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I nt e g r at e d A n al ysi s Pl a n  

Cli ni c al St u d y  P r ot o c ol 
I d e ntifi c ati o n N o.  

M S 2 0 0 6 4 7- 0 0 3 7  

Titl e  A n  A d a pti v e  P h as e  I II,  M ulti c e nt er,  R a n d o mi z e d,  O p e n-L a b el, 
C o ntr oll e d  St u d y  of  M 7 8 2 4   ( bi ntr af us p alf a )  v ers us 
P e m br oli z u m a b  as  a  Fir st -li n e Tr e at m e nt  i n  P ati e nts  wit h  P D -L 1 
E x pr essi n g A d v a n c e d N o n -s m all C ell L u n g C a n c er  

T ri al P h as e  P h as e I II  

I n v esti g ati o n al 
M e di ci n al P r o d u ct(s)  

Bi ntr af us p alf a   

Cli ni c al St u d y  P r ot o c ol 
V e rsi o n  

1 0 F e br u ar y 2 0 2 0/ V ersi o n 3. 0 

I nt e g r at e d A n al ysis 
Pl a n A ut h o r  

C o or di n ati n g A ut h or   

, M er c k  

F u n cti o n  A ut h or( s) / D at a A n al y st( s)  

  
 

I nt e g r at e d A n al ysis 
Pl a n  
D at e a n d V e rsi o n  

1 4 J ul y 2 0 2 1  / V ersi o n 5. 0 

Int e g r at e d A n al ysis 
Pl a n R e vi e w e rs  

 

 

 

 

 

 

 
 

F u n cti o n  N a m e  

 M er c k 

 M er c k 

, M er c k  

 M er c k 

, M er c k 

, M er c k 

 M er c k 

 M er c k 

, M er c k 

, M er c k 

 M er ck  

, M er c k 

C o nfi d e nti al  
T his d o c u m e nt is t h e pr o p ert y of M er c k K G a A, D ar mst a dt, G er m a n y, or o n e of its affili at e d c o m p a ni es.  

It is i nt e n d e d f or r estri ct e d u s e o nl y a n d m a y n ot - i n f ull or p art - b e p ass e d o n, r e pr o d u c e d, p u blis h e d or u s e d wit h o ut 
e x pr ess p er missi o n of M er c k K G a A, D ar mst a dt, G er m a n y or its affili at e.  

C o p y ri g ht © 2 0 1 9 b y M e r c k K G a A, D a r m st a dt, G e r m a n y o r its affili at e. All ri g hts r es e r v e d.  
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A p p r o v al  P a g e   

 

I nt e g r at e d A n al ysis Pl a n: M S 2 0 0 6 4 7- 0 0 3 7 

A n  A d a pti v e  P h as e III,  M ulti c e nt er,  R a n d o mi z e d,  O p e n-L a b el,  C o ntr oll e d  St u d y  of  M 7 8 2 4  
( bi ntr af us p  alf a) v ers us  P e m br oli z u m a b  as a  First -li n e  Tr e at m e nt  i n  P ati e nts  wit h  P D-L 1 
E x pr essi n g A d v a n c e d N o n- s m all C ell L u n g C a n c er  

A p pr o v al of t h e I A P b y all M er c k D at a A n al ysis R es p o nsi bl e is d o c u m e nt e d wit hi n C A R A . Wit h 
t h e a p pr o v al wit hi n C A R A , t h e M er c k r es p o nsi bl e f or e a c h of t h e a n al ysis als o t a k es r es p o nsi bilit y 
t h at all r e vi e w ers’ c o m m e nts ar e a d dr ess e d a d e q u at el y. 

 

M e r c k D at a A n al ysis R es p o n si bl e  D at e  Si g n at u r e  

 Vi a C A R A  a p pr o v al pr o c ess  
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1  T a bl e of C o nt e nts  

I nt e gr at e d A n al ysis Pl a n ...................................................................................................... 1 

A p pr o v al P a g e   .............................................................................................................. 2 

1  T a bl e of C o nt e nts .................................................................................. 3 

2  Li st of A b br e vi ati o ns a n d D efi niti o n of T er ms .................................... 7 

3  M o difi c ati o n Hist or y  .......................................................................... 1 0 

4  P ur p os e of t h e I nt e gr at e d A n al ysis Pl a n ............................................. 1 3  

5  O bj e cti v es a n d E n d p oi nt s ................................................................... 1 4  

6  O v er vi e w of Pl a n n e d A n al ys es  ........................................................... 1 7 

6. 1  P eri o di c I D M C S af et y E v al u ati o ns .................................................... 2 0  

6. 2  O R I nt eri m A n al ysis  ........................................................................... 2 1 

6. 3  P F S I nt eri m A n al ysis  .......................................................................... 2 1 

6. 4  P F S Pri m ar y A n al ysis a n d O S I nt eri m A n al ysis  ................................ 2 2 

6. 5  O S Pri m ar y A n al ysis ( Fi n al a n al ysis) ................................................. 2 3 

6. 6  O v er vi e w of Pl a n n e d A n al ys es aft er Tri al Dis c o nti n u ati o n ............... 2 4  

7  C h a n g es t o t h e Pl a n n e d A n al ys es i n t h e Cli ni c al St u d y Pr ot o c ol ...... 2 5  

7. 1  C O VI D -1 9 I m p a ct  .............................................................................. 2 5 

8  Pr ot o c ol D e vi ati o ns a n d A n al ysis S ets ............................................... 2 6  

8. 1  D efi niti o n of Pr ot o c ol D e vi ati o ns a n d A n al ysis S ets ......................... 2 6  

8. 2  D efi niti o n of A n al ysis S ets a n d S u b gr o u ps ........................................ 2 6  

9  G e n er al S p e cifi c ati o ns f or D at a A n al ys es  .......................................... 3 1 

1 0  St u d y P arti ci p a nts ............................................................................... 3 8  

1 0. 1  Di s p ositi o n of P arti ci p a nts a n d Dis c o nti n u ati o ns ............................... 3 8  

1 0. 2  Pr ot o c ol D e vi ati o ns ............................................................................ 4 1  

1 1  D e m o gr a p hi cs a n d Ot h er B as eli n e C h ar a ct eristi cs  ............................. 4 1 

1 1. 1  D e m o gr a p hi cs ..................................................................................... 4 1  

1 1. 2  M e di c al Hi st or y  .................................................................................. 4 2 

1 1. 3  Ot h er B as eli n e C h ar a ct eristi cs  ............................................................ 4 2 

1 1. 3. 1  Vit al Si g ns at B as eli n e  ........................................................................ 4 2 

1 1. 3. 2  Di s e as e Hi st or y  ................................................................................... 4 3 

1 1. 3. 3  E C O G P erf or m a n c e st at u s  .................................................................. 4 3 

1 1. 3. 4  S ki n St at us Hist or y  ............................................................................. 4 4 
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1 1. 3. 5  Ni c oti n e C o ns u m pti o n ........................................................................ 4 4  

1 1. 3. 6  T u m or Bi o ps y ..................................................................................... 4 4  
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1 2. 2  Pr e m e di c ati o ns  .................................................................................... 4 6 
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1 2. 4  Pr e vi o us A nti c a n c er Tr e at m e nts a n d Pr o c e d ur es ............................... 4 6  

1 2. 5  A nti c a n c er Tr e at m e nt aft er Dis c o nti n u ati o n  ...................................... 4 7 

1 3  Tr e at m e nt C o m pli a n c e a n d E x p os ur e ................................................. 4 8  

1 4  Effi c a c y A n al ys es  ............................................................................... 5 0 

1 4. 1  B est O v er all R es p o ns e A c c or di n g t o R E CI S T 1. 1 as Ass ess e d b y 
I R C ( S e c o n d ar y E n d poi nt) ................................................................. 5 0  

1 4. 1. 1  S e nsiti vit y A n al ysis B O R  ................................................................... 5 2 

1 4. 1. 2  S u b gr o u p A n al ysis f or B O R ............................................................... 5 4  

1 4. 4  Pr o gr essi o n Fr e e S ur vi v al A c c or di n g t o R E CI S T 1. 1 as ass ess e d 
b y I R C ( Pri m ar y E n d p oi nt) ................................................................ 5 7  

1 4. 4. 1  S e nsiti vit y A n al ys es f or P F S .............................................................. 5 9  

1 4. 4. 2  S u b gr o u p A n al ysis f or P F S ................................................................ 6 0  

1 4. 4. 3  Ti m e t o F oll o w - u p f or P F S ................................................................. 6 1 
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1 4. 1 1  O v er all S ur vi v al ( Pri m ar y E n d p oi nt) .................................................. 6 4  

1 4. 1 1. 1  S u b gr o u p A n al ysis f or O S .................................................................. 6 6  

1 4. 1 1. 2  F oll o w- u p ti m e si n c e r a n d o mi z ati o n  .................................................. 6 6 

1 5  S af et y A n al ys es  .................................................................................. 6 6 

1 5. 1  A d v ers e E v e nts  ................................................................................... 6 6 

1 5. 1. 1  All A d v ers e E v e nts  ............................................................................. 6 7 
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1 5. 2  D e at hs, Ot h er S eri o us A d v ers e E v e nts, a n d Ot h er Si g nifi c a nt 
A d v ers e E v e nts  ................................................................................... 7 0 

1 5. 2. 1  D e at hs  ................................................................................................. 7 0 

1 5. 2. 2  S eri o us A d v ers e E v e nts ...................................................................... 7 1  

1 5. 2. 3  A d v ers e E v e nts of S p e ci al I nt er est  ..................................................... 7 1 

1 5. 2. 4  Bl e e di n g e v e nts ................................................................................... 7 4  

1 5. 2. 5  T hr e e - Ti er A p pr o a c h t o S u m m ari zi n g a n d A n al y zi n g A Es ............... 7 4 

1 5. 3  Cli ni c al L a b or at or y E v al u ati o n ........................................................... 7 7  

1 5. 4  Vit al Si g ns  .......................................................................................... 7 9 

1 5. 5  Ot h er S af et y or T ol er a bilit y E v al u ati o ns ............................................ 8 1  

1 6  A n al ys es of Ot h er E n d p oi nts .............................................................. 8 3  

1 6. 2  P h ar m a c o ki n eti cs  ................................................................................ 8 7 

1 6. 2. 1  Mi ssi n g/ n o n- q u a ntifi a bl e P K D at a H a n dli n g ..................................... 8 7  

1 6. 2. 2  D es cri pti v e P K A n al ysis ..................................................................... 8 8  

1 6. 4  P ati e nt -R e p ort e d O ut c o m es  ................................................................ 9 0 

1 7  R ef er e n c es  ........................................................................................... 9 2 

1 8  A p p e n di c es ......................................................................................... 9 4  

1 8. 1  I A P _ M S 2 0 0 6 4 7- 0 0 3 7 List of o ut p uts ................................................ 9 4 
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1 8. 5  Lit er at ur e ( S A P t e m pl at e)  ................................................................... 9 4 
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2  L i st of A b b r e vi ati o ns a n d D efi niti o n of T e r ms 

A E  A d v ers e e v e nt  

A E SI  A d v ers e e v e nts of s p e ci al i nt er est  

A L K  A n a pl asti c l y m p h o m a ki n as e  

A L P  Al k ali n e p h os p h at as e  

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

a P T T  A cti v at e d p arti al t hr o m b o pl asti n ti m e  

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

B O R  B est o v er all r es p o ns e  

C e oi  T h e c o n c e ntr ati o n o bs er v e d i m m e di at el y at t h e e n d of i nf usi o n  

CI  C o nfi d e n c e I nt er v al  

C O VI D -1 9  C or o n a vir us Dis e as e 2 0 1 9  

C S R  Cli ni c al St u d y R e p ort  

C R  C o m pl et e r es p o ns e  

C T  C o m p ut e d t o m o gr a p h y  

C T C A E  C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nt s  

C tr o u g h T h e c o n c e ntr ati o n o bs er v e d i m m e di at el y b ef or e n e xt d osi n g  

D C R  Dis e as e C o ntr ol R at e  

D O R  D ur ati o n of R es p o ns e  

DI  D os e I nt e nsit y  

E C G  E l e ctr o c ar di o gr a m 

E C O G P S  E ast er n C o o p er ati v e O n c ol o g y Gr o u p P erf or m a n c e St at us  

e C R F  El e ctr o ni c c as e r e p ort f or m  

E G F R  E pi d er m al gr o wt h f a ct or r e c e pt or  

E O R T C Q L Q -
C 3 0  

E ur o p e a n Or g a ni z ati o n f or R es e ar c h a n d Tr e at m e nt of C a n c er -Q u alit y of Lif e 
Q u esti o n n air e C or e -3 0  

E Q -5 D -5 L  E ur o p e a n Q u alit y of Lif e 5 -di m e nsi o ns 5 -l e v el q u esti o n n air e 

F A S  F ull a n al ysis s et  

F T 4  F r e e t h yr o xi n e 

1 L  First -li n e 

G e o M e a n  G e o m etri c M e a n  
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H B V  H e p atiti s B vir us  

H C V  H e p atitis C vir us  

H L T  Hi g h -l e v el T er m 

H L G T  Hi g h -l e v el Gr o u p T er m 

H R  H a z ar d r ati o  

I A P I nt e gr at e d A n al ysis Pl a n 

I C H I nt er n ati o n al C o u n cil f or H ar m o ni zati o n  

I H C I m m u n o hist o c h e mi c al 

I D M C I n d e p e n d e nt D at a M o nit ori n g C o m mitt e e 

I L-2 9  It e m List-2 9  

I M P In v esti g ati o n al M e di ci n al Pr o d u ct  

I N R I nt er n ati o n al n or m ali z e d r ati o 

ir A E I m m u n e-r el at e d A E 

I R C I n d e p e n d e nt R e vi e w C o m mitt e e 

I R R I nf usi o n-r el at e d r e a cti o n s  

IR T  I nt er a cti v e R es p o ns e T e c h n ol o g y  

M e d D R A  M e di c al Di cti o n ar y f or R e g ul at or y A cti viti es  

N C  N ot C al c ul at e d  

N CI  N ati o n al C a n c er I nstit ut e  

N S C L C  N o n -s m all c ell l u n g c a n c er  

N S C L C -S A Q  N o n -s m all c ell l u n g c a n c er s y m pt o m ass ess m e nt q u esti o n n air e  

O R  O bj e cti v e R es p o ns e  

O R R  O bj e cti v e r es p o ns e r at e  

O S  O v er all s ur vi v al  

P D  Pr o gr essi v e dis e as e  

P D -L 1  Pr o gr a m m e d d e at h -li g a n d 1  

P F S  Pr o gr essi o n -fr e e s ur vi v al  
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C CI

C CI

C CI

C CI

C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

9/ 9 4  
  

P F S 2  Pr o gr essi o n -fr e e s ur vi v al aft er n e xt a nti c a n c er tr e at m e nt  

P GI C  P ati e nt Gl o b al I m pr essi o n of C h a n g e  

P GI S  P ati e nt Gl o b al I m pr essi o n of S e v erit y  

P K  P h ar m a c o ki n eti c  

P R  P arti al r es p o ns e  

P R E S C R  Pr es cr e e ni n g a n al ysis s et  

P R O  P ati e nt -r e p ort e d  o ut c o m es (it  m a y  r ef er  als o  t o  pati e nt -r e p ort e d  o ut c o m es 
a n al ysis s et ) 

P T  Pr ef err e d T er m  

R DI  R el ati v e D os e I nt e nsit y 

R E CI S T 1. 1  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 V er si o n 1. 1  

S A E  S eri o us a d v ers e e v e nt  

S A F  S af et y a n al ysis s et  

S C R  S cr e e ni n g a n al ysis s et  

S D  St a bl e dis e as e  

S D T M  St u d y D at a T a b ul ati o n M o d el  

S M Q  St a n d ar dis e d  M e d D R A Q u eri es  

S O C  S yst e m Or g a n Cl ass  

St D  St a n d ar d D e vi ati o n  

2 L  S e c o n d -li n e  

T E A E  Tr e at m e nt E m er g e nt A d v ers e E v e nts  

T G F β  Tr a nsf or mi n g gr o wt h f a ct or β  

T S H  T h yr oi d -sti m ul ati n g h or m o n e  

U L N  U p p er li mit of n or m al  

V A S  Vis u al a n al o g s c al e  
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3  M o difi c ati o n Hist o r y  
U ni q u e  

I d e ntifi e r f or 
V e r si o n  

D at e of  
I A P V e r si o n  

A ut h or  C h a n g e s fr o m t h e Pr e vi o u s V e r si o n  

1. 0  0 6 F e br u ar y 2 0 1 9  N A  

2. 0  3 0  M ar c h  2 0 2 0  •  C h a n g e d dr u g n a m e fr o m M 7 8 2 4 t o 
bi ntr af u s p alf a  

•  A d d e d P R O s: I L -2 9, P GI S a n d P GI C i n t h e 
li st of a b br e vi ati o n s, “ O bj e cti v e s a n d 
E n d p oi nt s” a n d “ O v er vi e w of Pl a n n e d 
A n al y s e s” s e cti o n s  

•  St u d y o bj e cti v e s ( a c c or di n g t o pr ot o c ol v. 
3. 0)  

•  C h a n g e s i n o v er vi e w of pl a n n e d  a n al y s e s 
a n d effi c a c y a n al y s e s ( a c c or di n g t o gl o b al 
pr ot o c ol a m e n d m e nt, pr ot o c ol v. 3. 0)  

•  R e pl a c e d s u bj e ct wit h p arti ci p a nt  

•  R e n a m e d I T T a n al y si s s et a s F A S a n al y si s 
s et  

  

•  M er g e d I D M C S A P v. 1. 1 wit h t h e c urr e nt I A P  

•  A d d e d cl arifi c ati o n i n t h e d efi niti o n of 
b a s eli n e f or s af et y a n al y s e s  

•  A d d e d cl arifi c ati o n i n t h e d efi niti o n of o n -
tr e at m e nt p eri o d 

•  A d d e d i m p ut ati o n r ul e s f or pr e vi o u s a n d 
c o n c o mit a nt m e di c ati o n s, st art d at e of 
s u b s e q u e nt a nti c a n c er t h er a pi e s, d e at h 
d at e s  

•   Ad d e d h a n dli n g r ul e s f or t u m or a s s e s s m e nt s  

•  U p d at e s i n p arti ci p a nt di s p o siti o n t a bl e  

•  R e n a m e d I V R S wit h I R T  

•  A d d e d li sti n g of p arti ci p a nt s f or w hi c h st u d y 
tr e at m e nt h a s b e e n r ei niti at e d 

•  E C O G P erf or m a n c e st at u s m o v e d i n “ Ot h er 
B a s eli n e C h ar a ct eri sti c s” s e cti o n  

•  C h a n g e s i n Ni c oti n e C o n s u m pti o n t a bl e  

•  C h a n g e s i n P D -L 1 t a bl e  

•  A d d e d d et ail s r e g ar di n g h a n dli n g of d at a 
aft er tr e at m e nt r ei niti ati o n  

•  R e n a m e d a d mi ni str ati o n wit h i nt er v e nti o n  

•  A d d e d a n al y si s “ F oll o w -u p Ti m e si n c e 
R a n d o mi z ati o n”  

•  A d d e d a n al y s e s f or t h e e v al u ati o n of 
p ot e nti al eff e ct of A D A o n bi ntr af u s p alf a 
s af et y, effi c a c y a n d P K  

•  A d d e d li sti n g of A E s o c c urri n g aft er  
tr e at m e nt r ei niti ati o n 

•  Cl arifi c ati o n s o n s af et y s e cti o n a n d c h a n g e s 
i n I m m u n e-r el at e d A d v er s e E v e nt s d efi niti o n 

•  A d d e d “ Bl e e di n g e v e nt s” s e cti o n  

•  A d d e d cl arifi c ati o n o n tr e at m e nt d ur ati o n 
p eri o d  r e g ar di n g r ei niti ati o n 
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U ni q u e  
I d e ntifi e r f or 

V e r si o n  

D at e of  
I A P V e r si o n  

A ut h or  C h a n g e s fr o m t h e Pr e vi o u s V e r si o n  

•  A d d e d e DI S H pl ot f or A S T v al u e s  

•  R e m o v e d s e cti o n o n P R O, it will b e pr o vi d e d 
i n a s e p ar at e A p p e n di x of t h e I A P 

•  C h a n g e d t e sti n g str at e g y: H ol m gr o u p 
s e q u e nti al d e si g n pr o vi d e d  

  
  

•  Pr o vi d e d n e w w or di n g f or c e n s ori n g r e a s o n s  
( a d mi ni str ati v e c e n s ori n g) 

  
 

 
 

 

•  Pr o vi d e d n e w w or di n g f or T hr e e - Ti er 
a p pr o a c h a n al y si s  

•  A d d e d d et ail s f or W B C diff er e nti al c o u nt s 
a n d c al ci u m i n t h e “ Cli ni c al L a b or at or y 
E v al u ati o n” s e cti o n  

•  S p e cifi e d t y p e of a n al y s e s p erf or m e d o n 
c o a g ul ati o n p ar a m et er s  

3 . 0 2 3  N o v e m b er  
2 0 2 0  

 •  A d d e d C O VI D -1 9 a b br e vi ati o n  

•  R e m o v e d s e c o n d ar y o bj e cti v e s of O R R a n d 
P F S a s s e s s e d b y I n v e sti g at or a s p er 
pr ot o c ol v. 3. 0  a n d a d d e d  t h e s e a n al y s e s a s 
s e n siti vit y a n al y s e s f or B O R a n d P F S i n t h e 
Effi c a c y A n al y s e s s e cti o n  

•  U p d at e d o v er vi e w of pl a n n e d a n al y s e s f or 
P F S I A a s p er M er c k r e q u e st: a d d e d f or e st  
pl ot of H R b y s u b gr o u p s, r e m o v e d a n al y s e s 
o n P R O q u e sti o n n air e s, r e m o v e d O R b y P D -
L 1 st at u s a n d A E S I b y P D-L 1 st at u s  

•  A d d e d s e cti o n 7. 1 C O VI D -1 9 I m p a ct  

•  A d d e d m or e d et ail e d  d efi niti o n of b a s eli n e 
a n d a d d e d d efi niti o n of st u d y d a y/ st u d y 
tr e at m e nt d a y 

•  S e cti o n G e n er al S p e cifi c ati o n s f or D at a 
A n al y s e s: a d d e d d efi niti o n of pr e, d uri n g, 
p o st p a n d e mi c p eri o d f or C O VI D-1 9 i m p a ct 
a s s e s s m e nt.  

•  U p d at e d s e cti o n s “ Di s p o siti o n of p arti ci p a nt s 
a n d Di s c o nti n u ati o n s”, “ Pr ot o c ol D e vi ati o n s”  
“ A d v er s e E v e nt s” i n cl u di n g C OVI D- 1 9 
a n al y s e s d et ail s  

•  U p d at e d l o st t o f oll o w -u p d efi niti o n r e pl a ci n g 
“ c e n s ori n g” d at e wit h “l a st k n o w n ali v e” d at e  

•  U p d at e d d efi niti o n of I m m u n e -r el at e d 
A d v er s e E v e nt s  

•  A d d e d “ Li p s q u a m o u s c ell c ar ci n o m a” a n d 
“B o w e n ’s di s e a s e ” i n t h e br o a d d efi niti o n of 
p ot e nti al T G F b et a -m e di at e d s ki n A E s  

•  A d d e d s e cti o n “ A n e mi a a d v er s e e v e nt s”  
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U ni q u e  
I d e ntifi e r f or 

V e r si o n  

D at e of  
I A P V e r si o n  

A ut h or  C h a n g e s fr o m t h e Pr e vi o u s V e r si o n  

•  R e m o v e d u n n e c e s s ar y f or m ul a f or c al ci u m 
d eri v a ti o n 

•  A d d e d Cr e ati ni n e Cl e ar a n c e d eri v ati o n  

4. 0  2 2 A pril 2 0 2 1  •  A d d e d s e cti o n 1 6. 2 “ P h ar m a c o ki n eti c s”  

  

•  A d d e d t h e c o m p ut ati o n d e s cri pti o n f or t h e 
d ur ati o n of ni c oti n e c o n s u m pti o n  

•  Ni c oti n e c o n s u m pti o n: y e ar s si n c e q uitti n g, 
cl arifi c ati o n s a d d e d i n t h e c o m p ut ati o n 
d e s cri pti o n  

•  A d d e d i m p ut ati o n r ul e s f or d at e s of ni c oti n e 
c o n s u m pti o n  

•  A d d e d s u m m ar y t a bl e s f or i m p ort a nt/ n o n -
i m p ort a nt C O VI D-1 9 r el at e d P D s  

•  A d d e d li sti n g of c o n c o mit a nt C O VI D -1 9 
v a c ci n ati o n s  

•  R e m o v e d pr e vi o u s m e di c ati o n s t e xt a s t hi s 
s e cti o n h a s b e e n r e m o v e d fr o m e -crf a s it 
w a s o ut of st u d y o bj e cti v e s  

•   A dd e d a n al y s e s of p ot e nti al eff e ct of n -A B o n 
s af et y  

•  U p d at e s a p pli e d t o s e cti o n “ T hr e e -Ti er 
A p pr o a c h t o S u m m ari zi n g a n d A n al y zi n g 
A E s”  

•  A d d e d s e cti o n “ O v er vi e w of Pl a n n e d 
A n al y s e s aft er Tri al Di s c o nti n u ati o n”  

•  D efi niti o n of o n -tr e at m e nt p eri o d: a d d e d 
r ef er e n c e t o e x p a n d e d o n-tr e at m e nt p eri o d 
f or ir A E s 

•  A d d e d fl a g v ari a bl e f or bl e e di n g e v e nt s i n 
A E s li sti n g s  

•  A d d e d fl a g v ari a bl e of p o s si bl e H y’ s l a w 
c a s e s i n t h e li sti n g of t ot al bilir u bi n , A L T, A S T 
a n d A L P v al u e s  d uri n g o n -tr e at m e nt p eri o d 

•  R e m o v e d A p p e n di x “ R ul e s f or t h e 
i d e ntifi c ati o n of pr e vi o u s, c o n c o mit a nt a nd 
b ot h pr e vi o u s a n d c o n c o mit a nt 
m e di c ati o n s/ pr o c e d ur e s”, n ot a p pli c a bl e d u e 
t o t h e pr e vi o u s m e di c ati o n s s e cti o n r e m o v al 

5. 0  1 4 J ul y 2 0 2 1   
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U ni q u e  
I d e ntifi e r f or 

V e r si o n  

D at e of  
I A P V e r si o n  

A ut h or  C h a n g e s fr o m t h e Pr e vi o u s V e r si o n  

•  A D A: c h a n g e d t h e c at e g or y n a m e i n 
T a bl e 1 1 fr o m “ Tr e at m e nt e m er g e nt 
( b a s eli n e n o n-p o siti v e)” t o “ Tr e at m e nt 
e m er g e nt ( b a s eli n e i n d u c e d)”  

•  A D A a n d N a b: r e m o v e d s e nt e n c e 
r e g ar di n g c e n s ori n g f or s u bj e ct s still o n 
tr e at m e nt at d at a c ut-off a n d p o siti v e 
a s s e s s m e nt at t h eir l a st a s s e s s m e nt 
b ef or e c ut -off  

•   n-A B: m o difi e d “ S u bj e ct at Ri s k 
( D e n o mi n at or f or I n ci d e n c e)” i n T a bl e 
1 3.  

