n al ys es a n d α = 0. 0 0 5 

will b e d e v ot e d t o a n al ys es i n t h e R A S, t h er e b y c o ntr olli n g t h e o v er all e x p eri m e nt -wis e 

err or r at e at 0. 0 5.  T h e si g nifi c a n c e l e v el f or t h e i nt eri m O S a n al ys es will b e c al c ul at e d b y 

s p e cif yi n g t h e i nf or m ati o n fr a cti o n f or e a c h a n al ysis. T h e i nf or m ati o n fr a cti o n is c al c ul at e d 

as t h e a ct u al n u m b er of O S e v e nts u p t o t h e d at a c ut -off d at e di vi d e d b y t h e t ot al r e q uir e d 

n u m b er of e v e nts f or t h e fi n al a n al ysi s. F or e x a m pl e, f or a n i nt eri m a n al ysi s c o n d u ct e d 

aft er 1 5 0  d e at h e v e nts, t h e i nf or m ati o n fr a cti o n w o ul d b e e nt er e d as 0.6 0 ( 1 5 0 / 2 5 0 e v e nts).  

T his w o ul d r es ult  i n a st o p pi n g b o u n d ar y o n t h e p -v al u e s c al e of 0. 0 0 6  ( 2-si d e d ) f or t h e 

first i nt eri m a n al ysi s.  T h e first i nt eri m a n al ysi s of O S will o c c ur aft er t h e e n d of a c cr u al.  

 

T h e st o p pi n g b o u n d ari es ar e d es cri b e d i n t h e t a bl e 5 -1 b el o w:  

 
T a bl e 5 -1 St o p pi n g B o u n d a ri es f o r Gi v e n Al p h a L e v el s a n d I nf o r m ati o n F r a cti o ns ( I F) 

 
A n al y sis S et 
( all o c at e d al p h a) 

A n al y sis 
N u m b e r  

O S 
E v e nt s  

( I F) 

L o w e r  Z -
B o u n d a r y  

U p p e r  Z -
b o u n d a r y  

N o mi n al 
Al p h a   

( 2-si d e d)  

C u m l ati v e 
Al p h a  

R A S 
(α R A S = 0. 0 0 5)  

Fir st I nt eri m  9 9 
( 6 0 %) 

-3. 7 3 2  3. 7 3 2  0. 0 0 0 2  < 0. 0 0 1  

S e c o n d 
I nt eri m 

1 3 1 
( 8 0 %) 

-3. 1 9 8  3. 1 9 8  0. 0 0 1 4  0. 0 0 1  

Fi n al  1 6 4 
( 1 0 0 %) 

-2. 8 3 8  2. 8 3 8  0. 0 0 4 5  0. 0 0 5  

I T T 
(α I T T= 0. 0 4 5)  

Fir st I nt eri m  1 5 0  
( 6 0 %) 

-2. 7 2 4  2. 7 2 4  0. 0 0 6  0. 0 0 6  

S e c o n d 
I nt eri m 

2 0 0  
( 8 0 %) 

-2. 3 3 6  2. 3 3 6  0. 0 1 9  0. 0 2 1  

Fi n al  2 5 0  -2. 0 7 3  2. 0 7 3  0. 0 3 8  0. 0 4 5  
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( 1 0 0 %) 
I T T 
(α I T T= 0. 0 5)  

Fir st I nt eri m  1 5 0  
( 6 0 %) 

-2. 6 6 9  2. 6 6 9  0. 0 0 8  0. 0 0 8  

S e c o n d 
I nt eri m 

2 0 0  
( 8 0 %) 

-2. 2 8 9  2. 2 8 9  0. 0 2 2  0. 0 2 4  

Fi n al  2 5 0  
( 1 0 0 %) 

-2. 0 3 1  2. 0 3 1  0. 0 4 2  0. 0 5 0  

 

 

