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1   I ntr o d u cti o n 

T his st atisti c al a n al ysi s pl a n ( S A P) d es cri b es t h e pl a n n e d a n al ys es  f or b ot h C o h ort 1 a n d C o h ort 
2  i n t h e fi n al cli ni c al st u d y r e p ort (s) ( C S R) of st u d y C I N C 2 8 0 A 2 2 0 4, a p h as e II, m ulti c e nt er, 
t w o-c o h ort st u d y of or al M E T i n hi bit or c a p m ati ni b i n C hi n es e a d ult p arti ci p a nts  wit h E G F R 
wil d -t y p e ( wt), A L K r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g ( M E T e x 1 4) m ut ati o ns, 
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 ( N S C L C) w h o ar e tr e at m e nt n ai v e  or f ail e d o n e or t w o 
pri or li n es of s yst e mi c t h er a p y.  

T h e c o nt e nt of t his S A P is  b as e d o n pr ot o c ol CI N C 2 8 0 A 2 2 0 4 a m e n d e d  v ersi o n  0 3  ( d at e d 0 7 -
Jul -2 0 2 2 ). All d e cisi o ns r e g ar di n g fi n al a n al ysi s, as d efi n e d i n t h e S A P d o c u m e nt, h a v e b e e n 
m a d e pri or t o d at a b a s e l o c k of t h e st u d y d at a.  

1. 1   St u d y d e si g n  

T his is a n o p e n -l a b el, m ulti c e nt er t w o-c o h ort p h as e II st u d y t o e v al u at e t h e effi c a c y a n d s af et y 
of si n gl e -a g e nt c a p m ati ni b i n C hi n es e p arti ci p a nts wit h E G F R wt ( E G F R m ut ati o ns t h at pr e di ct 
s e nsiti vit y t o E G F R t h er a p y, i n cl u di n g, b ut n ot li mit e d t o e x o n 1 9 d el eti o ns a n d e x o n 2 1 L 8 5 8 R 
s u bstit uti o n m ut ati o ns), A L K r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g m ut at e d 
a d v a n c e d/ m et ast ati c N S C L C.  

A p pr o xi m at el y 3 5 p arti ci p a nts a g e d 1 8 or o v er will b e tr e at e d i n t his st u d y i n  t w o s e p ar at e 
c o h orts. C o h ort 1 will i n cl u d e a p pr o xi m at el y 1 5 tr e at m e nt n ai v e p arti ci p a nts a n d C o h ort 2 
a p pr o xi m at el y 2 0 p arti ci p a nts w h o f ail e d o n e or t w o pri or li n es of t h er a p y i n t h e a d v a n c e d st a g e. 
E a c h p arti ci p a nt will r e c ei v e 4 0 0 m g c a p m ati ni b t a bl et t wi c e d ail y ( BI D).  

R ef er t o Fi g ur e 1 -1  f or a n o v er vi e w of t h e st u d y d esi g n. 
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Fi g ur e 1 . 1 St u d y D e si g n 

 

 

1. 2   St u d y o bj e cti v e s  a n d e n d p oi nt s  

T h e f oll o wi n g st u d y o bj e cti v es a n d e n d p oi nts will b e ass ess e d i n t his st u d y.  

T a bl e 1 -1   O bj e cti v e s a n d r el at e d e n d p oi nt s  

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

P ri m a r y o bj e cti v e  E n d p oi nts f o r p ri m a r y o bj e cti v e  

•  T o e v al u at e t h e a ntit u m or a cti vit y of 
c a p m ati ni b, as  m e as ur e d b y o v er all 
r es p o ns e r at e ( O R R) b y  bli n d e d 
i n d e p e n d e nt r e vi e w c o m mitt e e ( BI R C) 
ass ess m e nt, b y c o h ort  

•  O R R, pr o p orti o n of p arti ci p a nts wit h a b est 
o v er all r es p o ns e ( B O R) d efi n e d as 
c o m pl et e r es p o ns e or p arti al r es p o ns e 
( C R + P R) b y BI R C ass ess m e nt p er 
R E CI S T 1. 1  

S e c o n d a r y o bj e cti v es  E n d p oi nts of s e c o n d a r y o bj e cti v es  
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•  T o e v al u at e d ur ati o n of r es p o ns e ( D O R) as 
ass ess e d b y BI R C, b y c o h ort  

•  D O R, c al c ul at e d as t h e ti m e fr o m t h e d at e 
of t h e first d o c u m e nt e d C R or P R b y BI R C 
p er R E CI S T 1. 1 t o t h e first d o c u m e nt e d  
pr o gr essi o n or d e at h d u e t o a n y c a us e f or 
p arti ci p a nts wit h P R or C R  

•  T o e v al u at e O R R a n d D O R b y i n v esti g at or  
ass ess m e nt, b y c o h ort  

•  O R R ( C R + P R) a n d D O R p er R E CI S T 1. 1 
b y i n v esti g at or ass ess m e nt  

•  T o e v al u at e ti m e t o r es p o ns e ( T T R), 
dis e as e  c o ntr ol  r at e  ( D C R) a n d 
pr o gr essi o n -fr e e s ur vi v al ( P F S) b y 
i n v esti g at or a n d b y BI R C ass ess m e nt, b y 
c o h ort  

•  All c al c ul at e d p er R E CI S T 1. 1, b ot h b y 
BI R C a n d i n v esti g at or:  
−  T T R, c al c ul at e d as t h e ti m e fr o m first 

d os e of c a p m ati ni b t o first d o c u m e nt e d 
r es p o ns e ( C R + P R) f or p arti ci p a nts 
wit h P R or C R  

−  D C R, c al c ul at e d as t h e pr o p orti o n of 
p arti ci p a nts wit h B O R of C R, P R, or 
S D  

−  P F S, d efi n e d as ti m e fr o m first d os e of 
c a p m ati ni b t o pr o gr essi o n or d e at h d u e 
t o a n y ca us e  

•  T o e v al u at e o v er all s ur vi v al ( O S) , b y 
c o h ort  

•  O S, d efi n e d as ti m e fr o m first d os e of 
c a p m ati ni b t o d e at h d u e t o a n y c a us e  

•  T o ass ess i ntr a cr a ni al a nti -t u m or a cti vit y 
of c a p m ati ni b i n p arti ci p a nts wit h C e ntr al 
N er v o us S yst e m ( C N S) l esi o ns at b as eli n e 
b y BI R C  

•  O v er all i ntr a cr a ni al r es p o ns e r at e ( OI R R), 
i ntr a cr a ni al dis e as e c o ntr ol r at e (I D C R), 
ti m e t o i ntr a cr a ni al r es p o ns e ( T TI R), 
d ur ati o n of i ntr a cr a ni al r es p o ns e ( D OI R) 
b y BI R C as p er R A N O -B M crit eri a  

•  T o e v al u at e t h e ass o ci ati o n b et w e e n 
M E T e x 1 4 m ut ati o n st at us as m e as ur e d i n 
ct D N A at b as eli n e wit h c a p m ati ni b 
effi c a c y  

•  O R R, D O R a n d P F S p er R E CI S T 1. 1 f or 
p arti ci p a nts b y M E T m ut ati o n st at us 
ass ess e d i n ct D N A at b as eli n e, b ot h b y 
BI R C a n d i n v esti g at or  

•  T o c h ar a ct eri z e t h e p h ar m a c o ki n eti cs of 
c a p m ati ni b  

•  St e a d y st at e Ctr o u g h a n d st e a d y st at e 0. 5 - 
1. 5 h o ur a n d 3 -5 h o urs p ost -d os e 
c o n c e ntr ati o ns  

•  T o e v al u at e c a p m ati ni b s af et y pr ofil e   •  I n ci d e n c e of a d v ers e e v e nts ( A Es) a n d 
s eri o us a d v ers e e v e nts ( S A Es), c h a n g e i n 
vit al si g ns, l a b or at or y r es ults ( h e m at ol o g y, 
c h e mistr y, a n d uri n al ysis) a n d E C G  

•  T o ass ess t h e eff e ct of c a p m ati ni b o n 
p ati e nt -r e p ort e d dis e as e-r el at e d s y m pt o ms, 
f u n cti o ni n g, a n d h e alt h-r el at e d q u alit y of 
lif e ( H R Q o L) 

•  C h a n g e fr o m b as eli n e t o e a c h visit  i n 
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 ( E O R T C ) Q L Q-C 3 0  

f u n cti o n, s y m pt o m, a n d i m p a ct 
d o m ai ns/it e ms;  L C 1 3  d o m ai n/it e ms;  a n d 
E ur o Q o L -5 Di m e nsi o n -5 L e v el  ( E Q-5 D -
5 L)  h e alt h st at e utilit y v al u es a n d V A S 

s c or es.  
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•  T o ass ess t h e eff e ct of c a p m ati ni b o n 
p ati e nt -r e p ort e d s y m pt o ms of br ai n 
m et ast as es  

•  C h a n g e fr o m b as eli n e t o e a c h visit i n  
s y m pt o ms of br ai n m et ast as es, wit h t h e 
N C C N F A C T -Br ai n S y m pt o m I n d e x 
s y m pt o m m o d ul e ( F Br SI )  

A n al ys es  r el at e d t o t h e s e c o n d ar y o bj e cti v es list e d b el o w will n ot b e r e p e at e d i n t h e fi n al 
a n al ysi s , as n o d at a  u p d at e d h a v e o c c urr e d si n c e  t h e 1 2-m o nt h u p d at e a n al ysi s.  

•  T o c h ar a ct eri z e t h e p h ar m a c o ki n eti cs of c a p m ati ni b  

2   St ati sti c al m et h o d s  

T his s e cti o n a n d its s u bs e cti o ns will b e us e d t o dr aft C S R S e cti o n 9. 7 o n st atisti c al a n al ys es . 
T h e t e xt will b e c h a n g e d t o t h e p ast t e ns e w h e n i m p ort e d i nt o t h e C S R.   

2. 1   D at a a n al y si s g e n er al i nf or m ati o n  
 
T h e fi n al a n al ysi s will b e p erf or m e d b y N o v artis st atisti cs a n d pr o gr a m mi n g t e a m. S A S v ersi o n 
9. 4 or l at er will b e us e d t o p erf or m all d at a a n al ys es a n d t o g e n er at e t a bl es, fi g ur es a n d listi n gs.    

2. 1. 1   D at a i n cl u d e d i n t h e a n al y si s  

All d at a wit h a n ass ess m e nt d at e or e v e nt st art d at e ( e. g. vit al si g n  ass ess m e nt d at e or st art d at e 
of a n a d v ers e e v e nt) o n or b ef or e t h e d at e of l ast p ati e nt l ast vist  (L P L V ) will b e i n cl u d e d i n t h e 
a n al ysi s.  
All e v e nts wit h st art d at e b ef or e or o n t h e d at e of L P L V  a n d e n d d at e aft er t h e d at e  of L P L V  
will b e r e p ort e d as ‘ o n g oi n g ’. T h e s a m e r ul e will b e a p pli e d t o e v e nts st arti n g b ef or e or o n t h e 
c ut -off d at e a n d n ot h a vi n g d o c u m e nt e d e n d d at e. T his a p pr o a c h a p pli es, i n p arti c ul ar, t o 
a d v ers e e v e nt a n d c o n c o mit a nt m e di c ati o n r e p orts. F or t h es e e v e nts, t h e e n d d at e will n ot b e 
i m p ut e d a n d t h er ef or e will n ot a p p e ar i n t h e listi n gs. 

2. 1. 2   G e n er al a n al y si s c o n v e nti o n s  

P o oli n g of c e nt e rs:  U nl e ss s p e cifi e d ot h er wis e, d at a fr o m all st u d y c e nt ers will b e p o ol e d f or 
t h e a n al yse s. D u e t o e x p e ct e d s m all n u m b er of s u bj e cts e nr oll e d at  c e n t ers, n o c e nt er eff e ct will 
b e ass ess e d. T h er e is n o str atifi c ati o n .  

Q u alit ati v e d at a  ( e. g., g e n d er, r a c e) will b e s u m m ari z e d b y fr e q u e n c y c o u nts a n d p er c e nt a g es. 
P er c e nt a g es will b e c al c ul at e d usi n g t h e n u m b er of p arti ci p a nts  i n t h e r el e v a nt p o p ul ati o n or 
s u b gr o u p as t h e d e n o mi n at or.   

C o nti n u o us d at a  ( e. g., a g e, b o d y w ei g ht) will b e s u m m ari z e d b y a p pr o pri at e d es cri pti v e 
st atisti cs (i. e. m e a n, st a n d ar d d e vi ati o n, m e di a n, mi ni m u m, a n d m a xi m u m).  

2. 1. 3   G e n er al d efi niti o n s    

2. 1. 3. 1  St u d y dr u g a n d st u d y tr e at m e nt  

St u d y dr u g a n d st u d y tr e at m e nt  b ot h  r ef er t o I N C 2 8 0 ( ca p m ati ni b ) a n d will b e us e d 
i nt er c h a n g e a bl y. 
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2. 1. 3. 2  D at e of fir st a d mi ni str ati o n of st u d y dr u g  

T h e d at e of first a d mi nistr ati o n of st u d y dr u g is d efi n e d as t h e first d at e w h e n a n o n-z er o d os e 
of st u d y dr u g w as a d mi nist er e d a n d r e c or d e d o n t h e D o s a g e  e C R F . F or t h e s a k e of si m pli cit y, 
t h e d at e of first a d mi nistr ati o n of st u d y dr u g will als o b e r ef err e d t o as st art d at e of st u d y dr u g . 

2. 1. 3. 3  D at e of l a st a d mi ni str ati o n of st u d y dr u g  

T h e d at e of l ast a d mi nistr ati o n of st u d y dr u g is d efi n e d as t h e l ast d at e w h e n a n o n -z er o d os e of 
st u d y dr u g w as a d mi nist er e d a n d r e c or d e d o n dr u g a d mi nistr ati o n r e c or d ( D A R ) e C R F . T his 
d at e will als o b e r ef err e d t o as l ast d at e of st u d y dr u g.  

2. 1. 3. 4  St u d y d a y  

T h e st u d y d a y f or all as s ess m e nts ( e. g. t u m or as s ess m e nt, d e at h, dis e as e pr o gr essi o n, t u m or 
r es p o ns e, p erf or m a n c e st at us, a d v ers e e v e nt o ns et, l a b or at or y a b n or m alit y o c c urr e n c e, vit al si g n 
m e as ur e m e nt, d os e i nt err u pti o n ) will b e c al c ul at e d usi n g t h e st art d a t e of st u d y dr u g as t h e 
ori gi n. F or ass ess m e nts o c c urri n g  aft er or o n t h e st art d at e of st u d y dr u g, st u d y d a y  will b e 
c al c ul at e d as:  

St u d y D a y = E v e nt d at e - st art  d at e of st u d y dr u g  +  1.  

T h e first d a y of st u d y dr u g is t h er ef or e st u d y d a y 1.  

F or a n y ass ess m e nt or e v e nts s u c h as b as eli n e dis e as e c h ar a ct eristi cs or m e di c al hist or y ( e. g., 
ti m e si n c e di a g n osis of di s e as e) o c c urri n g pri or t o t h e st art of t h e st u d y dr u g, st u d y d a y will b e 
n e g ati v e a n d will b e c al c ul at e d as:  

St u d y D a y = E v e nt d at e - st art d at e of st u d y dr u g . 

T h e st u d y d a y will b e dis pl a y e d i n t h e r el e v a nt d at a listi n gs.  

2. 1. 3. 5  B a s eli n e  

F or effi c a c y e v al u ati o ns , t h e l ast n o n-missi n g ass ess m e nt, i n cl u di n g u ns c h e d ul e d ass ess m e nts 
o n or b ef or e t h e d at e of first d os e of st u d y tr e at m e nt is t a k e n as “ b as eli n e ” v al u e or “ b as eli n e ” 
ass ess m e nt. I n t h e c o nt e xt of b as eli n e d efi niti o n, t h e effi c a c y e v al u ati o ns als o i n cl u d e 
bi o m ar k ers , E C O G p erf or m a n c e st at us  a n d P R Os . 

F or s af et y e v al u ati o ns , t h e l ast a v ail a bl e ass ess m e nt o n or b ef or e t h e d at e of st art of st u d y 
tr e at m e nt is t a k e n as “ b as eli n e ” ass ess m e nt. 

If s u bj e cts h a v e n o v al u e as d efi n e d a b o v e, t h e b as eli n e r es ult will b e missi n g.  

I n r ar e c as es w h er e m ulti pl e m e as ur e m e nts m e et t h e b as eli n e d efi niti o n, wit h n o f urt h er fl a g or 
l a b el t h at c a n i d e ntif y t h e c hr o n ol o gi c al or d er, t h e n t h e f oll o wi n g r ul e s h o ul d b e a p pli e d: if 
v al u es ar e fr o m c e ntr al  a n d l o c al l a b or at ori es, t h e v al u e fr o m c e ntr al as s ess m e nt s h o ul d b e 
c o nsi d er e d as b as eli n e. If m ulti pl e v al u es ar e fr o m t h e s a m e l o c al l a b or at or y or c oll e ct e d, t h e n 
t h e w orst v al u e s h o ul d b e c o nsi d er e d as b as eli n e.  
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2. 1. 3. 6  L a st c o nt a ct d at e  

T h e l ast c o nt a ct d at e will b e d eri v e d f or p arti ci p a nt s  n ot k n o w n t o h a v e di e d at t h e a n al ysi s c ut -
off usi n g t h e l ast c o m pl et e d at e a m o n g t h e f oll o wi n g  ( R ef er T a bl e 2 -1 ): 

T a bl e 2 -1   L a st c o nt a ct d at e   

S o ur c e d at a  C o n diti o n s  

L a st c o nt a ct d at e/l a st d at e p arti ci p a nt  w a s k n o w n 
t o b e ali v e fr o m S ur vi v al F oll o w-u p p a g e  

P a rti ci p a nt st at u s i s r e p ort e d t o b e ali v e, l o st t o 
f oll o w-u p or u n k n o w n  

St art/ E n d d at e s fr o m f urt h er a nti n e o pl a sti c 
t h er a p y 

N o n -mi s si n g m e di c ati o n/ pr o c e d ur e t er m.  

St art/ E n d * d at e s fr o m dr u g a d mi ni str ati o n r e c or d   N o n -mi s si n g d o s e. D o s e s of 0 ar e all o w e d.  