•   n-A B: r e m o v e d a n al y s e s o n tit er v al u e s  

4  P u r p o s e of t h e I nt e g r at e d A n al ysis Pl a n  

T h e  p ur p os e  of  t his I nt e gr at e d  A n al ysis  Pl a n  (I A P) is  t o  d o c u m e nt  t e c h ni c al  a n d  d et ail e d 
s p e cifi c ati o ns f or t h e  a n al ys es at p eri o di c s af et y e v al u ati o n b y I D M C , i nt eri m a n d pri m ar y a n al ys e s 
of d at a c oll e ct e d f or pr ot o c ol M S 2 0 0 6 4 7- 0 0 3 7 . R es ults of t h e a n al ys es d es cri b e d i n t his I A P will 
b e i n cl u d e d i n t h e Cli ni c al St u d y  R e p ort ( C S R). A d diti o n all y, t h e pl a n n e d i nt eri m a n d pri m ar y 
a n al ys es i d e ntifi e d i n t his I A P will b e i n cl u d e d i n r e g ul at or y s u b missi o ns or f ut ur e m a n us cri pts. 
A n y p ost -h o c, or u n pl a n n e d a n al ys es p erf or m e d t o pr o vi d e r es ults f or i n cl usi o n i n t h e C S R b ut n ot 
i d e ntifi e d i n t his pr os p e cti v e I A P will b e cl e arl y i d e ntifi e d i n t h e C S R. T h e I A P is b as e d u p o n 
S e cti o n  9 ( St atisti c al C o nsi d er ati o ns)  of  t h e st u d y pr ot o c ol a n d is pr e p ar e d i n c o m pli a n c e wit h 
I nt er n ati o n al C o u n cil f or H ar m o ni z ati o n (I C H) G ui d eli n e E 9 .  
  

Gl o b al V ersi o n I D: Gl o b al V ersi o n I D: C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

1 4 /9 4  
  

5  O bj e cti v es a n d E n d p oi nts    

T h e o bj e cti v es a n d e n d p oi nts ar e d efi n e d i n T a bl e 1 .  

T a bl e 1 St u d y O bj e cti v es a n d E n d p oi nts  

O bj e cti v e s  E n d p oi nt s ( O ut c o m e M e a s ur e s)  I A P S e cti o n 

Pri m a r y    

T o d e m o n str at e i m pr o v e m e nt i n P F S 
wit h bi ntr af u s p alf a  c o m p ar e d wit h  
p e m br oli z u m a b  
 
T o d e m o n str at e i m pr o v e m e nt i n O S wit h 
bi ntr af u s p alf a  c o m p ar e d wit h  
p e m br oli z u m a b  

P F S a c c or di n g t o R E CI S T 1. 1 
a s s e s s e d b y I R C  
 

 
O S  

Effi c a c y  A n al y s e s ,  s e cti o n s 1 4. 4 , 
1 4. 1 1  

S e c o n d a r y    

•  S af et y  

T o e v al u at e t h e s af et y a n d 
t ol er a bilit y of bi ntr af u s p alf a  
c o m p ar e d wit h p e m br oli z u m a b  

 

•  O c c urr e n c e of T E A E s a n d 
tr e at m e nt-r el at e d A E s  

S af et y A n al y s e s, s e cti o n  1 5  

•  Effi c a c y  

T o e v al u at e t h e effi c a c y i n o bj e cti v e 
r e s p o n s e of bi ntr af u s p alf a  
c o m p ar e d wit h p e m br oli z u m a b  

 

•  O bj e cti v e r e s p o n s e  a c c or di n g 
t o R E CI S T 1. 1 a s s e s s e d b y 
I R C 

Effi c a c y A n al y s e s , s e cti o n 1 4. 1  

- D O R  •  D O R a s s e s s e d fr o m C R or P R 
a c c or di n g t o R E CI S T 1. 1 
a s s e s s e d b y I R C u ntil P D, 
d e at h, or l a st t u m or 
a s s e s s m e nt  

Effi c a c y A n al y s e s , s e cti o n 1 4. 8  
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O bj e cti v e s  E n d p oi nt s ( O ut c o m e M e a s ur e s)  I A P S e cti o n 

L o n g -t er m f oll o w-u p of s ur vi v al f or 5 y e ar s aft er t h e l a st d o s e of bi ntr af u s p alf a  or p e m br oli z u m a b i n a p arti ci p a nt 
u nl e s s r e p ort e d a s l o st t o f oll o w -u p, h a d di e d, or t h e st u d y i s t er mi n at e d.  

A D A  = a nti -dr u g a nti b o di e s; A E  = a d v er s e e v e nt; C e oi  = c o n c e ntr ati o n at e n d of i nf u si o n; C tr o u g h = c o n c e ntr ati o n at 
t h e e n d of t h e d o si n g i nt er v al; C R = c o m pl et e r e s p o n s e; D O R  = d ur ati o n of r e s p o n s e; E O R T C Q L Q -
C 3 0  = E ur o p e a n Or g a ni z ati o n f or R e s e ar c h a n d Tr e at m e nt of C a n c er -Q u alit y of Lif e Q u e sti o n n air e C or e -3 0; E Q -
5 D -5 L  = E ur o p e a n Q u alit y Of Lif e 5 -di m e n si o n s 5 -l e v el q u e sti o n n air e; I H C = i m m u n o hi st o c h e mi str y; I L-2 9  = It e m 
Li st -2 9 ;I R C = I n d e p e n d e nt R e vi e w C o m mitt e e;  

 N S C L C = n o n -s m all c ell l u n g c a n c er; 
N S C L C - S A Q = n o n -s m all c ell l u n g c a n c er s y m pt o m a s s e s s m e nt q u e sti o n n air e; O R =  o bj e cti v e r e s p o n s e; 
O R R  = o bj e cti v e r e s p o n s e r at e; O S  = o v er all s ur vi v al; P A  = pri m ar y a n al y si s; P D  = pr o gr e s si v e di s e a s e; 

 1; P F S = pr o gr e s si o n -fr e e s ur vi v al; s ur vi v al;  
 P GI C  = P ati e nt Gl o b al I m pr e s si o n of C h a n g e ; P GI S  = P ati e nt Gl o b al I m pr e s si o n of S e v erit y ; 

P K = p h ar m a c o ki n eti c; P R  = p arti al r e s p o n s e; P R O  = p ati e nt -r e p ort e d o ut c o m e; R E CI S T = R e s p o n s e E v al u ati o n 
Crit eri a i n  S oli d T u m or s; T E A E  = tr e at m e nt-e m er g e nt a d v er s e e v e nt; T M B  = t u m or m ut ati o n b ur d e n. 
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6  O v e r vi e w of Pl a n n e d A n al ys es  

T h e f oll o wi n g a n al ys es ar e d es cri b e d i n t his I A P: 

•  P eri o di c I nd e p e n d e nt D at a M o nit ori n g C o m mitt e e ( I D M C) S af et y E v al u ati o ns  

•  O bj e cti v e  R es p o ns e I nt eri m a n al ysis ( O R I A) 

•  Pr o gr essi o n- Fr e e S ur vi v al I nt eri m a n al ysis ( P F S I A)  

•  P F S Pri m ar y a n al ysis ( P F S P A)  

•  O v er all S ur vi v al I nt eri m A n al ysis ( O S I A)  

•  O v er all S ur vi v al P ri m ar y A n al ysis ( O S P A)  

D et ails  of  o ut p uts  b el o n gi n g  t o  e a c h  of  t h e  a n al ys es  list e d  a b o v e ar e  pr o vi d e d  i n  a  s e p ar at e 
d o c u m e nt ( “I A P _ M S 2 0 0 6 4 7- 0 0 3 7 List of o ut p uts ”) pr o vi d e d i n A p p e n di x t o t his I A P.  

A n al ysis f o r p e ri o di c I D M C s af et y e v al u ati o n s 

T h e I D M C will p eri o di c all y r e vi e w a c c u m ul ati n g s af et y d at a.  T h e I D M C will e v al u at e q u alit y a n d 
c o m pl et e n ess of s af et y d at a b as e d o n t h e pr o vi d e d st u d y d at a. M or e o v er , t h e I D M C will pr o vi d e 
r e c o m m e n d ati o ns  r e g ar di n g m o difi c ati o n  a n d/ or  c o nti n u ati o n  of  t h e  st u d y,  i n cl u di n g  a n y 
a d diti o n al  s af et y  m o nit ori n g  or  ris k  miti g ati o n  pr o c e d ur es  t o e ns ur e  p arti ci p a nt  s af et y  a n d  t h e 
v ali dit y a n d s ci e ntifi c m erit of t h e st u d y.  

T h e  first  I D M C  s af et y  d at a  r e vi e w  m e eti n g t o o k pl a c e  w h e n  t h e first  6 0  p arti ci p a nts  h a ve 
c o m pl et e d 6 w e e ks of f oll o w u p p ost  r a n d o mi z ati o n. T h e f oll o wi n g I D M C s af et y m e eti n gs will b e 
h el d  e v er y  6  m o nt hs  f oll o wi n g  t h e  i niti al  I D M C  m e eti n g.  F urt h er  a d -h o c  m e eti n gs  m a y  b e 
s c h e d ul e d b y t h e I D M C as n e e d e d. F or e a c h I D M C m e eti n g, all d at a will b e i n cl u d e d u p t o a n 
a d mi nistr ati v e c ut off d at e.  

A d a pti v e P h as e III T ri al D esi g n  a n d a n al ys es b ef o r e/ aft e r a d a pt ati o n d e cisi o n 

I n pr ot o c ol v ersi o n 3. 0, t h e st u d y d esi g n w as m o difi e d t o a n a d a pti v e tri al d esi g n t o p er mi t s a m pl e 
si z e a d a pt ati o n b as e d o n pr es p e cifi e d a d a pt ati o n r ul es e v al u ati n g t h e o bj e cti v e r es p o ns e at a pr e -
pl a n n e d i nt eri m a n al ysis.  

A n al ysis f o r a d a pt ati o n d e cisi o n ( O R I A) 

T h e st u d y’s I D M C will e v al u at e t h e r es ults fr o m t h e pr e -d efi n e d  i nt eri m a n al ysis ( O R I A) b as e d 
o n o bj e cti v e r es p o ns e as ass ess e d b y t h e I R C o n t h e 7 3 -1 0 P D -L 1 hi g h a n al ysis s et r estri ct e d t o 
p arti ci p a nts r a n d o mi z e d at l e ast 6 m o nt hs b ef or e t h e d at a c ut off d at e w hi c h is pl a n n e d at 6 m o nt hs 
aft er t h e r a n d o mi z ati o n of t h e 1 0 0t h p arti ci p a n t t est e d 7 3-1 0 P D -L 1 hi g h. I n t his a n al ysis, t h e I D M C 
will d e ci d e, b as e d o n O R R diff er e n c e b et w e e n tr e at m e nt ar ms p er st u d y d esi g n, t o eit h er k e e p t h e 
st u d y r u n ni n g at t h e i niti al s a m pl e si z e ( N = 3 0 0), or e x p a n d t h e s a m pl e si z e ( N = 5 8 4), or st o p f or 
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f utilit y. T h e O R R crit eri o n f or e x p a nsi o n is pr es p e cifi e d i n t h e c orr es p o n di n g c o nfi d e nti al I D M C  

c h art er a p p e n di x . T h e st u d y is st o p p e d f or f utilit y ( n o n -bi n di n g) at t h e O R I A, if Δ O R R ≤ 0  (i. e. 
t h e r es p o ns e r at e i n t h e bi ntr af us p alf a ar m is n ot hi g h er t h a n i n t h e p e m br oli z u m a b ar m).  

A n al ys es aft e r a d a pt ati o n d e cisi o n ( P F S a n d O S I A a n d P A) 

If I D M C will d e ci d e t o k e e p t h e st u d y r u n ni n g , eit h er at t h e i niti al s a m pl e si z e or at a n  e x p a n d e d  
s a m pl e si z e, t h e P F S a n d O S i nt eri m a n d pri m ar y a n al ys es will b e pr o vi d e d at t h e c ut -off d at es 
d et er mi n e d b y a pr e -s p e cifi e d n u m b er of o bs er v e d e v e nts.  Th e n u m b er of e v e nts tri g g eri n g t h e 
a n al ys es diff er a c c or di n g t o t h e t ot al s a m pl e si z e a n d ar e dis pl a y e d i n t h e t a bl e b el o w ( T a bl e 2 ). 

T a bl e 2 C ut off d at es f o r t h e pl a n n e d P F S a n d O S I A a n d P A  a n al ys es  

A n al y si s  D at a c ut off d at e  

 I niti al S a m pl e Si z e ( N = 3 0 0) E x p a n d e d S a m pl e Si z e ( N = 5 8 4)  

P F S I A  W h e n 1 4 0 Pr o gr e s si o n -fr e e s ur vi v al ( P F S) 
e v e nt s h a v e b e e n r e a c h e d  

W h e n 1 4 0  Pr o gr e s si o n -fr e e s ur vi v al ( P F S) 
e v e nt s h a v e b e e n r e a c h e d  

P F S P A * W h e n 2 2 4  Pr o gr e s si o n -fr e e s ur vi v al ( P F S) 
e v e nt s h a v e b e e n r e a c h e d  

W h e n 3 8 6  Pr o gr e s si o n -fr e e s ur vi v al ( P F S) 
e v e nt s h a v e b e e n r e a c h e d 

O S I A * W h e n 1 6 9  O v er all s ur vi v al ( O S ) e v e nt s h a v e 
b e e n r e a c h e d  

W h e n 2 7 0  O v er all s ur vi v al ( O S ) e v e nt s h a v e 
b e e n r e a c h e d  

O S P A W h e n 1 9 7 O v er all s ur vi v al ( O S ) e v e nt s h a v e 
b e e n r e a c h e d  

W h e n 3 3 9  O v er all s ur vi v al ( O S ) e v e nt s h a v e 
b e e n r e a c h e d  

* O n dis cr eti o n of t h e s p o n s or t h e s a m e c ut off c a n b e u s e d f or O S I A a n d P F S P A f or o p er ati o n al r e as o n s if t h e n u m b er of e v e nts 
f or P F S P A is r e a c h e d a n d at t h e s a m e ti m e t h e n u m b er of O S e v e nts is i n t h e r a n g e of ± 5 % of t h e pl a n n e d e v e nt si z e f or O S I A. 
A L a n -D e M ets O' Bri e n -Fl e mi n g a p pr o xi m ati o n s p e n di n g  f u n cti o n will b e u s e d f or c al c ul ati o n of effi c a c y bo u n d s f or P F S a n d O S 
at c orr es p o n di n g a n al y s es . Effi c a c y  b o u n d ari es will b e r e c al c ul at e d o n t h e b asis of t h e a ct u al n u m b er of e v e nts r e a c h e d at c ut -off 
d at e.  

T esti n g st r at e g y f o r P F S a n d O S  

T h e 2 pri m ar y e n d p oi nts of t his st u d y ar e P F S  a c c or di n g t o R E CI S T  1. 1 as s ess e d b y I R C a n d O S . 
T h e  st u d y  will  b e  c o nsi d er e d  p ositi v e  if  eit h er  t h e O S  a n al ysis  r es ults  a n d/ or  t h e  P F S  a n al ysis 
r es ults ar e st atisti c all y si g nifi c a nt. 

T h e f oll o wi n g effi c a c y a n al ys es  ar e pl a n n e d: P F S I A, P F S P A, O S I A, O S P A.  
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•  P ri m a r y e n d p oi nt  P F S  

T h e f oll o wi n g n ull h y p ot h esis will b e t est e d:  

𝐻𝐻 0
𝑃𝑃 𝑃𝑃 𝑃𝑃 : 𝜆𝜆 𝑀𝑀

𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 ≥ 1  v ers us 𝐻𝐻 1

𝑃𝑃 𝑃𝑃 𝑃𝑃 : 𝜆𝜆 𝑀𝑀
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃

𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 < 1  

W h er e 𝜆𝜆 ⋅
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 )  r e pr es e nt s t h e h a z ar d at ti m e 𝑡𝑡  a n d  𝜃𝜃  t h e u n k n o w n c o nst a nt of pr o p orti o n alit y of 

h a z ar ds i n t h e tr e at m e nt gr o u ps M  ( M 7 8 2 4/ bi ntr af us p alf a) a n d P  ( p e m br oli z u m a b). 

•  P ri m a r y e n d p oi nt O S  

T h e f oll o wi n g n ull h y p ot h esis will b e t est e d:  

𝐻𝐻 0
𝑂𝑂 𝑃𝑃 : 𝜆𝜆 𝑀𝑀

𝑂𝑂 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃
𝑂𝑂 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 ≥ 1  v ers us 𝐻𝐻 1

𝑂𝑂 𝑃𝑃 : 𝜆𝜆 𝑀𝑀
𝑂𝑂 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃

𝑂𝑂 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 < 1  

W h er e 𝜆𝜆 ⋅
𝑂𝑂 𝑃𝑃 ( 𝑡𝑡 )  r e pr es e nt s t h e h a z ar d at ti m e 𝑡𝑡  a n d 𝜃𝜃  t h e u n k n o w n c o nst a nt of pr o p orti o n alit y of 

h a z ar ds i n t h e tr e at m e nt gr o u ps M  ( M 7 8 2 4/ bi ntr af us p alf a) a n d P  ( p e m br oli z u m a b). 

T h e t y p e I err or is stri ctl y c o ntr oll e d at a l e v el of 2. 5 % o n e-si d e d b as e d o n w or k b y C h e n et al. 
(C h e n 2 0 1 8 ). B o nf err o ni m e t h o d is us e d t o s plit t h e al p h a of 2. 5 % a n d us e 0. 5 % f or t esti n g 𝐻𝐻 0

𝑃𝑃 𝑃𝑃 𝑃𝑃  
a n d 2 % f or t esti n g 𝐻𝐻 0

𝑂𝑂 𝑃𝑃  ( all o n e-si d e d).  
Gr o u p s e q u e nti al b o u n d ari es f or P F S a n d O S e n d p oi nts will b e d eri v e d fr o m t h e al p h a-s p e n di n g 
f u n cti o n a c c or di n g t o L a n-D e M ets ( O’ Bri a n -Fl e mi n g b o u n d ari es ) at l o c al si g nifi c a n c e l e v els α P F S  
f or P F S a n d αO S  f or O S, r es p e cti v el y ( all o n e si d e d). 
T h e H ol m gr o u p s e q u e nti al d esi g n will b e us e d  ( Y e et al 2 0 1 3): m o nit or P F S e n d p oi nt usi n g its 
l o c al αP F S  a n d it s s p e cifi c gr o u p s e q u e nti al b o u n d ar y cP F S  a n d m o nit or O S e n d p oi nt usi n g its l o c al 
α O S  a n d it s s p e cifi c gr o u p s e q u e nti al b o u n d ar y  cO S . If  eit h er  of t h e t w o e n d p oi nts ( P F S or O S) 
cr oss e d  its c orr es p o n di n g b o u n d ar y at s o m e s p e cifi c l o o k ( eit h er P F S I A or P F S P A or O S I A or 
O S P A)  t h e n its l o c al t y p e I err or c a n b e r e all o c at e d t o t h e ot h er e n d p oi nt s o t h at t h e ot h er e n d p oi nt 
c a n b e t est e d usi n g t h e f ull l e v el al p h a b o u n d ar y (i. e α = 2. 5 %) t a ki n g i nt o a c c o u nt t h e gr o u p-
s e q u e nti al t esti n g pr o c e d ur e. 
T h e f a mil y -wis e err or r at e is c o ntr oll e d at 2. 5 % ( o n e -si d e d) f or t h e d es cri b e d t esti n g pr o c e d ur e. 
A n  a p p e n di x  t o  t his  I A P,  “ A d a pt ati o n  Pl a n ”,  i n cl u d es  si m ul ati o n  r es ults,  w hi c h  s h o w  t h at  t his 
h ol ds tr u e u n d er br o a d v ari ati o n of ass u m pti o ns. 
T h e m ulti pl e pri m ar y r es ults will b e c o nsi d er e d st atisti c all y si g nifi c a nt o nl y if eit h er of t h e t w o 
i n di vi d u al  h y p ot h es es  𝐻𝐻 0

𝑃𝑃 𝑃𝑃 𝑃𝑃  or 𝐻𝐻 0
𝑂𝑂 𝑃𝑃  ar e  r ej e ct e d  b y  t h e  cl os e d  t est  at  a n y  l o o k . O p er ati n g 

c h ar a ct eristi cs of t h e st u d y d esi g n ar e d et ail e d i n  T a bl e  3 b el o w: 

T a bl e  3 O p e r ati n g St u d y C h a r a ct e risti cs f o r P h as e II/II I D esi g n  

A n al y si s  I niti al S a m pl e Si z e ( N = 3 0 0) E x p a n d e d S a m pl e Si z e ( N = 5 8 4)  

  Pl a n n e d  

E v e nt s 

Criti c al V al u e s  L o c al 
P o w e r 

Pl a n n e d  

E v e nt s 

Criti c al V al u e s  L o c al 
P o w e r 

  H R  p- v al u e  H R  p- v al u e  

P F S I A 1 4 0  0. 5 7  0. 0 0 0 3 8  1 7 %  1 4 0  0. 4 7  3. 1 5 * 1 0 - 6   2 %  

 P A  2 2 4  0. 7 1  0. 0 0 4 8 7  5 0 %  3 8 6  0. 7 7  0. 0 0 5 0 0  9 0 %  
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Analysis Initial Sample Size (N=300) Expanded Sample Size (N=584)

Planned 
Events 

Critical Values Local 
Power 

Planned 
Events 

Critical Values Local 
Power 

HR p-value HR p-value

OS IA  169 0.71 0.01201 52% 270 0.75 0.00914 71%

PA  197 0.74 0.01658 14% 339 0.80 0.01731 18%
HR = hazard ratio; IA = interim analysis, OS = overall survival, PA = primary analysis, PFS = progression-free survival.  Hazard 
ratio is an expected one based on the assumption of exponential distribution. The decision will be based on the p-value. Alpha is 
distributed to the PFS and OS analyses based on Bonferroni’s method.

Unblinding

The study team is blinded for all analyses conducted by treatment arm until the IDMC recommends 
unblinding.  

Until the unblinding is recommended, the analyses will be performed by an independent statistical 
provider for the IDMC and they will be transmitted from this group to the IDMC only. 

After the prospectively determined data cutoff date is reached (displayed in Table 2) the data center 
statistician will prepare the outputs (using programs prepared by the blinded team based on dummy
treatment arms) in agreement with the IDMC charter and transmit the analyses, tabulations, and 
listings to the IDMC for the meeting. The data center statistician will be available at the IDMC 
meeting should any questions from the IDMC members arise regarding the data and/or analyses. 

Periodic IDMC Safety Evaluations

Periodic IDMC safety evaluations will be taken every 6 months following the initial IDMC 
meeting (performed when the first 60 participants have completed 6 weeks post randomization) 
and will evaluate:

• Participant disposition

• Important protocol deviations 

• Enrollment details (participants randomized by region and country, randomized by strata) 

• Demographics and other baseline characteristics (height, weight and BMI at baseline, disease 
history)  

• Treatment compliance and exposure (duration of therapy) 

• Safety analyses (overview of treatment-emergent adverse events (TEAEs), serious TEAEs 
(SAE), treatment-related TEAEs, adverse events of special interest (AESI), Bleeding events, 
clinical laboratory evaluations, vital signs) 

Further details can be found in the IDMC Charter.
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OR Interim Analysis

The OR interim analysis will be triggered at 6 months after the randomization of the 100th

participant tested 73-10 PD-L1 high and will evaluate:

• Unconfirmed best overall response per RECIST 1.1 as assessed by IRC (Difference in ORR, 
see Section 14 for details) and reasons for non-evaluable unconfirmed best overall response. 

• Duration of response 

Participant disposition, important protocol deviations, enrollment details (participants randomized 
by region and country, randomized by strata), demographics and other baseline characteristics 
(height, weight and BMI at baseline, disease history, PD-L1 assays concordance), duration of 
therapy and safety analyses (overview of treatment-emergent adverse events (TEAEs), serious 
TEAEs (SAE), treatment-related TEAEs, adverse events of special interest (AESI), Bleeding 
events, clinical laboratory evaluations, vital signs) will also be described at the time of BOR 
interim analysis. Further evaluations on PD-L1 assays may be included in this analysis (on request 
of the IDMC) e.g. unconfirmed OR by PD-L1 assays status and/or TEAEs and AESI by PD-L1 
assays status (as described in sections 14.1.1 and 15.5). Additionally descriptive statistics of 
demographics and baseline characteristics in subjects with and without bleeding events may be 
included on IDMC request (as described in section 15.2.4).

PFS Interim Analysis

The PFS Interim analysis will be triggered by the data cutoff date displayed in Table 2 and will 
describe:

• Best overall response per RECIST 1.1 as assessed by IRC

• Best overall response per RECIST 1.1 as assessed by Investigator 

• PFS per RECIST 1.1 as assessed by IRC (𝐻𝐻0𝑃𝑃𝑃𝑃𝑃𝑃 tested see Section 14 for details)

• PFS per RECIST 1.1 as assessed by Investigator

• PFS per RECIST 1.1 as assessed by IRC subgroup analyses: forest plot of HR and its 
corresponding 95% confidence interval (CI)  by subgroups 

• Duration of response 

Participant disposition, important protocol deviations, enrollment details (participants randomized 
by region and country, randomized by strata), demographics and other baseline characteristics 
(height, weight and BMI at baseline, disease history, PD-L1 assays concordance), duration of 
therapy, cumulative dose, dose intensity and relative dose intensity, safety analyses (overview of 
treatment-emergent adverse events (TEAEs), serious TEAEs (SAE), treatment-related TEAEs, 
adverse events of special interest (AESI), bleeding events, clinical laboratory evaluations, vital 
signs) will also be described at the time of PFS interim analysis. Additional descriptive statistics 
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of demographics and baseline characteristics in subjects with and without bleeding events may be 
included on IDMC request (as described in section 15.2.4).

PFS Primary Analysis and OS Interim Analysis

The PFS primary analysis and OS Interim analysis will be triggered by the data cutoff dates 
displayed in Table 2 and will include the following sections of this IAP:

• Participant disposition 

• Important protocol deviations 

• Enrollment details (participants randomized by region and country, randomized by strata) 

• Demographics, medical history and other baseline characteristics (height, weight and BMI at 
baseline, disease history, skin status history, nicotine consumption, tumor biopsy, PD-L1 
assays concordance) 

• Previous and concomitant medications and procedures 

• Treatment exposure and compliance (e.g. duration of treatment, number of infusions and dose 
intensity)

• Efficacy analyses: 

o PFS per RECIST 1.1 as assessed by IRC (𝐻𝐻0𝑃𝑃𝑃𝑃𝑃𝑃 tested, see Section 14 for details)

o PFS per RECIST 1.1 as assessed by Investigator

o PFS per irRECIST as assessed by IRC

o BOR per RECIST 1.1 as assessed by IRC

o BOR per RECIST 1.1 as assessed by Investigator 

o BOR per irRECIST as assessed by IRC

o Change from baseline and Maximum shrinkage in sum of diameter of target lesions 
according to RECIST 1.1 assessed by IRC 

o Time to response 

o Duration of response 

o Overall survival (OS) (𝐻𝐻0𝑂𝑂𝑃𝑃 tested, see Section 14 for details). Alpha re-allocation is 
possible if 𝐻𝐻0𝑃𝑃𝑃𝑃𝑃𝑃 is rejected previously 
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• Safety analyses (overview of treatment-emergent adverse events (TEAEs), serious TEAEs 
(SAE), treatment-related TEAEs, adverse events of special interest (AESI), Bleeding events, 
ECOG PS, vital signs, clinical laboratory evaluations, and electrocardiograms [ECG]) 

• Analyses on Patient-Reported Outcomes (PRO) (EORTC-QLQ-C30, NSCLC-SAQ, EQ-5D-
5L, PGIS, PGIC and IL-29). See section 16.4

• Further evaluations on PD-L1 assays may be included in this analysis (on request of the IDMC)
e.g. OR by PD-L1 status and/or TEAEs and AESI by PD-L1 assays status (as described in 
sections 14.1.1 and 15.5)

• Additionally descriptive statistics of demographics and baseline characteristics in subjects with 
and without bleeding events may be included on IDMC request (as described in section 15.2.4).