F or t h e first i nt eri m a n al ysi s, t h e R A S a n al ysi s will b e c o n d u ct e d first.  If t h e st o p pi n g 
b o u n d ari es ar e cr oss e d, t h e n t h e f ull al p h a ( α = 0. 0 0 5) will b e a d d e d t o t h e I T T a n al ys es, 
r es ulti n g i n a t ot al α I T T= 0. 0 5 .  If, at a p arti c ul ar i nt eri m a n al ysi s, st o p pi n g b o u n d ari es ar e 
cr oss e d f or t h e R A S a n al ysi s b ut n ot t h e I T T  a n al ysi s , t h e n t h e I T T al p h a  all o c ati o n f or 
f ut ur e a n al ys es will b e a dj ust e d as d es cri b e d b y M a ur er a n d Br et z (M a ur er a n d Br et z. 
2 0 1 3 ), St o p pi n g b o u n d ari es f or t h e I T T a n al ys es will t h er ef or e b e a dj ust e d a c c or di n gl y.  
S e c o n d ar y e n d p oi nt s s u c h as P F S a n d B O R will n ot b e f or m all y t est e d i n t h e R A S (s e e 
S e cti o n  5. 2  a n d A p p e n di x 2 ).   
 

5. 2  M U L TI P L E T E S TI N G S T R A T E G Y  

I n or d er t o pr o vi d e str o n g c o ntr ol of t h e t y p e I err or r at e, t h e pri m ar y e n d p oi nt of O S a n d 
k e y s e c o n d ar y e n d p oi nt s, P F S a n d B O R, will b e t e st e d i n t his s e q u e nti al or d er f or t h e I T T 
a n al ys es. If a n y pr e vi o us a n al ysi s i n t h e s e q u e n c e is n ot st atisti c all y si g nifi c a nt, t h e al p h a 
c a n n ot b e tr a nsf err e d t o s u bs e q u e nt a n al ys es. Si n c e n eit h er P F S n or B O R will b e t est e d o n 
a n i nt eri m b asis, b ot h e n d p oi nt s will b e t est e d at a n o v er all al p h a l e v el of 0. 0 4 5 (t w o -si d e d) 
or 0. 0 5 if t h e al p h a fr o m t h e R A S a n al ysi s is tr a n sf err e d t o t h e I T T a n al ys e s (s e e S e cti o n 
5. 1  a n d A p p e n di x 2 ).   

T h e fi n al a n al ysi s of P F S will b e b as e d o n 2 7 4 pr o gr essi o n a n d d e at h e v e nt s.  Ass u mi n g a 
m e di a n P F S o f 5 m o nt hs i n t h e t e b e nt af us p ar m a n d 3. 3 m o nt hs i n t h e I n v esti g at or’s C h oi c e 
ar m, a n H R of 0. 6 6, a n d t h e s a m e a c cr u al a n d dr o p -o ut ass u m pti o ns d es cri b e d e arli er f or 
O S, t h e a n al ysi s of P F S is e x p e ct e d t o h a v e 9 0 % p o w er t o d e m o nstr at e a diff er e n c e i n t h e 
sur vi v al distri b uti o ns b et w e e n t h e t w o ar ms.  D u e t o t h e hi g h er h a z ar d of pr o gr essi o n 
e v e nts r el ati v e t o d e at h e v e nts, t h e r e q uir e d n u m b er of P F S e v e nts is e x p e ct e d t o o c c ur 
pri or t o t h e first i nt eri m a n al ysi s of O S.  If t h e r e q uir e d n u m b er of e v e nts h a v e n ot o c c urr e d 
at t h e ti m e of t h e first O S i nt eri m a n al ysi s, t h e n t h e P F S a n al ysi s will o c c ur at a l at er ti m e 
w h e n 2 7 4 pr o gr essi o n e v e nts h a v e o c c urr e d.   

T h e a n al ysi s of B O R will o c c ur aft er all 3 6 9 r a n d o mi z e d p ati e nts h a v e b e e n f oll o w e d f or 
a p pr o xi m at el y 9  m o nt hs (i e, t hr e e  pl a n n e d ass es s m e nts) f or r es p o ns e.  It will o nl y b e 
f or m all y t est e d f or st atisti c al si g nifi c a n c e if n ull h y p ot h es es f or O S a n d P F S i n t h e I T T 
p o p ul ati o n ar e b ot h r ej e ct e d.   