E n d of tr e at m e nt d at e fr o m e n d of tr e at m e nt p a g e   N o c o n diti o n.  

T u m or a s s e s s m e nt d at e  E v al u ati o n i s m ar k e d a s ‘ d o n e’.  

L a b or at or y/ P K c oll e cti o n d at e s  S a m pl e c oll e cti o n m ar k e d a s ‘ d o n e’.  

Vit al si g n s d at e  At l e a st o n e n o n -mi s si n g p ar a m et er v al u e  

P erf or m a n c e St at u s d at e  N o n -mi s si n g p erf or m a n c e st at u s  

St art/ E n d d at e s of A E  N o n -mi s si n g v er b ati m t er m  

T h e l ast c o nt a ct d at e is d efi n e d as t h e l at est c o m pl et e d at e fr o m t h e a b o v e list o n or b ef or e t h e 
d at a c ut -off d at e . T h e c ut-off  d at e  will  n ot  b e us e d f or l ast c o nt a ct d at e, u nl ess t he  p a rti ci p a nt 
w as s e e n or c o nt a ct e d  o n  th at  d at e . C o m pl et el y i m p ut e d d at es  ( e. g. t h e a n al y sis c ut -of f d at e  
pr o gr a m m ati c all y  i m p ut e d t o r e pl a ce  t h e missi n g  e n d  d at e  of  a  d os e  a d mi nistr ati o n  r e c or d) 
will  n ot  b e us e d  t o d eri v e  t h e l ast c o nt a ct d ate . P arti al d at e i m p ut ati o n is all o w e d f or e v e nt 
( d e at h)/ c e ns ori n g is c o mi n g fr o m ‘ S ur vi v al i nf or m ati o n’ e C R F.  

T h e l ast c o nt a ct d at e will b e us e d f or c e ns ori n g of p a rti ci p a nts i n t h e a n al ysi s of o v er all s ur vi v al.  

2. 1. 3. 7  Ti m e u nit  

F or all d eri v ati o ns, a m o nt h will b e c al c ul at e d as ( 3 6 5. 2 5 / 1 2) = 3 0. 4 3 7 5 d a ys.   

If d ur ati o n is t o b e r e p ort e d i n y e ars, d ur ati o n i n d a ys will b e di vi d e d b y 3 6 5. 2 5.  

If d ur ati o n is t o b e r e p ort e d i n m o nt hs, d ur ati o n i n d a ys will b e di vi d e d b y 3 0. 4 3 7 5.  

If d ur ati o n is t o b e r e p ort e d i n w e e ks, d ur ati o n i n d a ys will b e di vi d e d b y 7. 

2. 1. 3. 8  O n -tr e at m e nt p eri o d / e v e nt a n d o b s er v ati o n p eri o d 

T h e o v er all o bs er v ati o n p eri o d will b e di vi d e d i nt o t hr e e m ut u all y e x cl usi v e s e g m e nts:  

•  P r e -t r e at m e nt p e ri o d: fr o m t h e d a y of p arti ci p a nt ’s i nf or m e d c o ns e nt t o t h e d a y b ef or e 
first d os e of st u d y dr u g 

•  O n -t r e at m e nt p e ri o d: 

o  F or dis c o nti n u e d p a rti ci p a nts, fr o m d a y of first d o s e of st u d y dr u g t o 3 0 d a ys aft er l ast 
d os e of st u d y dr u g  

o  F or o n g oi n g p a rti ci p a nts, fr o m d a y of first d os e of st u d y dr u g t o t h e d at a c ut -off d at e  

•  P ost -t r e at m e nt p e ri o d: st arti n g at d a y 3 1 aft er l a st d os e of st u d y dr u g  

S af et y s u m m ari es (t a bl es, fi g ur es) a n d s u m m ari es of o n -tr e at m ent d e at h  i n cl u d e o nl y d at a fr o m 
t h e o n-tr e at m e nt p eri o d wit h t h e e x c e pti o n of b a s eli n e d at a w hi c h will als o b e s u m m ari z e d 
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w h er e a p pr o pri at e ( e. g. c h a n g e fr o m  b as eli n e s u m m ari es). I n a d diti o n, a s e p ar at e s u m m ar y f or 
d e at h i n cl u di n g o n tr e at m e nt a n d p ost tr e at m e nt d e at hs will b e pr o vi d e d.  I n p arti c ul ar, s u m m ar y 
t a bl es f or a d v ers e e v e nt s ( A Es) will s u m m ari z e o nl y o n -tr e at m e nt e v e nt s, wit h a st art d at e 
d uri n g t h e o n -tr e at m e nt p eri o d (tr e at m e nt-e m er g e nt  A Es) .   

All d at a, r e g ar dl ess of o b s er v ati o n p eri o d, will b e list e d a n d ass ess m e nts c oll e ct e d i n t h e p ost -
tr e at m ent p eri o d will b e fl a g g e d i n all t h e listi n gs.  

2. 2   A n al y si s s et s  

2. 2. 1   F ull a n al y si s s et ( F A S)  

T h e f ull a n al ysi s s et ( F A S) c o m pris es all p arti ci p a nts t o w h o m st u d y tr e at m e nt h as b e e n 
assi g n e d a n d w h o r e c ei v e d at l e ast o n e d os e of c a p m ati ni b. U nl ess ot h er wis e s p e cifi e d, all 
effi c a c y a n al ys es will b e p erf or m e d usi n g F A S.  

2. 2. 2   F ull a n al y si s s et –  br ai n m et a st a s e s ( F A S -B M)  

T h e f ull a n al ysi s s et - br ai n m et ast as es ( F A S -B M) c o m pris es all p arti ci p a nts i n t h e F A S w h o 
h a v e m e as ur a bl e a n d/ or n o n -m e as ur a bl e br ai n m et ast as es at b as el i n e. 

2. 2. 3   P er pr ot o c ol s et  ( P P S) 

T h e P P S c o nsists of a s u b s et of p arti ci p a nts i n t h e F A S w h o h a v e n o m aj or pr ot o c ol d e vi ati o ns, 
w h o h a v e a n a d e q u at e t u m or ass ess m e nt at b as eli n e a n d h a v e a f oll o w -u p t u m or ass ess m e nt > 
5 w e e ks aft er st arti n g tr e at m e nt ( u nl ess P D is o bs er v e d b ef or e t h at ti m e).  

•  T h e m aj or pr ot o c ol d e vi ati o ns t h at will l e a d t o r e m o v al of p arti ci p a nts fr o m t h e P P S ar e 
list e d b el o w:  

•  P arti ci p a nt d o es n ot h a v e St a g e III B, III C or I V N S C L C ( a n y hist ol o g y) at t h e ti m e of st u d y 
e ntr y  

•  P arti ci p a nt d o es n ot h a v e a hist ol o gi c all y or c yt ol o gi c all y c o nfir m e d di a g n o sis of N S C L C  

•  P arti ci p a nt wit h E G F R +, A L K + or ot h er k n o w n dr u g g a bl e m ol e c ul ar alt er ati o ns (s u c h as 
R O S 1 tr a nsl o c ati o n or B R A F m ut ati o n, et c.) w hi c h mi g ht b e a c a n di d at e f or alt er n ati v e 
t ar g et e d t h er a pi es as a p pli c a bl e p er l o c al r e g ul ati o ns a n d tr e at m e nt g ui d eli n es 

•  P arti ci p a nt wit h o ut M E T e x o n 1 4 s ki p pi n g m ut ati o n f or eli gi bilit y as d et er mi n e d b y c e ntr al 
ass ess m e nt at a N o v artis d esi g n at e d l a b o r at or y pri or t o first d os e  

•  P arti ci p a nt h as n ot r e c ei v e d o n e or t w o pri or li n es of s yst e mi c t h er a p y f or 
a d v a n c e d/ m et ast ati c dis e as e ( o nl y f or c o h ort 2)  

•  P arti ci p a nt h as r e c ei v e d pri or s yst e mi c t h er a p y f or a d v a n c e d/ m et ast ati c dis e as e ( o nl y f or 
c o h ort 1)  

•  P arti ci p a nt h as n o m e as ur a bl e l esi o n fr o m R E CI S T 1. 1 e v al u ati o n at b as eli n e or h as n o 
b as eli n e e v al u ati o n b y I n v esti g at or  

•  P arti ci p a nt h as r e c ei v e d cri z oti ni b, or a n y ot h er M E T or H G F i n hi bit or b ef or e e nt eri n g 
s cr e e ni n g  
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•  E C O G p erf or m a n c e st at us > 1 at st u d y e ntr y  

2. 2. 4   S af et y s et  

T h e S af et y S et i n c l u d es all p arti ci p a nts w h o r e c ei v e d at l e ast o n e d os e of c a p m ati ni b. U nl ess 
ot h er wis e s p e cifi e d, all s af et y d at a will b e a n al y z e d b y S af et y S et.  

2. 2. 5   S u b gr o u p of i nt er e st  

D u e t o s m all s a m pl e si z e i n e a c h c o h ort , n o f or m al s u b gr o u p a n alys es ar e  pl a n n e d. If a n y 
s u b gr o u p a n al ys es will b e n e e d e d f or f urt h er e x pl or ati o n, s u b gr o u p a n al ys es will b e p erf or m e d 
s e p ar at el y  a n d s e p ar at e a n al ysi s pl a n will b e d e v el o p e d.   

2. 3   P arti ci p a nt s  di s p o siti o n, 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 st i c s 

2. 3. 1   P arti ci p a nt s  di s p o siti o n  

T h e F A S will b e us e d f or t h e s u bj e ct  dis p ositi o n s u m m ar y t a bl es b y c o h ort. T h e F A S will b e 
us e d f or t h e listi n gs b y c o h ort.   

T h e f oll o wi n g will b e t a b ul at e d : 

•  N u m b er ( %) of p arti ci p a nts  w h o ar e still o n -tr e at m e nt ( b as e d o n “ Tr e at m e nt 
dis p ositi o n ”)  

•  N u m b er ( %) of p arti ci p a nts  w h o dis c o nti n u e d tr e at m e nt  ( b as e d o n “T r e at m e nt 
dis p ositi o n ” a n d “ P arti ci p a nt st at us ”)  

•  N u m b er ( %) of p arti ci p a nts  w h o e nt er e d p ost -tr e at m e nt effi c a c y f oll o w-u p ( b as e d o n 
“ P ost -tr e at m e nt f oll o w-u p dis p ositi o n ” a n d “ Tr e at m e nt dis p ositi o n ”)  

•  N u m b er ( %) of  p arti ci p a nts  w h o e nt er e d s ur vi v al f oll o w -u p ( b as e d o n c o m pl eti o n of 
‘ S u bj e ct St at us’ a n d “ P ost -tr e at m e nt f oll o w-u p dis p ositi o n ”)  

•  N u m b er  ( %) of p arti ci p a nts  w h o dis c o nti n u e d fr o m st u d y ( b as e d o n c o m pl eti o n of 
‘ St u d y P h as e Dis p ositi o n ’ p a g e wit h d at e of dis c o nti n u ati o n a n d dis c o nti n u ati o n r e as o ns 
e nt er e d u n d er ‘ S u bj e ct St at us’ a n d ‘ Will s u bj e ct c o nti n u e i nt o t h e n e xt p h as e of t h e tri al’ 
is ‘ N o’ f or p arti ci p a nts  w h o dis c o nti n u e d fr o m t h e p ost -tr e at m e nt effi c a c y f oll o w-u p)  

•  Pri m ar y r e as o ns f or dis c o nti n u ati o n fr o m t h e p ost -tr e at m e nt effi c a c y f oll o w-u p ( b as e d 
o n dis c o nti n u ati o n r e as o ns e nt er e d u n d er ‘ S u bj e ct St at us’ i n t h e ‘ St u d y P h as e 
Dis p ositi o n ’ p a g e). 

2. 3. 2   B a si c d e m o gr a p hi c a n d b a c k gr o u n d d at a  

All d e m o gr a p hi c a n d b a s eli n e dis e as e c h ar a ct eri sti cs d at a will b e s u m m ari z e d a n d list e d  b y 
c o h ort. C at e g ori c al d at a ( e. g. g e n d er, E C O G p erf or m a n c e st at us) will b e s u m m ari z e d b y 
fr e q u e n c y c o u nt a n d p er c e nt a g es. C o nti n u o us d at a ( e. g. a g e, w ei g ht, h ei g ht,  B MI) will b e 
s u m m ari z e d b y d es cri pti v e st atisti cs  usi n g F A S .  

2. 3. 3   Di a g n o si s a n d e xt e nt of c a n c er  

S u m m ar y st atisti cs  will  b e  t a b ul at e d f or di a g n osis  a n d  e xt e nt  of  c a n c er  b y c o h ort  usi n g F A S . 
T his a n al ysi s will i n cl u de  t h e f oll o wi n gs: pri m ar y sit e of c a n c er,  st a g e at i niti al di a g n osis, st a g e 
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at ti m e of st u d y e ntr y, ti m e (i n m o nt hs) si n c e m ost r e c e nt r el a ps e/ pr o gr essi o n, hist ol o gi c al 
gr a d e, pr e d o mi n a nt hist ol o g y/ c yt ol o g y, t y p es of l esi o ns (t arg et a n d n o n -t ar g et l esi o ns) at 
b as eli n e, n u m b er of t ar g et l esi o ns at b as eli n e, a n d dis e as e b ur d e n at b as eli n e f or t ar g et l esi o n 
( b as e d o n t h e d at a c oll e ct e d o n t h e R E CI S T e C R F p a g e)  a n d ot h er r el e v a nt i nf or m ati o n if 
c oll e ct e d . 

2. 3. 4   M e di c al hi st or y  

M e di c al hist o r y a n d o n g oi n g c o n diti o ns, i n cl u di n g c a n c er-r el at e d c o n diti o ns a n d s y m pt o ms will 
b e s u m m ari z e d a n d list e d b y c o h ort  usi n g F A S . S e p ar at e s u m m ari es will b e pr es e nt e d f or 
o n g oi n g a n d hist ori c al m e di c al c o n diti o ns. T h e s u m m ari es will b e pr es e nt e d b y pri m ar y s yst e m 
or g a n cl ass  ( S O C) a n d pr ef err e d t er m  ( P T). M e di c al hist or y a n d c urr e nt m e di c al c o n diti o ns ar e 
c o d e d usi n g t h e M e di c al Di ct i o n ar y f or R e g ul at or y A cti viti es ( M e d D R A) t er mi n ol o g y. T h e 
M e d D R A v ersi o n us e d f or r e p orti n g will b e s p e cifi e d i n t h e C S R a n d a s a f o ot n ot e i n t h e 
a p pli c a bl e  t a bl es/li sti n gs. 

2. 3. 5   S cr e e n f ail ur e s  

S cr e e n f ail ur es ar e p arti ci p a nts  w h o h a v e b e e n e nr oll e d a n d h a v e f ail e d t o m e et i n cl usi o n or 
e x cl usi o n crit eri a. T h es e p arti ci p a nts  ar e n ot tr e at e d wit h st u d y dr u g.  Fr e q u e n c y c o u nts a n d 
p er c e nt a g es will b e t a b ul at e d f or all e nr oll e d p arti ci p a nts  b y c o h ort  as f oll o ws : 

•  N u m b er ( %) of p arti ci p a nts  w h o c o m pl et e d s cr e e ni n g p h as e ( b as e d o n t h e pr es e n c e of 
st u d y p h as e c o m pl eti o n d at e a n d t h e ‘ N e xt p h as e e nt er e d’ is ‘ Tr e at m e nt’ i n t h e ‘ S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e) ;  

•  N u m b er ( %) of p arti ci p a nts  w h o dis c o nti n u e d d uri n g  s cr e e ni n g p h as e ( b as e d o n t h e 
pr es e n c e of d at e of dis c o nti n u ati o n a n d dis c o nti n u ati o n / “s u bj e ct st at us ” r e as o n e nt er e d 
a n d ‘ Will t h e p a rti ci p a nt c o nti n u e i nt o t h e n e xt p h as e of t h e tri al’ is ‘ N o’ i n t h e ‘ S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e ); 

•  R e as o ns f or s cr e e ni n g p h as e dis c o nti n u ati o n ( b as e d o n r e as o ns r e c or d e d i n S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e ). 

All s cr e e n f ail ur e p arti ci p a nts  wit h r e as o ns f or s cr e e n f ail ur e will b e list e d  b y c o h ort .  

2. 4   Pr ot o c ol d e vi ati o n s  

T h e n u m b er ( %) of s u bj e ct s i n t h e F A S wit h a n y pr ot o c ol d e vi ati o n will b e t a b ul at e d b y 
d e vi ati o n c at e g or y ( as s p e cifi e d i n t h e e dit-c h e c k s p e cifi c ati o n ) o v er all a n d b y c o h ort f or t h e 
F A S . All pr ot o c ol d e vi ati o ns will b e list e d.   

T h e o ut br e a k of t h e C o vi d -1 9 p a n d e mi c  m a y n e c c esi at e  s o m e c h a n g es t o t h e st u d y c o n d u ct 
s u c h t h at t h e pr ot o c ol c o ul d n ot b e f oll o w e d stri ctl y . T o u n d erst a n d t h e eff e ct of t h e p a n d e mi c 
o n t h e e x e c uti o n a n d o ut c o m e of t h e st u d y, d e vi ati o ns will b e i d e ntifi e d a n d r e c or d e d as pr ot o c ol 
d e vi ati o ns.  

I n a d diti o n t o t h e pr e-d efi n e d st a n d ar d P D t er ms, N o v artis h as d efi n e d 6 n e w pr ot o c ol 
d e vi ati o ns a n d t h e c orr es p o n di n g r el ati o ns hi p ( h e alt h  st at us r el at e d v s. si t e l o c k d o w n, 
p a rti ci p a nt c o n c er n, et c.) t o t h e C O VI D -1 9 p a n d e mi c i n li n e wit h “ F D A G ui d a n c e o n C o n d u ct 
of Cli ni c al Tri als of M e di c al Pr o d u cts d uri n g C O VI D -1 9 P u bli c H e alt h E m er g e n c y ” ( M ar c h 
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2 0 2 0) a n d “ G ui d a n c e o n t h e m a n a g e m e nt of cli ni c al tri als d uri n g t h e C O VI D -1 9 ( c or o n a vir us) 
p a n d e mi c ” ( A pril 2 0 2 0) fr o m E M A as li st e d b el o w.  