OS Primary Analysis (Final analysis)

The following analyses will be described in the OS primary analysis, triggered by the data cutoff 
point displayed in Table 2:

• Participant disposition 

• Important protocol deviations 

• Enrollment details (participants randomized by region and country, randomized by strata) 

• Demographics, medical history and other baseline characteristics (height, weight and BMI at 
baseline, disease history, skin status history, nicotine consumption, tumor biopsy, PD-L1 
assays concordance) 

• Previous and concomitant medications, procedures, follow-up treatments

• Treatment exposure and compliance (e.g. duration of treatment, number of infusions, and dose 
intensity)

• Efficacy analyses: 

o PFS per RECIST 1.1 as assessed by IRC (𝐻𝐻0𝑃𝑃𝑃𝑃𝑃𝑃 tested, see Section 14 for details). 
Hypothesis tested only if not rejected in previous analyses and alpha re-allocation is 
possible if 𝐻𝐻0𝑂𝑂𝑃𝑃 is rejected 

o Overall survival (OS) Overall survival (OS) (𝐻𝐻0𝑂𝑂𝑃𝑃 tested, see Section 14 for details). 
Alpha re-allocation is possible if 𝐻𝐻0𝑃𝑃𝑃𝑃𝑃𝑃 is rejected previously 

o BOR on the subsequent line of therapy, 
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• Safety analyses (overview of treatment-emergent adverse events (TEAEs), serious TEAEs 
(SAE), treatment-related TEAEs, adverse events of special interest (AESI), Bleeding events, 
ECOG PS, vital signs, clinical laboratory evaluations, and ECG) 

• Analyses on PRO (EORTC-QLQ-C30, NSCLC-SAQ,EQ-5D-5L, PGIS, PGIC and IL-29). See 
section 16.4

• Further evaluations on PD-L1 assays may be included in this analysis e.g. TEAEs and AESI 
by PD-L1 assays status (as described in section 15.5)

• Additionally descriptive statistics of demographics and baseline characteristics in subjects with 
and without bleeding events may be included (as described in section 15.2.4).

Overview of Planned Analyses after Trial Discontinuation

At the time of the PFS IA the IDMC recommended to terminate the study. Based on this 
recommendation, the Sponsor decided to discontinue the clinical study MS200647-0037 as the 
study was unlikely to meet the primary endpoints. Therefore, the analyses described in Sections 
6.1 - 6.5 will not be performed as planned, but one primary analysis will be performed for reporting 
purpose. The analyses considered relevant for this purpose are listed  below:  

• Participant disposition 

• Important protocol deviations 

• Enrollment details (participants randomized by region and country, randomized by strata) 

• Demographics, medical history and other baseline characteristics (height, weight and BMI at 
baseline, disease history, ECOG at baseline, skin status history, nicotine consumption)  

• Demographics and baseline characteristics in subjects with and without bleeding events 

• Previous and concomitant medications, procedures, follow-up treatments

• Treatment exposure and compliance (e.g. duration of treatment, number of infusions and dose 
intensity)

• Efficacy analyses: 

o PFS per RECIST 1.1 as assessed by IRC

o PFS per RECIST 1.1 as assessed by Investigator
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o BOR per RECIST 1.1 as assessed by IRC

o Duration of response 

o Overall survival (OS)  

• Safety analyses (overview of treatment-emergent adverse events (TEAEs), serious TEAEs 
(SAE), treatment-related TEAEs, adverse events of special interest (AESI), Bleeding events, 
ECOG PS, vital signs, clinical laboratory evaluations) 

7 Changes to the Planned Analyses in the Clinical Study Protocol

The statistical methods as described in the protocol will be adopted. There are no changes to the 
planned analyses, except additional outputs that will be generated to assess the potential impact of 
COVID-19 pandemic and described in the Section 7.1 below. 

COVID-19 Impact

No changes to the planned analysis of the efficacy endpoints will be performed due to the impact 
of COVID-19 outbreak. Instead, additional outputs (summary tables and listings) will be generated 
to assess potential impacts of COVID-19 to this study. 

• An overview table of the impact by COVID-19  

• An overview table of participants who started the treatment pre/during COVID-19 study 
period 

• A listing of  COVID-19 impact  

• A listing of COVID-19 related protocol deviations 

• A table of treatment-emergent adverse events associated to COVID-19 

• A listing of AEs related to COVID-19. 

• A listing of COVID-19 vaccinations. 

Details of the categorization of participants for COVID-19 impact assessment is provided in 
Section 9 and details of the analyses are provided in Sections 10.1, 10.2, 15.1.1, 12.1.
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8 Protocol Deviations and Analysis Sets

Definition of Protocol Deviations and Analysis Sets

Important protocol deviations are protocol deviations that might significantly affect the 
completeness, accuracy, and/or reliability of the study data or that might significantly affect a 
participant's rights, safety, or well-being.  

Important protocol deviations will be identified and confirmed prior to or at each Cross-Functional 
Data Review Meetings and will include: 

• Deviations from the inclusion and exclusion criteria 

• Deviations post inclusion 

Important protocol deviations are listed in a specific document (Merck template 
CS_TP_MS_PD001), deviations to be checked programmatically are identified in this list.
Important protocol deviations list is provided in Appendix 18.3 of this IAP.

All important protocol deviations will be documented in SDTM datasets whether identified 
through site monitoring, medical review or programming. 

Further considerations for PK analysis:

Examples of protocol deviations or important events for PK analysis and PK result interpretation 
may include, but may not be limited to, the following: 

• Dose delayed outside the allowed window 

• Actual dosing time not recorded 

• Dose change or missed dose 

• Pre-dose sample collected after the actual start of infusion

• End-of-infusion sample collected before the actual end of infusion 

• Sample processing errors that may lead to inaccurate bioanalytical results

For the above protocol deviations or important events for PK, the relevant PK data will be excluded 
from summaries based on the PK analysis set (PKAS).

Refer to Section 16.2 for more details of protocol deviations and handling relevant to PK. 

Definition of Analysis Sets and Subgroups

Prescreening Analysis Set (PRESCR)

The prescreening analysis set includes all participants who signed the prescreening informed 
consent. 
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S c r e e ni n g A n al ysis S et ( S C R)  

T h e s cr e e ni n g a n al ysis s et i n cl u d es all p arti ci p a nt s wh o si g n e d  t h e m ai n  i nf or m e d c o ns e nt a n d w h o 
ar e n ot pr e -s cr e e ni n g f ail ur es , r e g ar dl ess of t h e p arti ci p a nt ’s r a n d o mi z ati o n a n d st u d y  i nt er v e nti o n 
st at us i n t h e st u d y. 

F ull A n al ysis S et  (F A S )  

T h e f ull a n al ysis s et  (F A S ) will i n cl u d e all p arti ci p a nt s w h o w er e r a n d o mi z e d t o eit h er bi ntr af us p 
alf a  or p e m br oli z u m a b ar m . A n al ys es p erf or m e d o n t h e F A S  s et will t a k e i nt o a c c o u nt p arti ci p a nt s’ 
all o c ati o n t o tr e at m e nt ar ms  as r a n d o mi z e d.  

F ull A n al ysis S et wit h 6 m o nt h s f oll o w -u p ( F A S wit h 6 m f -u p)  

T h e F A S wit h 6 m f - u p a n al ysis s et will i n cl u d e all p arti ci p a nts r a n d o mi z e d at l e ast 6 m o nt hs b ef or e 
c ut -off d at e w hi c h is pl a n n e d  at 6 m o nt hs aft er e nr olli n g t h e 1 0 0 t h p arti ci p a nt t est e d 7 3- 1 0 P D -L 1  
hi g h. 

S af et y A n al ysis S et ( S A F)   

T h e s af et y s et will i n cl u d e all p arti ci p a nt s w h o w er e a d mi nist er e d a n y d os e of a n y I n v esti g ati o n al 
M e di ci n al Pr o d u ct ( I M P, bi ntr af us p alf a  or p e m br oli z u m a b). A n al ys es p erf or m e d o n t h e s af et y s et 
will  c o nsi d er p arti ci p a nt s  as  tr e at e d.  P arti ci p a nts  will  b e  cl assifi e d  a c c or di n g  t o  t h e  tr e at m e nt 
r e c ei v e d at  r a n d o mi z ati o n  u nl ess  t h e  i n c orr e ct  tr e at m e nt(s)  w as/ w er e  r e c ei v e d  t hr o u g h o ut  t h e 
d osi n g p eri o d i n w hi c h c as e p arti ci p a nts will b e cl assifi e d a c c or di n g t o t h e first  I M P i nt er v e nti o n 
r e c ei v e d. 
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T a bl e 4  di s pl a ys t h e us e of t h e a n al ysis s ets i n t h e diff er e nt a n al ys es: 

T a bl e 4 O v e r vi e w of t h e A n al ysis S et U s e d i n t h e A n al ys es 

A n al y s e s  A L L  F A S  F A S 
wit h 6 m 

f-u p  

S A F  P R O  P K A S  

P arti ci p a nt di s p o siti o n         

I m p ort a nt Pr ot o c ol D e vi ati o n s        

E nr oll m e nt d et ail s         

D e m o gr a p hi c s          

B a s eli n e A s s e s s m e nt s       *   

P a st a n d C o n c o mit a nt T h er a pi e s         

C o m pli a n c e a n d E x p o s ur e         

Effi c a c y: Pri m ar y         

Effi c a c y: S e c o n d ar y , O R I A        

Effi c a c y: S e c o n d ar y , O R I A 
s e n siti vit y a n al y s e s  

       

Effi c a c y: S e c o n d ar y         

S af et y a n d T ol er a bilit y         

P R O q u e sti o n n air e s         

*O nl y t h e f oll o wi n g t a bl e s: Di s e a s e hi st or y; H ei g h t, W ei g ht a n d B o d y M a s s I n d e x. 
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F or i n cl u di n g b as eli n e v ari a bl es i nt o C o x's pr o p orti o n al h a z ar ds m o d el a n d l o gisti c m o d els t h e 
f oll o wi n g p ar a m et eri z ati o n is t o b e us e d. F or v ari a bl es wit h m or e t h a n t w o c at e g ori es, a n i n di c at or 
v ari a bl e will b e d efi n e d f or e a c h c at e g or y e x c e pt f or t h e first c at e g or y, w hi c h al w a ys d efi n es t h e 
r ef er e n c e. I n c as e of l o w n u m b er of p arti ci p a nt s wit hi n a c at e g or y  (i. e. 2 0 p arti ci p a nt s), c at e g ori es 
m a y b e p o ol e d.  

 

T h e f oll o wi n g s u b gr o u ps will b e d efi n e d: 

A g e  

•  a g e < 6 5 y e ars ( R ef ) 

•  a g e ≥ 6 5 y e ars  

A g e 2: 

•  a g e < 7 5 y e ars ( R ef ) 

•  a g e  ≥  7 5 y e ars 

S e x  

•  M al e ( R ef)  

•  F e m al e  

R a c e  

•  C a u c asi a n  / W hit e ( R ef)  

•  Asi a n  

•  Ot h er  

Et h ni cit y  1: 

•  J a p a n es e  

•  N ot J a p a n es e  ( R ef) 

Et h ni cit y 2: 

•  His p a ni c or L ati n o  

•  N ot His p a ni c or L ati n o ( R ef) 

E C O G P S  at b as eli n e  

•  E C O G P S 0 ( R ef)  

•  E C O G P S 1  

N S C L C Hist ol o g y:  

•  S q u a m o us c ell c ar ci n o m a ( R ef) 

•  N o n -s q u a m o us c ell c ar ci n o m a 
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S m o ki n g st at us: 

•  N e v er s m o k er ( R ef) 

•  E v er s m o k er 

P D -L 1 t est us e d f or p arti ci p a nt e nr oll m e nt: 

•  2 2- C 3 1  

•  7 3- 1 0 ( R ef) 

Pri or r a di ot h er a p y: 

•  Y es  

•  N o ( R ef)  

Pri or  c yt ot o xi c t h er a p y: 

•  Y es  

•  N o ( R ef)  

Br ai n l esi o ns at b as eli n e:  

•  Y es  

•  N o ( R ef)  

P o ol e d R e gi o n: 

•  N ort h A m eri c a  ( R ef) 

•  E ur o p e 

•  Asi a  

•  L ati n A m eri c a  

A D A st at us:  

•  E v er p ositi v e ( R ef) 

•  N e v er p ositi v e 

 
1  E nr oll m e nt b y l o c al  is p o ssi bl e o nl y if t h e pr e-s cr e e ni n g 
i nf or m e d c o n s e nt w as si g n e d u p u ntil a n d i n cl u di n g 2 3 S e pt e m b er. Fr o m 2 4 S e pt e m b er 2 0 1 9 o n w ar d s o nl y e nr oll m e nt 
b y C e ntr al 7 3 -1 0 P D -L 1 ( D A K O) ass a y w as all o w e d.  
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9  G e n e r al S p e cifi c ati o ns f o r D at a A n al ys es  

U nl ess ot h er wis e i n di c at e d all a n al ys es will b e pr es e nt e d s e p ar at el y f or t h e t w o tr e at m e nt ar ms 
( bi ntr af us p alf a a n d p e m br oli z u m a b).  
F or  t h e I D M C m e eti n gs,  o p e n s essi o n  t a bl es will  b e  pr es e nt e d  wit h  tr e at m e nt ar m s c o m bi n e d ( o nl y 
t ot al c ol u m n will b e dis pl a y e d); cl os e d  s essi o n  t a bl es will  i n cl u d e s e p ar at e  c ol u m ns f or t h e t w o 
tr e at m e nt ar m s a n d a t ot al c ol u m n w h e n a p pr o pri at e. 
T h e  s u m m ar y   of  o ut p uts t o  b e  pr o d u c e d f or  o p e n  a n d/ or cl os e d  s essi o n  f or I D M C m e eti n gs is 
pr es e nt e d i n T a bl e 5 . 
T a bl e 5 O ut p uts  t o  b e  p r o d u c e d  f o r  o p e n  a n d/ o r  cl os e d  s essi o n s  of  t h e  I D M C 

m e eti n gs  

A n al y s e s  I D M C m e eti n g o p e n 
s e s si o n  

I D M C m e eti n g 
cl o s e d s e s si o n  

P arti ci p a nt  di s p o siti o n  st at u s      

I m p ort a nt Pr ot o c ol D e vi ati o n s     

E nr oll m e nt d et ail s     

S u m m ar y of ti m eli n e s s/ cl e a nli n e s s of D at a     

D e m o gr a p hi c s  a n d ot h er b a s eli n e c h ar a ct eri sti c s      

Tr e at m e nt d ur ati o n     

Effi c a c y a n al y s e s *     

S af et y a n al y s e s     

* Effi c a c y a n al y si s will b e pr o vi d e d i n a d diti o n t o o ut p ut s f or r e g ul ar I D M C s af et y m e eti n g s o nl y f or effi c a c y a s s e s s m e nt s 
I D M C m e eti n g s. 

D at a h a n dli n g aft e r c ut off  d at e : 

D at a  aft er  t h e c ut off will  n ot  b e  dis pl a y e d  i n  a n y  listi n gs  or  us e d  f or s u m m ar y  st atisti cs,  e. g. 
l a b or at or y v al u es of s a m pl es t a k e n aft er d at a c ut off , A Es wit h o ns et d at e aft er d at a c ut off, et c. will 
n ot b e i n cl u d e d i n a n y a n al ysis or listi n g.  
St o p d at es ar e n ot aff e ct e d b y t his r ul e, e. g. a st o p d at e of A Es, w hi c h st arts pri or t o t h e c ut off , b ut 
st o p p e d  aft er d at e of c ut off, will n ot b e c h a n g e d. 
D at a c ut will o c c ur b ef or e t h e a n al ysis d at a b as e cr e ati o n pr o c ess,   i. e. o n t h e S D T M i n i n p ut t o t h e 
pr o c ess f or t h e A D A M cr e ati o n.  

P o oli n g of c e nt e rs:  

B e c a us e  of  t h e  hi g h  n u m b er  of  p arti ci p ati n g  c e nt ers  a n d  t h e  a nti ci p at e d  s m all  n u m b er  of 
p arti ci p a nt s r a n d o mi z e d i n e a c h c e nt er d at a will b e p o ol e d a cr oss c e nt ers, a n d t h e f a ct or c e nt er 
will n ot b e c o nsi d er e d i n st atisti c al m o d els or f or s u b gr o u p a n al ys es.  
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U n s c h e d ul e d ass ess m e nts  

As p er d at a b as e d efi niti o n, t h e u ns c h e d ul e d s af et y ass ess m e nts ar e al w a ys li n k e d t o a s c h e d ul e d 
ti m e p oi nt ( e a c h u ns c h e d ul e d ass ess m e nt is li n k e d t o t h e pr e vi o us s c h e d ul e d ti m e p oi nt). S af et y 
d at a  r etri e v e d  fr o m  a n  u ns c h e d ul e d  ti m e  p oi nt  ( v it al si g ns,  E C G  a n d la b or at or y  d at a)  will  b e 
a n al y z e d a c c or di n g t o t h e f oll o wi n g s c e n ari o: 

•  F or s hift t a bl e s, t h e y will b e t a k e n i nt o a c c o u nt i n  t h e d efi niti o n of t h e w orst ass ess m e nt 
d uri n g t h e st u d y 

•  F or d es cri pti o n at e a c h ti m e p ost -b as eli n e p oi nt, t h e first a v ail a bl e r es ult (i n c hr o n ol o gi c al 
or d er) will b e t a k e n i nt o a c c o u nt i n t h e a n al ysis i n c as e of m ulti pl e v al u es. 

F or d es cri pti o n at b as eli n e, t h e l ast a v ail a bl e r es ult b ef or e r a n d o mi z ati o n will b e t a k e n i nt o a c c o u nt 
i n t h e a n al ysis i n c as e of m ulti pl e v al u es. 

P r es e nt ati o n of c o nti n u o u s a n d q u alit ati v e v a ri a bl es:  

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 e s cri pti v e st atisti cs, i. e.  

•  n u m b er of p arti ci p a nt s ( N), n u m b er of p arti ci p a nt s wit h missi n g v al u es  

•  m e a n, st a n d ar d d e vi ati o n ( St D) 

•  m e di a n, 2 5t h P er c e ntil e - 7 5t h P er c e ntil e ( Q 1 -Q 3),  

•  mi ni m u m a n d m a xi m u m . 

If t h er e ar e n o missi n g v al u es t his s h o ul d b e i n di c at e d b y a 0. 

Q u alit ati v e v ari a bl es will b e s u m m ari z e d b y c o u nts  a n d p er c e nt a g es . 

U nl ess ot h er wis e st at e d t h e c al c ul ati o n of pr o p orti o ns will b e b as e d o n t h e n u m b er of p arti ci p a nt s 
of t h e a n al ysis s et of  i nt er est. T h er ef or e,  c o u nts of missi n g o bs er v ati o ns will b e i n cl u d e d i n t h e 
d e n o mi n at or a n d pr es e nt e d as a s e p ar at e c at e g or y.  

D efi niti o n of b as eli n e  a n d c h a n g e f r o m b as eli n e: 

T h e l ast n o n -missi n g m e as ur e m e nt pri or t o r a n d o mi z ati o n or pri or t o t h e first d os e of I M P will 
s er v e as t h e b as eli n e m e a s ur e m e nt, d e p e n di n g of t h e t y p e of a n al ysis. D et ails ar e gi v e n i n t h e t a bl e 
b el o w: 
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T a bl e 6 B as eli n e d at e t o b e u s e d i n t h e a n al ys es  

A n al y si s  D at e of r a n d o mi z ati o n *  D at e of st art of fi r st 
d o s e of I M P  

Di s p o siti o n     

Pr ot o c ol d e vi ati o n s     

D e m o gr a p hi c s a n d ot h er s b a s eli n e 
c h ar a ct eri sti c s  

   

M e di c al hi st or y     

C o n c o mit a nt m e di c ati o n s, Pr e vi o u s/ 
S u b s e q u e nt a nti c a n c er t h er a p y  

   

Tr e at m e nt e x p o s ur e a n d c o m pli a n c e     

Effi c a c y ( O S, P F S, B O R …)     

S af et y ( T E A E, S A E, A E SI …)     

L a b or at or y e v al u ati o n     

Vit al si g n s     

Ot h er s af et y ( E C G/ E C O G)     

P R O    
 

* If t h e l a st n o n -mi s si n g m e a s ur e m e nt pri or t o r a n d o mi z ati o n i s n ot a v ail a bl e, t h e l a st m e a s ur e m e nt pri or t o t h e fir st 
st u d y tr e at m e nt a d mi ni str ati o n will b e u s e d wit h t h e e x c e pti o n of pr e -r a n d o mi z ati o n a s s e s s m e nt s u s e d f or t h e d eri v ati o n 
of effi c a c y e n d p oi nt s ( e. g. t u m or a s s e s s m e nt at b a s eli n e, w hi c h will b e s et t o mi s si n g, if n ot d o n e pri or t o r a n d o mi z ati o n).  

 

F or t h e p ur p os es of t h e d es cri pti o n of b as eli n e c h ar a ct eristi cs o n t h e f ull a n al ysis s et, t h e b as eli n e 
v al u e of s af et y p ar a m et er s s u c h as vit al si g ns will b e d efi n e d as t h e l ast n o n -missi n g 
m e as ur e m e nt pri or t o r a n d o mi z ati o n. Si mil arl y, s u b gr o u p cl assifi c ati o n b as e d o n b as eli n e v al u es 
will b e d eri v e d usi n g t h e l ast n o n- missi n g m e as ur e m e nt pri or t o r a n d o mi z ati o n. 

If a n ass ess m e nt t h at is pl a n n e d t o b e p erf or m e d b ef or e r a n d o mi z ati o n, or first d os e of I M P p er 
pr ot o c ol is p erf or m e d o n t h e s a m e d a y as  t h e r a n d o mi z ati o n or st art d at e  of  f irst d os e of  I M P, 
r es p e cti v el y, b ut t h e ass ess m e nt ti m e is n ot a v ail a bl e, it will b e ass u m e d t h at it w as p erf or m e d 
pri or  a n d  will  b e  c o nsi d er e d  f or  d eri v ati o n  of  b as eli n e.  If  a  s c h e d ul e d  pr e -d os e  m e as ur e m e nt 
a ct u all y o c c urr e d p ost -d os e, t h e n t h e c orr es p o n d i n g m e as ur e m e nt will b e a n al y z e d si mil ar t o a n 
u ns c h e d ul e d p ost- d os e m e as ur e m e nt.  

A bs ol ut e a n d p er c e nt c h a n g es fr o m b as eli n e ar e d efi n e d as:   

a bs ol ut e c h a n g e = ti m e p oi nt v al u e – b as eli n e v al u e  

p er c e nt c h a n g e = 1 0 0 * (ti m e p oi nt v al u e – b as eli n e v al u e) / b as eli n e v al u e  

Gl o b al V ersi o n I D: Gl o b al V ersi o n I D: C CI

C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

3 4 /9 4  
  

St u d y D a y/ T r e at m e nt D a y 

St u d y d a y 1 is r el ati v e t o r a n d o mi z ati o n a n d tr e at m e nt d a y 1 is r el ati v e t o first d os e of I M P, t h e 
us e of st u d y d a y 1 or tr e at m e nt d a y 1 d e p e n d o n t h e t y p e of a n al ysis, as d et ail e d i n  T a bl e 6  of t his 
d o c u m e nt. 

D efi niti o n of o n -t r e at m e nt p e ri o d: 

T h e o n- tr e at m e nt  p eri o d  is  d efi n e d  as  t h e  ti m e  fr o m  t h e  first I M P i nt er v e nti o n t o  t h e  l ast I M P 
i nt er v e nti o n d at e + 3 0 d a ys O R t h e e arli est d at e of s u bs e q u e nt a nti c a n c er  t h er a p y mi n us 1 d a y, 
w hi c h e v er o c c urs first, u nl ess ot h er wis e st at e d. D at e s of s u bs e q u e nt a nti c a n c er t h er a p y i n cl u d e 
d at es of s u bs e q u e nt a nti c a n c er dr u g t h er a p y, d at es of s u bs e q u e nt a nti c a n c er r a di ot h er a p y, d at es of 
s u bs e q u e nt a nti c a n c er s ur g er y. N ot e t h at t h e o n- tr e at m e nt p eri o d will i n cl u d e t h e i niti al tr e at m e nt 
p eri o d as w ell as t h e r ei niti ati o n of tr e at m e nt p eri o d, as a p pli c a bl e . W h et h er a p arti ci p a nt r ei niti at es 
tr e at m e nt (f oll o wi n g t h e r ul es as o utli n e d i n t h e pr ot o c ol) or n ot, t h e o n-tr e at m e nt p eri o d is d efi n e d 
as  t h e  ti m e  fr o m  t h e  first I M P i nt er v e nti o n  a d mi nistr ati o n  t o  t h e  l ast I M P  i nt er v e nti o n 
a d mi nistr ati o n d at e + 3 0 d a ys or t h e e arli est d at e of s u bs e q u e nt a nti c a n c er dr u g ( a nti c a n c er t h er a p y, 
a nti c a n c er  s ur g er y  a n d  a nti c a n c er  r a di ot h er a p y)  t h er a p y mi n us  1  d a y,  w hi c h e v er  o c c urs  first, 
u nl ess ot h er wis e st at e d.  

F or a n al ys es o n i m m u n e -r el at e d a d v ers e e v e nts a n e x p a n d e d o n-tr e at m e nt p eri o d will b e us e d. S e e 
s e cti o n  1 5. 2. 3. 2  f or d et ail s. 

D efi niti o n of d u r ati o n:  

D ur ati o n will b e c al c ul at e d b y t h e diff er e n c e of st art a n d st o p d at e + 1 ( e. g. s ur vi v al ti m e ( d a ys) = 
d at e of d e at h – d at e of r a n d o mi z ati o n + 1) (if n ot ot h er wis e s p e cifi e d). 

T h e ti m e si n c e a n e v e nt ( e. g. ti m e  si n c e first di a g n osis) will b e c al c ul at e d a s r ef er e n c e d at e mi n us 
d at e of e v e nt .   

Ti m e si n c e i niti al c a n c e r di a g n osis  

Ti m e  si n c e i niti al  c a n c er  di a g n osis  ( m o nt hs)  =  (d at e  of   r a n d o mi z ati o n  – d at e  of  i niti al  c a n c er 
di a g n osis)/ 3 0. 4 3 7 5 

Ti m e si n c e d o c u m e nt e d, l o c all y a d v a n c e d, i n o p e r a bl e o r m et ast ati c dis e as e  

Ti m e si n c e d o c u m e nt e d, l o c all y a d v a n c e d, i n o p er a bl e or m et ast ati c dis e a s e ( m o nt hs) = ( d at e of 
r a n d o mi z ati o n – d at e of d o c u m e nt e d, l o c all y a d v a n c e d, i n o p er a bl e or m et ast ati c dis e as e)/ 3 0. 4 3 7 5 

Ni c oti n e c o n s u m pti o n: d u r ati o n of c o n s u m pti o n  

T h e d ur ati o n of ni c oti n e c o ns u m pti o n is c o m p ut e d as f oll o ws:  
•  If a s u bj e ct is a f or m er s m o k er, t h e diff er e n c e i n y e ars b et w e e n e n d d at e a n d st art d at e of 

ni c oti n e c o ns u m pti o n is c o m p ut e d ( e n d d at e of ni c oti n e c o ns u m pti o n – st art d at e of 
ni c oti n e c o ns u m pti o n + 1 ) / 3 6 5. 2 5 
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•  If a s u bj e ct is a c urr e nt s m o k er, t h e diff er e n c e i n y e ars b et w e e n ni c oti n e c o ns u m pti o n 
c oll e cti o n d at e a n d st art d at e of ni c oti n e c o ns u m pti o n is c o m p ut e d. ( ni c oti n e c o ns u m pti o n 
c oll e cti o n d at e – st art d at e of ni c oti n e c o ns u m pti o n + 1 ) / 3 6 5. 2 5 

Ni c oti n e c o n s u m pti o n: y e a rs si n c e q uitti n g  

Y e ars si n c e q uitti n g is c o m p ut e d f or f or m er s m o k ers o nl y as ( c oll e cti o n of ni c oti n e c o ns u m pti o n 
d at e - e n d d at e of s m o ki n g + 1 )/ 3 6 5. 2 5. 

C o n v e rsi o n f a ct o rs: 

T h e f oll o wi n g c o n v ersi o n f a ct ors will b e us e d t o c o n v ert d a ys i nt o m o nt hs or y e ars: 1 m o nt h = 
3 0. 4 3 7 5 d a ys, 1 y e ar = 3 6 5. 2 5 d a ys. 

H a n dli n g of missi n g d at a: 

U nl ess ot h er wis e s p e cifi e d  i n t his I A P, missi n g d at a will n ot b e i m p ut e d .  