5. 3  D A T A M O N I T O R I N G C O M MI T T E E  

A n I D M C will b e est a blis h e d t o pr o vi d e o v ersi g ht of s af et y a n d effi c a c y c o nsi d er ati o ns 
i n t h e c urr e nt pr ot o c ol (I M C g p 1 0 0-2 0 2).  T h e I D M C will a ct i n a n a d vis or y c a p a cit y a n d 
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m a k e r e c o m m e n d ati o ns r e g ar di n g st e ps t o e ns ur e b ot h p ati e nt  s af et y a n d t h e et hi c al 
i nt e grit y of t h e tri al. T h e v oti n g me m b ers of t h e c o m mitt e e ar e e xt er n al t o I m m u n o c or e  
a n d will n ot ot h er wis e b e i n v ol v e d wit h t h e tri al. T h e I D M C will i n cl u d e t hr e e cli ni ci a ns 
e x p eri e n c e d i n o n c ol o g y/ m el a n o m a a n d o n e st atisti ci a n. S p e cifi c d et ail s r e g ar di n g I D M C 
r es p o nsi biliti es, g o v er n a n c e, a n d d o c u m e nt ati o n will b e d es cri b e d i n a s e p ar at e c h art er 
t h at is r e vi e w e d a n d a p pr o v e d b y t h e I D M C m e m b ers. I m m u n o c or e h as pri m ar y 
r es p o nsi bilit y f or d esi g n a n d c o n d u ct of t h e st u d y. 

T h e I D M C will r e c o m m e n d if t h e tri al s h o ul d c o nti n u e i n a c c or d a n c e wit h t h e pr ot o c ol.  
T h e I D M C will als o m o nit or tri al s af et y d at a 3 ti m e s a n n u all y, or at a fr e q u e n c y d es cri b e d 
i n t h e I D M C c h art er a n d effi c a c y d at a at t h e i nt eri m a n al ysi s (st a g e 2) , t o e v al u at e t h e 
o v er all b e n efit -ris k pr ofil e t o e ns ur e t h e o n g oi n g pr ot e ctio n of t h e p ati e nts e nr oll e d i n t h e 
st u d y.  

6  S U M M A R Y O F C H A N G E S I N T H E P L A N N E D A N A L Y S E S  

C h a n g es i n pl a n n e d a n al ys es fr o m o n e v ersi o n of t h e pr ot o c ol t o t h e n e xt ar e d o c u m e nt e d 
i n pr ot o c ol a m e n d m e nts.  I n t hi s S A P, t h er e ar e n o a d diti o n al c h a n g es i n t h e pl a n n ed 
a n al ys es fr o m t h e v ersi o n of t h e pr ot o c ol r ef er e n c e d i n S e cti o n  1 .0 t o r e p ort.   
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7  R E F E R E N C E S  

B as c h E, A b er n et h y A P, M ulli ns C D.  R e c o m m e n d ati o ns f or I n c or p or ati n g P ati e nt-
R e p ort e d O ut c o m es I nt o Cli ni c al C o m p ar ati v e Eff e cti v e n ess . R es e ar c h i n A d ult  O n c ol o g y. 
J Cli n O n c ol  2 0 1 2;  3 0: 4 2 4 9 -4 2 5 5 . 

L a n K K a n d D e M ets D L . Dis cr et e s e q u e nti al b o u n d ari es f or cli ni c al tri als. Bi o m etri k a. 
1 9 8 3;  7 0( 3): 6 5 9 -6 3.  
 
O' Bri e n  P C, Fl e mi n g T R . A m ulti pl e t esti n g pr o c e d ur e f or cli ni c al tri als. Bi o m etri cs . 
1 9 7 9; 3 5( 3): 5 4 9 – 5 6.  
 