•  Missi n g visits  
•  C h a n g es i n pr o c e d ur es a n d ass ess m e nts  
•  Pl a n n e d visits n ot d o n e at sit es  
•  C h a n g es i n dr u g  s u p pl y m et h o d  
•  Tr e at m e nt n ot gi v e n  
•  P a rti ci p a nt’s dis c o nti n u ati o n d u e t o C O VI D -1 9 sit u ati o n  

T h e C O VI D -1 9 r el at e d pr ot o c ol d e vi ati o ns will b e s u m m ari z e d s e p ar at el y  b y c o h or t if 
a p pli c a bl e.  

2. 5   T r e at m e nt s ( st u d y t r e at m e nt, r e s c u e m e di c ati o n, c o n c o mit a nt 
t h er a pi e s, c o m pli a n c e) 

2. 5. 1   St u d y tr e at m e nt / c o m pli a n c e 

 

St u d y dr u g a n d st u d y tr e at m e nt  

St u d y dr u g a n d st u d y tr e at m e nt  b ot h  r ef er t o I N C 2 8 0 a n d will b e us e d i nt er c h a n g e a bl y. 

D o s e e x p o s ur e a n d i nt e n sit y  

D efi niti o ns of d ur ati o n of e x p os ur e, c u m ul ati v e d os e, a v er a g e d ail y d os e, d os e i nt e nsit y ( DI), 
r el ati v e d os e i nt e nsit y ( R DI), as w ell as i nt er m e di at e c al c ul ati o ns, i n cl u d e:  

•  D ur ati o n of e x p os ur e ( d a ys):   l ast d at e of st u d y dr u g − first d ate of st u d y dr u g + 1 
( p eri o ds of i nt err u pti o n ar e n ot e x cl u d e d)  

•  C u m ul ati v e d os e ( m g):   t ot al d os e of st u d y dr u g t a k e n b y a p arti ci p a nt i n t h e 
st u d y  

•  N u m b er of d osi n g d a ys ( d a ys):  d ur ati o n of e x p os ur e − n u m b er of z er o d os e d a ys  

•  A v er a g e d ail y d os e ( m g/ d a y):  c u m ul ati v e d os e ( m g)  ∕ n u m b er of d osi n g d a ys ( d a ys) 

•  DI ( m g/ d a y):  c u m ul ati v e d os e ( m g)  ∕ d ur ati o n of e x p os ur e ( d a ys) 

•  P DI ( m g/ d a y)                                pl a n n e d c u m ul ati v e d os e ( m g)  

•  R DI ( %):  1 0 0 × [ DI ( m g/ d a y) ∕ P DI ( pl a n n e d d os e ( 8 0 0 m g/ d a y)]  

N ot e: B e c a us e t h e pl a n n e d I N C 2 8 0 d os e is 8 0 0 m g/ d a y, or t h e pl a n n e d d os e i nt e nsit y ( P DI)  is 
8 0 0 m g/ d a y, R DI ( %) c a n b e c al c ul at e d b y 1 0 0 * DI/ P DI a n d si m plifi e d as s h o w n a b o v e.  

D ur ati o n of st u d y e x p os ur e t o st u d y dr u g, c u m ul ati v e d os e, a v er a g e d ail y  d o s e, DI a n d R DI will 
b e s u m m ari z e d b y c o h ort. I n a d diti o n, t h e d ur ati o n of e x p os ur e t o st u d y dr u g will b e c at e g ori z e d 
i nt o ti m e i nt er v als a n d fr e q u e n c y c o u nts a n d p er c e nt a g es of p arti ci p a nts  wit h e x p os ur e i n e a c h 
ti m e i nt er v al will b e pr es e nt e d.  

2. 5. 2   D o s e i n t err u pti o n s or p e r m a n e nt di s c o nti n u ati o n s 

Fr e q u e n c y c o u nts a n d p er c e nt a g es  of p arti ci p a nts  w h o h a v e d os e c h a n g es, r e d u cti o ns or 
i nt err u pti o ns, a n d t h e c orr es p o n di n g r e as o ns, will b e s u m m ari z e d b y c o h ort.  
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A n a n al ysi s of ti m e t o first i nt err u pti o n (i n w e e ks) will b e pr es e nt e d b as e d o n si m pl e d es cri pti v e 
st atisti cs ( n ot usi n g ti m e -t o e v e nt m et h o ds).  

T i m e t o first i nt err u pti o n is t h e ti m e fr o m d at e of first a d mi nistr ati o n of st u d y dr u g t o t h e first 
d at e w h e n a z er o d os e of st u d y dr u g is r e c or d e d o n t h e D A R e C R F , e x pr ess e d i n w e e ks.  

F or t h e p ur p os e of s u m m ari zi n g i nt err u pti o ns a n d r e as o ns, i n c as e m ulti pl e e ntri es f or 
i nt err u pti o n t h at ar e e nt er e d o n c o ns e c uti v e d a y s wit h diff er e nt r e as o ns will b e c o u nt e d as 
s e p ar at e i nt err u pti o ns. H o w e v er, if t h e r e as o n is t h e s a m e a n d  m e nti o n e d  i n m ulti pl e e ntri es o n 
c o ns e c uti v e d a ys, t h e n it will b e c o u nt e d as o n e i nt err u pti o n.  

Listi n gs  of all d os es of t h e st u d y dr u g al o n g wit h d os e c h a n g e a n d d os e i nt err u pti o n r e as o ns 
will b e pr o d u c e d b y c o h ort.   

S e cti o n 5 .2  pr o vi d es  f urt h er d et ails o n t h e d efi niti o n of d os e c h a n g es a n d i nt err u pti o ns. 

2. 5. 3   Pri or , c o n c o mit a nt  a n d p o st  t h er a pi e s 

2. 5. 3. 1  Pri or a nti -c a n c er t h er a p y  

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts  w h o r e c ei v e d a n y pri or a nti -n e o pl asti c m e di c ati o ns, 
pri or a nti -n e o pl asti c r a di ot h er a p y or pri or a nti -n e o pl asti c s ur g er y will b e s u m m ari z e d  b y c o h ort .  

Pri or a nti -n e o pl asti c m e di c ati o ns will b e s u m m ari z e d b y c h e m ot h er a p y ( m e di c ati o n) s etti n g, 
ot h er t h er a p y ( m e di c ati o n) s etti n g, n u m b er of pri or r e gi m e ns of a nti c a n c er m e di c ati o ns a n d 
pri or a nti c a n c er m e di c ati o ns. Pri or a nti n e o pl asti c m e di c ati o ns will als o b e s u m m a ri z e d b y A T C 
cl ass, a n d pr ef err e d t er m. T h e m e di c ati o n t h er a p y t y p e of a n y c o m bi n ati o n t h er a p y will b e 
cl assifi e d b as e d o n t h e f oll o wi n g or d er: i m m u n ot h er a p y, c h e m ot h er a p y, bi ol o gi c t h er a p y ( ot h er 
t h a n i m m u n ot h er a p y), t ar g et e d t h er a p y. F or e x a m pl e, a c o m bin ati o n t h er a p y of c h e m ot h er a p y 
a n d i m m u n ot h er a p y will b e cl assifi e d as ‘i m m u n ot h er a p y’.  

Pri or a nti -n e o pl asti c m e di c ati o ns f or t h er a p e uti c s etti n g ( a n y li n e, 1 st li n e, 2n d  li n e) will b e 
s u m m ari z e d b y li n e : si n gl e a g e nt c h e m ot h er a p y, Pl ati n u m b as e d c h e m ot h er a p y, 
i m m u n ot h er a p y, c h e m ot h er a p y i n c o m bi n ati o n wit h i m m u n ot h er a p y. 

F or r a di ot h er a p y, ti m e si n c e l ast r a di ot h er a p y, l o c ati o ns a n d s etti n g of l ast t h er a p y will b e 
s u m m ari z e d.  

F or pri or s ur g er y, ti m e si n c e l ast s ur g er y, pr o c e d ur e a n d r esi d u al dis e a s e of l ast t h er a p y will b e 
s u m m ari z e d .  

All t h e a b o v e a n al ys es will b e p erf or m e d s e p ar at el y b y c o h ort.  

Pri or a nti -n e o pl asti c t h er a p y will b e list e d b y c o h ort i n t hr e e s e p ar at e listi n gs: 

1. M e di c ati o ns  

2. R a di ot h er a p y  

3. S ur g er y  

2. 5. 3. 2  C o n c o mit a nt t h er a p y  

C o n c o mit a nt t h er a pi es ar e d efi n e d as a n y m e di c ati o ns ( e x cl u di n g st u d y dr u g, pri or 
a nti n e o pl asti c tr e at m e nts a n d bl o o d tr a nsf usi o ns), s ur g eri es , p alli ati v e r a di ot h er a pi es or 
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pr o c e d ur es (i n cl u di n g p h ysi c al t h er a p y) a d mi nist er e d i n t h e st u d y a n d ar e r e c or d e d i n t h e Pri or 
a n d C o n c o mit a nt M e di c ati o ns a n d t h e S ur gi c al a n d M e di c al Pr o c e d ur es e C R F, r es p e cti v el y.  

C o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g t h e W H O Dr u g R ef er e n c e Listi n g ( W H O D R L)  
di cti o n ar y t h at e m pl o ys t h e W H O A n at o mi c al T h er a p e uti c C h e mi c al ( W H O A T C) 
cl assifi c ati o n s yst e m. S ur g eri es or pr o c e d ur es will b e c o d e d usi n g t h e M e di c al Di cti o n ar y f or  
R e g ul at or y A cti viti es ( M e d D R A ) t er mi n ol o g y. All s u m m ari es will b e t a b ul at e d usi n g 
fr e q u e n c y c o u nts a n d p er c e nt a g es. 

C o n c o mit a nt t h er a pi es will b e s u m m ari z e d  b y A T C cl ass, pr ef err e d t er m a n d c o h ort. S ur gi c al 
a n d m e di c al pr o c e d ur es will b e c o d e d usi n g M e d D R A a n d s u m m ari z e d b y S O C a n d pr ef err e d 
t er m. T h es e s u m m ari es will i n cl u d e: 1) m e di c ati o ns st arti n g o n or aft er t h e st art of st u d y dr u g 
b ut st arti n g n o l at er t h a n 3 0 d a ys aft er l ast d os e of st u d y dr u g a n d 2) m e di c ati o ns st arti n g pri or 
t o t h e st art of st u d y dr u g b ut c o nti n ui n g aft er t h e st art of st u d y dr u g.  

All c o n c o mit a nt t h er a pi es will b e list e d b y c o h ort. A n y c o n c o mit a nt t h er a pi es st arti n g a n d 
e n di n g p ri or t o t h e st art of st u d y dr u g or st arti n g m or e t h a n 3 0 d a ys aft er t h e l ast d at e of st u d y 
dr u g will b e fl a g g e d i n t h e listi n gs.  

2. 5. 3. 3  A nti n e o pl a sti c t h er a p y aft er di s c o nti n u ati o n of st u d y dr u g  

T h e F A S will b e us e d f or all listi n gs a n d s u m m ari es of a nti n e o pl ast i c t h er a pi es i niti at e d aft er 
dis c o nti n u ati o n of st u d y dr u g. All s u m m ari es will b e t a b ul at e d usi n g fr e q u e n c y c o u nts a n d 
p er c e nt a g es b y c o h ort.  

A nti n e o pl asti c m e di c ati o ns i niti at e d aft er dis c o nti n u ati o n of st u d y dr u g will b e s u m m ari z e d a n d 
list e d b y A n at o mi c al T h er a p e uti c C h e mi c al ( A T C)  cl ass, pr ef err e d t er m a n d c o h ort.  

A nti n e o pl asti c r a di ot h er a p y si n c e dis c o nti n u ati o n of st u d y tr e at m e nt will b e s u m m ari z e d a n d 
list e d b y s etti n g a n d c o h ort. 

A nti n e o pl asti c s ur g er y si n c e dis c o nti n u ati o n of st u d y tr e at m e nt will b e s u m m ari z e d a n d list e d 
b y S O C a n d pr ef err e d t er m  a n d c o h ort.  

2. 6   A n al y si s of t h e pri m ar y o bj e cti v e   

2. 6. 1   Pri m ar y e n d p oi nt  

T h e pri m ar y o bj e cti v e is t o d e m o nstr at e t h e a ntit u m or a cti vit y of I N C 2 8 0, as m e as ur e d b y 
o v er all r es p o ns e r at e ( O R R) t o I N C 2 8 0 b y Bli n d e d I n d e p e n d e nt R e vi e w C o m mitt e e ( BI R C) 
ass ess m e nt, b y c o h ort.   

2. 6. 2   Pri m ar y e sti m a n d  

T h e pri m ar y s ci e ntifi c q u esti o n of i nt er est is: W h at is t h e eff e ct of c a p m ati ni b i n i n d u ci n g 
r a di ol o gi c al r es p o ns e b y bli n d e d i n d e p e n d e nt r e vi e w c o m mitt e e ( BI R C) as p er r es p o ns e 
e v al u ati o n crit eri a i n s oli d t u m ors ( R E CI S T)  1. 1  i n C hi n es e p arti ci p a nts w h o ar e eit h er 
tr e at m e nt n ai v e or f ail e d o n e or t w o pri or li n es of s yst e mi c t h er a p y wit h M E T Δ e x 1 4  m ut ati o n, 
r e g ar dl ess of st u d y tr e at m e nt dis c o nti n u ati o n a n d pri or t o st art of n e w a nti -n e o pl asti c t h er a p y  
b y c o h ort ?  

T h e pri m ar y esti m a n d will b e d es cri b e d b y t h e f oll o wi n g fi v e attri b ut es:  
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1.  T h e p o p ul ati o n  is t h e a d ult C hi n es e p ati ci p a nts wit h E G F R wil d-t y p e( wt), A L K 
r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g m ut ati o ns 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 ( N S C L C) w h o ar e eit h er tr e at m e nt n ai v e or f ail e d o n e or t w o pri or li n es 
of s yst e mi c t h er a p y  

2.  T h e tr e at m e nt attri b ut e is t h e or al d os e of C a p m ati ni b 4 0 0 m g a d mi nist er e d i. e. t ot al 
d os e of 8 0 0 m g d ail y  

3.  T h e v ari a bl e is t h e b est o v er all r es p o ns e ( B O R) b y c o h ort d efi n e d as t h e b est r es p o ns e 
r e c or d e d fr o m t h e d at e of tr e at m e nt st art u ntil dis e as e pr o gr essi o n/r e c u rr e n c e (t a ki n g 
as r ef er e n c e  f or P D, t h e s m all est m e as ur e m e nt r e c or d e d si n c e t h e tr e at m e nt st art e d) 
b as e d o n BI R C p er R E CI S T 1. 1. pri or t o st art of a n y n e o a nti pl asti c t h er a p y  

4.  T h e i nt e r c u r r e nt e v e nts of i nt er est ar e  

a.  T h e tr e at m e nt dis c o nti n u ati o n f or a n y r e as o n: tu m or ass ess m e nt d at a c oll e ct e d 
irr es p e cti v el y of tr e at m e nt dis c o nti n u ati o n will b e i n cl u d e d t o d eri v e B O R 
(tr e at m e nt str at e g y) 

b.  St art of n e o a nti pl asti c t h er a p y: a n y  t u m or r es p o ns e aft er t h e a nti n e o pl asti c 
t h er a p y will b e c o nsi d er e d as n o n-r es p o ns er (  c o m p osit e str at e g y ) 

c.  A n y p u bli c h e alt h e m er g e n c y as d e cl ar e d b y l o c al or r e gi o n al a ut h ori es i. e. 
p a n d e mi c, e pi d e mi c or n at ur al dis ast er : ass ess m e nt c oll e ct e d  irr es p e cti v el y of  
t h os e e v en ts will b e i n cl u d e d  t o d eri v e B O R (tr e at m e nt p oli c y str at e g y) 

5.  T h e s u m m a r y m e as ur e is t h e o v er all b est o v er all r es p o ns e r at e ( O R R) a n d its e x a ct 
9 5 % c o nfi d e n c e i nt er v al ( CI) ( Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d b y c o h ort.  

2. 6. 2. 1  St ati sti c al h y p ot h e si s, m o d el, a n d m et h o d of a n al y si s  

T h e  a n al ysi s of pri m ar y e n d p oi nt  will b e p erf or m e d o n t h e F A S. T h e pri m ar y effi c a c y e n d p oi nt 
O R R will  b e esti m at e d a n d t h e e x a ct 9 5 % c o nfi d e n c e i nt er v al ( CI) ( Cl o p p er a n d P e ars o n 1 9 3 4 ) 
will b e  pr o vi d e d b y c o h ort.  

T h e st u d y is b as e d o n esti m ati o n of t h e e n d p oi nt a n d t h er ef or e n o st atisti c al h y p ot h esis  t est 
will b e p erf or m e d.  

2. 6. 2. 2  H a n dli n g of i nt er c urr e nt e v e nt s of pri m ar y e sti m a n d  

T u m or ass ess m e nt d at a c oll e ct e d irr es p e cti v e of tr e at m e nt dis c o nti n u ati o n u ntil t h e st art o f n e w 
a nti -c a n c er t h er a p y will b e i n cl u d e d t o d eri v e B O R.  

If a n y n e w a nti-c a n c er t h er a p y is t a k e n, a n y s u bs e q u e nt ass ess m e nts w o ul d b e e x cl u d e d fr o m 
t h e B O R d et er mi n ati o n. I n c as e of a n y miss e d visit  d u e t o  h e alt h e m er g e n ci es as d e cl ar e d b y 
l o c al a ut h orities ( p a n d e mi c, e pi d e mi c or n at ur al dis ast er)  will b e i n cl u d e d f or t h e B O R 
c al c ul ati o n . 

2. 6. 2. 3  H a n dli n g of mi s si n g v al u e s/ c e n s ori n g/ di s c o nti n u ati o n s  

C o nfir m e d P R or C R  r e p ort e d pri or t o a n y a d diti o n al a nti c a n c er t h er a p y will b e c o nsi d er e d as 
r es p o ns es i n t h e c al c ulati o n of t h e O R R irr es p e cti v e of t h e n u m b er of miss e d ass ess m e nts b ef or e 
r es p o ns e. 

P arti ci p a nts  wit h a B O R of ‘ U n k n o w n’ p er R E CI S T 1. 1 will b e c o nsi d er e d as n o n -r es p o n d ers 
w h e n esti m ati n g O R R.  
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P arti ci p a nts  wit h n o BI R C d at a will b e c o nsi d er e d as n o n -r es p o nd ers w h e n esti m ati n g O R R.  