Missi n g st atisti cs, e. g. w h e n  t h e y c a n n ot b e c al c ul at e d, s h o ul d b e pr es e nt e d as “ n d ”.  F or e x a m pl e, 
if n = 1, t h e m e as ur e of v ari a bilit y (St D ) c a n n ot b e c o m p ut e d a n d s h o ul d b e pr es e nt e d as “ n d ”. 

H a n dli n g of i n c o m pl et e d at es:  

I n c o m pl et e d at es ( d at e of i nf or m e d c o ns e nt, d at e of birt h ) f or t h e c al c ul ati o n of a g e will b e i m p ut e d 
as f oll o ws:  

•  I n c as e of missi n g d a y f or at l e ast o n e d at e, b ut m o nt h a n d y e ar a v ail a bl e f or b ot h d at es:  
t h e d a y of i nf or m e d c o ns e nt a n d t h e d a y of birt h will b e s et t o 1. 

•  I n c as e of missi n g m o nt h f or at l e ast o n e d at e, b ut y e ar a v ail a bl e f or b ot h d at es, t h e d a y 
a n d t h e m o nt h of i nf or m e d c o ns e nt a n d t h e d a y a n d m o nt h of birt h will b e s et t o 1. 

I n c o m pl et e d at es f or dis e as e hist or y ( d at e of i niti al c a n c er di a g n osis, d at e of d o c u m e nt e d, l o c all y 
a d v a n c e d, i n o p er a bl e or m e t ast ati c dis e as e di a g n o sis) a n d d at es of ni c oti n e c o ns u m pti o n: 

•  If t h e d a y is missi n g, it will b e i m p ut e d t o t h e 1st d a y of t h e m o nt h.  

•  If b ot h d a y a n d m o nt h ar e missi n g, t h e m o nt h a n d d a y will b e i m p ut e d as J a n u ar y 1 st.  

•  If t h e d at e is c o m pl et el y missi n g, n o i m p ut ati o n will b e p erf or m e d.  

I n c o m pl et e d at es f or c o n c o mit a nt m e di c ati o ns will b e i m p ut e d as f oll o ws:  

F or st art d at e of m e di c ati o n : 

•  If t h e d a y is missi n g, it will b e i m p ut e d t o t h e 1st d a y of t h e m o nt h.  

•  If b ot h d a y a n d m o nt h ar e missi n g, t h e m o nt h a n d d a y will b e i m p ut e d as J a n u ar y 1st.  

•  If t h e d at e is c o m pl et el y missi n g, n o i m p ut ati o n will b e p erf or m e d.  

Gl o b al V ersi o n I D:Gl o b al V ersi o n I D: C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

3 6 /9 4  
  

F or e n d d at e m e di c ati o n:  

•  If t h e d a y is missi n g, it will b e i m p ut e d t o t h e l ast d a y of t h e m o nt h.  

•  If b ot h d a y a n d m o nt h ar e missi n g, t h e m o nt h a n d d a y will b e i m p ut e d as D e c e m b er 3 1st  

•  If t h e d at e is c o m pl et el y missi n g, n o i m p ut ati o n will b e p erf or m e d. 

N ot e: I n c as e t h e i m p ut ati o n r e s ults i n a d at e l at er t h a n t h e d at e of p ati e nt's d e at h, t h e n t h e d at e of 
d e at h will b e us e d t o i m p ut e t h e i n c o m pl et e st o p d at e. 

I n c o m pl et e  d at es  f or  st art  d at e  of  s u bs e q u e nt  a nti c a n c er  t h er a p y  ( dr u g  t h er a p y,  r a di ot h er a p y, 
s ur g er y) will b e i m p ut e d as f oll o ws a n d will b e us e d f or d et er mi ni n g c e ns ori n g d at es f or effi c a c y 
a n al ys es a n d i n t h e d eri v ati o n of t h e e n d of o n-tr e at m e nt p eri o d: 

•  If o nl y d a y is missi n g, it will b e i m p ut e d as t h e l ast d a y of t h e m o nt h u nl ess t h e e n d d at e 
of s u bs e q u e nt a nti c a n c er t h er a p y is b ef or e t h at d at e. I n t h at c as e, t h e i n c o m pl et e a nti c a n c er 
t h er a p y st art d at e will b e i m p ut e d as t h e e n d d at e of t h e a nti c a n c er t h er a p y. 

•  If b ot h d a y a n d m o nt h ar e missi n g, n o i m p ut ati o n will b e p erf or m e d.  

I n c o m pl et e s u bs e q u e nt a nti c a n c er t h er a p y st o p d at es will n ot b e i m p ut e d.  

I n c o m pl et e A E-r el at e d d at es will b e i m p ut e d as f oll o ws:  

•  I n c as e t h e o ns et d at e is missi n g c o m pl et el y or missi n g p arti all y b ut t h e o ns et m o nt h a n d 
y e ar, or t h e o ns et y e ar ar e e q u al t o t h e st art of I M P t h e n t h e o ns et d at e will b e r e pl a c e d b y 
t h e mi ni m u m of st art of I M P a n d A E r es ol uti o n d at e (if n ot missi n g).  

•  I n all ot h er c as es t h e missi n g o ns et d a y or missi n g o ns et m o nt h will b e r e pl a c e d b y 1. 

•  I n c o m pl et e st o p d at es will b e r e pl a c e d b y t h e l ast d a y of t h e m o nt h (if d a y is missi n g o nl y), 
if n ot r es ulti n g i n a d at e l at er t h a n t h e d at e of p arti ci p a nt 's d e at h. I n t h e l atter c as e t h e d at e 
of d e at h will b e us e d t o i m p ut e t h e i n c o m pl et e st o p d at e.  

•  I n all ot h er c as es t h e i n c o m pl et e st o p d at e will n ot b e i m p ut e d.   

I n c o m pl et e d at e of d e at h:  

F or t h e p ur p os e of s ur vi v al a n al ys es  ( P F S a n d O S), p arti all y missi n g d e at h d at es will b e i m p ut e d 
as f oll o ws: 

•  If o nl y t h e d a y is missi n g, t h e d e at h d at e will b e i m p ut e d t o t h e m a xi m u m b et w e e n:   

  T h e d a y aft er t h e l ast k n o w n ali v e d at e ( n o n-i m p ut e d d at e) a n d  

  1 5t h d a y of t h e m o nt h 

•  Ot h er wis e it will n ot b e i m p ut e d  

  O utsi d e s ur vi v al a n al ys es n o d e at h i m p ut ati o n is d o ne.  

I n c o m pl et e d at e of first d os e of I M Ps:  
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I n c as e t h e d at e of first d os e of I M P is missi n g, it is ass u m e d t h at t h e first d os e of I M P is gi v e n at 
t h e r a n d o mi z ati o n d at e. T h e r a n d o mi z ati o n d at e will r e pl a c e i n c o m pl et e d at es of t h e first d os e of 
I M Ps. P arti al  d at es, w hi c h ar e n ot t o b e i m p ut e d a c c or di n g t o t h e I A P, will b e pr es e nt e d i n t h e 
f or m at li k e “ _ _ _ _ _ Y Y Y Y ”. If v al u es ar e i m p ut e d a c c or di n g t o t h e I A P, i m p ut e d v al u es will b e 
pr es e nt e d i n p arti ci p a nt d at a listi n gs a n d i m p ut e d i nf or m ati o n will b e fl a g g e d. 

H a n dli n g r ul es f o r t u m o r ass ess m e nts  

If  t h er e  ar e  m ulti pl e  s c a n  d at es  ass o ci at e d  wit h  a n  e v al u ati o n,  t h e  e arli est  of  t h e  s c a n  d at es 
ass o ci at e d wit h t h e e v al u ati o n will b e us e d as t h e d at e of ass ess m e nt.  

P r ef e r r e d t e r m f o r a n al ysis of W H O - D D c o d e d d at a: 

F or d at a c o d e d a c c or di n g t o W H O -D D ( e. g., c o n c o mit a nt m e di c ati o ns), s u m m ari es will b e d o n e 
o n t h e pr ef err e d t er m l e v el w h er e t h e pr ef err e d t er m is c orr es p o n di n g t o c o d es e n di n g i n 0 1 0 0 1. 
Wit h t his a p pr o a c h, v ari ati o ns of s alt f or ms of a cti v e i n gr e di e nts wi ll b e a n al y z e d u n d er t h e s a m e 
t er m,  e. g.  di p h e n h y dr a mi n e  a n d  di p h e n h y dr a mi n e  h y dr o c hl ori d e  will  b e  a n al y z e d  as  t h e  s a m e 
pr ef err e d t er m di p h e n h y dr a mi n e.  

D at a c oll e ct e d aft e r r ei niti at e d t r e at m e nt:  

D at a  c oll e ct e d  aft er  r ei niti ati o n  of  tr e at m e nt  will  b e  i n cl u d e d i n  t h e  s u m m ar y  st atisti cs. D at a 
listi n gs  will  i n cl u d e  b ot h  d at a  c oll e ct e d  d uri n g  t h e  first  p eri o d  of  tr e at m e nt,  a n d  d uri n g  t h e 
r ei niti ati o n  of  tr e at m e nt  ( e x c e pt  f or  listi n gs  dis pl a yi n g  p ar a m et ers  d eri v e d  d uri n g  t h e  first 
tr e at m e nt p eri o d o nl y). D at a coll e ct e d d uri n g t h e r ei niti ati o n of tr e at m e nt will b e fl a g g e d.  

R e -s c r e e n e d p a rti ci p a nt s 

R e- s cr e e n e d p arti ci p a nt s will b e o nl y c o u nt e d o n c e i n t h e s cr e e ni n g a n al ysis s et, c o nsi d eri n g t h e 
l at est s cr e e ni n g (s cr e e ni n g wit h l at est i nf or m e d c o ns e nt).  If a p arti ci p a nt  is r e-s cr e e n e d s e v er al 
ti m es,  t h e n  h e  will  b e  c o u nt e d o nl y  o n c e  i n  t h e  dis p ositi o n  t a bl e i n  t h e  n u m b er  of r e-s cr e e n e d 
p arti ci p a nt s. 

D efi niti o n of P r e -, D u ri n g-, P ost-p a n d e mi c Ti m e P e ri o d s  

P arti ci p a nts will b e c at e g ori z e d b as e d o n t h e C O VI D - 1 9 st u d y p eri o d d efi n e d as: 

•  Pr e -p a n d e mi c ti m e p eri o d: s u bj e cts w h o st art e d t h e tr e at m e nt b ef or e t h e st art of C O VI D - 1 9 
p a n d e mi c.  

•  D uri n g- p a n d e mi c ti m e p eri o d: s u bj e cts w h o st art e d t h e tr e at m e nt o n t h e s a m e d at e or aft er 
t h e st art of C O VI D- 1 9 p a n d e mi c 

•  P ost- p a n d e mi c ti m e p eri o d: t h e e n d of p a n d e mi c is c o nsi d er e d n ot y et r e a c h e d a n y w h er e  at 
t h e ti m e of t his I A P v ersi o n r e d a cti o n, c o ns e q u e ntl y n o p arti ci p a nt will b e gr o u p e d i nt o t h e 
p ost C O VI D - 1 9 st u d y p eri o d f or t his st u d y a n d n o p ost-p a n d e mi c d at e will b e d efi n e d.  

T h e st art of C O VI D -1 9 p a n d e mi c is d efi n e d b y c o u ntr y as t h e e arli est d at e of eit h er t h e d at e of t h e 
first d e at h fr o m C O VI D-1 9 o c c urr e d i n e a c h c o u ntr y a c c or di n g t o t h e p u blis h e d d at a b y E ur o p e a n 
C e ntr e  f or  Dis e as e  Pr e v e nti o n  a n d  C o ntr ol  o n  2 6t h  J u n e  2 0 2 0 
( htt ps:// w w w. e c d c. e ur o p a. e u/ e n/ p u bli c ati o ns- d at a/ d o w nl o a d-t o d a ys-d at a - g e o gr a p hi c-
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distribution-covid-19-cases-worldwide) or 11th March 2020 (when the WHO declared COVID-
19 pandemic). 

Software: 
All analyses will be performed using SAS 9.4 or higher in the SAS Grid environment. 

10 Study Participants 

The subsections in this section include specifications for reporting participant disposition and 
treatment/study discontinuations.  Additionally, procedures for reporting protocol deviations are 
provided (see Section 10.2).

Disposition of Participants and Discontinuations

Descriptive statistics will be used to summarize participant disposition and reason for 
discontinuation, based on the electronic case report form (eCRF) data. 

The following information will be reported: 

• Total number of participants prescreened

• Number of participants who did not continue beyond prescreening overall and grouped by 
reason (reason related to central testing, reason related to local testing, reason independent 
of local/central testing)

• Number of participants who completed the pre-screening (pre-screening ICF signed), but 
have not signed the main ICF yet

• Total number of screened participants 

• Total number of re-screened participants 

• Number of participants who did not continue beyond screening overall and grouped by 
reason (participant did not meet all eligibility criteria, withdrew informed consent, 
progressive disease, adverse event, lost to follow-up, death, other) 

• Number of participants who completed the screening (main ICF signed), but have not been 
randomized yet 

• Number of randomized participants overall and by treatment arm  

• Number of randomized participants who did not receive any treatment  

• Number of randomized participants with treatment on-going in each treatment arm 

• Number of randomized participants off treatment, grouped by treatment arm and main reason

• Number of randomized participants with treatment reinitiated

• Number of randomized participants with treatment on-going after reinitiation

• Number of randomized participants who discontinued treatment after reinitiation

Global Version ID: Global Version ID: CCI
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•  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o dis c o nti n u e d t h e tr e at m e nt b ut ar e still i n st u d y f or 
f oll o w- u p, gr o u p e d b y tr e at m e nt ar m 

•  N u m b er of r a n d o mi z e d p arti ci p a nt s w h o dis c o nti n u e d t h e st u d y , gr o u p e d b y tr e at m e nt ar m 
a n d m ai n r e as o n  ( as r e p ort e d o n “ St u d y t er mi n ati o n ” p a g e of t h e e C R F). 

I n  a d diti o n,  t h e  n u m b er  of p arti ci p a nt s  i n  e a c h  a n al ysis  s et  d efi n e d  i n  S e cti o n 8. 2  will  b e 
s u m m ari z e d. T h e p er c e nt a g e of p arti ci p a nt s wit h p er c e nt a g e b as e d o n t h e n u m b er of p arti ci p a nt s 
i n t h e F A S p o p ul ati o n will b e pr es e nt e d . T h e dis p ositi o n of p arti ci p a nt s m a y  al s o b e pr es e nt e d 
wit h s o m e P D -L 1 ass a y i nf or m ati o n i n a C O N S O R T di a gr a m (e. g. P D -L 1 ass a y t est p erf or m e d 
f or  t h e  i n cl usi o n; D a k o  7 3 - 1 0,  r es ults). T h e  dis cr e p a n ci es  b et w e e n 
pl a n n e d  a n d  tr e at e d ar m s will  b e  cr oss -t a b ul at e d  a n d  pr o vi d e d  i n  a  li sti n g. T h e  n u m b er  of 
r a n d o mi z e d p arti ci p a nts as p er I nt er a cti v e R es p o n s e T e c h n ol o g y ( I R T) b y r e gi o n a n d c o u ntr y will 
b e pr o vi d e d, as w ell as t h e n u m b er of p arti ci p a nt s b y r a n d o mi z ati o n str at a ( as p er I R T). 

F or t h e I D M C m e eti n gs, t i m eli n ess a n d  Cl e a nli n ess  of t h e d at a  will  b e s u m m ari z e d  as  f oll o ws: 

F or  p arti ci p a nts w h o  ar e  still  o n tr e at m e nt:  

•  N u m b er  of p arti ci p a nt s wit h  l ast  o n-st u d y s af et y  i nf or m ati o n ( A Es, L a bs,  V S , Ot h er  s af et y 
e v al u ati o ns: E C G, E C O G) e nt er e d  i nt o t h e d at a  e xtr a ct   

•  Wit hi n  1 m o nt h pri or t o t h e d at a  c ut off d at e  

•  B et w e e n  1 a n d  2 m o nt hs pri or t o t h e d at a  c ut off d at e 

•  B et w e e n  2 a n d  3 m o nt hs pri or t o t h e d at a  c ut off d at e 

•  M or e  t h a n 3 m o nt hs pri or t o t h e d at a  c ut off d at e  

•  N o  i nf or m ati o n 

F or  p arti ci p a nts w h o  h a v e  h a d  t h eir e n d  of  tr e at m e nt visit:   

•  N u m b er of p arti ci p a nts i n t h e f oll o w- u p p h as e wit h  a n d  wit h o ut f oll o w- u p i nf or m ati o n 

•  A m o n g p arti ci p a nt s wit h  f oll o w- u p i nf or m ati o n, n u m b er of p arti ci p a nts wit h o ut a d e at h  r e p ort 
i n t h e f oll o w- u p p h as e 

•  A m o n g p arti ci p a nt s w it h f oll o w- u p i nf or m ati o n a n d  n o d e at h  r e p ort i n t h e f oll o w- u p p h as e,  
n u m b er of p arti ci p a nt s wit h  l ast f oll o w- u p d at e  (fr o m t h e P arti ci p a nt St at us/ S ur vi v al F oll o w-
U p  e C R F  p a g e) 

•  Wit hi n  1 m o nt h pri or t o t h e d at a  c ut off d at e  

•  B et w e e n  1 a n d  2 m o nt hs pri or t o t h e d at a  c ut off d at e 

•  B et w e e n  2 a n d  3 m o nt hs pri or t o t h e d at a  c ut off d at e 

•  M or e  t h a n 3 m o nt hs pri or t o t h e d at a  c ut off d at e  
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T h e li sti n g of p arti ci p a nt  dis p ositi o n will i n cl u d e all p arti ci p a nt s (i. e. pr e-s cr e e n e d p arti ci p a nt s, 
pr e -s cr e e ni n g f ail ur es, p arti ci p a nt s i n cl u d e d i n s cr e e ni n g, s cr e e ni n g f ail ur es, b ut n ot r e -s cr e e n e d 
p arti ci p a nt s). T h e  listi n g  will  i n cl u d e  t h e  f oll o wi n g  i nf or m ati o n  (if  a p pli c a bl e):  pl a n n e d  ar m 
(p arti ci p a nt s  h a vi n g  a ct u al  ar m  diff er e nt  fr o m  pl a n n e d  ar m  will  b e  fl a g g e d  a n d  dis pl a y e d  i n  a 
s e p ar at e  listi n g ), p arti ci p a nt  i d e ntifi er, d at e  of pr e s cr e e ni n g  i nf or m e d  c o n s e nt,  i n cl u d e d  i n  t h e 
s cr e e ni n g p h as e a n d r e as o n f or e x cl usi o n, d at e of  m ai n  i nf or m e d c o ns e nt, i n cl u d e d i n t h e st u d y, 
r e as o n f or e x cl usi o n, r a n d o mi z ati o n d at e, first/l ast tr e at m e nt d at e, r e as o n off-tr e at m e nt, d at e a n d 
r e as o n  off-st u d y,  p o p ul ati o n  fl a gs.  W h e n  t h e  r e as o ns,  s u c h  as t h e r e as o n off -tr e at m e nt  is 
c at e g ori z e d  as  “ Ot h er , s p e cif y” or “ Wit h dr e w c o n s e nt fr o m tr e at m e nt, s p e cif y ” , t h e v er b ati m  t e xt 
as  e nt er e d  i n t h e e C R F  will  b e pr es e nt e d  i n t h e listi n g. 

If a n y  r e -s cr e e n e d p arti ci p a nt s  will  b e  o bs er v e d,  t h e  listi n g  of  r e -s cr e e n e d  p arti ci p a nt s  will  b e 
pr o vi d e d a n d will i n cl u d e t h e f oll o wi n g i nf or m ati o n: pl a n n e d ar m, p arti ci p a nt  i d e ntifi er, d at e of 
i nf or m e d  c o ns e nt,  r a n d o mi z ati o n  d at e, p arti ci p a nt  i d e ntifi er  at  s cr e e n  f ail ur e,  d at e  of  i nf or m e d 
c o ns e nt at s cr e e n f ail ur e, d at e of s cr e e ni n g f ail ur e, r e as o n of s cr e e ni n g f ail ur e.  

I n a d diti o n, a listi n g of p arti ci p a nts f or w hi c h st u d y tr e at m e nt h as b e e n r ei niti at e d will b e pr o vi d e d 
wit h t h e f oll o wi n g i nf or m ati o n: p ar ti ci p a nt i d e ntifi er, d at e of r a n d o mi z ati o n, pl a n n e d tr e at m e nt,  
d at e  of  first I M P i nt er v e nti o n,  d at e  of  l ast I M P  i nt er v e nti o n, d at e  a n d  r e as o n  f or  tr e at m e nt 
t er mi n ati o n (if tr e at m e nt is dis c o nti n u e d), as a p pli c a bl e. 

F or t h e I D M C m e eti n gs, K a pl a n -M ei er’s pl o ts of ti m e t o tr e at m e nt dis c o nti n u ati o n a n d ti m e t o 
st u d y dis c o nti n u ati o n will b e pr o vi d e d (if m or e t h a n 1 0 e v e nts will b e o bs er v e d). 

I n  a d diti o n,  f or  t h e  ass e ss m e nt  of  C O VI D-1 9  i m p a ct  o n  t his  st u d y, a n  o v er vi e w  t a bl e  will  b e 
pr es e nt e d b y tr e at m e nt ar m wit h t h e f oll o wi n g i nf or m ati o n: 

•  S u bj e cts p ot e nti all y aff e ct e d b y C O VI D -1 9 (i. e. s u bj e cts w h o st art e d tr e at m e nt aft er st art 
of  t h e  C O VI D -1 9  p a n d e mi c,  or  w h o  st art e d  tr e at m e nt  pri or  t o  st art  of  t h e  C O VI D - 1 9 
p a n d e mi c a n d ar e still o n g oi n g aft er t h e st art of t h e p a n d e mi c)  

•  S u bj e cts wit h at l e ast o n e C O VI D - 1 9 i m p a ct    

•  S u bj e cts wit h at l e ast o n e C O VI D -1 9 i m p a ct i n t h e f oll o wi n g c at e g ori es: a d v ers e e v e nts, 
d e at h,  pr ot o c ol  d e vi ati o ns,  miss e d  dr u g  a d mi nistr ati o n, tr e at m e nt  a d mi nistr ati o n 
m o difi c ati o ns, miss e d t u m or ass ess m e nts, d el a y e d t u m or ass e ss m e nts, miss e d visits, t el e -
visits r e pl a ci n g o n-sit e visits, tr e at m e nt dis c o nti n u ati o n, st u d y dis c o nti n u ati o n. 

•  N u m b er of s u bj e cts wit h miss e d t u m or ass ess m e nts, d el a y e d t u m or ass es s m e nts, miss e d 
visits, t el e - visits r e pl a ci n g o n-sit e visits ( 1 / 2 / 3 / > 3)  

T h e fr e q u e n c y distri b uti o n of p arti ci p a nts w h o st art e d t h e tr e at m e nt b ef or e  or  d uri n g t h e p a n d e mi c 
p er c o u ntr y -s p e cifi c st art of C O VI D -1 9 st u d y p eri o d (s e e S e cti o n 9  f or d et ails o n t h e C O VI D - 1 9 
c at e g ori z ati o n b y st u d y p eri o d) will b e als o dis pl a y e d .  
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A listing of  COVID-19 impact will be provided with the following information: treatment arm, 
participant identifier, first and last date of treatment administration, date of the event, visit, 
category, event, event description/reason 

Protocol Deviations
Important protocol deviations will be determined for all participants by either medical review 
processes or programming based on the inclusion/exclusion criteria or other criteria presented in 
the protocol and documented in SDTM. The following summary tables and listings of important 
protocol deviations will be provided (separately for pre-/post inclusion deviations): 

• Frequency table per reason of important protocol deviations 

• Listing of important protocol deviations. 

Potential impact of COVID-19 pandemic in MS200647-0037 will be evaluated by an analysis of 
protocol deviations: 

• The summary of important COVID-19 related PDs by category and type of PD will be 
provided 

• The summary of non-important COVID-19 related PDs by category will be provided 

• The listing of important protocol deviations will be enriched by the variable “COVID-19
Related Protocol Deviations” flagging all protocol deviations due to COVID-19. 

11 Demographics and Other Baseline Characteristics

Summaries will be presented for the FAS analysis set.  

Demographics

Demographic characteristics will be summarized as follows:  
Demographic characteristics (from “Demographics” e-CRF page)

• Sex: male, female 

• Ethnicity: Hispanic or Latino, not Hispanic or Latino; Japanese, not Japanese

• For participant reporting one race only: White, Black or African American, Asian, American 
Indian or Alaska Native, Native Hawaiian or Other Pacific Islander, Not collected at the site, 
Other 

• For participants reporting several races, all combinations will be reported under ‘More than 
one race” category.  

• Age (years): summary statistics  

Global Version ID: Global Version ID: CCI
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•  Age categories:

o < 65 years, ≥ 65 years 
o 65-74, 75-84 and ≥85 years

• Geographic Region:  
o North America
o Europe 
o Asia and Pacific
o Latin America

Specifications for computation: 
Age [years]: (date of given main informed consent - date of birth + 1) / 365.25 

Handling of incomplete dates of birth or informed consent is specified in Section 9 of this IAP, 
paragraph “Handling of incomplete dates”.  

Investigator site codes will be used for the determination of the participant’s geographic region. 

A listing of individual demographics will be also provided. 

Medical History

Relevant past and ongoing medical conditions at baseline will be summarized from the “Medical 
History Details” eCRF page, using the latest available version of Medical Dictionary for 
Regulatory Activities (MedDRA), preferred term as event category and MedDRA system organ 
class (SOC) body term as Body System category.  

Medical history will be displayed in terms of frequency tables: ordered by primary SOC and
preferred term (PT) in alphabetical order. Each participant will be counted only once within each 
PT or SOC.

The related listing will also be provided. 

Other Baseline Characteristics

Analyses of baseline characteristics with respect to ECGs and clinical laboratory evaluations are 
discussed in Section 15 (Safety Analyses).

11.3.1 Vital Signs at Baseline

The following vital signs at baseline will be collected from the “Vital signs” eCRF page and will 
be summarized:

Global Version ID: Global Version ID: CCI
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•  H ei g ht ( c m)  

•  W ei g ht at b as eli n e ( k g) 

•  B o d y m ass i n d e x ( B MI) ( k g/ m 2 ). 

B MI  ( k g/ m 2) will b e c o m p ut e d as  w ei g ht( k g)/[ h ei g ht( m)]2  

1 1. 3. 2  Dis e a s e H ist o r y 

I nf or m ati o n  o n dis e as e  c h ar a ct eristi cs  c oll e ct e d  o n  t h e  “ Dis e as e  Hist or y ”  e C R F  p a g e  will  b e 
s u m m ari z e d as f oll o ws:  

•  T u m or  hist ol o g y:  a d e n o c ar ci n o m a,  a d e n os q u a m o us  c ar ci n o m a,  s q u a m o us  c ell  c ar ci n o m a, 
l ar g e  c ell  c ar ci n o m a,  s ar c o m at oi d  c ar ci n o m a,  n e ur o en d o cri n e  c ar ci n o m a,  diff us e  i di o p ati c 
c ar ci n o m a, o t h er 

•  Ti m e si n c e i niti al c a n c er di a g n osis ( m o nt hs), c o m p ut ati o n d et ails pr o vi d e d i n S e cti o n 9  

•  Ti m e si n c e  d o c u m e nt e d,  l o c all y  a d v a n c e d,  i n o p er a bl e or  m et ast ati c  dis e as e  ( m o nt hs) , 
c o m p ut ati o n d et ails pr o vi d e d i n S e cti o n  9  

•  T N M  cl assifi c ati o n  at  i niti al  di a g n osis  a n d  at  st u d y  e ntr y :  e ac h  T,  N,  M  c at e g or y  will  b e 
d es cri b e d ( T X, T 0, N 1, et c.) 

•  M ol e c ul ar a b n or m aliti es:  

o  E G F R  ( m ut at e d, wil d) 

o  A L K tr a nsl o c ati o n ( y es, n o) 

o  R O S 1 r e arr a n g e m e nt  ( y e s, n o) 

o  B R A F V 6 0 0 E m ut ati o n ( y es, n o). 