Efr o n, B.,  “ T h e Effi ci e n c y of C o x’s Li k eli h o o d F u n cti o n f or C e ns or e d D at a, ” J o ur n al of 
t h e A m eri c a n St atisti c al Ass o ci ati o n, 1 9 7 7; 7 2: 5 5 7 – 5 6 5.  

E O R T C Q u alit y of Lif e Gr o u p. ( 2 0 0 1)  E O R T C Q L Q -C 3 0 S c ori n g M a n u al. E O R T C 
Q u alit y of Lif e Gr o u p 2 0 0 1,  htt p:// gr o u ps. e ort c. b e/ q ol/ m a n u als  

F D A G ui d a n c e f or I n d ustr y P ati e nt -R e p ort e d O ut c o m e M e as ur es:  Us e i n M e di c al 
Pr o d u ct D e v el o p m e nt t o S u p p ort L a b eli n g Cl ai ms , 20 0 9.  

Li n, D., Wei, L. J., a n d Yi n g, Z.  “ C h e c ki n g t h e C o x M o d el wit h C u m ul ati v e S u ms of 
M arti n g al e -B as e d R esi d u als, ” Bi o m etri k a, 8 0 , 5 5 7– 5 7 2, 1 9 9 3.  

M a ur er W, F Br et z , M ulti pl e T esti n g i n Gr o u p S e q u e nti al Tri als Usi n g Gr a p hi c al 
A p pr o a c h, St atisti cs i n Bi o p h a r m a c e uti c al r es e ar c h, 2 0 1 3 
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8  A P P E N D I X  

A P P E N DI X 1:  P R O C E S S F O R C A T E G O RI ZI N G S KI N T O XI CI TI E S A S S O CI A T E D 

WI T H T E B E N T A F U S P , I N C L U DI N G R A S H  

Si n c e g p 1 0 0 is e x pr ess e d o n m el a n o c yt e s o n t h e s ki n, t e b e nt af us p w as e x p e ct e d t o i n d u c e a s ki n 

r as h a n d i n d e e d t hi s w as o bs er v e d.  T h es e A E m a y pr es e nt i n diff er e nt w a y s a n d b e r e p ort e d b y 

i n v esti g at or s usi n g diff er e nt A E pr ef err e d t er m s ( P Ts).  T h er ef or e, f or t h e p ur p o s e of d et ail e d 

s af et y e v al u ati o ns, I m m u n o c or e d esi g n e d a pr o c ess t o d et er mi n e a c o m p o sit e list of r as h:  

1)  All u ni q u e M e d D R A P Ts u n d er t h e S y st e m Or g a n Cl ass ( S O C) of “ S ki n a n d s u b c ut a n e o us 

tiss u e dis or d ers ” fr o m st u d y I M C g p 1 0 0-1 0 2 w er e list e d a n d r e vi e w e d b y t h e st u d y’s 

m e di c al m o nit or.   

2)  P Ts w er e t h e n gr o u p e d i nt o o nl y o n e of s e v er al s ki n t o xi cit y c o m p o sit e t er m s b as e d t his 

m e di c al r e vi e w:  

a.  R as h  

b.  Pr uritis  

c.  Pi g m e nt c h a n g e  

d.  Er yt h e m a  

e.  E d e m a  

f. Dr y s ki n  

g.  Ot h er c h a n g es  

3)  D u e t o t h eir s us p e ct e d r el ati o ns hi p t o t h e t e b e nt af us p m e c h a nis m of a cti o n, t h e 

f oll o wi n g P Ts fr o m ot h er S O Cs w er e als o a d d e d t o t h es e c at e g ori es: 

a.  E y e pr urit us (t o Pr uritis)  

b.  E y el as h h y p o pi g m e nt ati o n (t o Pi g m e nt c h a n g e)  

c.  P eri or bit al o e d e m a (t o E d e m a)  