P arti ci p a nts  w h o h a v e dis e as e pr o gr essi o n a n d c o nti n u e t o r e c ei v e st u d y dr u g aft er pr o gr essi o n 
will q u alif y f or P D at t h e ti m e of pr o gr essi o n a n d will b e c o u nt e d as P D i n t h e d eri v ati o n of 
O R R a n d a n y ot h er effi c a c y e n d p oi nts.  

2. 6. 3   S u p p orti v e a n al y s e s  

O R R b y BI R C will b e s u m m ari z e d  b y P P S  t o s u p p ort t h e pri m ar y a n al ysi s. 

2. 7   A n al y si s of s e c o n d ar y o bj e cti v e ( s) 

2. 7. 1   Effi c a c y s e c o n d ar y e n d p oi nt s  

2. 7. 1. 1  D ur ati o n of r e s p o n s e ( D O R)  

D O R o nl y a p pli es t o p arti ci p a nts w h os e B O R  is c o m pl et e r es p o ns e ( C R) or p arti al r es p o ns e 
( P R) a c c or di n g t o R E CI S T 1. 1 b as e d o n t u m or r es p o ns e d at a. T h e st art d at e is t h e d at e of first 
d o c u m e nt e d r es p o ns e of C R or P R (i. e . t h e st art d at e of r es p o ns e, n ot t he d at e w h e n r es p o ns e 
w as c o nfir m e d), a n d t h e e n d d at e is d efi n e d as t h e d at e of t h e first d o c u m e nt e d pr o gr e ssi o n or 
d e at h d u e t o a n y c a us e . D O R will b e ass ess e d as p er BI R C r e vi e w a n d b y i n v esti g at or 
ass ess m e nt  f or b ot h F A S a n d P P S .  

T h e c e ns ori n g a n d e v e n t d at e o pti o ns t o b e c o nsi d er e d f or t h e m ai n a n al y sis ar e pr es e nt e d i n 
T a bl e 2 -2.  

T a bl e 2 -2   O ut c o m e a n d e v e nt d at e s f or D O R a n d P F S a n al y s e s  

 Sit u ati o n  D at e  O ut c o m e  

A   N o b a s eli n e a s s e s s m e nt  D at e of fir st d o s e of 

st u d y dr u g a  
C e n s or e d  

 
B   Pr o gr e s si o n at or b ef or e n e xt s c h e d ul e d  

A s s e s s m e nt  
D at e of pr o gr e s si o n  

 

Pr o gr e s s e d  

 
C 1   Pr o gr e s si o n or d e at h aft er e x a ctl y o n e  

mi s si n g a s s e s s m e nt  
D at e of pr o gr e s si o n ( or 
d e at h)  

Pr o gr e s s e d  

 
C 2   Pr o gr e s si o n or d e at h aft er t w o or m or e  

mi s si n g a s s e s s m e nt s  
D at e of l a st a d e q u at e 
a s s e s s m e nt  

C e n s or e d  

 
D   N o pr o gr e s si o n  D at e of l a st a d e q u at e 

a s s e s s m e nt  
C e n s or e d  

 
E   Tr e at m e nt di s c o nti n u ati o n d u e t o ‘ Di s e a s e  

pr o gr e s si o n’ wit h o ut d o c u m e nt e d  

pr o gr e s si o n, i. e. cli ni c al pr o gr e s si o n  

b a s e d o n i n v e sti g at or cl ai m  

N/ A  

 

 

I nf or m ati o n i g n or e d. 
O ut c o m e d eri v e d 
b a s e d o n r a di ol o g y 
d at a o nl y.  

F   N e w a nti c a n c er t h er a p y gi v e n  I g n or e t h e n e w 
a nti c a n c er t h er a p y a n d 
f oll o w sit u ati o n s a b o v e  

A s p er a b o v e sit u ati o n s   

 

G   D e at h s d u e t o r e a s o n ot h er t h a n 
d et eri or ati o n of ‘ St u d y i n di c ati o n’  

D at e of d e at h  Pr o gr e s s e d  
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a  T h e r ar e e x c e pti o n t o t hi s i s if t h e p a rti ci p a nt di e s n o l at er t h a n t h e ti m e of t h e s e c o n d s c h e d ul e d a s s e s s m e nt a s 
d efi n e d i n t h e pr ot o c ol i n w hi c h c a s e t hi s i s a P F S e v e nt at t h e d at e of d e at h  

T h e d at e of l ast a d e q u at e t u m or ass ess m e nt is t h e d at e of t h e  l ast t u m or e ass e ss m e nt wit h o v er all 
l esi o n r es p o ns e of C R, P R, S D, or n o n-C R/ n o n -P D b ef or e a n e v e nt or a c e ns ori n g r e as o n 
o c c urr e d. I n t his c as e, t h e l ast t o m or e v al u ati o n d at e at t h at ass ess m e nt will b e us e d. P arti ci p a nts 
wit h o ut a p ost -b as eli n e t u m or as s ess m e nt will b e c e ns or e d at t h e ti m e of t h e first tr e at m e nt.  

D O R will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds  b y c o h ort . 
I n t h e K a pl a n-M ei e r pl ot t h e n u m b er of p arti ci p a nt s  at ris k at c ert ai n ti m e p oi nts will b e s h o w n 
o n t h e pl ot. T h e esti m at e d m e di a n (i n m o nt hs) al o n g wit h 9 5 % CIs, as w ell as 2 5 t h a n d 7 5 t h 
p er c e ntil es will b e r e p ort e d ( Br o o k m e y er a n d Cr o wl e y 1 9 8 2 ). I n a d diti o n, K a pl a n-M ei er 
e sti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CIs at s e v er al ti m e p oi nts (i n cl u di n g at l e ast 3, 
6, 1 2, a n d 1 8 m o nt hs) will b e s u m m ari z e d. T h es e a n al ys es will b e p erf or m e d s e p ar at el y b as e d 
o n BI R C ass ess m e nt a n d b as e d o n i n v esti g at or ass ess m e nt.   

2. 7. 1. 2  O R R b y i n v e sti g at or a s s e s s m e nt  

T h e e v al u ati o n of O R R will b e als o c o n d u ct e d b as e d o n i n v esti g at or ass e ss m e nt. O R R will b e 
esti m at e d a n d t h e e x a ct bi n o mi al 9 5 % CI will b e pr o vi d e d b y c o h ort.  T h e s a m e pr o c ess 
d es cri b e d i n s e cti o n 2 .6 . 1 will b e f oll o w e d t o e v al u at e O R R.  

2. 7. 1. 3  Ti m e t o r e s p o n s e ( T T R)  

T T R is d efi n e d as t h e ti m e fr o m t h e d at e of st art of st u d y dr u g t o t h e first d o c u m e nt e d r es p o ns e 
of eit h er c o m pl et e r es p o ns e ( C R) or p arti al r e s p o ns e ( P R), w hi c h m ust b e s u bs e q u e ntl y 
c o nfir m e d ( alt h o u g h d at e of i niti al r es p o ns e is u s e d, n ot d at e of c o nfir m ati o n). T T R will b e 
e v al u at e d as p er BI R C a n d  als o b y i n v esti g at or r e vi e w a n d a c c or di n g t o R E CI S T 1. 1.  

P arti ci p a nts wit h o ut a c o nfir m e d C R or P R will b e c e ns or e d at t h e st u d y -m a xi m u m f oll o w -u p 
ti m e (i. e. first p arti ci p a nt first visit (F P F V ) t o l ast p arti ci p a nt l ast visit (L P L V )) f or p arti ci p a nts 
wit h a P F S e v e nt (i. e. dis e as e pr o gr essi o n or d e at h d u e t o a n y c a us e), or at t h e d at e of t h e l ast 
a d e q u at e t u m or ass ess m e nt f or p arti ci p a nts wit h o ut a P F S e v e nt.  

T T R will b e s u m m ari z e d i n 6 -w e e ks  i nt er v als usi n g d es cri pti v e st atisti cs b y c o h ort . T h e 
distri b uti o n of ti m e t o r es p o ns e will b e esti m at e d usi n g t h e K a pl a n -M ei er m et h o d a n d t h e 
m e di a n ti m e t o r es p o ns e will b e pr es e nt e d al o n g wit h 9 5 % c o nfi d e n c e i nt er v al o nl y if a 
s uffi ci e nt n u m b er of r es p o ns es is o bs er v e d. F ail ur e c ur v es ( as c e n di n g K a pl a n -M ei er c ur v es) 
will b e c o nstr u ct e d. T h e s e a n al ys es will b e p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt 
a n d b as e d o n i n v esti g at or ass ess m e nt.  

2. 7. 1. 4  Di s e a s e  c o ntr ol r at e ( D C R)  

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 nts  wit h b est o v er all r es p o ns e of C R, P R, or S D 
p er R E CI S T 1. 1. D C R will b e esti m at e d a n d t h e bi n o mi al e x a ct 9 5 % CI will b e pr o vi d e d b y 
c o h ort. T h es e a n al ys es will b e p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt a n d b as e d o n 
i n v esti g at or ass ess m e nt. 

2. 7. 1. 5  Pr o gr e s si o n -fr e e s ur vi v al ( P F S) 

P F S is d efi n e d as t h e ti m e fr o m t h e st art d at e of st u d y dr u g t o t h e d at e  of t h e first r a di ol o gi c all y 
d o c u m e nt e d P D or d e at h d u e t o a n y c a us e.   
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If a p arti ci p a nt h as n ot pr o gr ess e d or is n ot k n o w n t o h a v e di e d at t h e d at e of a n al ysi s c ut -off, 
P F S will b e c e ns or e d at t h e d at e of t h e l ast a d e q u at e t u m or e v al u ati o n b ef or e t h e c ut -off d at e.  
P F S e v e nts d o c u m e nt e d aft er t h e i niti ati o n of n e o a nti n e o pl asti c t h er a p y will b e c o nsi d er e d 
pr o vi d e d t u m or ass ess m e nts c o nti n u e aft er i niti ati o n of t h e n e w c a n c er t h er a p y. Cli ni c al 
d et eri or ati o n will n ot b e c o nsi d er e d as a  q u alif yi n g e v e nt f or pr o gr essi o n. R ef er t o T a bl e 2 -2  f or 
c e ns o ri n g a n d e v e nt d at e o pti o ns a n d o ut c o m es f or P F S. 

P F S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds as d es cri b e d 
f or D O R b y c o h ort, i n cl u di n g esti m at e d m e di a n (i n m o nt hs) wit h 9 5 % CI, 2 5 t h a n d 7 5 t h 
p er c e ntil es a n d K a pl a n -M ei e r esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CIs at s e v er al 
ti m e p oi nts. C e ns ori n g r e as o ns will als o b e s u m m ari z e d b y c o h ort.  

T h es e a n al ys es will b e p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt a n d b as e d o n 
i n v esti g at or ass ess m e nt.  

2. 7. 1. 6  O v er all s ur vi v al ( O S) 

O S is d efi n e d as t h e ti m e fr o m t h e st art d at e of st u d y dr u g t o t h e d at e of d e at h d u e t o a n y c a us e. 
If t h e p arti ci p a nt is ali v e at t h e d at e of t h e a n al ysi s c ut-off or l ost t o f oll o w -u p, t h e n O S will b e 
c e ns or e d at t h e l ast c o nt a ct d at e pri or t o d at a c u t off d at e (s e e S e cti o n 2. 1. 3. 6 ) f or f urt h er d et ails 
o n d eri v ati o n of l ast c o nt a ct d at e).  

O S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds as d es cri b e d 
f or D O R b y c o h ort, i n cl u di n g esti m at e d m e di a n (i n m o nt hs) wit h 9 5 % CI, 2 5 t h a n d 7 5 t h 
p er c e ntil es a n d K a pl a n -M ei er esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CIs at s e v er al 
ti m e p oi nts.  C e ns ori n g r e as o ns will als o b e s u m m ari z e d b y c o h ort.  

2. 7. 1. 7  O v er all i ntr a cr a ni al r e s p o n s e r a t e ( OI R R) 

OI R R is c al c ul at e d b as e d o n r es p o ns e ass ess m e nts i n t h e br ai n f or p arti ci p a nts h a vi n g 
m e as ur a bl e a n d/ or n o n -m e as ur a bl e br ai n m et ast as es at b as eli n e. OI R R i s t h e pr o p orti o n of 
p arti ci p a nts wit h a c o nfir m e d b est o v er all i ntr a cr a ni al r es p o ns e ( B OI R)  of C R or P R fr o m t h e 
st art of tr e at m e nt u ntil di s e as e pr o gr essi o n / r e c urr e n c e (t a ki n g as r ef er e n c e f or P D t h e s m all est 
m e as ur e m e nts r e c or d e d si n c e t h e tr e at m e nt st art e d) p er R A N O -B M crit eri a as ass ess e d b y 
BI R C r e vi e w ( S e e R ef er e n c e ) 

T h e B OI R  f or e a c h p arti ci p a nt is d et er mi n e d fr o m t h e s e q u e n c e of o v er all (l esi o n) r es p o ns es 
a c c or di n g t o t h e f oll o wi n g r ul es:  

•  C R = at l e ast t w o d et er mi n ati o ns of C R at l e ast 4 w e e ks a p art b ef or e pr o gr essi o n 
w h er e c o nfir m ati o n r e q uir e d or o n e d et er mi n ati o n of C R pri or t o pr o gr essi o n w h er e 
c o nfir m ati o n n ot r e q uir e d  

•  P R = at l e ast t w o d et er mi n ati o ns of P R or b ett er at l e ast 4 w e e ks a p art b ef or e 
pr o gr essi o n ( a n d n ot q u alif yi n g f or a C R) w h er e c o nfir m ati o n r e q uir e d or o n e 
d et er mi n ati o n of P R pri or t o p r o gr essi o n w h er e c o nfir m ati o n n ot r e q uir e d 

•  S D = at l e ast o n e S D ass ess m e nt ( or b ett er) > 6 w e e ks aft er st art of tr e at m e nt ( a n d n ot 
q u alif yi n g f or C R or P R).  

•  P D = pr o gr essi o n ≤  1 2 w e e ks aft er st art of tr e at m e nt ( a n d n ot q u alif yi n g f or C R, P R or 
S D).  



N o v artis    F or b usi n ess us e o nl y   P a g e 2 3  of  5 0   
S A P   CI N C 2 8 0 A 2 2 0 4  

•  N ot e v al u a bl e ( N E) = all ot h er c as es (i. e. n ot q u alif yi n g f or c o nfir m e d C R or P R a n d 
wit h o ut S D aft er m or e t h a n 6 w e e ks or e arl y pr o gr essi o n wit hi n t h e first 1 2 w e e ks)  

W hil e e v al u ati n g f or t h e OI R R , t h e f oll o wi n gs will b e c o nsi d er e d:  

•  a n y ass ess m e nts t a k e n  m or e t h a n 3 0 d a ys aft er t h e l ast d os e of st u d y tr e at m e nt will n ot 
b e i n cl u d e d i n t h e b est o v er all i ntr a cr a ni al r es p o n s e d eri v ati o n.  

•  a n y alt er n ati v e c a n c er t h er a p y t a k e n w hil e o n st u d y a n y s u bs e q u e nt ass ess m e nts w o ul d 
or di n aril y b e e x cl u d e d fr o m t h e b est o v er all i ntr a cr a ni al r es p o ns e d et er mi n ati o n.  

OI R R c al c ul at e d b as e d o n t h e d at a fr o m t h e F A S -B M a n d t h e c orr es p o n di n g 9 5 % CI b as e d o n 
t h e e x a ct bi n o mi al distri b uti o n (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr es e nt e d b y c o h ort. 

I n c as e of v er y li mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y c o h ort 
will b e pr o vi d e d.  

2. 7. 1. 8  I ntr a cr a ni al di s e a s e c o ntr ol r at e (I D C R) 

I D C R is c al c ul at e d b as e d o n r es p o ns e ass ess m e nts i n t h e br ai n f or p arti ci p a nts h a vi n g 
m e as ur a bl e a n d/ or n o n -m e as ur a bl e br ai n m et ast as es at b as eli n e. I D C R i s t h e pr o p orti o n of 
p arti ci p a nts wit h a c o nfir m e d B OI R  of C R or P R or S D ( or n o n -C R/ n o n -P D) p er R A N O -B M 
crit eri a as ass ess e d b y BI R C r e vi e w.  

I D C R c al c ul at e d b as e d o n t h e d at a fr o m t h e F A S-B M a n d t h e c orr es p o n di n g 9 5 % CI b as e d o n 
t h e e x a ct bi n o mi al distri b uti o n (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr es e nt e d b y c o h ort. 

I n c as e of v er y li mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y c o h ort 
will b e pr o vi d e d.  

2. 7. 1. 9  Ti m e t o i ntr a c r a ni al r e s p o n s e ( T TI R)  

T TI R is d efi n e d as t h e ti m e fr o m t h e d at e of t h e st art of st u d y tr e at m e nt t o t h e d at e of t h e first 

d o c u m e nt e d i ntr a cr a ni al r es p o ns e of eit h er C R or P R  p er R A N O -B M crit eri a as ass ess e d b y t h e 

BI R C r e vi e w , w hi c h m ust b e s u bs e q u e ntl y c o nfir m e d ( d at e of i niti al r es p o ns e is us ed, n ot d at e 

of c o nfir m ati o n).  

All p arti ci p a nts i n t h e F A S -B M will b e i n cl u d e d i n T TI R  c al c ul ati o ns. P arti ci p a nts wit h o ut a 
c o nfir m e d i ntr a cr a ni al C R or P R will b e c e ns or e d at t h e st u d y -m a xi m u m f oll o w -u p ti m e (i. e. 
L P L V − F P F V) , f or p arti ci p a nts wit h a n i ntr a cr a ni al P F S e v e nt (i ntr a cr a ni al pr o gr essi o n or d e at h 
d u e t o a n y c a us e ), or at t h e d ate of t h e l ast a d e q u at e t u m or ass ess m e nt i n br ai n f or p arti ci p a nts 
wit h o ut a n i ntr a cr a ni al P F S e v e nt.  

M e di a n T TI R wit h c orr es p o n di n g 9 5 % CI, a n d 2 5 t h a n d 7 5 t h p er c e ntil e s ( Br o o k m e y er a n d 
Cr o wl e y 1 9 8 2 ) will b e pr es e nt e d. T TI R will b e s u m m ari z e d usi n g t h e K M m et h o d, b as e d o n 
d at a fr o m t h e F A S -B M. K M esti m at es f or T TI R pr o p orti o ns at s p e cifi c ti m e p oi nts, al o n g wit h 
9 5 % CI will als o b e pr o vi d e d  b y c o h ort . 