Dis e as e hist or y will als o b e pr es e nt e d i n a d e di c at e d listi n g. 

1 1. 3. 3  E C O G P e rf o r m a n c e st at us  

T h e E C O G P erf or m a n c e St at us  will b e d eri v e d fr o m t h e d at a c oll e ct e d o n t h e “ E C O G  P erf or m a n c e 
St at us ”  e C R F p a g e. It will b e d es cri b e d at b as eli n e b y t h e fr e q u e n c y a n d p er c e nt a g e of p arti ci p a nts 
i n e a c h c at e g or y:  

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

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

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

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

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

1 1. 3. 4  S ki n S t at us H ist o r y 

S ki n st at us hist or y is c oll e ct e d  o n t h e “ S ki n St at us  Hist or y ” e C R F p a g e a n d will b e s u m m ari z e d  
b y t h e fr e q u e n c y a n d p er c e nt a g e of p arti ci p a nt s h a vi n g t h e f oll o wi n g s ki n st at us hist or y: 

•  P ers o n al hist or y of fr e q u e nt s u n b ur n ( Y es, N o, U n k n o w n) 

•  P ers o n al hist or y of e as y s u n b ur n ( Y es, N o, U n k n o w n) 

•  P ers o n al hist or y of s ki n c a n c er ( Y es, N o, U n k n o w n) 

•  P ers o n al hist or y of si g nifi c a nt U V e x p os ur e ( Y es, N o, U n k n o w n) 

•  P ers o n al hist or y of p h ot os e nsiti vit y d u e t o s ki n dis or d er ( Y es, N o, U n k n o w n) 

•  P ers o n al hist or y of p h ot os e nsiti vit y d u e t o m e di c ati o n ( Y es, N o, U n k n o w n) 

•  F a mil y  hist or y  of  s ki n  c a n c er  i n  first  d e gr e e  r el ati v e  (i. e.  p ar e nts,  si bli n gs  a n d/ or  c hil dr e n) 
( Y es, N o, U n k n o w n) 

•  N u m b er of p arti ci p a nt s h a vi n g hist or y of t h e s ki n c o n diti o ns a b o v e ( N o c o n diti o ns, 1 c o n diti o n, 
2 c o n diti o ns, 3 or m or e c o n diti o ns). 

1 1. 3. 5  Ni c oti n e C o ns u m pti o n  

T h e ni c oti n e c o ns u m pti o n i nf or m ati o n will b e c oll e ct e d fr o m t h e “ Ni c oti n e c o ns u m pti o n ” e -C R F 
p a g e a n d it will b e d es cri b e d as f oll o ws: 

•  Ni c oti n e  us e:  N e v er  us e r, E v er  us er  (i n cl u di n g  f urt h er  br e a k d o w n:  f or m er  /  c urr e nt)  as 
c oll e ct e d i n e -C R F  

•  S m o ki n g e x p os ur e ( p a c k- y e ars): 0, < 2 0, 2 0- < 4 0, ≥ 4 0 a n d  s u m m ar y  st atisti cs  

•  Y e ars  si n c e q uitti n g: n e v er  s m o k er, c urr e nt  s m o k er, < 5,  5- < 1 0, ≥ 1 0 a n d  s u m m ar y  st atisti cs  

A listi n g of ni c oti n e c o n s u m pti o n,  i n cl u di n g tr e at m e nt ar m, p arti ci p a nt i d e ntifi er, a g e, s e x , r a c e, 
will  als o  b e  pr o d u c e d  wit h  t h e  f oll o wi n g  d at a:  ni c oti n e  us e  st at us,  st art/ e n d  d at e  of  ni c oti n e 
c o ns u m pti o n, a n d d ur ati o n of c o ns u m pti o n ( y e ars). 
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12 Previous or Concomitant Medications/Procedures

Summaries will be presented for the FAS analysis set

Concomitant Medications

Concomitant medications are medications, other than IMPs and premedications for IMP, which 
are taken by participants any time on-treatment (see on-treatment definition in Section 9), 
medications taken on the first day of IMP will be considered on-treatment. In case the date values 
will not allow to unequivocally allocate a medication to concomitant medication the medication 
will be considered as concomitant medication. Medications started before the signing of the main 
informed consent and continue past the time of the signing will be categorized as concomitant 
medications.

Concomitant medications are reported on the “Concomitant medications details” eCRF page. 

Summaries on concomitant medications will present the number and percentage of participants by
drug class and preferred term according to the most recent available version of the WHO-DD 
dictionary. 

A participant will be counted only once within a given drug class and within a given drug name, 
even if he/she received the same medication at different times. The summary will be sorted by 
Drug Class and Preferred Term in alphabetical order. 

Concomitant medications will be presented in a listing. The listing will include treatment arm, 
participant identifier, age, sex, race, preferred term and medication name as provided by the 
investigator, start date, end date, dose, dose units, frequency, route, reason for the medication.  The 
listing will be sorted by treatment arm, participant identifier, start date, end date (note that missing 
end date are considered as ongoing and will be displayed after non-missing date in case of same 
start date) and preferred term.

A separate listing of concomitant COVID-19 vaccinations will be provided, this listing will include 
the same information as concomitant medications listing.
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Premedications

Premedications are medications administered per protocol on the same day as, but prior to, 
bintrafusp alfa  intervention. In the protocol v.3.0 bintrafusp alfa premedication is an optional 
procedure. 

The number of participants receiving premedication will be summarized for each treatment visit 
based on “Premedication details” eCRF page (participants for whom the question “Has the
participant received premedications before infusion?” is answered “Yes” at the corresponding 
visit).

Percentages will be calculated on the number of participants who actually received an infusion at 
the associated visit.  

Premedications will be presented in a listing from “Premedication Details” eCRF page. The listing 
will include participant identifier, age, sex, race, medication name, visit, date/time of intervention, 
dose, dose units, and route.  The listing will be sorted by participant identifier, premedication start 
date and medication name. 

Concomitant Procedures

All concomitant procedures, which were undertaken any time during on-treatment period are 
collected into the CRF page “Concomitant Procedures Details”. 

Concomitant procedures will be presented in a listing including treatment arm, participant
identifier, age, sex, race, name of procedure (as provided by the investigator), start date, end date, 
indication, and reason for procedure. A flag will be added to identify each procedure as prior to 
treatment and on-treatment. The listing will be sorted by treatment arm, participant indentifier, 
start date, end date (note that missing end date are considered as ongoing and will be displayed 
after non-missing date in case of same start date) and procedure name.

Previous Anticancer Treatments and Procedures

The previous anticancer treatments and procedures are collected under the “Prior Anticancer Drug 
Therapies Details”, “Prior Anticancer Radiotherapy Details”, and the “Prior Anticancer Surgeries 
Details” eCRF pages. 

The number of participants in each of the following anticancer treatment categories will be 
tabulated:

• Participants with at least one previous anticancer treatment or procedure (i.e. drug therapy, 
radiotherapy or surgery) 

• Participants with at least one previous anticancer drug therapy 

• Participants with at least one previous anticancer radiotherapy 

• Participants with at least one previous anticancer surgery. 
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Previous anticancer drug therapy will be summarized as follows:  

• Type of previous anticancer therapy: Cytotoxic therapy/Endocrine therapy/Monoclonal 
antibodies therapy/Small molecules/Immunotherapy/ Other.

• Intent of therapy: Neoadjuvant /Adjuvant  

• Best response of last treatment regimen: complete response (CR)/partial response (PR)/stable 
disease (SD)/non-complete response/non-progressive disease (Non CR/Non PD), progressive 
disease (PD)/not evaluable/unknown.  

Previous anticancer drugs, previous radiotherapy, and previous anticancer surgery will be 
presented in separate listings as follows: 
The previous anticancer drug listing will contain treatment arm, participant identifier, age, sex, 
race, preferred term, medication name, start date, end date, type of therapy, intent of therapy, best 
response and criteria on the last treatment regimen, and date of progression on the regimen.  This 
listing will be sorted by treatment arm, participant identifier, anticancer drug start date, end date 
and preferred term  
The previous radiotherapy listing will contain treatment arm, participant identifier, age, sex, race, 
start date, end date, prior radiotherapy to bone for palliation only, site of therapy, total dose, 
number of fractions and best response on the treatment regimen.  This listing will be sorted by 
treatment arm, participant identifier, radiotherapy start date, radiotherapy end date and site of 
radiotherapy. 
The previous anticancer surgery listing will contain treatment arm, participant identifier, age, sex, 
race, date of surgery, name and site of surgery, curative intent of surgery (Y/N), and outcome of 
surgery.  This listing will be sorted by treatment arm, participant identifier, surgery date and name 
of surgery. 

Anticancer Treatment after Discontinuation

Anticancer treatment after discontinuation of IMP will be summarized according to the eCRF page 
“Anticancer Treatment After Discontinuation” for anticancer drug therapy, “Radiotherapy After 
Discontinuation” for anticancer radiotherapy and to “Surgery After Discontinuation” for 
anticancer surgery. 

The number of participants in each of the following anticancer treatment categories will be 
tabulated:

• Participants with at least one subsequent anticancer treatment (i.e. drug therapy, radiotherapy 
or surgery)

• Participants with at least one subsequent anticancer drug therapy 

• Participants with at least one subsequent anticancer radiotherapy 

• Participants with at least one subsequent anticancer surgery. 

The type of subsequent anticancer drug therapy as provided in the e-CRF (i.e. Cytotoxic therapy/ 
Endocrine therapy/ Monoclonal antibodies therapy/ Small molecules/ Immunotherapy/ Other) will 
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b e d es cri b e d, as w ell as t h e  i nt e nt of t h er a p y ( N e o a dj u v a nt/ A dj u v a nt) a n d t h e  b est r es p o ns e  (C R , 
P R , st a bl e dis e as e, P D , n o n-C R / n o n-P D , n ot e v al u a bl e, u n k n o w n).  

I n a d diti o n, t h e a nti c a n c er  tr e at m e nt aft er dis c o nti n u ati o n of I M P will b e pr o vi d e d i n a d at a listi n g 
i n cl u di n g t y p e of t h er a p y, pr ef err e d t er m/ m e di c ati o n n a m e, m e di c ati o n t y p e, r e gi m e n n a m e, b est 
r es p o ns e, st art d at e, e n d d at e, r a di ot h er a p y sit e a n d n a m e of s ur g er y/l o c ati o n. 

1 3  T r e at m e nt C o m pli a n c e a n d E x p o s u r e  

S u m m ari es will b e p erf or m e d o n S A F a n al ysis s et.  

P arti ci p a nts will b e tr e at e d wit h bi ntr af us p alf a or p e m br oli z u m a b at t h e f oll o wi n g d os es: 

•  Bi ntr af us p alf a  at a d os e of 1 2 0 0 m g p er i nf usi o n o n c e e v er y 2 w e e ks  

•  P e m br oli z u m a b at a d os e of 2 0 0 m g p er i nf usi o n o n c e e v er y 3 w e e ks. 

T h es e d os es will b e a d mi nist er e d as “fl at ” d os es i n d e p e n d e nt of t h e b o d y w ei g ht. B ot h tr e at m e nts 
will b e a d mi nist er e d u ntil P D p er R E CI S T 1. 1, u n a c c e pt a bl e t o xi cit y, or f or u p t o 2 4 m o nt hs. 

All d osi n g c al c ul ati o ns a n d s u m m ari es will b e b as e d o n “ St u d y Tr e at m e nt A d mi nistr ati o n D et ails ” 
e C R F p a g e. D at a c oll e ct e d d uri n g t h e tr e at m e nt r ei niti ati o n p h as e will b e i n cl u d e d i n t h e s u m m ar y 
st atisti cs . 

A d os e is r e g ar d e d t o b e a d mi nist er e d, if t h e a ct u al d os e r e c ei v e d is > 0 

T h e d ur ati o n of bi ntr af us p alf a tr e at m e nt (i n w e e k s) d uri n g t h e st u d y is d efi n e d as:  

d ur ati o n = �
d at e of l ast d os e- d at e of first d os e + 1 4

7
�  

wit h “l ast d os e ” b ei n g t h e l ast d os e of r ei niti ati o n p eri o d , if a p pli c a bl e. 

T h e d ur ati o n of p e m br oli z u m a b tr e at m e nt (i n w e e ks) d uri n g t h e st u d y is d efi n e d as:  

d ur ati o n = �
d at e of l ast d os e- d at e of first d os e + 2 1

7
�  

wit h “l ast d os e ” b ei n g t h e l ast d os e of r ei niti ati o n p eri o d, if a p pli c a bl e. 

T h e c u m ul ati v e d os e of bi ntr af us p alf a  or p e m br oli z u m a b  p er p arti ci p a nt  i n a ti m e p eri o d is t h e 
s u m  of  t h e  a ct u al  d os e  l e v els  t h at  t h e p art i ci p a nt r e c ei v e d  wit hi n  t h at  p eri o d (i. e.  t ot al  d os e 
a d mi nist er e d ( m g)).  

T h e d os e i nt e nsit y ( DI) ( m g/c y cl e ) of bi ntr af us p alf a p er 2- w e e k p eri o d is d efi n e d as :  

d os e i nt e nsit y = �
C u m ul ati v e d os e

( d ur ati o n of t h er a p y (i n w e e ks))/ 2
�  

T h e d os e i nt e nsit y ( DI) ( m g/c y cl e ) of p e m br oli z u m a b p er 3- w e e k p eri o d is d efi n e d as : 

d os e i nt e nsit y = �
C u m ul ati v e d os e

( d ur ati o n of t h er a p y (i n w e e ks))/ 3
�  
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T h e r el ati v e d os e i nt e nsit y ( R DI) is d efi n e d as t h e a ct u al d os e i nt e nsit y di vi d e d b y t h e pl a n n e d 
d os e p er c y cl e a n d e x pr e ss e d i n p er c e nt a g e.  

R DI ( %) = 1 0 0 * [ DI ( m g/ c y cl e)/( pl a n n e d d os e p er c y cl e) ( m g)] 

F or  p arti ci p a nts  w h o  r ei niti at e  t h e  tr e at m e nt,  t h e  v ar yi n g  d ur ati o n  of  c y cl e  will  b e  t a k e n  i nt o 
a c c o u nt.  

T h e f oll o wi n g s u m m ar y t a bl es will b e pr o vi d e d: 

•  D ur ati o n of t h er a p y ( w e e ks) 

•  T ot al n u m b er of i nf usi o n s r e c ei v e d o v er all  

•  C u m ul ati v e d os e ( m g) 

•  D os e i nt e nsit y ( m g/ c y cl e )  

•  R el ati v e d os e i nt e nsit y ( %) . 

A listi n g of tr e at m e nt e x p os ur e will i n cl u d e tr e at m e nt ar m, p arti ci p a nt  i d e ntifi er, a g e, s e x , r a c e, 
visit, i nf usi o n st art d at e a n d ti m e, i nf usi o n e n d d at e a n d ti m e, i nf usi o n r at e ( m L/ hr), a ct u al d os e 
( m g), a d mi nistr ati o n l o c ati o n, a d mi nistr ati o n m o difi c ati o n  a n d r e as o n f or m o difi c ati o n, c h a n g e i n 
a d mi nistr ati o n d et ail,  tr e at m e nt  d el a y  ( d a ys). T his  listi n g  will  b e  s ort e d  b y  tr e at m e nt  a r m, 
p arti ci p a nt  i d e ntifi er, i nf usi o n st art d at e a n d i nf usi o n e n d d at e. 

A n a d diti o n al  listi n g of tr e at m e nt e x p os ur e will i n cl u d e tr e at m e nt ar m, p arti ci p a nt  i d e ntifi er, a g e, 
s e x ,  r a c e, d ur ati o n  of  t h er a p y  ( w e e ks),  t ot al  n u m b er  of  i nf usi o ns  r e c ei v e d,  c u m ul ati v e  d os e  of 
t h er a p y ( m g), d os e i nt e nsit y ( m g/c y cl e ), a n d r el ati v e d os e i nt e nsit y ( %).  T his listi n g will b e s ort e d 
b y tr e at m e nt ar m a n d p arti ci p a nt  i d e ntifi er.  

T h e r a p y D el a ys  

D el a ys of t h er a p y will b e d eri v e d b y i nf usi o n as f oll o ws:  

•  F or bi ntr af us p alf a i nt er v e nti o ns as t h e n o. of d a ys si n c e l ast i nf usi o n - 1 4 

•  F or p e m br oli z u m a b i nt er v e nti o ns as t h e n o. of d a y s si n c e t h e st art of l ast i nf usi o n – 2 1. 

If t h e v al u e a b o v e is > 0 d a ys, t h e n t his will b e cl ass e d as a d el a y. A p arti ci p a nt m a y h a v e m or e 
t h a n o n e tr e at m e nt d el a y t hr o u g h o ut t h e c o urs e of tr e at m e nt. 

T h e f oll o wi n g will b e s u m m ari z e d i n a t a bl e:  

•  N u m b er of p arti ci p a nt s wit h d el a ys  

•  L o n g est d el a y  p er p arti ci p a nt  ( n o d el a y, 1- 2 d a ys, 3- 8 d a ys, 9- 1 5 d a ys, ≥ 1 6 d a ys)  

•  N u m b er of d el a ys p er p arti ci p a nt  ( 0 d el a y, 1 d el a y, 2 d el a ys, 3 d el a ys, ≥ 4 d el a ys). 
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Infusion Temporary Interruptions 

IMP infusion interrupted as recorded on the “Study Treatment Administration Details” page of the 
eCRF will be used for analysis. Number of participants with at least one IMP interruption, reason 
for infusion temporary interruptions, as well as a categorization of the number of IMP interruptions 
(1 / 2 / ≥3) will be summarized.  

Infusion Rate Reductions

Infusion rate reductions as recorded on the “Study Treatment Administration Details” page of the 
eCRF will be used for analysis. Number of participants with at least one infusion rate reduced to 
50%, reasons for infusion rate reduction, as well as a categorization of the number of infusion rate 
reductions (1 / 2 / ≥3) will be summarized.  

14 Efficacy Analyses

Best Overall Response efficacy analyses at OR interim analysis will be performed on 73-10 PD-
L1 High analysis set, if any Best Overall Response sensitivity analyses will be performed at OR 
interim analysis it will be based on FAS with 6m f-up analysis set. Remaining efficacy analyses 
will be presented for the FAS analysis set.  

A group sequential testing procedure will be used to test primary endpoints.

Best Overall Response According to RECIST 1.1 as Assessed by 
IRC (Secondary Endpoint)

Best overall response (BOR) will be assessed based on the tumor response at different evaluation 
time points from randomization until the first documented disease progression for RECIST 1.1 
criterion. Only tumor assessments performed before the start of any further anticancer treatment 
will be considered in the assessment of BOR. Clinical deterioration will not be considered as 
documented disease progression. 

The BOR according to RECIST 1.1 criteria as assessed by IRC can be CR, PR, Non-CR/Non-
PD, SD, PD, or NE.

The following rules will be applied to the derivation of BOR: 

• CR = at least one determination of CR before disease progression

• PR = at least one determination of PR before disease progression (and not qualifying for a CR)

• SD = at least one SD assessment ≥ 6 weeks after start date and before disease progression (and
not qualifying for CR or PR)

• As tumor lesions are evaluated by the IRC, it may happen that the independent reviewer
disagrees with the Investigator and does not assess any tumors as “measurable” at screening.
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I n t h at c as e, t h e B O R c o ul d b e r at e d as “ n o n- C R/ n o n-P D ” (if n o “ C R ” or “ P D ” ar e pr e vi o usl y 
r e p ort e d a n d if t h e “ n o n- C R/ n o n-P D ” ass ess m e nt is ≥ 6 w e e ks aft er st art d at e).  

•  P D = pr o gr essi o n ≤ 1 2 w e e ks aft er r a n d o mi z ati o n ( a n d n ot q u alif yi n g f or C R, P R, S D  or n o n-
C R/ n o n- P D ) 

•  If a p arti ci p a nt  h as  a missi n g b as eli n e t u m or ass es s m e nt a n d/ or n o ( or N E) t u m or ass ess m e nts 
o n- tr e at m e nt, B O R will b e N ot E v al u a bl e ( N E). 

•  I n t h e c as e t h e si n gl e r es p o ns e is S D, S D m ust h a v e b e e n ass ess e d n o l es s t h a n 6 w e e ks ( at 
l e ast 4 2 d a ys) aft er r a n d o mi z ati on, ot h er wis e, t h e b est r es p o ns e will b e N E. 

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s wit h u n c o nfir m e d B O R of C R, P R, N o n - C R/ n o n-P D, 
S D, P D, a n d N E will b e t a b ul at e d b y tr e at m e nt ar m. 

A listi n g will b e pr o vi d e d wit h t h e f oll o wi n g i nf or m ati o n: tr e at m e nt ar m, p arti ci p a nt  i d e ntifi er, 
a g e,  s e x ,  r a c e, d at e  of  r a n d o mi z ati o n, first/l ast  d os e, u n c o nfir m e d  B O R,  d at e  of  s u bs e q u e nt 
a nti c a n c er   t h er a p y (i. e.  dr u g  t h er a p y,  r a di ot h er a p y  or  s ur g er y), d at e  of  d e at h, visit,  d at e(s)  of 
i m a gi n g, l esi o n  t y p e  (t ar g et  l esi o n,  n o n-t ar g et  l esi o n,  n e w  l esi o n),  d es cri pti o n  of  t ar g et  l esi o ns 
(si z e, sit e, t y p e, m et h o d, r es p o ns e), n o n-t ar g et l e si o ns (st at us, sit e, t y p e, m et h o d, r es p o ns e) a n d 
n e w l esi o ns (sit e, t y p e, m et h o d), s u m of l esi o n di a m et ers, p er c e nt c h a n g e i n t ar g et l esi o ns fr o m 
b as eli n e, a n d o v er all r es p o ns e, s ort e d b y tr e at m e nt ar m, p arti ci p a nt  i d e ntifi er, visit, d at e of i m a gi n g 
a n d l esi o n I D. 

A s u m m ar y t a bl e of t h e r e as o ns f or n o n -e v al u a bl e B O R as a dj u di c at e d b y t h e I R C b y tr e at m e nt 
ar m will b e pr o vi d e d: 

•  N o b as eli n e ass ess m e nt  

•  N o p ost- b as eli n e ass ess m e nts d u e t o d e at h wit hi n 6 w e e ks aft er r a n do mi z ati o n  

•  N o p ost- b as eli n e ass ess m e nts d u e t o ot h er r e as o ns 

•  All p ost- b as eli n e ass ess m e nts h a v e o v er all r es p o ns e ‘N o n -e v al u a bl 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 e v al u a bl e p ost- b as eli n e ass ess m e nt  

•  S D of i ns uffi ci e nt d ur ati o n ( < 6 w e e ks aft er r a n do mi z ati o n  wit h o ut f urt h er e v al u a bl e t u m or 
ass ess m e nt) . N ot e: S p e ci al a n d r ar e c as es w h er e B O R is N E d u e t o b ot h e arl y S D a n d l at e 
P D will b e cl assifi e d i nt o t his c at e g or y. 

•  N o n - C R/ n o n-P D  of  i ns uffi ci e nt  d ur ati o n  ( < 6  w e e ks  aft er r a n d o mi z ati o n wit h o ut  f urt h er 
e v al u a bl e t u m or ass ess m e nt)  

•  P D t o o l at e (i. e. t u m or ass ess m e nt of P D w as > 1 2 w e e ks aft er r a n d o mi z ati o n a n d t h er e w as 
n o e v al u a bl e t u m or ass es s m e nt i n b et w e e n )  

•  N o I R C r e vi e w m a y als o b e a d d e d if r e q uir e d b y t h e d at a 

•  If t h e I R C is n ot a bl e t o i d e ntif y a n y dis e as e at b a s eli n e (t ar g et or n o n-t ar g et l esi o ns), t h e 
B O R m a y b e r at e d as “ N o Dis e as e ” ( N D ), “N o Dis e as e ” m a y c at e g or y m a y als o b e a d d e d 
if r e q uir e d b y t h e d at a. 
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A  li sti n g  of  r e as o ns  f or n o n- e v al u a bl e  B O R  will  als o  b e  cr e at e d  i n cl u di n g:  tr e at m e nt  ar m , 
p arti ci p a nt  i d e ntifi er, a g e, s e x , r a c e, d at e of r a n d o mi z ati o n,  d at e of first a n d l ast d os e, d at e(s) of 
i m a gi n g, o v er all r es p o ns e, d at e of s u bs e q u e nt a nti c a n c er  t h er a p y (i. e. dr u g t h er a p y, r a di ot h er a p y 
or s ur g er y) a n d  t h e r e as o n f or u n c o nfir m e d B O R N E . 

T h e O bj e cti v e  R es p o n s e  R at e  ( O R R)  is d efi n e d as t h e n u m b er of p arti ci p a nt s h a vi n g  a B O R 
ass ess m e nt of C R or P R, o ut of t h e t ot al n u m b er of p arti ci p a nt s b el o n gi n g t o t h e a n al ysis s et of 
i nt er est. 

T h e Dis e as e C o nt r 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 arti ci p a nt s wit h B O R a c c or di n g 
t o e v al u ati o n crit eri a of C R, P R, or S D  o ut of t h e t ot al n u m b er of p arti ci p a nt s b el o n gi n g t o t h e 
a n al ysis s et of i nt er est.  

T h e u n c o nfir m e d O R R will b e c al c ul at e d f or e a c h tr e at m e nt ar m wit h a t w o -si d e d 9 5 % CI usi n g 
t h e Cl o p p er- P e ars o n  m et h o d ( e x a ct CI f or a bi n o mi al pr o p orti o n as c o m p ut e d b y d ef a ult b y t h e 

F R E Q pr o c e d ur e usi n g t h e E X A C T o pti o n) . At O R I A, th e diff er e n c e Δ O R R  will b e esti m at e d b y 
t h e cr u d e r at e diff er e n c e b et w e e n bi n tr af us p alf a a n d p e m br oli z u m a b ar ms a n d c o m pl e m e nt e d b y  
a 9 5 % Mi etti n e n -N ur mi n e n CI  ( c o m p ut e d b y t h e F R E Q pr o c e d ur e usi n g t h e RI S K DI F F( C L = M N) 
o pti o n).  

At P F S I A a n d f oll o wi n g a n al ys es, t h e diff er e n c e i n O R R will b e esti m at e d b as e d o n C o c hr a n -
M a nt el -H a e ns z el m et h o d (t a ki n g i nt o a c c o u nt t h e r a n d o mi z ati o n str at a ) a n d t h e t est st atisti cs will 
b e pr es e nt e d.  

T h e o d ds r ati o a dj ust e d b y r a n d o mi z ati o n str at a wit h ass o ci at e d 9 5 % CI will als o b e pr es e nt e d. 
A d diti o n all y,  D C R  will  b e  c al c ul at e d  al o n g  wit h  t h e  c orr es p o n di n g  t w o -si d e d  e x a ct  Cl o p p er -
P e ars o n 9 5 % CI p er tr e at m e nt ar m . 
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Progression Free Survival According to RECIST 1.1 as assessed by IRC 
(Primary Endpoint) 

A primary endpoint of this study is PFS time. The disease progression will be based on IRC 
assessment on imaging and classified according to RECIST version 1.1 criteria.   

Progression Free Survival (PFS) time is defined as the time from randomization to the date of 
the first documentation of objective PD as assessed by IRC or death due to any cause, whichever 
occurs first. Death will be considered as event if reported within: 

• 12 weeks (84 days) after the last tumor assessment without progression or the randomization 
(whichever occurs later) – during the first 18 months of follow-up  

• 24 weeks (168 days) after the last tumor assessment without progression or the randomization 
(whichever occurs later) - after 18 months of follow-up. 