4)  T h e pr o c es s w as r e p e at e d f or t h e first -i n-h u m a n st u d y I M C g p 1 0 0 -0 1, w hi c h i n cl u d e d 

s o m e n e w P Ts i n t h e S ki n a n d s u b c ut a n e o us tiss u e dis or d ers S O C t h at w er e n ot 

r e p ort e d i n st u d y I M C g p 1 0 0-1 0 2 a n d a f e w P Ts fr o m ot h er S O Cs ( E y el as h dis c ol o ur ati o n, 

Er yt h e m a of t h e e y eli d, S ki n a br asi o n, E y eli d e o d e m a).  All  of t h es e P Ts w er e a d d e d t o 

t h e r el e v a nt c o m p o sit e lists. 

5)  T h e c o m p o sit e lists w er e r e vi e w e d b y o n c ol o gists w h o w er e hi g h v ol u m e e nr oll ers o n 

t h e t e b e nt af us p cli ni c al tri als. B as e d o n t h eir i n p ut, o nl y a f e w P Ts w er e a dj ust e d b y 

fr o m o n e c o m p o sit e list t o a n ot h er.  

6)  T h e r es ulti n g list of r as h P Ts is: Blist er, D er m atitis a c n eif or m, D er m atitis all er gi c, 

D er m atitis b ull o us, D er m atitis e xf oli ati v e, Dr u g er u pti o n, E c z e m a, P al m ar -pl a nt ar 

er yt hr o d y s a est h esi a s y n dr o m e, P a p ul e, P s ori asis, R as h, R as h er yt h e m at o us, R as h 

g e n er alis e d, R as h m a c ul ar, R as h m a c ul o -p a p ul ar, R as h p a p ul ar, R as h pr uriti c, R as h 

v esi c ul ar, S ki n a br asi o n, S ki n e xf oli ati o n, Urti c ari a  

7)  Pri or t o a n y s n a ps h ot f or a f or m al effi c a c y a n al y sis i n St u d y I M C g p 1 0 0 -2 0 2 ( “t h e 2 0 2 

st u d y ”) t h e f oll o wi n g st e ps will o c c ur:  

a.  A list of t er m s i n t h e “ S ki n a n d s u b c ut a n e o us tiss u e dis or d ers ” S O C fr o m t h e 2 0 2 

st u d y t h at h a v e n ot alr e a d y o c c urr e d i n st u di es I M C g p 1 0 0 -0 1 or I M C g p 1 0 0 -1 0 2 



Pr ot o c ol N o:  I M C g p 1 0 0 -2 0 2  
V er si o n: 3. 0  

St atisti c al A n al y si s Pl a n  
D at e: 2 8  O ct o b er,  2 0 2 0  

 

C o nfi d e nti al  P a g e 5 3  of 5 4  

 

will b e r e vi e w e d i n a bli n d e d m a n n er.  Cli ni ci a ns w h o r e vi e w t h e list will n ot 

h a v e k n o wl e d g e of t h e tr e at m e nt gr o u p t h e t er m o c c urr e d i n or t h e ti mi n g of 

t h e e v e nt r el ati v e t o first d o s e.   

b.  T er m s t h at ar e a gr e e d t o b e a p art of t h e r as h p h e n o m e n o n will b e a d d e d t o t h e 

list a b o v e i n St e p # 6 a n d us e d t o d et er mi n e t h e R as h A n al ysis S et ( al o n g wit h 

t h e st u d y d a y of t h e e v e nt). 
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A P P E N DI X 2  M U L TI P L E  T E S TI N G  A L P H A  A L L O C A TI O N : G R A P HI C A L 

A P P R O A C H  

I niti al G r a p h:                                                                                             H 1 R ej e ct e d: 

                                          
 

 

H 2 R ej e ct e d :                                                                                             H 1 & H 2 R ej e ct e d:  

                                        
 

H 1 = O S i n t h e R as h A n al ysi s S et ( R A S), H 2 = O S i n I T T, H 3 = P F S i n I T T, H 4 = 
B O R i n I T T
 

H 2 R ej e ct e d