I n c as e of v er y li mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis , o nl y listi n g b y c o h ort 
will b e pr o vi d e d.  
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2. 7. 1. 1 0  D ur ati o n of i ntr a cr a ni al r e s p o n s e ( D OI R)  

D OI R o nl y a p pli es t o p arti ci p a nts w h os e c o nfir m e d B OI R  is C R or P R p er R A N O-B M crit eri a 
as ass ess e d b y t h e BI R C  r e vi e w. D OI R is d efi n e d as t h e ti m e fr o m t h e d at e of first do c u m e nt e d 
i ntr a cr a ni al r es p o ns e of eit h er C R or P R t o t h e d at e of t h e first d o c u m e nt e d i ntr a cr a ni al 
pr o gr essi o n p er R A N O -B M crit eri a as ass ess e d b y BI R C r e vi e w or d at e of d e at h d u e t o a n y  
c a us e . 

P arti ci p a nt s wit h a c o nfir m e d i ntr a cr a ni al C R or P R will b e c e ns or e d  if t h e y h a v e dis e as e 
pr o gr essi o n i n or g a ns ot h er t h a n br ai n a n d h a v e n o s c a ns i n br ai n aft er t h at. P arti ci p a nts will 
als o b e c e ns or e d f or d e at h d u e t o ot h er c a us es . T h e c e ns ori n g d at e will b e t h e d ate of t h e l ast 
a d e q u at e t u m or ass ess m e nt  i n br ai n. 

T a bl e 2 -3   O ut c o m e a n d e v e nt d at e s f or D O I R 

 Sit u ati o n  D at e  O ut c o m e  

A   N o b a s eli n e a s s e s s m e nt  i n t h e br ai n  D at e of fir st d o s e of 
st u d y dr u g a  

C e n s or e d  

 

B   I ntr a cr a ni al pr o gr e s si o n at or b ef or e n e xt 
s c h e d ul e d a s s e s s m e nt  

D at e of i ntr a cr a ni al 
pr o gr e s si o n  

 

Pr o gr e s s e d  

 

C 1   I ntr a cr a ni al pr o gr e s si o n or d e at h aft er 
e x a ctl y o n e mi s si n g a s s e s s m e nt  

D at e of i ntr a cr a nial 
pr o gr e s si o n ( or d e at h)  

Pr o gr e s s e d  

 

C 2   I ntr a cr a ni al pr o gr e s si o n or d e at h aft er t w o 
or m or e mi s si n g a s s e s s m e nt s  

D at e of l a st a d e q u at e 
t u m or a s s e s s m e nt  i n 
t h e br ai n 

C e n s or e d  

 

D   N o i ntr a cr a ni al pr o gr e s si o n i n cl u di n g 
di s e a s e pr o gr e s si o n ( R E CI S T) i n or g a n s 
ot h er t h a n br ai n a n d h a v e n o s c a n s i n 
br ai n aft er t h at   

D at e of l a st a d e q u at e 
a s s e s s m e nt  i n t h e 
br ai n  

C e n s or e d  

 

E   Tr e at m e nt di s c o nti n u ati o n d u e t o ‘ Di s e a s e  

pr o gr e s si o n’ wit h o ut d o c u m e nt e d  
pr o gr e s si o n, i. e. cli ni c al pr o gr e s si o n  

b a s e d o n i n v e sti g at or cl ai m  b ut n o 
i ntr a cr a ni al pr o gr e s si o n  a n d n o br ai n s c a n 
aft er t h at  

D at e of l a st a d e q u at e 
t u m or a s s e s s m e nt  i n 
t h e br ai n  

 

 

C e n s or e d  

F   N e w a nti c a n c er t h er a p y gi v e n  I g n or e t h e n e w 
a nti c a n c er t h er a p y a n d 
f oll o w sit u ati o n s a b o v e  

A s p er a b o v e sit u ati o n s   

 

G   D e at h s d u e t o r e a s o n a n y c a u s e  D at e of d e at h  Pr o gr e s s e d  

 

T h e r ar e e x c e pti o n t o t hi s i s if t h e p a rti ci p a nt di e s n o l at er t h a n t h e ti m e of t h e s e c o n d s c h e d ul e d a s s e s s m e nt a s 
d efi n e d i n t h e pr ot o c ol i n w hi c h c a s e t hi s i s a P F S e v e nt at t h e d at e of d e at h  

D OI R will b e s u m m ari z e d usi n g t h e K M  m et h o d. M e di a n D OI R, wit h c orr es p o n di n g 9 5 % CI, 
a n d 2 5 t h a n d 7 5 t h p er c e nt il es (Br o o k m e y er a n d Cr o wl e y 1 9 8 2 ) will b e pr es e nt e d. K M esti m at es 
f or D OI R pr o p orti o ns at s p e cifi c ti m e p oi nts, al o n g wit h 9 5 % CI will als o b e pr o vi d e d  b y c o h ort . 

I n c as e of v er y li mit e d p arti ci p a nts will b e e x p eri e n ci n g brai n m et ast asis, o nl y listi n g b y c o h ort 
will b e pr o vi d e d.  
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2. 7. 2   S e n siti vit y a n al y si s  

S e nsiti vit y a n al ysi s will b e p erf or m e d f or D O R a n d P F S .  I n t h e s e nsiti vit y a n al ysi s of D O R 
a n d P F S, f or s u bj e cts w h o r e c ei v e a nti n e o pl asti c t h er a p y, t h e e v e nt will b e c e ns or e d  at t h e l ast 
t u m or ass ess m e nt pri or t o t h e  a nti n e o pl asti c t h er a p y. E v er y ot h er e v e nt/ c e ns ori n g crit eri a o n 
T a bl e 2. 2  will r e m ai n t h e s a m e.  

2. 8   S af et y a n al y s e s  

F or all s af et y a n al ys es, t h e s af et y s et will b e us e d. All listi n gs a n d t a bl es will b e pr es e nt e d b y 
c o h ort.  

2. 8. 1   A d v er s e e v e nt s ( A E s)  

A Es will b e c o d e d usi n g M e d D R A usi n g t h e l at est v ersi o n a v ail a bl e pri or t o cli ni c al d at a b as e 
l o c k a n d will b e gr a d e d usi n g C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts ( C T C A E) 
v ersi o n 5 or hi g h er . If C T C A E gr a di n g d o es n ot e xist f or a n A E, gr a d es 1, 2, 3, 4, a n d 5 
c orr es p o n di n g t o t h e s e v erit y of mil d, m o d er at e, s e v er e, lif e -t hr e at e ni n g, a n d d e at h, r es p e cti v el y, 
will b e us e d.  

All A E s u m m ari es will b e s u m m ari z e d (fr e q u e n c y c o u nts a n d p er c e nt a g es) b y s yst e m or g a n 
cl ass a n d/ or pr ef err e d t er m, a n d m a xi m u m s e v erit y gr a d es, e x c e pt w h er e ot h er wis e n ot e d.  A 
p a rti ci p a nt wit h m ulti pl e C T C gr a d es f or a n A E will b e s u m m ari z e d u n d er t h e m a xi m u m C T C 
gr a d e r e c or d e d f or t h e e v e nt.  

T h e f oll o wi n g A E s u m m ari es will b e pr o d u c e d:  

•  A Es r e g ar dl ess of st u d y dr u g r el ati o ns hi p  

•  A Es s us p e ct e d t o b e st u d y dr u g r el at e d  

•  S A Es r e g ar dl ess of st u d y dr u g r el ati o ns hi p  

•  S A Es s us p e ct e d t o b e st u d y dr u g r el at e d  

•  A Es l e a di n g t o p er m a n e nt st u d y dr u g dis c o nti n u ati o n of st u d y dr u g r e g ar dl ess of st u d y dr u g 
r el ati o ns hi p 

•  A Es l e a di n g t o p er m a n e nt st u d y dr u g dis c o nti n u ati o n of st u d y dr u g s us p e ct e d t o b e st u d y 
dr u g r el at e d  

•  A Es r e q uiri n g d os e a dj ust m e nt a n d/ or st u d y dr u g i nt err u pti o n r e g ar dl ess of st u d y dr u g 
r el ati o ns hi p 

•  A Es r e q uiri n g d os e a dj u st m e nt a n d/ or st u d y dr u g i nt err u pti o n s us p e ct e d t o b e st u d y dr u g 
r el at e d 

•  A Es r e q uiri n g si g nifi c a nt a d diti o n al t h er a p y r e g ar dl ess of st u d y dr u g r el ati o ns hi p  

•  A Es r e q uiri n g si g nifi c a nt a d diti o n al t h er a p y s us p e ct e d t o b e st u d y dr u g r el at e d  

•  A Es e x cl u di n g S A Es  

I n a d diti o n, a s u m m ar y of s eri o us a d v ers e e v e nts wit h n u m b er of o c c urr e n c es will b e pr o d u c e d 
( a n o c c urr e n c e is d efi n e d as > 1 d a y b et w e e n st art a n d pri or e n d d at e of r e c or d of s a m e pr ef err e d 
t er m). 
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2. 8. 1. 1  A d v er s e e v e nt s of s p e ci al i nt er e st  / gr o upi n g of A E s  

A n a d v ers e e v e nt of s p e ci al i nt er est is a gr o u pi n g of a d v ers e e v e nts t h at ar e of s ci e ntifi c a n d 
m e di c al c o n c er n s p e cifi c t o c o m p o u n d I N C 2 8 0. T h es e gr o u pi n gs ar e d efi n e d usi n g M e d D R A 
t er ms, S M Qs (st a n d ar di z e d M e d D R A q u eri es), H L G Ts ( hi g h l e v el gr o u p t er ms), H L T ( hi g h 
l e v el t er ms) a n d P Ts ( pr ef err e d t er ms). C ust o mi z e d S M Qs ( N o v artis M e d D R A q u eri es, N M Q) 
m a y als o b e us e d. A n  N M Q is a c ust o mi z e d gr o u p of s e ar c h t er ms w hi c h d efi n es a m e di c al 
c o n c e pt f or w hi c h t h er e i s n o offi ci al S M Q a v ail a bl e or t h e  a v ail a bl e S M Q d o es n ot c o m pl et el y 
fit t h e n e e d. It m a y i n cl u d e a c o m bi n ati o n of si n gl e t er ms a n d/ or a n e xisti n g S M Q, n arr o w or 
br o a d.  

All A E SI d efi niti o ns or A E gr o u pi n g ar e s p e cifi e d i n t h e el e ctr o ni c C as e R etri e v al Str at e g y 
( e C R S), i n w hi c h t h e y ar e i d entifi e d b y t h e fl a g “ S P ”. A d diti o n al A E SI m a y b e r e p ort e d if t h er e 
ar e a n y u p d at es t o t h e e C R S at t h e ti m e of t h e a n al ys es.  

A d v ers e e v e nts of s p e ci al i nt er est ( A E SIs) I N C 2 8 0 ar e:  

•  H e p at ot o xi cit y  

•  R e n al d ysf u n cti o n  

•  I L D/ P n e u m o nitis 

•  C e ntr al n er v o us s yst e m t o xi cit y  

•  P a n cr e atitis  

•  P h ot ot o xi cit y  

•  T er at o g e ni cit y  

•  Dr u g -dr u g i nt er a cti o ns wit h str o n g C Y P 3 A 4 i n d u c ers  

•  Q T c i nt er v al pr ol o n g ati o n  

 

F or e a c h s p e cifi e d A E SI, n u m b er a n d p er c e nt a g e of p arti ci p a nts  wit h at l e ast o n e e v e nt of t h e 
A E SI o c c urri n g d uri n g o n tr e at m e nt p eri o d will b e s u m m ari z e d.  

S u m m ari es of t h es e A E SIs will b e pr o vi d e d b y c o h ort, (s p e cif yi n g gr a d e, S A E, r el ati o ns hi p, 
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, l e a di n g t o d os e a dj ustm e nt/i nt err u pti o n, d e at h, 
et c.).  

2. 8. 2   D e at h s  

S e p ar at e s u m m ari es f or o n -tr e at m e nt a n d all d e at hs will b e pr o d u c e d b y c o h ort, s yst e m or g a n 
cl ass a n d pr ef err e d t er m.  

All d e at hs will b e list e d, p ost tr e at m e nt d e at hs will b e fl a g g e d. A s e p ar at e li sti n g of d e at hs p ri or 
t o st arti n g tr e at m e nt will b e pr o vi d e d f or all s cr e e n e d p arti ci p a nts . 

2. 8. 3   L a b or at or y d at a  

L a b or at or y d at a ass ess m e nts  will b e p erf or m e d l o c all y. T h e s u m m ari es will i n cl u d e all 
l a b or at or y ass ess m e nts c oll e ct e d n o l at er t h a n 3 0 d a ys aft er st u d y dr u g dis c o nt i n u ati o n. All 
l a b or at or y ass ess m e nts will b e list e d a n d t h os e c oll e ct e d l at er t h a n 3 0 d a ys aft er st u d y dr u g 
dis c o nti n u ati o n will b e fl a g g e d i n t h e listi n gs.  
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L a b or at or y d at a will b e cl assifi e d ( b y N o v artis O n c ol o g y St atisti c al Pr o gr a m mi n g) i nt o C T C 
gr a d es a c c or di n g t o t h e N CI C T C A E v 5. 0 . F or all r e p orts, C T C gr a d e is al w a ys o bt ai n e d o n t h e 
c o n v ert e d m e as ur e m e nt i n SI u nit. T h e  C T C gr a d e 0 will b e assi g n e d as b el o w i n diff er e nt 
s c e n ari os:  

•  F or l a b p ar a m et ers d efi n e d b y crit eri a b as e d o n n or m al r a n g e o nl y,  a s e v erit y gr a d e of 0 will 
b e assi g n e d w h e n t h e v al u e is wit hi n n or m al li mits.    

•  F or l a b p ar a m et ers w h os e gr a d e is d efi n e d b y crit eri a b as e d o n n or m al r a n g e a n d a bs ol ut e 
v al u es ( e. g. pl at el et c o u nt d e cr e as e). A s e v erit y gr a d e of 0 will b e assi g n e d w h e n t h e v al u e 
is wit hi n n or m al li mits.  

•  F or l a b p ar a m et ers w h os e gr a d e is d efi n e d b y crit eri a b as e d o n n or m al r a n g e a n d t h e c h a n g e 
fr o m b as eli n e v al u e, wit h n o ot h er ass o ci at e d cli ni c al crit eri a s u c h as c o n c o mit a nt 
m e di c ati o n ( e. g. cr e ati ni n e i n cr e as e d) t h e f oll o w i n g will b e a p pli e d. F or t h e b as eli n e gr a di n g 
a n d f or t h e gr a di n g of p ost -b as eli n e l a b v al u es wit h missi n g b as eli n e gr a di n g, t h e gr a d e will 
b e d eri v e d usi n g t h e crit eri a b as e d o nl y o n t h e n or m al r a n g e as p er  N CI C T C A E v ersi o n  
v 5. 0 . A s e v erit y gr a d e of 0 will b e assi g n e d w h e n t h e p ost -b as eli n e v al u e is ≤ U L N (f or 
h y p er) or ≥ L L N (f or h y p o).  

P ar a m et ers f or w hi c h a gr a di n g d o es n ot e xist will b e cl assifi e d i nt o l o w/ n or m al/ hi g h gr o u p b y 
m e a ns of l a b or at or y n or m al r a n g es.  

T h e f oll o wi n g s u m m ari es will b e pr o d u c e d b y c o h ort f or t h e h e m at ol o g y a n d bi o c h e mistr y 
l a b or at or y d at a ( b y l a b or at or y p ar a m et er): 

•  S hift t a bl es usi n g C T C gr a d es t o c o m p ar e b as eli n e t o t h e w orst p ost -b as eli n e v al u e f or 
l a b or at or y p ar a m et ers wit h C T C gr a d es 

•  S hift  t a bl es usi n g l o w, n or m al, hi g h ( as w ell as l o w a n d hi g h c o m bi n e d) cl assifi c ati o ns t o 
c o m p ar e b as eli n e t o t h e w orst p ost -b as eli n e v al u e f or l a b or at or y p ar a m et ers w h er e C T C 
gr a d es ar e n ot d efi n e d.  

•  N e w or w ors e n e d a b n or m aliti es f or l a b or at or y p ar a m et ers b as e d o n C T C gr a d e  

•  Tr e n ds of r e n al f u n cti o n p ar a m et ers (cr e ati ni n e , ur e a) o v er ti m e ( b as eli n e a n d s el e ct e d o n-
tr e at m e nt ti m e-p oi nts ) will b e dis pl a y e d vi a b o x pl ots b as e d o n ti m e wi n d o ws a n d 
c orr es p o n di n g t a bl es dis pl a yi n g t h e st atisti cs us e d f or t h e b o x pl ot s b y t h e s el e ct e d ti m e 
p oi nts .  

T h e f oll o wi n g l a b p ar a m et ers will b e s u m m ari z e d b y c o h ort:  

•  H e m at ol o g y: a bs ol ut e l y m p h o c yt es, a bs ol ut e n e utr o p hils, h e m o gl o bi n ( a n e mi a), W B C, 
pl at el et c o u nts , a bs ol ut e b as o p hils, a bs ol ut e e osi n o p hils, a bs ol ut e m o n o c yt es, h e m at o crit  

•  Bi o c h e mistr y:  al k ali n e p h os p h at as e ( A L P), S G P T ( A L T), S G O T ( A S T), t ot al bilir u bi n, 
a m yl as e, p ot assi u m, s o di u m, cr e ati ni n e, gl u c os e  ( h y p o o nl y), p h os p h at e, al b u mi n, c al ci u m, 
m a g n esi u m, cr e ati ni n e, dir e ct bilir u bi n, bl o o d ur e a nitr o g e n ( B U N) or ur e a,  G G T, li p as e.  

•  F or bi -dir e cti o n al p ar a m et ers, b ot h h y p er a n d h y p o s u m m ari es will b e pr es e nt e d.  

T h e f oll o wi n g l a b or at or y p ar a m et ers will b e pr es e nt e d i n listi n gs a n d will n ot b e s u m m ari z e d:  

•  Uri n al ysis: m a cr os c o pi c p a n el ( di psti c k) ( bilir u bi n, bl o o d, gl u c os e, W B C, p H, pr ot ei n, 
s p e cifi c gr a vit y), Uri n al y sis Mi cr os c o pi c p a n el ( R B C, W B C, c asts).  