The following censoring rules will be applied for the PFS computation: 

• Any participant with neither assessment of tumor progression, nor death date within 12 weeks
after last tumor assessment (or 24 weeks after 18 months of follow-up) or randomization will 
be censored on the date of last evaluable tumor assessment or randomization whatever is later

• If death without previously documented PD is observed after more than 84 days during the 
first 18 months of follow-up (or 168 days after the first 18 months of follow-up) of last tumor 
assessment, the participant will be censored at the date of the last evaluable tumor assessment  

• Participants who do not have a baseline tumor assessment or who do not have any post-baseline 
tumor assessments will be censored at randomization unless death occurred on or before the 
time of the second planned tumor assessment (i.e. 12 weeks) in which case the death will be 
considered an event 

• Participants who start new anticancer treatment prior to an event will be censored on the date 
of the last evaluable tumor assessment before anticancer therapy is given 

• Participants with an event after two or more subsequent missing response assessments (i.e. no 
assessments in 84 days during the first 18 months of follow-up or 168 days after the first 
18months of follow-up) will be censored on the date of the last evaluable tumor assessment. 

Censoring rules are also summarized in Table 7.

Table 7 Censoring Rules

PFS Event Status Censoring Date of event / censoring

Progressed or 
died

Within two subsequent scheduled 
tumor assessments after last 
response assessment of CR, PR or 
SD 

Event Minimum (Date of PD, Date of death)

Otherwise Censored Date of last evaluable tumor 
assessment with outcome CR, PR or 
SD or date of randomization, 
whatever is later

Global Version ID: Global Version ID: CCI
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P F S E v e nt St at u s  C e n s ori n g  D at e of e v e nt / c e n s ori n g  

N eit h er pr o gr e s s e d n or di e d  

C e n s or e d  D at e of l a st  e v al u a bl e  t u m or 
a s s e s s m e nt wit h o ut c o m e C R, P R or 
S D or d at e of r a n d o mi z ati o n, 
w h at e v er i s l at er  

T h e l ast t u m or ass ess m e nt d at e is d efi n e d as t h e  l ast a v ail a bl e a n d e v al u a bl e t u m or ass ess m e nt 
p erf or m e d pri or t o t h e c ut off d at e ( or pri or t o e n d of st u d y, i. e. p arti ci p a nt s l ost t o f oll o w -u p or 
w h o wit h dr a w c o ns e nt)  or pri or t o s u bs e q u e nt a nti c a n c er  t h er a p y (i. e. dr u g t h er a p y, r a di ot h er a p y 
or s ur g er y) . If n o e v al u a bl e t u m or ass ess m e nt is a v ail a bl e, t his d at e will b e t h e r a n d o mi z ati o n d at e.  

P F S = ( d at e of P D or d e at h/ c e ns ori n g – d at e of r a n d o mi z ati o n + 1)/  3 0. 4 3 7 5 ( m o nt hs).  

K a pl a n- M ei e r a n al ysis 

T h e a n al ysis of P F S will b e pr es e nt e d b y tr e at m e nt ar m  a n d will b e p erf or m e d wit h a K a pl a n -
M ei er  m et h o d ( pr o d u ct -li mit esti m at es) a n d a s u m m ar y of ass o ci at e d st atisti cs will b e pr es e nt e d 
i n cl u di n g c orr es p o n di n g t w o-si d e d 9 5 % CIs. T h e CIs f or t h e m e di a n will b e c al c ul at e d a c c or di n g 
t o Br o o k m e y er a n d Cr o wl e y ( 1 9 8 2)  a n d C Is f or t h e s ur vi v al f u n cti o n esti m at es at M o nt h 3, 6, 9, 
1 2 a n d 2 4  will b e d eri v e d usi n g t h e l o g -l o g tr a nsf or m ati o n a c c or di n g t o K al bfl eis c h a n d Pr e nti c e 
( 1 9 8 0) ( C O N F T Y P E =l o gl o g d ef a ult o pti o n i n S A S P R O C LI F E T E S T).  T h e esti m at e of st a n d ar d 
err or will b e c o m p ut e d u si n g Gr e e n w o o d’s f or m u l a.  

Fr e q u e n c y  ( n u m b er  a n d  p er c e nt a g e)  of p arti ci p a nt s  wit h a n d  wit h o ut  a n  e v e nt,  o v er all  a n d  p er  
e v e nt t y p e ( P D or d e at h) will b e pr es e nt e d b y tr e at m e nt ar m. C e ns ori n g r e as o ns  will b e d es cri b e d 
b y tr e at m e nt ar m,  as f oll o ws: 

•  A d mi nistr ati v e c e ns ori n g ( o n g oi n g i n t h e st u d y wit h o ut a n e v e nt) 

•  N o b as eli n e ass ess m e nt  

•  N o e v al u a bl e p ost- b as eli n e ass ess m e nt  

•  St art of n e w a nti c a n c er  t h er a p y 

•  E v e nt aft er 2 or m or e mi ssi n g or n o n- e v al u a bl e p ost- b as eli n e ass ess m e nts  

•  Wit h dr a w al of c o ns e nt 

•  L ost t o f oll o w- u p 

L ost t o f oll o w- u p will i n cl u d e t h e f oll o wi n g p arti ci p a nt s:  

•  L ost t o f oll o w -u p st at us is c oll e ct e d o n t h e e C R F  tr e at m e nt t er mi n ati o n p a g e or e C R F st u d y 
t er mi n ati o n p a g e pri or t o t h e a n al ysis c ut off; 

•  P arti ci p a nts wit h l ast k n o w n ali v e d at e > 1 4 w e e ks  pri o r t o t h e a n al ysis c ut off d at e ( d ur ati o n 
of 1 4 w e e ks is b as e d o n t h e ass ess m e nt s c h e d ul e of e v er y 3 m o nt hs f or s ur vi v al f oll o w- u p 
i nt er v al + 1 w e e k wi n d o w). 
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A p arti ci p a nt  listi n g  will  b e  als o  pr o vi d e d  wit h  t h e  f oll o wi n g  i nf or m ati o n:  tr e at m e nt  ar m, 
p arti ci p a nt  id e ntifi er,  a g e, s e x , r a c e, r a n d o mi z ati o n d at e, d at e of l ast t u m or  ass ess m e nt, d at e of 
e v e nt/ c e ns ori n g, e v e nt/ c e ns ori n g r e as o n, ti m e t o e v e nt. 

L o g- r a n k t est  

T h e pri m ar y effi c a c y a n al ysis of P F S will b e p erf or m e d b as e d o n t h e F A S usi n g t h e str at a assi g n e d 
at  r a n d o mi z ati o n.  

T h e pri m ar y effi c a c y a n al ysis will c o m p ar e t h e P F S ti m e b et w e e n t h e t w o tr e at m e nt ar m s, a n d will 
b e p erf or m e d usi n g a o n e -si d e d str atifi e d l o g -r a n k  t est, a c c or di n g t o t esti n g str at e g y d efi n e d i n 
S e cti o n  6 .  

T h e str atifi c ati o n f a ct or a p pli e d ar e i d e nti c al t o t h os e us e d f or r a n d o mi z ati o n ( as c a pt ur e d vi a t h e 
I R T at r a n d o mi z ati o n):  

•  S q u a m o us hist ol o g y 

•  N o ns q u a m o us hist ol o g y a n d n e v er s m o k e d  

•  N o ns q u a m o us hist ol o g y wit h a s m o ki n g hist or y. 

T h e f oll o wi n g n ull h y p ot h esis will b e t est e d: 

𝐻𝐻 0
𝑃𝑃 𝑃𝑃 𝑃𝑃 : 𝜆𝜆 𝑀𝑀

𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 ≥ 1  v ers us 𝐻𝐻 1

𝑃𝑃 𝑃𝑃 𝑃𝑃 : 𝜆𝜆 𝑀𝑀
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) = 𝜃𝜃 𝜆𝜆 𝑃𝑃

𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 ) ,𝜃𝜃 < 1  

W h er e 𝜆𝜆 ⋅
𝑃𝑃 𝑃𝑃 𝑃𝑃 ( 𝑡𝑡 )  r e pr es e nt s t h e h a z ar d at ti m e 𝑡𝑡  a n d 𝜃𝜃  t h e u n k n o w n c o nst a nt of pr o p orti o n alit y of 

h a z ar ds i n t h e tr e at m e nt ar m s M  ( M 7 8 2 4/ bi ntr af u s p alf a) a n d P  ( p e m br oli z u m a b). 

C o x’s r e g r essi o n m o d el  

T h e tr e at m e nt eff e ct will b e esti m at e d usi n g a C o x’s Pr o p orti o n al H a z a r d m o d el str atifi e d b y t h e 
r a n d o mi z ati o n str at a t o c al c ul at e t h e h a z ar d r ati o. R a n d o mi z ati o n str at a will b e t a k e n as s p e cifi e d 
a n d d o c u m e nt e d i n t h e I R T . E a c h str at u m will d efi n e a s e p ar at e b as eli n e h a z ar d f u n cti o n ( usi n g 
t h e ' S T R A T A' st at e m e nt i n S A S P R O C P H R E G), i. e. f or t h e i -t h str at u m t h e h a z ar d f u n cti o n is 
e x pr ess e d as: h(i;t) = h(i, 0;t) e x p( β X ), w h er e h(i, 0;t) d efi n es t h e b as eli n e h a z ar d f u n cti o n f or t h e i-
t h str at u m a n d x d efi n es t h e tr e at m e nt ar m  ( 0 = p e m br oli z u m a b, 1= M 7 8 2 4 ( bi ntr af us p alf a )) a n d 
b et a  is  t h e  u n k n o w n  r e gr essi o n  p ar a m et er.  Ti es will  b e h a n dl e d  b y  r e pl a ci n g  t h e  pr o p orti o n al 
h a z ar ds m o d el b y t h e dis cr et e l o gisti c m o d el ( Ti es = Dis cr et e o pti o n i n S A S P R O C P H R E G). 
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1 4. 4. 3  Ti m e t o F oll o w -u p f o r P F S  

A K a pl a n -M ei er a n al ysis  f or P F S f oll o w-u p d ur ati o n will b e g e n er at e d t o ass ess t h e f oll o w-u p ti m e 
i n t h e tr e at m e nt ar ms r e v ersi n g t h e P F S c e ns ori n g a n d e v e nt i n di c at ors. 

K a pl a n -M ei er  esti m at es will  b e  pr es e nt e d  b y  tr e at m e nt ar m  t o g et h er  wit h  t h e  m e di a n  ti m e  of 
f oll o w-u p f or P F S. I n p arti c ul ar, t h e f oll o w-u p r at e at 3, 6, 9,  1 2 a n d 2 4  m o n t hs will b e esti m at e d 
wit h c orr es p o n di n g t w o-si d e d 9 5 % CIs. 
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Duration of Response (Secondary Endpoint)

Duration of response (DOR) is defined as the time from first documentation of objective response 
(CR or PR) to the date of first documentation of objective progression of disease (PD) or death 
due to any cause whichever occurs first. The analysis of DOR will be performed on unconfirmed 
objective response of CR or PR according to RECIST 1.1 as adjudicated by IRC. The censoring 
rules for DOR are as described above for PFS. The number of participants with ongoing response 
will be described as the number of censored participants with administrative censoring.

DOR = (date of PD or death/censoring – date of objective response + 1)/30.4375 (months). 

The analysis of DOR will be performed with a Kaplan-Meier method (product-limit estimates) and 
a summary of associated statistics will be presented including corresponding two-sided 95% CIs. 
The CIs for the median will be calculated according to Brookmeyer and Crowley (1982) and CIs 
for the survival function estimates at Month 3, 6, 9, 12 and 24 will be derived using the log-log 
transformation according to Kalbfleisch and Prentice (1980) (CONFTYPE=loglog default option 
in SAS PROC LIFETEST).  The estimate of standard error will be computed using Greenwood’s 
formula.  

The time and duration of response per participant may also be displayed in a swimmer graph in 
participants with unconfirmed CR/PR (delayed response is also considered).  
A participant listing will provide the following information: treatment arm, participant identifier, 
age, sex, race, date of randomization, date of first response, time to response, date of last tumor 
assessment, censored (Y/N), date of event/censoring, event/censoring reason, DOR. 

14.8.1 Sensitivity Analyses for DOR

The analysis of DOR will be repeated on confirmed CR/PR according to RECIST 1.1 as 
adjudicated by IRC. 

The analyses for DOR based on unconfirmed responses will be repeated for DOR based on 
confirmed responses (i.e. Kaplan-Meier analysis, listing of DOR, swimmer graph of time and 
duration of response in participants with confirmed CR/PR).
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Overall Survival (Primary Endpoint) 

The overall survival (OS) time is defined as the date from randomization to death due to any cause: 

OS = (date of event/censoring – date of randomization + 1)/30.4375 (months).  

For participants alive at the time of data cutoff date or who are lost to follow up, OS will be 
censored at the last date known to be alive.  

The date of event / censoring is defined in Table 8.
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T a bl e 8  S u r vi v al E v e nt / C e n s o ri n g  

S ur vi v al st at u s  D at e of e v e nt / c e n s ori n g  C e n s ori n g  

P arti ci p a nt s  ali v e  or  l o st  t o  f oll o w -u p  
b ef or e or at c ut off  d at e  

L a st d at e k n o w n t o b e ali v e  Y e s  

P arti ci p a nt s  w h o  di e d  b ef or e  or  at 
c ut off  d at e  

D at e of d e at h  N o  

T h e f oll o wi n g  c o m pl et e  d at es will b e us e d t o d et er mi n e t h e l ast d at e k n o w n t o b e ali v e. O nl y t h e 
o n es a m o n g t h e m t h at ar e b ef or e or at d at a c ut off a n d w hi c h ar e n ot i m p ut e d s h all b e us e d i n t h e 
d eri v ati o n. D at es p ast t h e d at a c ut off will b e i g n or e d b y t h e d eri v ati o n: 

•  All p arti ci p a nt  ass ess m e nt d at es ( bl o o d dr a ws (l a b or at or y, P K), vit al si g ns, p erf or m a n c e st at us, 
E C G, t u m or ass ess m e nts, P R O  ass ess m e nts)  

•  St art a n d e n d d at es of a nti c a n c er  t h er a pi es a d mi nist er e d aft er I M P dis c o nti n u ati o n.  

•  A E st art a n d e n d d at es  

•  L ast k n o w n ali v e d at e  c oll e ct e d o n t h e ‘ S ur vi v al F oll o w- u p ’ e C R F ( d o n ot us e f oll o w-u p d at e)  

•  I M Ps st art a n d e n d d at es (i n cl u di n g r ei niti ati o n of tr e at m e nt) 

•  R a n d o mi z ati o n d at e 

•  C o m pl eti o n/ Dis c o nti n u ati o n d at e  fr o m  t h e  “ St u d y  T er mi n ati o n ”  e C R F  p a g e  ( d o  n ot  us e  if 
r e as o n f or dis c o nti n u ati o n is l ost t o f oll o w- u p or d e at h) 

O nl y d at es ass o ci at e d wit h a ct u al e x a mi n ati o ns of t h e p arti ci p a nt r e p ort e d i n t h e e C R F will b e 
us e d i n t h e d eri v ati o n.   D at es ass o ci at e d wit h a t e c h ni c al o p er ati o n u nr el at e d t o p arti ci p a nt st at us 
s u c h as t h e d at e a bl o o d s a m pl e w as pr o c ess e d will n ot b e us e d.  

T h e a n al ysis of O S ti m e will b e p erf or m e d wit h a K a pl a n -M ei er m et h o d wit h t h e s a m e a p pr o a c h 
d es cri b e d  f or P F S  i n  S e cti o n 1 4. 4 . K a pl a n -M ei er  esti m at es  ( pr o d u ct -li mit  esti m at es)  will  b e 
pr es e nt e d t o g et h er wit h a s u m m ar y of ass o ci at e d st atisti cs i n cl u di n g c orr es p o n di n g t w o -si de d 9 5 % 
CIs. T h e y will b e esti m at e d at 1 2, 1 8, 2 4, 3 0, 3 6, 4 2, a n d 4 8 m o nt hs. 

A C o x ’s r e gr essi o n m o d el will b e us e d wit h t h e s a m e a p pr o a c h as f or P F S d es cri b e d i n S e cti o n 
1 4. 4 .   

T h e f oll o wi n g n ull h y p ot h esis will b e t est e d: 

𝐻𝐻 0
𝑃𝑃 𝑃𝑃 : 𝑃𝑃 𝜆𝜆

𝑀𝑀 𝑃𝑃 ( 𝑃𝑃 ) = 𝑃𝑃 𝑡𝑡 𝜃𝜃
𝜆𝜆 𝑃𝑃 ( 𝑃𝑃 ) ,𝑃𝑃 ≥ 1  v ers us 𝑃𝑃 1

𝑡𝑡 𝜃𝜃 : 𝐻𝐻 𝑃𝑃
𝑃𝑃 𝑃𝑃 ( 𝜆𝜆 ) = 𝑀𝑀 𝑃𝑃 𝑃𝑃

𝑃𝑃 𝑡𝑡 ( 𝜃𝜃 ) ,𝜆𝜆 < 1  

W h er e 𝑃𝑃 ⋅
𝑃𝑃 𝑃𝑃 ( 𝑃𝑃 )  r e pr es e nt s t h e h a z ar d at ti m e 𝑡𝑡  a n d 𝜃𝜃  t h e u n k n o w n c o nst a nt of pr o p orti o n alit y of 

h a z ar ds i n t h e tr e at m e nt ar m s M  ( M 7 8 2 4/ bi ntr af u s p alf a) a n d P  ( p e m br oli z u m a b). 

𝜆𝜆 0
𝑃𝑃 𝑃𝑃  will b e t est e d a c c or di n g t o t h e t esti n g str at e g y d es cri b e d i n S e cti o n  6 . 

L a n -D e M ets  al p h a  s p e n di n g  wit h  O’ Bri e n -Fl e mi n g -li k e  b o u n d ari es  will  b e  a d o pt e d  f or  t h e 
c urr e ntl y o bs er v e d e v e nt si z e at c ut off d at e.  
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A participant listing will provide the following information: treatment arm, participant identifier, 
age, sex, race, date of randomization, date of event/censoring, event/censoring reason, and time to 
event.

14.11.2 Follow-up time since randomization

A Kaplan-Meier analysis will be performed on follow-up time using OS data by reverting the 
censoring flag (participants still alive or lost to follow-up are counted as events, deceased 
participants are counted as censored). Kaplan-Meier estimates (product-limit estimates) will be 
presented by treatment arm together with the median time of follow-up. In particular, the follow-
up rates at 3, 6, 9, 12 and 24 months will be estimated with 95% CIs. 

15 Safety Analyses

The subsections in this section include specifications for summarizing safety endpoints that are 
common across clinical studies such as adverse events, laboratory tests and vital signs. Baseline 
values for safety analysis are defined in Section 9 of this IAP “Definition of baseline and change 
from baseline”.

Adverse Events

Treatment emergent adverse events (TEAEs) are those events with onset dates occurring during 
the on-treatment period (as defined in Section 9 of this IAP) or if the worsening of an event is 
during the on-treatment period.

Changes in toxicity grade, seriousness or outcome of AEs are recorded as separate entries in the 
eCRF with associated end and start dates (start date equals end date of previous entry). Such entries 
reporting the same event in such immediately consecutive periods will be considered as one event 
in the analysis. These events will be kept as separate records in the database in order to maintain 
the full detailed history of the events. The start date of the initial record in the sequence is taken as 
start date of the entire event, similarly the end date of the last event in the sequence is taken as end 

Global Version ID:Global Version ID:CCI

CCI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

6 7 /9 4  
  

d at e of t h e e ntir e e v e nt. T h e o v er all o ut c o m e of t h e a d v ers e e v e nt is t h e o ut c o m e of t h e l ast e v e nt 
i n t he s e q u e n c e. D ur ati o n of t h e A E a n d t h e T E A E fl a g will b e a dj ust e d a c c or di n gl y i n t h e a n al ysis.  

All a n al ys es d es cri b e d i n t his se cti o n will b e b as e d o n T E A Es if n ot ot h er wis e s p e cifi e d  a n d will 
b e d es cri b e d b y tr e at m e nt ar m . T h e A E listi n gs will i n cl u d e all A Es ( w h et h er tr e at m e nt -e m er g e nt 
or n ot).  A Es o utsi d e t h e o n- tr e at m e nt p eri o d will b e fl a g g e d i n t h e listi n gs. 

I n c o m pl et e A E-r el at e d d at es will b e h a n dl e d as st at e d i n S e cti o n  9 . 

R el at e d A d v e rs e E v e nt s  ar e t h os e A Es wit h r el ati o ns hi p t o I M P r e p ort e d b y t h e i n v esti g at or as 
r el at e d (i. e. a ns w er t o t h e q u esti o ns “ R el ati o ns hi p wit h st u d y tr e at m e nt ” = “ R el at e d ” o n “ A d v ers e 
E v e nt  D et ails ” e C R F   p a g e) a n d  t h os e  of  u n k n o w n  r el ati o ns hi p  (i. e.  n o  a ns w er  t o  t h e  q u esti o n 
“ R el ati o ns hi p wit h st u d y tr e at m e nt ”) . 

S e ri o u s A d v e rs e E v e nts ( S A E s)  ar e t h os e e v e nts r e p ort e d o n t h e “ A d v ers e E v e nt D et ails ” e C R F 
p a g e wit h t h e “ S eri o us A d v ers e E v e nt ” fi el d ti c k e d “ Y es ”.  

A d v e rs e E v e nts L e a di n g t o T e m p o r a r y Dis c o nti n u ati o n ar e t h os e e v e nt s l e a di n g t o t e m p or ar y 
dis c o nti n u ati o n of st u d y tr e at m e nt ( a ns w er t o t h e q u esti o n “ A cti o n(s) t a k e n wit h st u d y tr e at m e nt ” 
i n cl u d es “ Dr u g i nt err u pt e d ” o n “ A d v ers e E ve nt D et ails ” e C R F p a g e).  

A d v e rs e E v e nts L e a di n g t o P e r m a n e nt T r e at m e nt Dis c o nti n u ati o n  ar e t h os e e v e nts 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 tr e at m e nt ( a ns w er t o t h e q u esti o n “ A cti o n(s) t a k e n wit h st u d y 
tr e at m e nt ” i n cl u d es “ Dr u g wit h dr a w n ” o n “ A d v er s e E v e nt D et ails ” e C R F p a g e).  

A d v e rs e  E v e nt  L e a di n g  t o  D e at h : A E s l e a di n g  t o  d e at h  (as  r e c or d e d  o n  t h e “ A d v ers e  E v e nt 
D et ails ” e C R F p a g e, c h a n g e i n gr a d e = “ N o ” a n d o ut c o m e = “ F at al ”, or g r a d e = “ Gr a d e  5 or d e at h 
r el at e d  t o  A E ” or  s eri o us  a d v ers e  e v e nt  =  “ Y e s ”  a n d s eri o us n ess  crit eri a  i n cl u d e  “ R es ult s  i n 
d e at h ” ). 

Bl e e di n g e v e nts ar e t h os e A Es b el o n gi n g t o t h e M e d D R A S M Q H a e m orr h a g e t er ms ( e x cl u di n g 
l a b or at or y t er ms). 
 
A d v e rs e E v e nts of S p e ci al I nt e r est ( A E S I): A E SI  will b e i d e ntifi e d a c c or di n g t o a pr e -s p e cifi e d 
s e ar c h list of M e d D R A Pr ef err e d T er ms .    

C at e g ori es of A E SIs i n cl u d e (s ee d et ails i n S e cti o n 1 5. 2. 3 ): 

•  I nf usi o n-r el at e d r e a cti o n s (I R R s)  

•  I m m u n e-r el at e d a d v ers e e v e nts (ir A Es)  

•  S ki n A E p ossi bl y r el at e d t o T G F β i n hi biti o n  

•  A n e mi a . 

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

A d v ers e e v e nts will b e s u m m ari z e d b y w orst s e v erit y ( a c c or di n g t o N CI -C T C A E v ersi o n 5. 0 ) p er 
p arti ci p a nt , usi n g M e d D R A (l at est v ersi o n) pr ef err e d t er m as e v e nt c at e g or y a n d M e d D R A  (l at est 
v ersi o n) pri m ar y s yst e m or g a n cl ass ( S O C) b o d y t er m as B o d y S yst e m c at e g or y.  
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U nl ess ot h er wi s e st at e d A Es will b e dis pl a y e d i n t er ms of fr e q u e n c y t a bl es: P T a n d pri m ar y S O C 
i n al p h a b eti c al or d er. 

If a n A E is r e p ort e d f or a gi v e n p arti ci p a nt  m or e t h a n o n c e d uri n g tr e at m e nt, t h e w orst s e v erit y 
a n d t h e w orst r el ati o ns hi p t o IM P  will b e t a b ul at e d.  I n c as e a p arti ci p a nt  h a d e v e nts wit h missi n g 
a n d n o n- missi n g gr a d es, t h e m a xi m u m of t h e n o n- mi ssi n g gr a d es will b e dis pl a y e d. 

A t a bl e  pr es e nti n g  t h e  o v er all  s u m m ar y  of  A Es  will  b e  pr es e nt e d  b y tr e at m e nt  ar m  wit h  t h e 
f oll o wi n g i nf or m ati o n:  

•  T E A E s  

•  R el at e d T E A Es  

•  S eri o us T E A Es  

•  R el at e d s eri o us T E A Es  

•  T E A E s N CI -C T C A E s e v erit y gr a d e ( ≥ 3, ≥ 4)  

•  R el at e d T E A E s N CI -C T C A E s e v erit y gr a d e ( ≥ 3, ≥ 4)  

•  T E A Es l e a di n g t o d e at h 

•  R el at e d T E A Es l e a di n g t o d e at h 

•  T E A Es a n d r el at e d T E A E s of s p e ci al i nt er est:  

o  I nf usi o n-r el at e d r e a cti o n s (I R R s) 

o  I m m u n e-r el at e d A Es (ir A Es)  

o  T G F - β i n hi biti o n m e di at e d s ki n T E A Es  

o  A n e mi a  

•  Bl e e di n g T E A Es  

•  R el at e d bl e e di n g T E A Es  

T a bl es f or T E A Es fr e q u e n c y c orr es p o n di n g t o e a c h c at e g or y i n t h e o v er vi e w t a bl e a b o v e will b e 
pr o vi d e d b y M e d D R A pri m ar y S O C ( or d er e d al p h a b eti c all y) a n d P T ( or d er e d al p h a b eti c all y)  a n d 
b y tr e at m e nt ar ms.  Ea c h p arti ci p a nt  will b e c o u nt e d o nl y o n c e wit hi n e a c h P T or S O C.  C at e g ori es 
f or T E A Es of s p e ci al i nt er est will b e  d es cri b e d as d et ail e d i n  Se cti o n  1 5. 2. 3  of t his I A P.  

T E A Es a n d r el at e d T E A Es b y w orst gr a d e will als o b e s u m m ari z e d, a n d P T s t h at diff ers b y at l e ast 
5 % b et w e e n tr e at m e nt ar ms  will b e pr es e nt e d  gr a p hi c all y b y w orst gr a d e a n d P T wit h b ar c h art 
fi g ur es. 
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Cli ni c a lt ri als. g o v a n d E u d r a C T -r e q ui r e m e nts  

S u m m ar y t a bl es f or n o n - s eri o us T E A Es e x cl u di n g S A Es a p pl yi n g fr e q u e n c y t hr es h ol d of 5 % will 
b e pr o vi d e d. 

T h e f oll o wi n g listi n gs will b e pr o vi d e d: 
•  Listi n g of all A E s ( w h et h er tr e at m e nt- e m er g e nt or n ot): T E A Es a n d A E o c c urri n g d uri n g 

r ei niti ati o n p h as e will b e fl a g g e d 
 

•  Listi n g of n o n -T E A E f or A Es o c c urri n g aft er e nr oll m e nt ( d at e of first si g n at ur e of i nf or m e d  
c o ns e nt/ d at e of first si g n at ur e of first i nf or m e d c o ns e nt) b ut pri or t o t h e fir st d os e of st u d y 
i nt er v e nti o n 

Listi n g  of  A E s wit h  o n s et  or  w ors e ni n g  aft er  t h e  o n -tr e at m e nt  p eri o d  ( A Es  o c c urri n g  d uri n g 
r ei niti ati o n  p h as e  will  b e  fl a g g e d). T h e  listi n g  of A Es will  c o nt ai n  t h e  f oll o wi n g  i nf or m ati o n: 
tr e at m e nt ar m, p arti ci p a nt  i d e ntifi er, a g e, s e x , r a c e, first a n d l ast d at e of tr e at m e nt a d mi nistr ati o n, 
pr ef err e d t er m, r e p ort e d t er m f or t h e A E , st art d at e, e n d d at e, d ur ati o n of A E (i n d a ys), d a y r el ati v e 
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to the first infusion, day relative to the most recent infusion prior to AE onset, relationship to IMP, 
toxicity grade, action(s) taken, outcome, seriousness (Y/N), AESI infusion-related (Y/N), AESI 
immune-related (Y/N), TGF-β inhibition mediated skin AESI (Y/N), Treatment-related anemia 
AESI (Y/N), Bleeding events (Y/N). The listing will be sorted by treatment arm, participant 
identifier, preferred term, start date and end date.