•  C o a g ul ati o n: I N R, pr o -t hr o m bi n ti m e ( P T) or Q ui c k T est 
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T h e f oll o wi n g listi n gs will b e pr o d u c e d f or t h e l a b or at or y d at a f or all l a b or at or y p ar a m et ers 
w h er e C T C gr a d es ar e d efi n e d:  

•  Listi n g of p arti ci p a nts  wit h l a b or at or y a b n or m aliti es of C T C gr a d e 3 ,4 , or 5 

•  Listi n g of all  l a b or at or y d at a wit h v al u es fl a g g e d t o s h o w t h e c orr es p o n di n g C T C gr a d es 
a n d t h e cl assifi c ati o ns r el ati v e t o t h e l a b or at or y r ef er e n c e r a n g es.  

Li v er f u n ct i o n p a r a m et er s 

Li v er f u n cti o n p ar a m et ers of i nt er est ar e t ot al bilir u bi n ( BI LI), A L T, A S T a n d al k ali n e 
p h os p h at as e ( A L P). T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h w orst p ost -b as eli n e v al u es 
as p er N o v artis Li v er T o xi cit y g ui d eli n e will b e s u m m ari z e d  b y c o h ort . B e c a us e t h e st u d y 
pr ot o c ol i n cl usi o n crit eri a all o w e d p arti ci p a nts t o b e e nr oll e d wit h el e v at e d b as eli n e A L T or 
A S T v al u es, t h es e ar e disti n g uis h e d i n t h e ass ess m e nt.  

T h e f oll o wi n g s u m m ari e s will b e pr o d u c e d:  
−  P e a k p ost -b as eli n e v al u e s  

•  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 > 5 × U L N  
•  A S T > 1 0 × U L N  
•  A S T > 2 0 × 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 > 8 × 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  
•  BI LI > 2 × U L N  
•  BI LI > 3 × U L N  

−  C o m bi n e d el e v ati o ns p ost -b a s eli n e  

•  A S T a n d A L T ≤ U L N at b as eli n e  
▪  ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N 
▪  ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N a n d A L P ≥ 2 × U L N  
▪  ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N a n d A L P < 2 × U L N  

•  A L T or A S T > U L N at b a s eli n e  
•  ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N  
•  ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N a n d A L P 

≥ 2 × U L N  

•  ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N a n d A L P 
< 2 × U L N  

C o m bi n e d el e v ati o ns p ost -b as eli n e ar e b as e d o n t h e p e a k v al u es at a n y p ost -b as eli n e ti m e f or a 
p arti ci p a nt.  

( El e v at e d A S T or A L T) i s d efi n e d as: 
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> 3 × U L N if ≤ U L N at b as eli n e, or  

( > 3 × B L or > 8 × U L N) if > U L N at b as eli n e 

P ot e nti al H y’s L a w e v e nts ar e d efi n e d as t h os e p arti ci p a nts w h o, d e p e n di n g o n t h eir b as eli n e 
st at us, f ulfill o n e of t h e crit eri a. F urt h er m e di c al r e v i e w h as t o b e c o n d u ct e d t o ass ess p ot e nti al 
c o nf o u n di n g f a ct ors s u c h as li v er m et ast as es, li v er f u n cti o n at b as eli n e et c.  

I n a d diti o n, a listi n g b y c o h ort of t h e h e p ati c l a b or at or y v al u es ( T B L, A L T, A S T a n d A L P) will 
b e pr o vi d e d wit h v al u es x. x ti m es a b o v e  U L N a n d C T C A E gr a d es fl a g g e d. P e a k t ot al bilir u bi n 
vs p e a k A L T v al u es will als o b e gr a p hi c all y pr es e nt e d ( e DI S H pl ot).  

2. 8. 4   Ot h er s af et y d at a  

2. 8. 4. 1  E C G a n d c ar di a c i m a gi n g d at a  

E C G d at a will b e a n al y z e d b as e d o n c e ntr al l a b or at or y r e p ort e d r es ults b y c o h ort. T h e 
s u m m ari es will i n cl u d e all E C G ass ess m e nts p erf or m e d n o l at er t h a n 3 0 d a y s aft er t h e l ast d at e 
of st u d y dr u g. All E C G ass ess m e nts will b e list e d, a n d t h os e c oll e ct e d l at er t h a n 3 0 d a ys aft er 
st u d y dr u g dis c o nti n u ati o n will b e fl a g g e d i n t h e listi n g.  

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 n ot a bl e E C G v al u es will b e pr es e nt e d b y c o h ort. E C G s hift 
t a bl e b as e d o n n ot a bl e v al u es will als o b e pr es e nt e d  b y c o h ort.  T h e f oll o wi n gs ar e t h e n ot a bl e 
E C G v al u es.  

•  Q T a n d Q T c F  

- N e w v al u e of > 4 5 0 a n d ≤ 4 8 0 ms  

- N e w v al u e of > 4 8 0 a n d ≤ 5 0 0 ms  

- N e w v al u e of > 5 0 0 ms  

- I n cr e as e fr o m B as eli n e of > 3 0 ms t o ≤ 6 0 m s 

- I n cr e as e fr o m B as eli n e of > 6 0 ms 

•  H R  

- I n cr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e > 1 0 0 b p m 

- D e cr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e < 5 0 b p m  

•  P R  

- I n cr e as e fr o m b aseli n e > 2 5 % a n d t o  a v al u e > 2 0 0 ms  

- N e w v al u e of > 2 0 0 ms  

•  Q R S  

- I n cr e as e fr o m b as eli n e > 2 5 % a n d t o  a v al u e > 1 2 0 ms  

- N e w v al u e of > 1 2 0 ms  

I n a d diti o n,  t h e f oll o wi n g a n al ysi s will b e c arri e d o ut; 

•  D es cri pti v e st atisti c al a n al ysi s ( m e a n a n d t w o -si d e d 9 0 % c o nfi d e n c e i nt er v al) b y ti m e 
p oi nt of ass ess m e nt f or Δ Q T c F ( Q T c F c h a n g e fr o m b as eli n e)  

•  A gr a p hi c al pr es e nt ati o n of E C G m e a n c h a n g e fr o m b as eli n e o v er ti m e will b e pr o d u c e d 
b as e d o n ti m e wi n d o ws.  
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2. 8. 4. 2  Vit al si g n s  

Vit al si g n ass ess m e nts ar e p erf or m e d i n or d er t o c h ar a ct eri z e b asi c b o d y f u n cti o n. T h e 
f oll o wi n g p ar a m et ers w er e c oll e ct e d: h ei g ht ( c m), w ei g ht ( k g), b o d y t e m p er at ur e ( ° C), p uls e 
r at e ( b e ats p er mi n ut e), s yst oli c a n d di ast oli c bl o o d pr ess ur e ( m m H g) (s u pi n e p ositi o n pr ef err e d 
w h e n E C G is c oll e ct e d) . 

D at a h a n dli n g  

Vit al si g ns c oll e ct e d o n tr e at m e nt will b e s u m m ari z e d. V al u es m e as ur e d o utsi d e of 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.  

D at a a n al y si s  

F or a n al ysi s of vit al si g n s,  t h e cli ni c all y n ot a bl e vit al si g n crit eri a ar e pr o vi d e d i n T a bl e 2 -4  
b el o w.  

T a bl e 2 -4   Cli ni c all y n ot a bl e c h a n g e s i n vit al si g n s  

Vit al si g n 
( u nit) 

Cli ni c all y n ot a bl e crit eri a  

 a b o v e n o r m al v al u e  b el o w n o r m al v al u e  

W ei g ht ( k g)   i n cr e a s e > 1 0% fr o m B a s eli n e  d e cr e a s e > 1 0 % fr o m B a s eli n e  

S y st oli c bl o o d 
pr e s s ur e 
( m m H g) 

≥ 1 8 0 a n d  a n i n cr e a s e ≥ 2 0  fr o m b a s eli n e  ≤ 9 0 a n d a d e cr e a s e ≥ 2 0  fr o m b a s eli n e 

 

Di a st oli c bl o o d 
pr e s s ur e 
( m m H g) 

≥ 1 0 5 a n d  a n i n cr e a s e ≥ 1 5  fr o m b a s eli n e  ≤ 5 0 a n d a d e cr e a s e ≥ 1 5  fr o m b a s eli n e 

 

P ul s e  r at e 
( b p m) 

≥ 1 0 0 wi t h i n cr e a s e fr o m b a s eli n e of 
≥ 2 5 %  

  5 0 wit h d e cr e a s e fr o m b a s eli n e of  

≥ 2 5 %  

 

B o d y 
t e m p er at ur e 
(o C)  

≥ 3 9. 1     3 5 ° C  

Vit al si g ns s hift t a bl e b as e d o n v al u es cl assifi e d as n ot a bl e l o w, n or m al, n ot a bl e hi g h or n ot a bl e 
( hi g h a n d l o w) at b as eli n e a n d w orst p ost-b as eli n e will b e pr o d u c e d f or p ul s e r at e, di ast oli c B P 
a n d s yst oli c B P.  

B as eli n e  v al u es ( L o w/ hi g h) ar e d efi n e d as:  

•  S yst oli c B P:   9 0 m m H g  / S yst oli c B P:   1 8 0 m m H g  

•  Di ast oli c B P:   5 0 m m H g / Di ast oli c B P:   1 0 5 m m H g   

•  B o d y t e m p er at ur e:   3 5 ° C / B o d y t e m p er at ur e:   3 9. 1 ° C  

•  P uls e r at e:   5 0 b p m / P uls e r at e:   1 0 0 b p m  

T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h n ot a bl e vit al si g n v al u es ( hi g h/l o w) will b e 
pr es e nt e d b y  c o h ort . 

T h e f oll o wi n g t w o listi n gs will b e pr o d u c e d b y c o h ort : 

•  P arti ci p a nts  wit h cli ni c all y n ot a bl e vit al si g n a b n or m aliti es b y c o h ort.  
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•  All vit al si g n ass ess m e nts will b e list e d b y p a rti ci p a nt a n d vit al si g n p ar a m et er.  

I n b ot h listi n gs, t h e cli ni c all y n ot a bl e v al u es will b e fl a g g e d a n d als o t h e ass ess m e nts c oll e ct e d 
l at er t h a n 3 0 d a ys aft er t h e l ast tr e at m e nt/ e x p os ur e d at e will b e fl a g g e d. 

2. 8. 4. 3  E C O G p erf or m a n c e st at u s  

T h e E C O G p erf or m a n c e st at us ass ess m e nt all o ws p a rti ci p a nts t o b e cl assifi e d as t o t h eir 
f u n cti o n al i m p air m e nt, t h e d efi niti o n of s c or es i n r el ati o n t o t h eir p erf or m a n c e st at us is pr o vi d e d 
i n T a bl e 2 -5 , r a n gi n g fr o m 0 ( m ost a cti v e) t o 5 ( d e a d):  

T a bl e 2 -5   E C O G P erf or m a n c e S c al e  

S c or e   D e s c ri pti o n  

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

1  R e stri ct e d i n p h y si c all y str e n u o u s 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 u s 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 e s. U p a n d a b o ut m or e t h a n 5 0% of w a ki n g h o ur s  

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

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

5  D e a d  

S hift t a bl es of E C O G p erf or m a n c e st at us at b as eli n e t o w orst or b est p ost -b as eli n e E C O G 
p erf or m a n c e st at us b y s c or e will b e pr o vi d e d b y c o h ort usi n g t h e s af et y s et . 

2. 9   P h ar m a c o ki n eti c    

A n al ys es r el at e d t o p h ar m a c o ki n eti c  will n ot b e r e p e at e d i n t h e fi n al a n al y sis as n o d at a u p d at es 
h a v e o c c urr e d si n e  t h e 1 2-m o nt h u p d at e a n al ysi s.  

2. 1 0   P D a n d P K/ P D a n al y s e s  

N ot a p pli c a bl e.  

2. 1 1   P ati e nt -r e p ort e d o ut c o m e s  

P ati e nt r e p ort e d o ut c o m e s ( P R Os) i n cl u di n g E O R T C Q L Q -C 3 0/ L C 1 3  E Q -5 D -5 L  a n d N C C N  
F A C T -Br ai n S y m pt o m I n d e x ( F Br SI) q u esti o n n air es  will b e s u m m ari z e d b y c o h ort . T h e F A S 
will b e us e d f or a n al y zi n g P R O d at a. T h e b as eli n e is d efi n e d as t h e l ast P R O ass ess m e nt o n or 
pri or t o r a n d o mi z ati o n.   

D es cri pti v e st atisti cs will b e us e d t o s u m m ari z e t h e i n di vi d u al it e ms a n d s c or e d s u b -s c al e s c or es 
at e a c h s c h e d ul e d ass ess m e nt ti m e p oi nt b y c o h ort f or E O R T C Q L Q -C 3 0/ L C 1 3 , E Q -5 D -5 L  
a n d N C C N F A C T -Br ai n S y m pt o m I n d e x ( F Br SI) . 

S c ori n g of P R O d at a a n d m et h o ds f or h a n dli n g of missi n g it e ms or missi n g ass ess m e nts will b e 
h a n dl e d a c c or di n g t o t h e s c ori n g m a n u al a n d us er g ui d e f or e a c h r es p e cti v e p ati e nt 
q u esti o n n air e ( F a y ers 2 0 0 1, V a n R e e n e n 2 0 1 5). N o i m p ut ati o n pr o c e d ur es will b e a p pli e d f or 
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missi n g it e ms or missi n g ass ess m e nts. C h a n g es fr o m t h e b as eli n e b y c o h ort at e a c h visit will 
b e pl ot e d f or all s c al es of Q L Q -L C 1 3, Q L Q -C 3 0, E Q -5 D -5 L a n d F Br SI.   

P R O C o m pli a n c e a n d C o m pl et e n ess  

C o m pl eti o n  a n d c o m pli a n c e  will b e s u m m ari z e d f or e a c h s c h e d ul e d ass ess m e nt ti m e p oi nt b y 
c o h ort.  

Wi n d o ws f o r m ulti pl e ass ess m e nts –  P R O   

Ti m e wi n d o ws  (T a bl e 2 -6 ) ar e d efi n e d f or d es cri pti v e s u m m ar y of P R O d at a b y visit a n d 
l o n git u di n al d at a a n al ysi s. If m or e t h a n o n e ass es s m e nt is a v ail a bl e i n t h e s a m e ti m e wi n d o w, 
t h e ass ess m e nt cl os est t o t h e pl a n n e d d at e will b e c o nsi d er e d. If t w o ass ess m e nts ar e o bt ai n e d 
wit h t h e s a m e ti m e diff er e n c e c o m p ar e d t o t h e s c h e d ul e d visit d a y, t h e ass ess m e nt o bt ai n e d 
pri or t o visit will b e c o nsi d er e d. D at a o bt ai n e d at t h e e n d of tr e at m e nt ( E O T) will b e cl assifi e d 
as ot h er ass ess m e nt i n t h e c orr es p o n di n g ti m e wi n d o w. T h e E O T  ass ess m e nt will  b e i n cl u d e d 
if c oll e ct e d wit hi n 3 0 d a y s of t h e l ast d os e i nt a k e. 

T a bl e 2 -6   Ti m e wi n d o w s f or P R O       

Ti m e Wi n d o w   Pl a n n e d Vi sit Ti mi n g   Ti m e Wi n d o w D efi niti o n  

C y cl e 1 D a y 
1 / B a s eli n e 

St u d y D a y 1  ≤ St u d y D a y s 1    

C y cl e 3  D a y 1 
( W e e k 7) 

St u d y D a y 4 3  St u d y D a y s 2  – 6 3     

E v er y 6 w e e k s 
t h er e aft er 

S c h e d ul e d vi sit d a y  S c h e d ul e d vi sit d a y ± 2 1  d a y s  

St u d y D a y 1 = t h e fir st d a y of d o si n g  

A d diti o n all y, c h a n g e fr o m b as eli n e  of E O R T C Q L Q -C 3 0/ L C 1 3 ,E Q -5 D -5 L , a n d F Br SI-D R S -P  
i n t h e d o m ai n s c or es at t h e ti m e of e a c h ass ess m e nt will b e s u m m ari z e d b y c o h ort. P arti ci p a nts  
wit h a n e v al u a bl e b as eli n e s c or e a n d at l e ast o n e e v al u a bl e p ost b as eli n e s c or e d uri n g t h e 
tr e at m e nt p eri o d will b e i n cl u d e d i n t h e c h a n g e fr o m b as eli n e an al ys es. T h e s e P R O s c or es will 
als o b e dis pl a y e d as m e a n pr ofil es of c h a n g e fr o m b as eli n e f or e a c h c o h ort, pr es e nt e d o v er ti m e  
usi n g ti m e wi n d o ws.  

I nst e a d of usi n g t ot al s c or e ( F Br SI-2 4 t ot al) w hi c h c o nsists of 2 4 q u esti o ns (r a n g e: 0 -9 6), 
dis e as e r el at e d s y m pt o m-p h ysi c al s c or e ( F Br SI -D R S -P ) will b e us e d t o d efi n e t h e s e c o n d ar y 
e n d p oi nt of c h a n g e fr o m b as eli n e i n s y m pt o ms of t h e br ai n m et ast as es. F Br SI -D R S -P c o nsists 
of 1 2 q u esti o ns (r a n g e: 0 -4 8) .  

2. 1 2   Bi o m ar k er s  
As a pr oj e ct st a n d ar d, o nl y bi o m ar k er d at a c oll e ct e d i n t h e cli ni c al d at a b as e will b e a n al y z e d. 
T his st u d y is n ot a d e q u at el y p o w er e d t o ass ess s p e cifi c bi o m ar k er r el at e d h y p ot h es es. T h e 
a n al ys es of bi o m ar k ers will b e r e p ort e d i n t h e C S R if d at a ar e a v ail a bl e at t h e ti m e of cli ni c al 
d at a b as e l o c k a n d C S R pr e p ar ati o n. Ot h er wis e, t h e r es ult s m a y b e r e p ort e d i n a s e p ar at e r e p ort 
d o c u m e nt.  

T h er e m a y b e cir c u mst a n c es w h e n a d e cisi o n is m a d e t o st o p a s a m pl e c oll e cti o n, or n ot p erf or m 
or dis c o nti n u e t h e a n al ysis of t u m or s a m pl es d u e t o eit h e r pr a cti c al or str at e gi c r e as o ns ( e. g., 
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iss u es r el at e d t o t h e q u alit y a n d or q u a ntit y of s a m pl es. U n d er s u c h cir c u mst a n c es, t h e n u m b er 
of s a m pl es m a y b e i n a d e q u at e t o p erf or m a ri g or o us d at a a n al ysi s a n d t h e a v ail a bl e d at a will 
o nl y b e list e d.  

2. 1 2. 1  O utli n e of t h e d at a a n al y si s  

 

T h e pr o p os e d d at a a n al ysis will b e ali g n e d wit h t h e s e c o n d ar y bi o m ar k er o bj e cti v e of t h e 
pr ot o c ol:  

•  T o e v al u at e t h e ass o ci ati o n b et w e e n M E T e x 1 4  m ut ati o n st at us as m e as ur e d i n ct D N A 
at b as eli n e wit h O R R, D O R a n d P F S u p o n tr e at m e nt wit h c a p m ati ni b  

2. 1 2. 2  D at a h a n dli n g pri n ci pl e s  

 

P arti ci p a nts wit h E G F R wil d t y p e a n d A L K -n e g ati v e r e arr a n g e m e nt will b e pr e -s cr e e n e d f or 
M E T e x 1 4  m ut ati o n st at us b y a t u m or tiss u e -b as e d cli ni c al tri al ass a y ( C T A ) at t h e N o v artis -
d esi g n at e d c e ntr al l a b or at or y. S u bj e cts  wit h c e ntr all y d et er mi n e d M E T e x 1 4  m ut a nt t u m or 
st at us will b e s cr e e n e d f or cli ni c al eli gi bilit y crit eri a as d es cri b e d i n t h e ori gi n al cli ni c al tri al 
pr ot o c ol. P arti ci p a nts M E T e x 1 4  m ut a nt st at us will als o b e t est e d b y t h e ct D N A at b as eli n e. 
T h er e is  a p ossi bilit y t h at t h os e p arti ci p a nts w h ot e st e d p ositi v e b y C T A, m a y n ot b e M E T e x 1 4  
p ositi v e b y ct D N A. T h e f oll o wi n g c o nti n g e n c y t a bl e ( T a bl e 2. 7 ) s u m m ari es t h e c o n c or d a n c e 
a n d dis c or d a n c e b et w e e n t h e t e sts. A n y i n v ali d r es ult s fr o m M E T e x 1 4  ct D N A t est i n g will  n ot  
b e  i n cl u d e d i n t h e c o nti n g e n c y t a bl e. T h e t a bl e i n cl u d es all  t est r es ult s fr o m C o h ort 1 a n d C o h ort 
2.  A list of M E T e x 1 4 m ut ati o n r es ult b y ct D N A a n d t u m or tiss u e s a m pl e will b e s u m m ari z e d.  

 

T a bl e  2 -7 . C o nti n g e n c y t a bl e s u m m ari zi n g t h e ct D N A T e st r e s ult s a n d t h e C T A r e s ult s at b a s eli n e. 

1.  𝑛 1 = n u m b er of p a rti ci p a nts wit h c o n c or d a n c e b et w e e n M E T m ut ati o n p o siti v e  b y t u m or s a m pl e a n d 
M E T e x 1 4 m ut ati o n  p o siti v e  b y pl as m a s a m pl e ( ct D N A)  

2.  𝑛 2 = n u m b er of p a rti ci p a nts wit h dis c or d a n c e b et w e e n M E T m ut ati o n p o siti v e b y t u m or s a m pl e  a n d 
M E T e x 1 4 m ut ati o n  n e g ati v e b y pl as m a s a m pl e ( ct D N A)  

3.  𝑁  = t ot al n u m b er of p arti ci p a nts h a vi n g b ot h t est r es ults at b as eli n e  
 

 M E T e x 1 4  m ut ati o n p ositi v e b y t u m or tiss u e s a m pl e  

M
E

Te
x1

4
 

ct
D

N
A 
re

su
lt

s M E T e x 1 4  m ut ati o n p ositi v e  𝑛 1  

M E T e x 1 4  m ut ati o n n e g ati v e  𝑛 2  

T ot al  N  
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2. 1 2. 3  D at a a n al y si s pri n ci pl e s  

2. 1 2. 3. 1  A n al y si s s et  

T h e F A S will b e us e d f or all bi o m ar k er a n al ys e s. U nl ess ot h er wis e s p e cifi e d, all st atisti c al 
a n al ys es of bi o m ar k er d at a will b e p erf or m e d o n p arti ci p a nts wit h bi o m ar k er d at a.  

2. 1 2. 3. 2  B a si c t a bl e s, fi g ur e s a n d li sti n g s  

If t h e n u m b er of p arti ci p a nts is c o nsi d er e d l ar g e e n o u g h , t h e ass o ci ati o n b et w e e n M E T e x 1 4  
m ut ati o n st at us a n d ct D N A  will b e esti m at e d t hr o u g h c o n c or d a n c e a n d dis c or d a n c e r at e . T h e 
c o n c or d a n c e r at e a n d its e x a ct bi n o mi al 9 5 % CI  (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d. 
C o n c or d a n c e will b e t h e pr o p orti o n ( n 1 / N) of p arti ci p a nt’s M E T e x 1 4 m ut a nt st at us w h er e t ests 
b y ct D N A a n d t u m or tiss u e si m p l e will h a v e t h e s a m e r es ult s , ot h er wis e di s c or d a n c e.   

T h e e v al u ati o n of O R R will b e c o n d u ct e d b as e d o n BI R C a n d i n v esti g at or ass ess m e nt. O R R 
will b e esti m at e d a n d t h e e x a ct bi n o mi al 9 5 % CI ( Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d 
b y M E T e x 1 4  ct D N A st at us.  

D O R a n d P F S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds 
b y ct D N A st at us ( T a bl e 2. 7 ). I n t h e K a pl a n-M ei er pl ot t h e n u m b er of p arti ci p a nts at ris k at 
c ert ai n ti m e p oi nts will b e s h o w n o n t h e pl ot. T h e esti m at e d m e di a n (i n m o nt hs) al o n g wit h 9 5 % 
CIs, as w ell as 2 5 t h a n d 7 5 t h p er c e ntil es will b e r e p ort e d ( Br o o k m e y er a n d Cr o wl e y 1 9 8 2 ). I n 
a d diti o n,  K a pl a n -M ei er esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CIs at s e v er al ti m e 
p oi nts (i n cl u di n g at l e ast 3, 6, 1 2, a n d 1 8 m o nt hs) will b e s u m m ari z e d. T h e s e a n al ys es will b e 
p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt a n d b as e d o n i n v esti g at or ass ess m e nt.  

2. 1 3   Ot h er E x pl or at or y a n al y s e s  
 

 

2. 1 4   I nt eri m a n al y si s 

I nt eri m a n al ys es w er e c o n d u ct e d i n d e p e n d e ntl y f or b ot h C o h ort 1 a n d C o h ort 2 aft er si x c y cl es 
of tr e at m e nt ( pri m ar y a n al ysi s) a n d aft er at l e ast 1 2 m o nt hs of tr e at m e nt ( 1 2 -m o nt h u p d at e 
a n al ysi s).  

3   S a m pl e si z e c al c ul ati o n  

3. 1   Pri m ar y e n d p oi nt( s)  

A p pr o xi m at e 3 5 p arti ci p a nts will b e tr e at e d i n t his t w o-c o h ort st u d y ( c o h ort 1 ~ 1 5 p arti ci p a nts 
a n d c o h ort 2 ~ 2 0 p arti ci p a nts). Wit h 1 5 p arti ci p a nts i n C o h ort 1, t h e l o w er b o u n d of e x a ct 
bi n o mi al 9 5 % CI f or o bs er v e d O R R will b e at l e ast 3 8. 4 %  w h e n o bs er v e d O R R is 6 6. 7 %.  
Si mil arl y, wit h 2 0 p arti ci p a nts i n C o h ort 2, t h e l o w er b o u n d of e x a ct bi n o mi al 9 5 % CI f or O R R 
will b e ≥ 1 9. 1 %  w h e n o b s er v e d O R R is 4 0 % .  

T a bl e 3 -1  b el o w s h o ws t h e r es ult s fr o m st u d y [ CI N C 2 8 0 A 2 2 0 1] w hi c h will b e us e d as a 
r ef er e n c e f or s a m pl e siz e c al c ul ati o n.  

C CI
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T a bl e 3 -1   O bj e cti v e r e s p o n s e r at e ( O R R) a n d 9 5 % l o w er c o nfi d e n c e int er v al  
(L CI ) ( %) i n st u d y CI N C 2 8 0 A 2 2 0 1 

Li n e  n/ N  P oi nt e sti m at e ( %)  9 5 % L CI ( %)  

1 L  1 9/ 2 8  6 7. 9  4 7. 6  

2/ 3 L  2 8/ 6 9  4 0. 6  2 8. 9  

I n st u d y [ CI N C 2 8 0 A 2 2 0 1], 6 7. 9 % O R R a n d 4 7. 6 % of its l o w er li mit of 9 5 % CI w er e o bs er v e d 
fr o m 2 8 p arti ci p a nts i n t h e tr e at m e nt n ai v e c o h ort. If 1 0 r es p o n d ers o ut of 1 5 p arti ci p a nts  ar e 
o bs er v e d i n t his st u d y, c o h ort 1, it  will r es ult O R R of 6 6. 7 % . Th e pr o b a bilit y of o bs er vi n g O R R 
gr e at e r t h a n 4 7. 6 % is at l e ast 0. 8 9. Wit h 1 5 p arti ci p a nts, T a bl e 3 -2  b el o w s h o ws t h e pr o b a bilit y 
of o bs er vi n g O R R gr e at er t h a n 4 7. 6 %.  

T a bl e 3 -2   O p er ati n g c h ar a ct eri sti c s f or c o h ort 1  

S a m pl e si z e  
Tr u e O R R ( %) i n 
C hi n e s e 
p arti ci p a nt s  

Pr o b a bilit y ( %) t h at o b s er v e d O R R > 4 7. 6 % 
(l o w er li mit i n A 2 2 0 1) 

1 5  

5 0  5 0. 0  

5 5  6 5. 4  

6 0  7 8. 7  

6 5  8 8. 7  

7 0  9 5. 0  

7 5  9 8. 3  

Si mil arl y, i n st u d y [ CI N C 2 8 0 A 2 2 0 1], 4 0. 6 % O R R a n d 2 8. 9 % of its l o w er li mit of 9 5 % CI w er e 
o bs er v e d fr o m 6 9 p arti ci p a nts  fr o m t h e pr e-tr e at e d c o h ort. If 8 r es p o n d ers o ut of 2 0 p arti ci p a nts 
ar e o bs er v e d i n t his st u d y, c o h ort 2, it  will r es ult 4 0 % O R R. T h e pr o b a bilit y of o bs er vi n g O R R 
gr e at er  t h a n 2 8. 9 % is at l e ast 0. 8 7. Wit h 2 0 p arti ci p a nts, T a bl e 3 -3  b el o w s h o ws t h e pr o b a bilit y 
of o bs er vi n g O R R gr e at er t h a n 2 8. 9 %.  

T a bl e 3 -3   O p er ati n g c h ar a ct eri sti c s f or c o h ort 2  

S a m pl e si z e  
Tr u e O R R ( %) i n 
C hi n e s e 
p arti ci p a nt s  

Pr o b a bilit y ( %) t h at o b s er v e d O R R > 2 8. 9 % 
(l o w er li mit i n A 2 2 0 1) 

2 0  

2 5  3 8. 3  

3 0  5 8. 4  

3 5  7 5. 5  

4 0  8 7. 4  

4 5  9 4. 5  

5 0  9 9. 4  

4   C h a n g e t o pr ot o c ol s p e cifi e d a n al y s e s  

N o c h a n g e fr o m pr ot o c ol s p e cifi e d a n al ysi s w as  m a d e.  
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5   A p p e n di x  

5. 1   I m p ut ati o n r ul e s 

5. 1. 1   St u d y dr u g  

T h e st u d y dr u g is I N C 2 8 0/ C a p m ati ni b.  

5. 1. 2   A E d at e i m p ut ati o n  

T h e f oll o wi n g missi n g d at es will n ot  b e i m p ut e d  

•  Missi n g A E st art d at es  

•  A E st art d at es mi ssi n g t h e y e ar  

•  P arti al / missi n g A E e n d d at es 

A E wit h u n c ert ai n r el ati o ns hi p will b e c o nsi d er e d as tr e at m e nt -e m er g e nt A E.  

F or ot h er t y p es of missi n g d at es, t h e r ul es s p e cifi e d i n T a bl es 5 -1  t o T a bl e 5 -2  will b e us e d.  

T a bl e 5 -1   A E/tr e at m e nt d at e a b br e vi ati o n s  

 D a y  M o nt h  Y e a r  

P arti al A d v er s e E v e nt St a rt D at e   < n ot u s e d >   A E M  A E Y  

Tr e at m e nt St art D at e ( T R T S T D)   < n ot u s e d >   T R T M  T R T Y  

T a bl e 5 -2  d es cri b es t h e p ossi bl e c o m bi n ati o ns a n d t h eir ass o ci at e d i m p ut ati o ns. T h e u p p er t e xt 
i n di c at es t h e i m p ut ati o n ( N C, A, B, C et c.) a n d t h e l o w er t e xt t h e r el ati o n s hi p of t h e A E st art 
d at e t o t h e tr e at m e nt st art d at e ( T R T S T D).  

T a bl e 5 -2   I m p ut ati o n al g orit h m 

 A E M MI S SI N G   A E M < T R T M   A E M = T R T M   A E M > T R T M  

A E Y MI S SI N G  N C  
U n c ert ai n  

N C  
U n c ert ai n  

N C  
U n c ert ai n  

N C  
U n c ert ai n  

A E Y < T R T Y  ( D) 
B ef or e T R T S T D  

( C) 
B ef or e T R T S T D  

( C) 
B ef or e T R T S T D  

( C) 
B ef or e T R T S T D  

A E Y = T R T Y  ( B) 
U n c ert ai n  

( C) 
B ef or e T R T S T D  

( B) 
U n c ert ai n  

( A) 
Aft er T R T S T D  

A E Y > T R T Y  ( E) 
Aft er T R T S T D  

( A) 
Aft er T R T S T D  

( A) 
Aft er T R T S T D  

( A) 
Aft er T R T S T D  

T h e l e g e n d t o t h e a b o v e t a bl e is s h o w n i n T a bl e 5 -3 . 

T a bl e 5 -3   I m p ut ati o n al g orit h m l e g e n d 

R el ati o n s hi p   

B ef or e T R T S T D  I n di c at e s A E st art d at e pri or t o Tr e at m e nt St art D at e 

Aft er T R T S T D  I n di c at e s A E st art d at e aft er Tr e at m e nt St art D at e 

U n c ert ai n  I n s uffi ci e nt t o d et er mi n e t h e r el ati o n s hi p of A E st art d at e 
t o Tr e at m e nt St art D at e 

I m p ut ati o n c al c ul ati o n  

N C / Bl a n k  N o c o n v e nti o n/i m p ut ati o n  
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R el ati o n s hi p   

( A) 0 1 M O N Y Y Y Y  

( B) T R T S T D + 1  

( C) 1 5 M O N Y Y Y Y  

( D) 0 1 J U L Y Y Y Y  

( E) 0 1 J A N Y Y Y Y  

A f e w e x a m pl es ar e s h o w n i n T a bl e 5 -4 . 

T a bl e 5 -4   E x a m pl e s c e n ari o s  

P arti al  

A E st a rt d at e  

Tr e at m e nt  

st art d at e  

R el ati o n s hi p 
wit h T R T S T D  

I m p ut ati o n 
C al c ul ati o n  

I m p ut e d D at e 

1 2 M M M Y Y Y Y   2 0 O C T 2 0 0 1   U n c ert ai n   N C  < bl a n k >  

D D M M M 2 0 0 0   2 0 O C T 2 0 0 1   B ef or e  ( D) 0 1 J U L 2 0 0 0  

D D M M M 2 0 0 2   2 0 O C T 2 0 0 1   Aft er  ( E) 0 1 J A N 2 0 0 2  

D D M M M 2 0 0 1   2 0 O C T 2 0 0 1   U n c ert ai n   ( B) 2 1 O C T 2 0 0 1  

D D S E P 2 0 0 1   2 0 O C T 2 0 0 1   B ef or e  ( C) 1 5 S E P 2 0 0 1  

D D O C T 2 0 0 1   2 0 O C T 2 0 0 1   U n c ert ai n   ( B) 2 1 O C T 2 0 0 1  

D D N O V 2 0 0 1   2 0 O C T 2 0 0 1   Aft er  ( A) 0 1 N O V 2 0 0 1  

5. 1. 3   C o n c o mit a nt m e di c ati o n d at e i m p ut ati o n  

T h e i m p ut ati o n of t h e st art d at e of c o n c o mit a nt m e di c ati o n will f oll o w t h e s a m e c o n v e nti o ns as 
f or A E d at es. P arti al c o n c o mit a nt m e di c ati o n e n d d at es will n ot b e i m p ut e d. 

5. 1. 3. 1  Pri or t h er a pi e s  d at e i m p ut ati o n  

St art d at e  

T h e s a m e r ul e w hi c h is a p pli e d t o t h e i m p ut ati o n of A E/ c o n c o mit a nt m e di c ati o n st art d at e w ill 
b e us e d wit h t h e e x c e pti o n t h at f or s c e n ari o ( B) it will b e r e pl a c e d wit h “st art d at e of st u d y dr u g 
− 1 ”.  

E n d d at e  

•  I m p ut e d d at e = mi n (r ef er e n c e e n d d at e , l ast d a y of t h e m o nt h), if d a y is missi n g 

•  I m p ut e d d at e = mi n (r ef er e n c e e n d d at e , 3 1 D E C), if m o nt h  a n d d a y ar e missi n g  

R ef er e n c e e n d d at e will b e t h e st art d at e of st u d y dr u g.  

If t h e e n d d at e is n ot missi n g a n d t h e i m p ut e d st art d at e is aft er t h e e n d d at e, us e t h e e n d d at e as 
t h e i m p ut e d st art d at e. If b ot h t h e st art d at e a n d t h e e n d d at e ar e i m p ut e d an d if t h e i m p ut e d st art 
d at e is aft er t h e i m p ut e d e n d d at e, us e t h e i m p ut e d e n d d at e as t h e i m p ut ati o n f or t h e st art d at e.  