15.1.2 Adverse Events Leading to Treatment Discontinuation

Frequency tables summarizing the following actions taken with IMP in response to TEAEs will 
be prepared and presented by PT and primary SOC in alphabetical order: 
• TEAEs leading to permanent treatment discontinuation 
• Related TEAEs leading to permanent treatment discontinuation  
• TEAEs leading to infusion rate reduction 
• Related TEAEs leading to infusion rate reduction 
• TEAEs leading to temporary IMP interruption 
• Related TEAEs leading to temporary IMP interruption. 
The listing of AEs leading to permanent treatment discontinuation will also be provided with the 
relevant information.  

Deaths, Other Serious Adverse Events, and Other Significant Adverse 
Events

15.2.1 Deaths

All deaths, deaths within 30 days after last dose of IMP, death within 60 days after first dose as 
well as primary reason for death, will be tabulated based on information from the “Death” eCRF 
page.  

The following summaries will be provided by treatment arm: 
• Number of deaths 
• Number of deaths within 30 days after last dose of IMP
• Number of deaths within 60 days after first dose of IMP
• Primary reason of death

o Progressive disease and/or disease related condition
o Event unrelated to IMP
o Event related to IMP
o Unknown 

In addition, date and cause of death will be provided in an individual participant data listing 
together with selected dosing information (IMP received, date of first/last administration, number 
of infusions, day relative to first and last infusion) and will include columns for
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•  P arti ci p a nt i d e ntifi er, a n al ysis s et, a g e, s e x, r a c e  

•  A Es wit h f at al o ut c o m e (list pr ef err e d t er ms of A Es wit h o ut c o m e = f at al, Gr a d e 5 or S eri o us 
r es ulti n g i n d e at h) 

•  A ut o ps y p erf or m e d ( Y es/ N o/ U n k n o w n) 

•  Fl a g f or d e at h wit hi n 3 0 d a ys of l ast I M P i nt er v e nti o n 

•  Fl a g f or d e at h wit hi n 6 0 d a ys of first I M P i nt er v e nti o n. 

1 5. 2. 2  S e ri o us A d v e rs e E v e nts  

T h e  n u m b er  of p arti ci p a nt s  wit h  s eri o us  A Es  ( S A Es)  will  b e  d es cri b e d  b y  S O C  a n d  P T,  b y 
tr e at m e nt ar ms:  

•  S eri o us T E A Es  

•  R el at e d s eri o us T E A Es  

Pl e as e r ef er t o S e cti o n  1 5. 1. 1 . A p arti ci p a nt  listi n g will b e pr o vi d e d i n cl u di n g all SA E s. 

1 5. 2. 3  A d v e rs e E v e nts of S p e ci al I nt e r est  

1 5. 2. 3. 1  I nf usi o n -r el at e d R e a cti o ns In cl u di n g Im m e di at e 
H y p e rs e nsiti vit y  

I nf usi o n-rel at e d re a cti o n s (I R R) ar e d efi n e d as a d v ers e e v e nts wit h P Ts o n a  pr e-s p e cifi e d  list of 
M e d D R A P Ts a n d di vi d e d i nt o r e a cti o ns v ers us si g ns a n d s y m pt o ms. 

R e a cti o n s of I R R:  s h o ul d b e c o nsi d er e d w h e n o n s et is o n t h e d a y of i nf usi o n ( d uri n g or aft er t h e 
i nf usi o n)  or  t h e  d a y  aft er  t h e  i nf usi o n  (irr es p e cti v e  of  r es ol uti o n  d at e)  f or  a n y  i nf usi o n-r el at e d 
r e a cti o n,  dr u g  h y p ers e nsiti vit y,  a n a p h yl a cti c  r e a cti o n,  h y p ers e nsiti vit y  a n d/ or  T y p e  1 
h y p ers e nsiti vit y. 

Si g n s  a n d  s y m pt o m s  of  I R Rs  a n d  h y p e rs e n siti vit y/ all e r gi c  r e a cti o n s: s h o ul d  b e  c o nsi d er e d 
w h e n o ns et is o n t h e d a y of i nf usi o n ( d uri n g or aft er t h e i nf usi o n) a n d r es ol v e d c o m pl et el y wit h 
t h e e n d d at e o n t h e s a m e d a y of t h e i nf usi o n or t h e d a y aft er. 

I R R will b e s u m m ari z e d b y t h e f oll o wi n g v ari a bl e s p er s u b gr o u p of I R R a n d o v er all: 

•  N u m b er of p arti ci p a nt s wit h at l e ast o n e I R R b y t h e w orst N CI -C T C A E t o xi cit y gr a d e ( Gr a d e 
1/ G r a d e 2/ G r a d e 3/ Gr a d e 4/ Gr a d e 5/ missi n g gr a d e) 

•  N u m b er of p arti ci p a nt s wit h I R R l e a di n g t o p er m a n e nt tr e at m e nt dis c o nti n u ati o n  

•  Ti m e r el at e d t o first o ns et ( I nf usi o n 1/ I nf usi o n 2/ I nf usi o n 3/ I nf usi o n 4 or l at er).   

T h e e v e nts s h o ul d b e assi g n e d t o t h e a ct u al dr u g i nf usi o ns t h at t h e p arti ci p a nt r e c ei v e d, n ot t o t h e 
pl a n n e d d at es.  A n I R R is assi g n e d t o a dr u g i nf usi o n if its o ns et is at t h e s a m e d at e ( b ut n ot b ef or e 
d osi n g) or t h e f oll o wi n g d a y of dr u g i nf usi o n.   

M or e o v er, t h e f oll o wi n g fr e q u e n c y t a bl es will b e pr o vi d e d b y w orst g r a d e, S O C, a n d P T: 

•  I R R b y worst gr a d e, S O C, a n d P T 
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T h e li sti n g of I R R s will als o b e pr o vi d e d wit h t h e r el e v a nt i nf or m a ti o n (s e e d es cri pti o n of listi n g 
i n S e cti o n  1 5. 1. 1 ). A listi n g dis pl a yi n g I M P i nt er v e nti o n t o g et h er wit h I R R will als o b e dis pl a y e d, 
i n cl u di n g a d mi nistr ati o n d at e (d a y) /ti m e, I R R A E  P T , I R R A E gr a d e, I R R A E st art d a y/st o p d a y, 
a n d I R R A E ti m e r el at e d t o i nf usi o n. 

1 5. 2. 3. 2  I m m u n e -r el at e d A d v e rs e E v e nts  

I m m u n e-r el at e d a d v ers e e v e nts (ir A Es) will b e i d e ntifi e d pr o gr a m m ati c all y. A Es w hi c h s atisf y all 
of t h e f oll o wi n g crit eri a will b e fl a g g e d as i m m u n e -r el at e d: 

1) T h e A E pr ef err e d t er m m at c h es a pr ef err e d t er m o n t h e list of pr e -s el e ct e d M e d D R A t er ms.  

2) T h e A E o ns et or w ors e ni n g o c c urs aft er t h e fir st st u d y i nt er v e nti o n a n d n o m or e t h a n 9 0 d a ys 
aft er l ast  st u d y i nt er v e nti o n, d e at h or t o t h e e arli est d at e of s u bs e q u e nt a nti c a n c er t h er a p y mi n us 
1 d a y, w hi c h e v er o c c urs first, u nl ess ot h er wis e st at e d.  

3) O n t h e A E e C R F p a g e, t h e q u esti o n “ W er e C orti c ost er oi ds, I m m u n os u p pr ess a nts, or h or m o n al 
t h er a p y ( e. g. T h yr oi d) a p pli e d ? ” h as t h e a ns w er “ Y es ” s el e ct e d. 

4) O n t h e i mA E e C R F p a g e, eit h er:  

a.   T h e q u esti o n “ D o es a n y of t h e f oll o wi n g pr o vi d e a cl e ar eti ol o g y f or t h e e v e nt ? ” h as t h e 
a ns w er  “ N o ” s el e ct e d,  i n di c ati n g  t h at  t h e  A E  is  n ot  attri b ut a bl e  t o  u n d erl yi n g  c a n c er 
dis e as e/ P D, pri or or c o n c o mit a nt m e di c ati o ns/ pr o c e d ur es, n or a n ot h er m e di c al c o n diti o n 
s u c h as a n i nf e cti o n or pr e- e xisti n g dis e as e.  

O R  

b.   T h e i mA E  e C R F  i n di c at es  t h at  a  bi o ps y  w as  p erf or m e d  a n d  t h e  q u esti o n  “Is  t h e 
hist o p at h ol o g y/ bi o ps y c o nsist e nt wit h a n i m m u n e -m e di at e d e v e nt ? ” h as t h e a ns w er “ Y es ” 
s el e ct e d.  

I n  t h e  c as e  t h at  crit eri a  ( 1)  t hr o u g h  ( 3)  ar e  m et,  a n d  e ntri es  f or  c o n diti o n  ( 4)  ar e  missi n g,  t h e 
f oll o wi n g r ul es will b e ap pli e d:  

•   If t h e a ns w er t o “ D o es a n y of t h e f oll o wi n g pr o vi d e a cl e ar eti ol o g y f or t h e e v e nt ? ” ( 4 a) 
i s missi n g, t h e e v e nt will b e c o nsi d er e d as ir A E (irr es p e cti v e of bi o ps y r es ults).  

•   If  t h e  a ns w er  t o  “Is  t h e  hist o p at h ol o g y/ bi o ps y  c o nsist e nt  wit h  a n  i m m u n e-m e di at e d 
e v e nt ? ” ( 4 b) is missi n g, or if n o bi o ps y w as p erf or m e d, a n d c o n diti o n ( 4 a) i s n ot s atisfi e d 
(i. e. “ Y es ” is s el e ct e d as t h e a ns w er t o t h e q u esti o n “ D o es a n y of t h e f oll o wi n g pr o vi d e 
a cl e ar eti ol o g y f or t h e e v e nt ? ”), t h e e v e nt will b e c o nsi d er e d as a n o n -ir A E. 

P Ts  will  b e  c o m pil e d  i nt o  c at e g ori es  o n  t h e  b asis  of  t h e  list  of  pr e -s el e ct e d  M e d D R A  t er ms : 
I m m u n e-m e di at e d  r as h,  I m m u n e -m e di at e d  c olitis,  I m m u n e -m e di at e d  p n e u m o nitis,  I m m u n e -
m e di at e d  h e p atitis,  I m m u n e -m e di at e d  n e p hritis  a n d  r e n al  d ysf u n cti o n,  I m m u n e -m e di at e d 
e n d o cri n o p at hi es ( A dr e n al i ns uffi ci e n c y, H y p o g o n a dis m, Pit uit ar y d ysf u n cti o n, T y p e 1 Di a b et es 
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M ellit us, T h yr oi d dis or d ers), Ot h er i m m u n e -m e di at e d m y ositis, Ot h er i m m u n e -m e di at e d a d v ers e 
e v e nts.  

I m m u n e-r el at e d a d v ers e e v e nts (ir A Es) will b e d e s cri b e d i n t h e f oll o wi n g t a bl es: 

•  irA Es  

•  irA Es  b y t h e w orst gr a d e 

•  ir A Es l e a di n g t o p er m a n e nt tr e at m e nt dis c o nti n u ati o n 

•  S eri o us irA Es  

•  M or e o v er, t h e fr e q u e n c y t a bl e of ir A Es b y w orst gr a d e, c at e g or y, s u b c at e g or y (f or I m m u n e -
m e di at e d  e n d o cri n o p at hi es),   s u b-s u b c at e g or y  (f or  I m m u n e -m e di at e d  e n d o cri n o p at hi es – 
t h yr oi d dis or d ers) a n d P T will b e pr o vi d e d 

T h e  listi n g  of  ir A E s will  als o  b e  pr o vi d e d  wit h  t h e  r el e v a nt  i nf or m ati o n  i n cl u di n g  a d diti o n al 
i nt er v e nti o ns f or ir A Es ( e. g. bi o psi es, s ur gi c al pr o c e d ur es, m e di c al pr o c e d ur es) . Se e d es cri pti o n 
of listi n g i n S e cti o n  1 5. 1. 1 . 

1 5. 2. 3. 3   T G F-β i n hi biti o n m e di at e d s ki n a d v e rs e e v e nts  

S ki n A E p ossi bl y r el at e d t o T G F -β i n hi biti o n will b e s el e ct e d b as e d o n M e dD R A P Ts a c c or di n g 
t o a pr e-s p e cifi e d M e d D R A s e ar c h list:  

N a r r o w d efi niti o n: 

•  K er at o a c a nt h o m a  

•  S q u a m o us c ell c ar ci n o m a of s ki n 

B r o a d d efi niti o n  h as a d diti o n al P Ts: 

•  H y p er k er at h osis 

•  A cti ni c k er at osis  

•  B as al c ell c ar ci n o m a  

•  Li p s q u a m o us c ell c ar ci n o m a  

•  B o w e n ’s dis e as e  

T h e o v er all s u m m ar y of s ki n T E A E s will i n cl u d e t h e f oll o wi n g c at e g ori es f or n arr o w a n d br o a d 
d efi niti o n: 

•  All s ki n T E A E s 

•  All s ki n T E A E s b y w orst gr a d e 

•  S ki n T E A E s l e a di n g t o p er m a n e nt tr e at m e nt dis c o nti n u ati o n 

•  S eri o us s ki n T E A Es  

T a bl es f or s ki n T E A Es fr e q u e n c y will b e pr o vi d e d b y M e d D R A Pr ef err e d T er ms  (P T s) i n cl u di n g 
b ot h n arr o w a n d br o a d d efi niti o n P Ts. 

Gl o b al V ersi o n I D: Gl o b al V ersi o n I D: C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

7 4 /9 4  
  

A li sti n g of s ki n T E A E s will als o b e pr o vi d e d.  T his listi n g will als o pr o vi d e, f or t h e A E i d e ntifi e d 
fr o m t h e P T list, t h e n u m b er of l esi o ns, if a bi o ps y or a n e x cisi o n w as d o n e a n d if it c o nfir m e d t h e 
di a g n osis a n d t h e l esi o n l o c ati o n c o mi n g fr o m   “ T G F β M E DI A T E D S KI N R E A C TI O N ” e C R F 
p a g e.  

1 5. 2. 3. 4  A n e mi a A d v e rs e E v e nts  

T h e f oll o wi n g H L T s a n d P T s ( usi n g t h e l at est v ersi o n of M e d D R A a v ail a bl e) will b e us e d t o s el e ct 
t h e a n e mi a A Es: 

•  A n a e mi as N E C ( H L T)  

•  A n a e mi as h a e m ol yti c i m m u n e ( H L T)  

•  A n a e mi as h a e m ol yti c N E C ( H L T)  

•  H a e m o gl o bi n d e cr e as e d ( P T)  

A listi n g  of  a n e mi a a d v ers e  e v e nts  will  b e als o pr o vi d e d  wit h  t h e  r el e v a nt  i nf or m ati o n  (s e e 
d es cri pti o n of listi n g i n S e cti o n  1 5. 1. 1). A t a bl e dis pl a yi n g t h e o v er all s u m m ar y of A n e mi a  A Es 
b y tr e at m e nt ar m m a y b e  als o  pr es e nt e d . 

1 5. 2. 4  Bl e e di n g e v e nts  

Bl e e di n g e v e nts ar e d efi n e d as a d v ers e e v e nts wit h P Ts a c c or di n g t o t h e M e d D R A St a n d ar dis e d 
M e d D R A  Q u eri es  ( S M Q ) f or  H a e m orr h a g e  t er ms  ( e x cl  l a b or at or y  t er m s). Tr e at m e nt -e m er g e nt 
b l e e di n g e v e nts a n d tr e at m e nt-e m er g e nt tri al dr u g r el at e d bl e e di n g e v e nts will b e s u m m ari z e d i n 
a  fr e q u e n c y  t a bl e  pr es e nti n g  S O C  a n d  P T  s ort e d  b y  al p h a b eti c al  or d er.  T h e  w orst  gr a d e  p er 
p arti ci p a nt, p er S O C a n d p er P T will b e r e p ort e d:  

- A n y gr a d e (i n cl u di n g missi n g gr a d e) 
- Gr a d e 1  
- Gr a d e 2  
- Gr a d e 3  
- Gr a d e 4  
- Gr a d e 5  

 
O n r e q u est of I D M C, b as eli n e p arti ci p a nts c h ar a ct eristi cs li k e d e m o gr a p hi c c h ar a ct eristi cs, h ei g h t, 
w ei g ht  a n d  B MI,  dis e as e  hist or y,  pr es e n c e  of  a n y  bl e e di n g  e v e nts  i n  m e di c al  hist or y,  us e  of 
a ntit hr o m b oti c  a g e nts  (i n  m e di c al  hist or y  a n d  o n g oi n g  at  t h e  st art  of  bl e e di n g  e v e nt)  m a y  b e 
s u m m ari z e d i n p arti ci p a nts wit h a n d wit h o ut bl e e di n g e v e nts a c c or di n g t o t h e d efi niti o n a b o v e. 
A ntit hr o m b oti c a g e nts c at e g ori es b el o n gi n g t o A T C c o d e B 0 1 ar e c o nsi d er e d. 

1 5. 2. 5  T h r e e -Ti e r A p p r o a c h t o S u m m a ri zi n g a n d A n al y zi n g A Es  

T h e 3 -Ti er a p pr o a c h is a s yst e m ati c w a y t o s u m m ari z e a n d a n al y z e a d v ers e e v e nts ( A Es) i n cli ni c al 
st u di es .  A Es  ar e  c at e g ori z e d  i n  diff er e nt  ti ers  a n d  a n al y z e d  usi n g  diff er e nt  l e v els  of  st atisti c al 
a n al ys es. All a n al ys es will b e p erf or m e d o n tr e at m e nt e m er g e nt A Es o nl y. 
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Ri s k M e as u r es  

T h e f oll o wi n g st atisti cs f or s u m m ari zi n g s af et y d at a will b e pr o vi d e d: 

C r u d e R at e : is c al c ul at e d as n u m b er of p arti ci p a nt s wit h s p e cifi c A E o ut of t h e t ot al n u m b er of 
p arti ci p a nts at ris k e x pr e ss e d as p er c e nt a g e.  

E x p os u r e  A dj u st e d  I n ci d e n c e  R at e  ( E AI R) : is  d efi n e d  as  t h e  n u m b er  of p arti ci p a nt s  wit h  a 
s p e cifi c A E o ut of t h e t ot al e x p os ur e -ti m e a m o n g t h e p arti ci p a nt s i n t h e tr e at m e nt ar m  at ris k of 
t h e i niti al o c c urr e n c e of t h e e v e nt. If a p arti ci p a nt  h as m ulti pl e e v e nts, t h e e x p os ur e p eri o d of t h e 
first  e v e nt  is  us e d.  F or  a p arti ci p a nt  wit h  n o  e v e nt,  t h e  e x p os ur e  p eri o d  is  c e ns or e d  at  t h e  l ast 
f oll o w-u p ti m e f or t h e A E s u m m ari z ati o n p eri o d. E AI R will b e i n 1 0 0 p arti ci p a nt y e ars, u nl ess a  
diff er e nt  pr o vi d es a m or e r e as o n a bl e n u m b er of di gits f or r e p orti n g p ur p os e.  

Ti e r 1, 2 , a n d 3 i d e ntifi c ati o n s 

All  A Es  will  b e  cl assifi e d  i nt o  Ti er  2  or  Ti er  3  b as e d  o n  t h e  R ul e - of-4.  If  t h er e  ar e  4  or  m or e 
p arti ci p a nt s wit h  t h e  r e p ort e d pr ef err e d t er m  i n a n y  tr e at m e nt ar m , t h at pr ef err e d  t er m  will  b e 
i n cl u d e d i n Ti er 2. Ot h er wis e it will b e i n cl u d e d i n Ti er 3. 

F urt h er t o t his, Ti er 1 A Es will b e i d e ntifi e d fr o m a list of pr e -s el e ct e d M e d D R A t er ms  ( usi n g t h e 
l at est v ersi o n of M e d D R A a v ail a bl e).  I n c as e t h e s e e v e nts f ulfill t h e R ul e- of-4, Ti er 1 a n al ysis 
m et h o ds will b e us e d. Ot h er wis e, a n al ys es will b e d o n e a c c or di n g t o Ti er  3. T h e  f oll o wi n g list of 
pr e -s el e ct e d c o m p osit e t er ms b as e d o n s p e cifi e d M e d D R A q u eri es will b e us e d : 

•  I m m u n e-r el at e d a d v ers e e v e nts  

o  I m m u n e-r el at e d p n e u m o nitis 

o  I m m u n e-r el at e d c olitis 

o  I m m u n e-r el at e d h e p atitis 

o  I m m u n e-r el at e d e n d o cri n o p at hi es 

  T h yr oi d dis or d ers 

•  H y p ot h yr oi dis m  

•  H y p ert h yr oi dis m  

•  T h yr oi ditis  

  A dr e n al i ns uffi ci e n c y  

  T y p e 1 Di a b et es M ellit us  

  Pit uit ar y d ysf u n cti o n  

  H y p o g o n a dis m  

o  I m m u n e-r el at e d n e p hritis a n d r e n al d ysf u n cti o n 

o  I m m u n e-r el at e d r as h 
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o  Ot h er i m m u n e -r el at e d a d v ers e e v e nts 

•  I nf usi o n-r el at e d r e a cti o n s 

o  R e a cti o ns  

o  Si g ns a n d S y m pt o ms  

•  T G F - β i n hi biti o n m e di at e d s ki n r e a cti o ns  

•  A n e mi a  

•  Bl e e di n g a d v ers e e v e nts  

•  I m p air e d w o u n d h e ali n g 

S u m m a r y st atisti cs  

T h e f oll o wi n g s u m m ari e s will b e pr es e nt e d: 

F or t h e pr e- s p e cifi e d t er ms :: 

•  N u m b er  of p arti ci p a nt s  a n d  p er c e nt a g e  b y pr e- s p e cifi e d  t er ms  i n  e a c h  tr e at m e nt ar m 
a c c o m p a ni e d  b y  Cr u d e  R at e  diff er e n c e  b et w e e n  tr e at m e nt ar ms wit h  9 5 %  CI. CI  will  b e 
g e n er at e d usi n g Mi etti n e n & N ur mi n e n ( M N) m et h o d.  CI will n ot b e pr o vi d e d f or t er ms n ot 
f ulfilli n g t h e r ul e- of- 4. 

•  F or est pl ot s h o wi n g Cr u d e R at e a n d Cr u d e R at e diff er e n c e f or e a c h pr e -s p e cifi e d t er m i n Ti er 
1 wit h 9 5 % M N CI 

•  N u m b er of p arti ci p a nt s,  n u m b er of p arti ci p a nt- y e ars a n d E AI R wit h 9 5 % CI usi n g P oiss o n 
m et h o d b y pr e -s p e cifi e d t er ms i n e a c h tr e at m e nt ar m . I n a d diti o n, E AI R diff er e n c e b et w e e n 
tr e at m e nt ar ms al o n g wit h 9 5 % CI will b e s h o w n.  T h e CI f or E AI R diff er e n c e will b e esti m at e d 
b as e d o n M N or e q ui v al e nt st atisti c al m et h o ds d e p e n di n g o n t h eir c o m p ut ati o n al effi ci e n c y. 
CIs will n ot b e pr o vi d e d f or t er ms b el o n gi n g t o Ti er 3. 

•  F or est pl ot s h o wi n g E AI R a n d E AI R diff er e n c e f or e a c h pr e -s p e cifi e d t er m i n Ti er 1 wit h 9 5 % 
CI  

F or a n y T E A Es:  

•  N u m b er of p arti ci p a nt s a n d p er c e nt a g e b y P T i n Ti er s 2 a n d 3  a n d o v er all i n e a c h tr e at m e nt 
ar m a c c o m p a ni e d b y Cr u d e R at e diff er e n c e b et w e e n tr e at m e nt ar ms wit h 9 5 % CI. CI will b e 
g e n er at e d usi n g M N m et h o d. CI will n ot b e pr o vi d e d f or t er ms b el o n gi n g t o Ti er 3. 

•  F or est pl ot s h o wi n g Cr u d e R at e a n d Cr u d e R at e diff er e n c e f or e a c h Ti er 2 T E A Es wit h 9 5 % 
M N CI  

•  N u m b er of p arti ci p a nt s,  n u m b er of p arti ci p a nt- y e ars a n d E AI R wit h 9 5 % CI usi n g P oiss o n 
m et h o d b y P T  i n Ti ers 2 a n d 3  i n e a c h tr e at m e nt ar m . I n a d diti o n, E AI R diff er e n c e b et w e e n 
tr e at m e nt ar ms al o n g wit h 9 5 % CI will b e s h o w n.  T h e CI f or E AI R diff er e n c e will b e esti m at e d 
b as e d o n M N or e q ui v al e nt st atisti c al m et h o ds d e p e n di n g o n t h eir c o m p ut ati o n al effi ci e n c y.  
CIs will n ot b e pr o vi d e d f or t er ms b el o n gi n g t o Ti er 3. 

•  F or est pl ot s h o wi n g E AI R a n d E AI R diff er e n c e f or e a c h Ti er 2 T E A Es  wit h 9 5 % CI 
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No multiplicity adjustment will be applied for Tier 1 and 2 TEAEs.

For presentation of tier 2 and 3 events in the main body of the CSR text, a cut of 5% in any of the 
treatment arms will be applied, while the corresponding end-of-text table will provide all of tier 2 
and 3 events.

Clinical Laboratory Evaluation

Treatment emergent laboratory assessments are any sample collected during on-treatment period.

Laboratory values (including corresponding normal ranges) converted in standard units will be 
used for summary statistics and shift tables.

Laboratory results will be classified according to the NCI-CTCAE Version 5.0. Additional 
laboratory results that are not part of NCI-CTCAE will be presented according to the categories:
low, normal and high (according to the laboratory normal ranges). Quantitative data will be
examined for trends using descriptive statistics (mean, StD, median, Q1, Q3, minimum, and 
maximum) of actual baseline values, on-treatment values and changes from baseline to each on-
treatment visit over time. The changes computed will be the differences from baseline. Participants 
without post baseline laboratory samples will be excluded from analyses with respect to values 
after the baseline. Qualitative data based on reference ranges will be described according to the 
categories (i.e. low, normal, and high).

Laboratory parameters with NCI-CTC grades available 

Laboratory parameters with NCI-CTC grades available will be analyzed with their respective NCI-
CTC name and direction of abnormality. For parameters which are graded with both low and high 
values, the toxicities will be summarized separately.  Low direction toxicity grades at baseline and 
post-baseline will be set to 0 when the variables are derived for summarizing high direction 
toxicity, and vice versa.  

For gradable parameters, the following summaries will be displayed by treatment arm:
• Number and percentage of participants by worst on-treatment grade (>=1, >=3, >=4) 
• Shift in toxicity grading from baseline to highest on-treatment toxicity grade 

The following figures will also be provided by treatment arm: 
• Boxplots of the laboratory values by timepoint 
• Boxplots of the change from baseline by timepoint 
The definitions of toxicity grading for each parameter are available in the NCI-CTCAE toxicity 
grading version 5.0 (in Appendix 18.1 of this IAP). 

For WBC differential counts (neutrophil, lymphocyte counts), the absolute value will be used 
when reported.  When only percentages are available (this is mainly important for neutrophils and 
lymphocytes, because the CTCAE grading is based on the absolute counts), the absolute value is 
derived as follows:
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D eri v e d diff er e nti al a bs ol ut e c o u nt = ( W B C c o u nt) * ( Diff er e nti al % v al u e / 1 0 0) 

F or c al ci u m , C T C A E gr a di n g is b as e d o n C orr e ct e d C al ci u m a n d I o ni z e d C al ci u m ( C A L CI O), if 
a v ail a bl e. C orr e ct e d C al ci u m is c al c ul at e d fr o m Al b u mi n a n d C al ci u m as f oll o ws:  

o  C orr e ct e d  c al ci u m  ( m m ol/ L)  =  m e as ur e d  t ot al  c al ci u m  ( m m ol/ L)  +  0. 0 2  ( 4 0 – s er u m 
al b u mi n [ g/ L]) 

C r e ati ni n e Cl e a r a n c e ( C r Cl) will b e d eri v e d t hr o u g h t h e C o c k cr oft-G a ult f or m ul a (C o c k cr oft 
a n d  G a ult,  1 9 7 6) , fr o m  t h e  s er u m  cr e ati ni n e  m e as ur e m e nts  i n  t h e  “ F U L L  C H E MI S T R Y ” a n d 
“ C O R E C H E MI S T R Y ” e- crf p a g e s, t h e w ei g ht i n t h e “ VI T A L SI G N S ” e-crf p a g e a n d t h e a g e r e -
c al c ul at e d at t h e s a m pli n g d at e as f oll o ws: 

𝐻𝐻 𝑃𝑃 𝑃𝑃𝑃𝑃 = 𝜆𝜆 𝑀𝑀 𝑃𝑃 𝑃𝑃 𝑃𝑃 𝑡𝑡 ∗ ( 1 4 0 − 𝜃𝜃 𝜆𝜆 𝑃𝑃 ) ∗
𝑃𝑃 𝑃𝑃

𝑃𝑃 𝑡𝑡 𝜃𝜃 𝐻𝐻 𝑃𝑃 ∗ 0. 8 1 3 6
 

w h er e F A C T O R is g e n d er- d e p e n d e nt wit h v al u e 1 ( m al e) or 0. 8 5 (f e m al e), A G E is t h e s u bj e ct a g e 
i n y e ars, W T is t h e s u bj e ct w ei g ht i n k g a n d S C R E A  i s t h e o bs er v e d s er u m cr e ati ni n e i n u m ol/l . 

T o xi cit y  gr a di n g  f or cr e ati ni n e  cl e ar a n c e  will  b e  d efi n e d  as  p er  N CI -C T C A E  t o xi cit y  gr a di n g 
v ersi o n 5. 0, t h e f oll o wi n g n or m al r a n g es will b e c o nsi d er e d: 1 1 0 t o 1 5 0 m L/ mi n i n m al es a n d 1 0 0 
t o 1 3 0 m L/ mi n i n f e m al es. 

L a b o r at o r y p a r a m et e rs wit h N CI- C T C g r a d es n ot a v ail a bl e 

F or all n o n- gr a d a bl e p ar a m et ers, t h e f oll o wi n g s u m m ari es will b e dis pl a y e d b y tr e at m e nt ar m:  

•  S hift fr o m b as eli n e t o l o w est  o n-tr e at m e nt v al u e  ( cl assifi e d as n or m al, hi g h, l o w) 

•  S hift fr o m b as eli n e t o t h e hi g h est o n-tr e at m e nt v al u e ( cl assifi e d as n or m al, hi g h, l o w) 

B o x pl ots  f or  l a b or at or y  p ar a m et ers  w h er e  t o xi cit y  gr a d es  ar e  d efi n e d  b as e d  o n  t h e  r ati o  of  t h e 
p ar a m et er  v al u es  a n d  t h e  u p p er  li mit  of  n or m al  ( U L N)  will  n ot  b e  dis pl a y e d  usi n g  t h e  u nit  of 
m e as ur e m e nt b ut i nst e a d usi n g t h e r ati o of t h e m e a s ur e d v al u e o v er U L N. T his c o m pris es al k ali n e 
p h os p h at as e ( A L P), al a ni n e a mi n otr a nsf er as e ( A L T), as p art at e a mi n otr a nsf er as e ( A S T), bilir u bi n, 
a n d cr e ati ni n e . 

A L P, A L T, A S T, bili r u bi n a n d c r e ati ni n e  

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nt s wit hi n e a c h of t h e f oll o wi n g li v er f u n cti o n c at e g ori es 
d uri n g o n-tr e at m e nt p eri o d will b e d es cri b e d: 

•  A L T < 3 × U L N, A L T ≥ 3 × U L N, A L T ≥ 5 × U L N, A L T ≥ 1 0 × U L N, A L T ≥ 2 0 × U L N 

•  A S T < 3 × U L N, A S T ≥ 3 × U L N, A S T ≥ 5 x U L N, A S T ≥ 1 0 × U L N, A S T ≥ 2 0 × U L N 

•  ( A L T  a n d  A S T) < 3 × U L N, ( A L T  or  A S T)   ≥ 3 × U L N,  ( A L T  or  A S T)   ≥  5 × U L N,  ( A L T  or 
A S T)   ≥ 1 0 × U L N, ( A L T or A S T)  ≥ 2 0 × U L N 

•  T ot al bilir u bi n < 2 × U L N, t ot al bilir u bi n ≥ 2 × U L N  

•  C o n c urr e nt A L T ≥ 3 × U L N a n d t ot al b ilir u bi n ≥ 2 × U L N 

•  C o n c urr e nt A S T ≥ 3 × U L N a n d t ot al b ilir u bi n ≥ 2 × U L N 
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• Concurrent (ALT or AST)  ≥ 3×ULN and total bilirubin ≥ 2×ULN 
• Concurrent (ALT or AST)  ≥ 3×ULN and total bilirubin ≥ 2×ULN and ALP > 2×ULN 
• Concurrent (ALT or AST) ≥ 3×ULN and total bilirubin ≥ 2×ULN and ALP ≤ 2×ULN or 

missing

Concurrent measurements are those occurring on the same date. Categories will be cumulative, 
i.e., a participant with an elevation of AST ≥10×ULN will also appear in the categories ≥5×ULN 
and ≥3×ULN.  

A plot of highest values of ALT versus highest values of total bilirubin, both relative to the ULN 
will be provided. This eDISH plot (evaluation of drug-induced serious hepatotoxicity) will be 
divided into 4 quadrants by the lines through ALT ≥ 3×ULN and total bilirubin ≥2×ULN. The left 
lower quadrant is then considered normal or insignificant elevations in liver chemistries, the upper
left quadrant indicates patients with possible Gilbert’s cholestasis; the right upper quadrant are the 
possible Hy’s Law patients; the right lower quadrant is possible Temple’s Corollary (patients with 
ALT ≥ 3 x ULN but not satisfying Hy’s Law).

A plot of highest values of AST versus highest values of total bilirubin, both relative to the ULN 
will be also provided. 

In addition, a listing of total bilirubin, ALT, AST and ALP values during on-treatment period for 
participants with a post-baseline total bilirubin ≥ 2×ULN, ALT≥ 3×ULN or AST ≥ 3×ULN will 
be provided, including values expressed as multiples of ULN. Possible Hy’s Law patients will be 
flagged in this listing.

Separate listings of hematology and biochemistry will be created.  Each listing will include 
treatment arm, participant identifier, age, sex, race, first dose date, last dose date, laboratory 
parameter (units), visit, date, International System of Units (SI) value, lower limit of normal (LLN) 
, ULN, indicator of normal range (low, normal, high), toxicity grade according to NCI-CTCAE
and highest/lowest on treatment value flag.  These listings will be sorted by treatment arm, 
participant identifier, and laboratory measurement date. The baseline values and post-baseline 
values after the on-treatment period will be flagged.  

Pregnancy test

All test results for pregnancy test as collected on the “Pregnancy Test” eCRF page will be listed.  

Coagulation parameters 

Descriptive statistics of coagulation parameters results by visits will be performed, shift tables and 
listings will not be provided. 

Vital Signs

Vital signs data during on-treatment period will be summarized by treatment arm for the Safety 
analysis set.
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All vit al si g n p ar a m et ers will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs ( m e a n, St D , m e di a n, Q 1, 
Q 3,  mi ni m u m,  m a xi m u m) of  a ct u al  b as eli n e  v al u es,  o n -tr e at m e nt  v al u es  a n d  c h a n g es  fr o m 
b as eli n e t o e a c h visit o v er ti m e. 

I n a d diti o n, t h e m a xi m u m c h a n g es of vit al si g n m e as ur e m e nts b as eli n e t o m a xi m u m c h a n g es aft er 
st art of 1st tr e at m e nt will b e gr o u p e d as f oll o ws:  

T a bl e 9  C at e g o ri es of M a xi m u m C h a n g e f r o m B as eli n e i n Vit al Si g n s 

B o d y t e m p er at ur e i n cr e a s e  fr o m b as eli n e  

< 3 7 ° C, 3 7 -< 3 8 ° C, 3 8 -< 3 9 ° C, 3 9 -< 4 0 ° C, ≥ 4 0 ° C  

< 1 ° C , 1 -< 2 ° C , 2 -< 3 ° C, ≥  3 °C 

B o d y w ei g ht i n cr e a s e  < 1 0 %, ≥ 1 0 %  

B o d y w ei g ht d e cr e a s e  < 1 0 %, ≥ 1 0 %  

H e art r at e i n cr e a s e fr o m b a s eli n e  
< 1 0 0 b p m ; ≥ 1 0 0 b p m  

≤ 2 0 b p m, > 2 0 – 4 0 b p m, > 4 0 b p m  

H e art r at e d e cr e a s e fr o m b a s eli n e  
≤ 5 0  b p m ; > 5 0  b p m  

≤ 2 0 b p m, > 2 0 – 4 0 b p m, > 4 0 b p m  

S B P i n cr e a s e fr o m b a s eli n e  
< 1 4 0 m m H g; ≥ 1 4 0 m m H g  

≤ 2 0 m m H g, > 2 0 – 4 0 m m H g, > 4 0 m m H g  

S B P d e cr e a s e fr o m b a s eli n e  
≤ 9 5  m m H g; > 9 5  m m H g,  

≤ 2 0 m m H g, > 2 0 – 4 0 m m H g, > 4 0 m m H g  

D B P i n cr e a s e fr o m b a s eli n e  
< 9 0 m m H g; ≥ 9 0 m m H g  

≤ 2 0 m m H g, > 2 0 – 4 0 m m H g, > 4 0 m m H g  

D B P d e cr e a s e fr o m b a s eli n e  
≤ 4 5  m m H g; > 4 5  m m H g,  

≤ 2 0 m m H g, > 2 0 – 4 0 m m H g, > 4 0 m m H g  

T h e f oll o wi n g s u m m ari es will b e pr e p ar e d f or vit al si g n p ar a m et ers as gr o u p e d a b o v e c o nsi d eri n g 
o nl y p arti ci p a nt s wit h p ost b as eli n e v al u es: 

•  M a xi m al shifts ( c h a n g es i n c at e g ori es)  

T h e f oll o wi n g p ot e nti all y  cli ni c all y  si g nifi c a nt  a b n or m aliti es  i n  vit al  si g ns  will  b e  als o 
s u m m ari z e d:  

•  ≤ 9 5 m m H g a n d d e cr e as e fr o m b as eli n e ≥ 2 0 m m H g i n s yst oli c bl o o d pr ess ur e 

•  ≥ 1 4 0 m m H g a n d i n cr e as e fr o m b as eli n e ≥ 2 0 m m H g i n s yst oli c bl o o d pr ess ur e 

•  ≤ 4 5 m m H g a n d d e cr e as e fr o m b as eli n e ≥ 2 0 m m H g i n di ast oli c bl o o d pr ess ur e 

•  ≥ 9 0 m m H g a n d i n cr e as e fr o m b as eli n e ≥ 2 0 m m H g i n di ast oli c bl o o d pr ess ur e 

•  ≤ 5 0 b p m a n d d e cr e as e fr o m b as eli n e ≥ 2 0 b p m i n h e art r at e 

•  ≥ 1 0 0 b p m a n d i n cr e as e fr o m b as eli n e ≥ 2 0 b p m i n h e art r at e 

•  ≥ 1 0 % w ei g ht i n cr e as e 

•  ≥ 1 0 % w ei g ht d e cr e as e 

All vit al si g ns will als o b e list e d, b as eli n e v al u es a n d p ost- b as eli n e v al u es c oll e ct e d aft er t h e o n-
tr e at m e nt p eri o d will b e fl a g g e d i n t h e listi n g.  T h e listi n g will i n cl u d e tr e at m e nt ar m, p arti ci p a nt  
i d e ntifi er, a g e, s e x , r a c e, vit al si g n p ar a m et er, visit, d at e, o n-tr e at me nt fl a g, v al u e, u nit, b as eli n e 
v al u e, a n d c h a n g e fr o m b as eli n e.  Listi n gs will b e s ort e d b y tr e at m e nt ar m, p arti ci p a nt  id e ntifi er, 
vit al si g n p ar a m et er a n d vit al si g n m e as ur e m e nt d at e.  
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Other Safety or Tolerability Evaluations

ECG

A listing of ECG values will be provided with the following information: treatment arm, 
participant identifier, age, sex, race, ECG parameter and unit, ECG date and value.  The listing 
will be sorted by treatment arm, participant identifier, ECG parameter, and ECG date. It will 
include ECG values collected at screening and at safety follow-up visits.  

ECOG Performance Status

The ECOG shift from baseline to the highest score during the on-treatment period will be 
summarized by treatment arm. ECOG performance status will also be presented in a listing at each 
time point. 

Safety analyses by PD-L1 statuses

Further analyses on TEAEs and AESI by PD-L1 assays statuses may be provided on IDMC 
request. 

The following safety tables may be provided by PD-L1 High/Not High statuses for PD-L1 assays 
of interest (e.g. SP263 assay): 

• TEAEs by Worst Grade, SOC and PT 

• Overview of Infusion-Related Reactions

• Overview of Immune-Related AE

• Overview of TGF-β inhibition mediated skin TEAE

• Overview of Treatment-Related Anemia

Subset of participants with Haemoptysis, Gastrointestinal Haemorrhages or TEAE leading 
to Death

Specific listings may be provided for AEs of participants meeting at least one of the following 
criteria:  

• haemoptysis : PT code = Haemoptysis

• Gastrointestinal haemorrhage: SMQ=20000108

• TEAE leading to death within 30 days from first IMP intervention

The following listings are considered: 
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M e di c al hi st or y  listi n g s h o wi n g t h e f oll ow i n g i nf or m ati o n: p arti ci p a nt i d e ntifi er, tr e at m e nt ar m, 
h a e m o pt ysis ( Y/ N), g astr oi nt esti n al h a e m orr h a g e( Y/ N), T E A E l e a di n g t o d e at h ( Y/ N), d at e of first 
i nf usi o n of tri al dr u g, d at e of l ast i nf usi o n of tri al dr u g,  c o u ntr y, a g e, s e x, r a c e,  re p ort e d m e di c al 
hist or y, s t art d at e of m e di c al hist or y, e n d d at e of m e di c al hist or y, rel ati o ns hi p t o st u d y c o n diti o n, 
o n g oi n g, g r a d e, m e di c al hist or y of bl e e di n g e v e nt s.  

C o n c o mit a nt  m e di c ati o ns  listi n g  i n cl u di n g:  p arti ci p a nt  i d e ntifi er,  tr e at m e nt  ar m,  h a e m o pt ysis 
( Y/ N), g astr oi nt esti n al h a e m orr h a g e( Y/ N), T E A E l e a di n g t o d e at h ( Y/ N), d at e of first i nf usi o n of 
tri al dr u g, d at e of l ast i nf usi o n of tri al dr u g,  c o u ntr y, a g e, s e x, r a c e,  pr ef err e d t er m of c o n c o mit a nt 
m e di c ati o n,  m e di c ati o n  n a m e,  st art  d at e  of  c o n c o mit a nt  m e di c ati o n,  e n d  d at e  of  c o n c o mit a nt 
m e di c ati o n,  d os e  ( u nits),  fr e q u e n c y,  r o ut e,  r e a s o n  f or  m e di c ati o n  (i n di c ati o n),  r e as o n  f or 
m e di c ati o n, us e of a ntit hr o m b oti c a g e nts ( Y/ N), c o n c o mit a nt m e di c ati o n (t a k e n a n y ti m e d uri n g 
o n- tr e at m e nt). 

A d v ers e  E v e nts  listi n g  i n cl u di n g: p arti ci p a nt  i d e ntifi er,  tr e at m e nt  ar m,  h a e m o pt ysis  ( Y/ N), 
g astr oi nt esti n al h a e m orr h a g e( Y/ N), T E A E l e a di n g t o d e at h ( Y/ N), D at e of first i nf usi o n of tri al 
dr u g, D at e of l ast i nf usi o n of tri al dr u g, p r ef err e d t er m, i n v esti g at or t er m, st art or c h a n g e d at e of 
A E , e n d d at e of A E, tr e at m e nt-e m er g e nt  A E ( Y/ N), d ur ati o n of A E ( d a ys), da y si n c e first i nf usi o n 
of tri al dr u g ( d a ys), d a y si n c e m ost r e c e nt i nf usi o n pri or t o A E o ns et ( d a y s), r el ati o ns hi p t o tri al 
dr u g , gr a d e, ca us alit y f a ct or , a cti o n t a k e n o n tri al dr u g , out c o m e , seri o us n ess , co u ntr y , ag e , se x , 
ra c e , dat e of i niti al c a n c er di a g n osis , T N M cl assifi c ati o n at i niti al di a g n osis , T N M cl assifi c ati o n 
at  st u d y  e ntr y,  p ri or  a nti c a n c er  t h er a p y,  t u m or  hist ol o g y,  tu m or  l o c ati o n ,  bl e e di n g  e v e nts  i n 
m e di c al hist or y ( Y/ N), P T of bl e e di n g e v e nts i n m e di c al hist or y, a ntit hr o m b oti c a g e nts ( a n y pri or 
or c o n c o mit a nt m e di c ati o n of A T C c o d e B 0 1), l ast a v ail a bl e c oll e cti o n d at e of h e m at ol o g y t est , 
h e m o gl o bi n v al u e ( g/ L) , Pl at el ets v al u e ( 1 0 ^ 9/ L) , last a v ail a bl e c oll e cti o n d a t e of c o a g ul ati o n t ests, 
P T v al u e (s e c) , a P T T v al u e (s e c) , I N R v al u e (r ati o). 

S u b s et of p a rti ci p a nts  wit h A L P i n c r e as e T E A E o r El e v at e d A L P of G r a d e > = 1 d u ri n g O n -
T r e at m e nt  

O n I D M C r e q u est, a s p e ci fic listi n g m a y b e pr o vi d e d f or p arti ci p a nts m e eti n g at l e a st o n e of t h e 
f oll o wi n g criteri a:   

•  i n cr e as e d A L P T E A E 

•  el e v at e d A L P of gr a d e > = 1 o n tr e at m e nt  

T his listi n g will i n cl u d e , su bj e ct wit h i n cr e as e d A L P T E A E  ( Y/ N) , S u bj e ct wit h el e v at e d A L P of 
gr a d e  > = 1  o n  tr e at m e nt  ( Y/ N), A n al ysis  Visit , A n al ysis  D at e , A n al ysis  R el ati v e  D a y , O n -
Tr e at m e nt Fl a g , A L P v al u e , A L P U L N , R ati o A L P v al u e/ U L N , A L P t o xi cit y gr a d e , A L T v al u e , 
A L T  U L N , R ati o  A L T  v al u e/ U L N , A L T  t o xi cit y  gr a d e , A S T  v al u e , A S T  U L N , R ati o  A S T 
v al u e/ U L N , A S T  t o xi cit y  gr a d e , Bilir u bi n  v al u e , Bilir u bi n  U L N , R ati o  Bilir u bi n  v al u e/ U L N , 
Bilir u bi n t o xi cit y gr a d e, G G T v al u e , G G T U L N , rati o G G T v al u e/ U L N , G G T t o xi cit y gr a d e. 
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Patient-Reported Outcomes

Patient-reported outcomes will be collected using the European Organization for Research and 
Treatment of Cancer-Quality of Life Questionnaire Core-30 (EORTC-QLQ-C30), NSCLC 
symptom assessment questionnaire (NSCLC-SAQ) and European Quality of Life 5-dimensions 
5-level questionnaire (EQ-5D-5L). The PROs should be performed in the same sequence at each 
visit.

EORTC-QLQ-C30

The EORTC-QLQ-C30 is a cancer specific health-related quality of life questionnaire that has 
been widely used in clinical studies and investigations using PROs for individual participant 
management. It includes 5 function domains (physical, emotional, social, role, cognitive), 
8 symptoms domains (fatigue, pain, nausea/vomiting, constipation, diarrhea, insomnia, dyspnea, 
and appetite loss), as well as global health status. The EORTC also includes an item library from 
which items can be selected to supplement the core instrument. Items measuring rash, pruritus, 
and trouble by side effects will be added to the items on the C30. 

A score can be computed for each domain by taking the following steps: 

1) For each domain the average of the items that contribute to the domain should be estimated, 
this is the row score (i.e Row Score = Sum of the items responses that contribute to the 
domain/ number of non-missing items that contribute to the domain).

2) Subtract 1 from the row score obtained at step one 

3) Divide the result obtained at step 2 by the range of item score. The range of item score is 
the difference between the maximum possible value of row score and the minimum 
possible value (e.g. most items are scored 1 to 4, giving range = 3) 

4) If functional domain, subtract 1 from the result obtained at step 3) and multiply by 100 

5) If symptom domain/Global health status, multiply the result obtained at step 3 by 100 

The domain score will range from 0 to 100; a higher score represents a higher (“better”) level of 
functioning or a higher (“worse”) level of symptoms. 

NSCLC-SAQ
The NSCLC-SAQ is a 7-item patient-reported outcome questionnaire created to measure the 
cardinal symptoms of NSCLC (McCarrier, 2016).  Items measure 5 domains: 

• Cough (item 1. “How would you rate your coughing at its worst…?”)

• Pain (item 2. “How would you rate the worst pain in your chest over the last 7 days?” and 
item 3. “How would you rate the worst pain in areas other than your chest over the past 7 
days?”) 

Global Version ID: Global Version ID: CCI
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•  D ys p n e a (it e m 4. “ H o w oft e n di d y o u f e el s h ort of br e at h d uri n g us u al a cti viti es … ? ”)  

•  F ati g u e (it e m 5. “ H o w oft e n di d y o u h a v e l o w e n er g y o v er t h e l ast 7 d a ys ? ” a n d it e m 6. 
“ H o w oft e n di d y o u tir e e asil y o v er t h e l ast 7 d a y s ? ” ),  

•  A p p etit e l oss (it e m  7. “ H o w oft e n di d y o u h a v e a p o or a p p etit e o v er t h e l ast 7 d a ys ?”).   
 

E a c h of t h es e it e ms is r at e d i n t er ms of s y m pt o m s e v erit y or fr e q u e n c y o n a 5 -p oi nt r es p o ns e s c al e 
( 1 = n o n e or n e v er; 5 = v er y s e v er e or al w a ys).  

T h e s c ori n g al g orit h m of t h e N S C L C- S A Q t ot al s c or e is as f oll o ws:  

•  C o u g h D o m ai n S c or e: s c or e of t h e c o u g h it e m, or missi n g if s ki p p e d 

•  F ati g u e D o m ai n S c or e: if b ot h it e ms pr es e nt, c o m p ut e m e a n; or us e s c or e fr o m 1 it e m if 
t h e ot h er is missi n g; or s et t o missi n g if b ot h ar e s ki p p e d 

•  P ai n D o m ai n S c or e: if b ot h it e ms pr es e nt, us e m ost s e v er e of b ot h; or us e s c or e fr o m 1 
it e m if t h e ot h er is missi n g; or s et t o missi n g if b ot h ar e s ki p p e d 

•  D ys p n e a D o m ai n S c or e: s c or e of t h e s h ort n ess of br e at h it e m, or missi n g if s ki p p e d 

•  A p p etit e D o m ai n S c or e: s c or e o f t h e p o or a p p etit e it e m, or missi n g if s ki p p e d 

N S C L C -S A Q T ot al S c or e: s u m all fi v e d o m ai n s c or es; if a n y ar e missi n g, a t ot al s c or e is n ot 
c o m p ut e d. T his cr e at es a t ot al s c or e r a n gi n g b et w e e n 0 a n d 2 0 wit h hi g h er s c or es i n di c ati n g 
m or e s e v er e s y m pt o m at ol o g y. 

E Q - 5 D- 5 L 

T h e  E Q - 5 D-5 L  is  a  6 -it e m  i nstr u m e nt  d e v el o p e d  b y  t h e  E ur o Q ol  Gr o u p  as  a  m e as ur e  of 
h e alt h -r el at e d q u alit y of lif e t h at c a n b e us e d i n a wi d e r a n g e of h e alt h c o n diti o ns a n d tr e at m e nts. 
T h e E Q -5 D -5 L c o nsists of a d es cri pti v e s yst e m a n d a si n gl e it e m E Q Vis u al A n al o g S c al e ( V A S). 
T h e  d es cri pti v e  s yst e m  c o m pris es  fi v e  di m e nsi o ns:  m o bilit y,  s elf -c ar e,  us u al  a cti viti es, 
p ai n/ dis c o mf ort a n d a n xi et y/ d e pr essi o n. E a c h E Q - 5 D- 5 L di m e nsi o n h as 5 r es p o ns e c at e g ori es: 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 
p arti ci p a nt is as k e d t o i n di c at e his/ h er h e alt h st at e b y ti c ki n g t h e b o x n e xt t o t h e m ost a p pr o pri at e 
st at e m e nt i n e a c h of t h e 5 di m e nsi o ns. T h e r es p o ns es (r a n gi n g fr o m 1 t o 5) t o t h e 5  di m e nsi o ns ar e 
s u m m ari z e d i nt o a 5- di git pr ofil e. 

T h e E Q  V A S r e c or ds t h e p ati e nt’s s elf -r at e d h e alt h o n a v erti c al vis u al a n al o g u e s c al e r a n gi n g 
fr o m 0 t o 1 0 0.  

A n al ys es o n P ati e nt- R e p ort e d O ut c o m es will n ot b e i n cl u d e d i n t h e C S R 

Gl o b al V ersi o n I D: Gl o b al V ersi o n I D: C CI



Bi nt r af us p alf a ( M 7 8 2 4) 1 L N S C L C A d a pti v e P h as e I II R C T M 7 8 2 4 v e rs us P e m b r oli z u m a b  
M S 2 0 0 6 4 7- 0 0 3 7 - V e rsi o n 5. 0 

 

 
C O N F I D E N T I A L  
I N F O R M A T I O N 

9 2 /9 4  
  

1 7  R ef e r e n c es  
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t h e N o n-s m all C ell L u n g C a n c er S y m pt o m Ass ess m e nt Q u esti o n n air e ( N S C L C -S A Q), A P ati e nt -
r e p ort e d O ut c o m e I nstr u m e nt. Cli n T h er. 2 0 1 6 A pr; 3 8( 4): 7 9 4- 8 1 0. 
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18 Appendices

IAP_MS200647-0037 List of outputs

The list of outputs will be provided in a separate Appendix of this IAP. 

Toxicity grading for laboratory parameters according to NCI-CTCAE 
v. 5 

Toxicity gradings will be described in a separate Appendix of this IAP. 

Important Protocol Deviations

Important protocol deviations list is provided as a separate appendix of this IAP.

Adaptation Plan

A report of  simulation results (adaptation plan) showing that the family-wise error rate is 
controlled under broad variation of assumptions is provided as a separate appendix of this IAP. 

Literature (SAP template)

References for study specific literature are provided in Section 17.  

GBS internal guidance documents: 

• Standard analyses for Time to event endpoints In Oncology Trials from GBS Perspective 

• Definition and Analysis of Best Overall Response in Oncology Trials from GBS 
Perspective 

• Proposal for Primary Definition of Progression Free Survival (PFS) endpoint In Oncology 
Trials from GBS Perspective

• Guidance on subgroup analyses, interpretations and its consequences for future trial 
planning from GBS Perspective 

• Standards for implementation of 3-tier Approach to Summarizing and Analyzing AEs in 
Clinical Trials and Safety summaries

Global Version ID:Global Version ID:CCI
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