I n c o m pl et e d at e of pr o gr e s si o n – Pri or a nti n e o pl a sti c t h er a p y -m e di c ati o n  

A missi n g d a y is d ef a ult e d t o t h e 1 st of t h e m o nt h. H o w e v er, d at e of pr o gr essi o n s h o ul d b e 
e x p e ct e d t o b e aft er st art d at e of pri or a nti n e o pl asti c t h er a p y.  

•  I m p ut e d d at e = m a x (st art d at e of pri or a nti n e o pl a sti c t h er a p y, 1 st d a y of t h e m o nt h), if d a y 
is missi n g 
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5. 1. 3. 2  P o st t h er a pi e s  d at e i m p ut ati o n  

St art d at e  

•  I m p ut e d d at e = m a x (r ef er e n c e st art d at e, first d a y of t h e m o nt h), if d a y is missi n g  

•  I m p ut e d d at e = m a x (r ef er e n c e st art d at e , 0 1J A N), if d a y a n d m o nt h ar e missi n g  

R ef er e n c e st art d at e will b e t h e l ast d at e of st u d y tr e at m e nt a d mi nistr ati o n + 1.  

E n d d at e  

N o i m p ut ati o n. 

5. 1. 3. 3  Ot h er i m p ut ati o n s  

I n c o m pl et e d at e of i niti al di a g n o si s of c a n c er a n d d at e of m o st r e c e nt r e c urr e n c e 

A missi n g d a y is d ef a ult e d t o t h e 1 5t h of t h e m o nt h a n d a missi n g m o nt h a n d d a y is d ef a ult e d 
t o 0 1J A N. 

If b e c a us e of t his i m p ut ati o n t h e c hr o n ol o g y of t h e e v e nts i s alt er e d t h e n t h e i m p ut ati o n s h o ul d 
b e m a d e t o t h e mi ni m u m v al u e u p t o w h er e c hr o n ol o g y r e m ai ns u n c h a n g e d. E. g. if d u e t o 
i m p ut ati o n t h e d at e of m ost r e c e nt r e c urr e n c e b e c o m es pri or t o t h e i niti al di a g n osis d at e t h e n it 
s h o ul d b e  s et t o i niti al di a g n osis d at e.  

I n c o m pl et e a s s e s s m e nt d at e s f or t u m or a s s e s s m e nt 

All i n v esti g ati o n d at es ( e. g. M RI s c a n, C T s c a n) m ust b e c o m pl et e d wit h d a y, m o nt h a n d y e ar. 
If o n e or m or e ass ess m e nt d at es ar e i n c o m pl et e b ut ot h er i n v esti g ati o n d at es ar e a v ail a bl e, t h e 
i n c o m pl et e d at e(s) ar e n ot c o nsi d er e d f or c al c ul ati o n of t h e ass ess m e nt d at e a n d ass ess m e nt d at e 
is c al c ul at e d as t h e l at est of all i n v esti g ati o n d at es ( e. g. M RI s c a n, C T-s c a n) if t h e o v er all l esi o n 
r es p o ns e at t h at ass ess m e nt is C R/ P R/ S D/ U N K. Ot h er wis e –  if o v er all r es p o ns e is pr o gr essi o n 
–  t h e ass ess m e nt d at e is c al c ul at e d as t h e e arli est d at e of all i n v esti g ati o n d at es at t h at e v al u ati o n 
n u m b er. If all m e as ur e m e nt d at es h a v e n o d a y r e c or d e d, t h e 1st of t h e m o nt h is us e d. If t h e 
m o nt h is n ot  c o m pl et e d, f or a n y of t h e i n v esti g ati o ns, t h e r es p e cti v e ass ess m e nt will b e 
c o nsi d er e d t o b e at t h e d at e w hi c h is e x a ctl y b et w e e n t h e pr e vi o us a n d t h e f oll o wi n g ass ess m e nt. 
If a pr e vi o us a n d f oll o wi n g ass ess m e nt is n ot a v ail a bl e, t his ass ess m e nt will n ot b e us e d f or a n y 
c al c ul ati o n.  

I n c o m pl et e or mi s si n g d e at h d at e 

F or c as es w h e n eit h er d a y is missi n g or b ot h m o nt h a n d d a y ar e missi n g f or t h e d at e of d e at h, 
t h e f oll o wi n g i m p ut ati o n r ul es will b e i m pl e m e nt e d: 

•  If o nl y d a y is missi n g, t h e n i m p ut e 1 5t h d a y of t h e m o nt h a n d y e ar of d e at h. 

•  If b ot h d a y a n d m o nt h ar e missi n g, t h e n i m p ut e 0 1J U L of t h e y e ar of d e at h.  

5. 2   D o s e i nt err u pti o n s a n d c h a n g e s  

T his s e cti o n pr o vi d es a d diti o n al d et ails t o t h os e i n cl u d e d i n S e cti o n 2. 5. 2.  

Al l c al c ul ati o ns of d os e i nt err u pti o ns a n d d os e c h a n g es ar e b as e d o n t h e d os e a ct u all y t a k e n b y 
t h e p arti ci p a nt. 
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A n i nt err u pti o n is d efi n e d as a 0 m g d os e t a k e n o n o n e or m or e d a ys  b et w e e n t w o n o n -z er o 
d osi n g p eri o ds . T h e l ast z er o d os e of I N C 2 8 0 f oll o w e d b y  p er m a n e nt dis c o nti n u ati o n ar e n ot 
c o nsi d er e d as d os e i nt err u pti o n.   

W h at f oll o ws d efi n es h o w d os e i nt err u pti o ns will b e c o u nt e d i n t h e c a s e of m ulti pl e d os e 
i nt err u pti o ns. 

•  If a n i nt err u pti o n o c c urs c o ns e c uti v el y f or at l e ast t w o d a ys d u e t o t h e s a m e r e as o n, t h e n it 
will b e c o u nt e d o nl y o n c e ( e x a m pl e: If t h e a ct u al d os e o n d a ys 1 -3 is 8 0 0 m g a n d a ct u al 
d os e o n d a ys 4 -5 is 0 m g a n d d os e i nt err u pti o n o n d a ys 4 -5 is d u e t o A E, t h e n t h e t ot al 
n u m b er of d os e i nt err u pti o ns i s 1 ). 

•  If a n i nt err u pti o n o c c urs c o ns e cuti v el y f or at l e ast t w o d a ys d u e t o diff er e nt r e as o ns, t h e n it 
will b e c o u nt e d f or e a c h r e as o n ( e x a m pl e: If t h e a ct u al d os e o n d a ys 1 -3 is 8 0 0 m g a n d 
a ct u al d os e o n d a ys 4 -5 is 0 m g a n d d os e i nt err u pti o n o n d a y 4 is d u e t o A E a n d d os e 
i nt err u pti o n o n d a y 5 is d u e t o d osi n g err or, t h e n t h e t ot al n u m b er of d os e i nt err u pti o ns is 
2 ).  

•  If a n i nt err u pti o n o c c urs f or m or e t h a n o n e d a y d u e t o t h e s a m e r e as o n, b ut t h e d a ys ar e n ot 
c o ns e c uti v e, i. e. t h er e is at l e ast o n e d osi n g d a y i n b et w e e n, t h e n e a c h d os e i nt err u pti o n will 
b e c o u nt e d as a diff er e nt o c c urr e n c e ( e x a m pl e: if t h e a ct u al d os e o n d a ys 1, 3 a n d 5, is 8 0 0 
m g a n d a ct u al d os e o n d a ys 2 a n d 4 is 0 m g, a n d d os e i nt err u pti o ns o n d a y 2 a n d 4 ar e b ot h 
d u e t o d osi n g err or, t h e t ot al n u m b er of d os e i nt err u pti o ns i s  2 ).  

A d os e c h a n g e is d efi n e d as a c h a n g e i n d osi n g fr o m o n e r e c or d t o t h e n e xt, h o w e v er a d os e 
i nt err u pti o n will n ot b e c o u nt e d as a d os e c h a n g e. 

D os e r e d u cti o ns ar e a s u bs et of d os e c h a n g es w h er e t h e t ot al d ail y d o s e is l o w er t h a n t h e 
pr e vi o us n o n -z er o d os e.  

C as e 1: If a p a rti ci p a nt di d n ot r e c ei v e t h e pr ot o c ol pl a n n e d d os e  f or a n y r e as o n, t h e n t his is a 
d os e r e d u cti o n ( 4 0 0  m g, 8 0 0  m g).  

P ati e nt  I D  St art d at e   E n d d at e   D o s e   R e gi m e n   R e a s o n   R e d u cti o n  

( d eri v e d) 

C o m m e nt s  

0 0 0 1   2 2/ 0 3/ 2 0 1 7   2 5 / 03 / 2 0 1 7  4 0 0   O N C E P E R D A Y   D O SI N G E R R O R   Y   1 st  a d mi ni str ati o n 
diff er e nt fr o m pr ot o c ol 
pl a n n e d d o s e ( 8 0 0  m g)  

  2 6 / 03 / 2 0 1 7  2 6 / 0 5/ 2 0 1 7  8 0 0   2 TI M E S P E R 
D A Y  

   

C as e 2 : If, d u e t o a d osi n g err or, a p arti ci p a nt r e c ei v es hi g h er t h a n pr ot o c ol pl a n n e d d os e a n d 
m o v es d o w n t o t h e pl a n n e d d os e t h e n t his i s n ot a d os e r e d u cti o n ( 8 0 0  m g, 1 0 0 0  m g, 8 0 0  m g); 
H o w e v er if t h e c h a n g e is dir e ctl y fr o m a hi g h er t h a n pl a n n e d d os e d o w n t o a l o w er t h a n pr ot o c ol 
pl a n n e d d os e, t h e n t his is a d os e r e d u cti o n ( e. g. I n t h e s e q u e n c e, 8 0 0 m g, 1 0 0 0  m g, 4 0 0  m g, is 
a d os e r e d u cti o n).  

P ati e nt  I D  St art d at e   E n d d at e   D o s e   R e gi m e n   R e a s o n   R e d u cti o n  

( d eri v e d) 

C o m m e nt s  

0 0 0 2   2 2/ 0 3/ 2 0 1 7   2 1/ 0 5/ 2 0 1 7   8 0 0   2 TI M E S P E R 
D A Y  

   

  2 2/ 0 5/ 2 0 1 7   2 3/ 0 5/ 2 0 1 7   0    A D V E R S E E V E N T     
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P ati e nt  I D  St art d at e   E n d d at e   D o s e   R e gi m e n   R e a s o n   R e d u cti o n  

( d eri v e d) 

C o m m e nt s  

  2 4/ 0 5/ 2 0 1 7   0 1/ 0 8/ 2 0 1 7   6 0 0   2 TI M E S P E R 
D A Y  

A D V E R S E E V E N T   Y   

  0 2/ 0 8/ 2 0 1 7   0 2/ 0 8/ 2 0 1 7   7 0 0   2 TI M E S P E R 
D A Y  

D O SI N G E R R O R     

  0 3/ 0 8/ 2 0 1 7   0 5/ 0 8/ 2 0 1 7   8 0 0   2 TI M E S P E R 
D A Y  

   

  0 6/ 0 8/ 2 0 1 7   0 6/ 0 8/ 2 0 1 7   1 0 0 0   2 TI M E S P E R 
D A Y  

D O SI N G E R R O R     

  0 7/ 0 8/ 2 0 1 7   1 2/ 0 9/ 2 0 1 7   8 0 0   2 TI M E S P E R 
D A Y  

 N   m o v e s d o w n t o t h e 
d o s e  a d mi ni st er e d j u st 
b ef or e d o si n g err or  

 

0 0 0 3   2 2/ 0 3/ 2 0 1 7   2 1/ 0 5/ 2 0 1 7   8 0 0   2 TI M E S P E R 
D A Y  

    

  2 2/ 0 5/ 2 0 1 7   2 3/ 0 5/ 2 0 1 7   0    A D V E R S E E V E N T      

  2 4/ 0 5/ 2 0 1 7   0 1/ 0 8/ 2 0 1 7   6 0 0   2 TI M E S P E R 
D A Y  

A D V E R S E E V E N T   Y    

  0 2/ 0 8/ 2 0 1 7   0 2/ 0 8/ 2 0 1 7   7 0 0   2 TI M E S P E R 
D A Y  

D O SI N G E R R O R      

  0 3/ 0 8/ 2 0 1 7   0 5/ 0 8/ 2 0 1 7   8 0 0   2 TI M E S P E R 
D A Y  

    

  0 6/ 0 8/ 2 0 1 7   0 6/ 0 8/ 2 0 1 7   1 0 0 0   2 TI M E S P E R 
D A Y  

D O SI N G E R R O R      

  0 7/ 0 8/ 2 0 1 7   1 2/ 0 9/ 2 0 1 7   6 0 0   2 TI M E S P E R 
D A Y  

 Y   m o v e s d o w n t o a l o w er 
d o s e  a d mi ni st er e d j u st 
b ef or e d o si n g err or  

C as e 3: If d u e t o i nt err u pti o n, a p arti ci p a nt r e c ei v e s h alf of t h e d os e d uri n g 1 d a y a n d f oll o we d  
b y a n i nt err u pti o n ( d u e t o t h e s a m e r e as o n) t h e n t his is n o t a d os e r e d u cti o n (f or e x: 8 0 0  m g 2 
ti m es p er d a y fr o m 2 7 -D e c -2 0 1 6 t o 1 4 -J a n -2 0 1 8 , a n d 4 0 0 m g o n c e p er d a y o n 1 5 -J a n -2 0 1 8  a n d 
t h e n i nt err u pti o n 1 6 -J a n-2 0 1 8  t o 2 2 -J a n-2 0 1 8 ). Aft er i nt err u pti o n, d os e r e d u cti o n will b e 
d et er mi n e d usi n g t h e d os e r e c ei v e d o n a d a y wit h o ut i nt err u pti o n (f or e x: 6 0 0 m g vs 8 0 0 m g 
i g n ori n g 4 0 0 m g o n 1 5-J a n gi v e n it is r el at e d t o t h e i nt err u pti o n).  

P ati e nt  I D  St art d at e   E n d d at e   D o s e   R e gi m e n   R e a s o n   R e d u cti o n  

( d eri v e d) 

C o m m e nt s  

0 0 0 4   2 7/ 1 2/ 2 0 1 7   1 4/ 0 1/ 2 0 1 8   8 0 0   2 TI M E S P E R 
D A Y  

   

  1 5/ 0 1/ 2 0 1 8   1 5/ 0 1/ 2 0 1 8   4 0 0   O N C E P E R D A Y  A D V E R S E E V E N T   N   ½ d o s e f or 1 d a y  

s a m e r e a s o n t h a n 
i nt err u pti o n 

I nt err u pti o n st art e d o n 
1 5 -J a n  

  1 6/ 0 1/ 2 0 1 8   2 2/ 0 1/ 2 0 1 8   0    A D V E R S E E V E N T      

  2 3/ 0 1/ 2 0 1 8   0 7/ 0 2/ 2 0 1 8   6 0 0   2 TI M E S P E R 
D A Y  

A D V E R S E E V E N T   Y   D o s e r e d u cti o n fr o m 
8 0 0  m g t o 6 0 0 m g  

[ 4 0 0 m g o n 1 5 J a n 
i g n or e d f or r e d u cti o n 
d et er mi n ati o n a s p art of 
t h e i nt err u pti o n] 

  0 8/ 0 2/ 2 0 1 8   1 9/ 0 2/ 2 0 1 8   0    A D V E R S E E V E N T      
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P ati e nt  I D  St art d at e   E n d d at e   D o s e   R e gi m e n   R e a s o n   R e d u cti o n  

( d eri v e d) 

C o m m e nt s  

0 0 0 5   2 5/ 0 4/ 2 0 1 6   2 2/ 0 5/ 2 0 1 6   8 0 0   2 TI M E S P E R 
D A Y  

    

  2 3/ 0 5/ 2 0 1 6   2 3/ 0 5/ 2 0 1 6   4 0 0   O N C E P E R D A Y   A D V E R S E E V E N T   N   ½ d o s e f or 1 d a y  

s a m e r e a s o n t h a n 
i nt err u pti o n 

I nt err u pti o n st art e d o n 
2 3 -M a y  

  2 4/ 0 5/ 2 0 1 6   2 5/ 0 5/ 2 0 1 6   0    A D V E R S E E V E N T      

  2 6/ 0 5/ 2 0 1 6   2 6/ 0 5/ 2 0 1 6   4 0 0   O N C E P E R D A Y   A D V E R S E E V E N T   Y   D o s e r e d u cti o n fr o m 
8 0 0 m g t o 4 0 0  m g  

[ 4 0 0 m g o n 2 3 M a y 
i g n or e d f or r e d u cti o n 
d et er mi n ati o n a s p art of 
t h e i nt err u pti o n] 

  2 7/ 0 5/ 2 0 1 6   0 5/ 0 6/ 2 0 1 6   8 0 0   2 TI M E S P E R 
D A Y  

    

  0 6/ 0 6/ 2 0 1 6   0 6/ 0 6/ 2 0 1 6   4 0 0   O N C E P E R D A Y   D O SI N G E R R O R   Y    

  0 7/ 0 6/ 2 0 1 6   0 1/ 0 8/ 2 0 1 6   8 0 0   2 TI M E S P E R 
D A Y  

    

  0 2/ 0 8/ 2 0 1 6   0 2/ 0 8/ 2 0 1 6   4 0 0   O N C E P E R D A Y   D O SI N G E R R O R   Y   ½ d o s e f or 1 d a y  

diff er e nt  r e a s o n t h a n 
i nt err u pti o n 

  0 3/ 0 8/ 2 0 1 6   0 7/ 0 8/ 2 0 1 6   0    A D V E R S E E V E N T     

 

C as e 4: If d u e t o p er m a n e nt dis c o nti n u ati o n, a p a r e c ei v es h alf of t h e d os e t h e l ast d a y of 
tr e at m e nt t h e n t his is n ot a d os e r e d u cti o n (f or e x: 8 0 0 m g 2 ti m es p er d a y fr o m 3 0-M a y -2 0 1 6 
t o 0 3-O ct -2 0 1 6, a n d 4 0 0  m g o n c e p er d a y o n 0 4 -O ct -2 0 1 6). T his r ul e is a p pli e d f or a n y d os e 
l e v els (f or e x: 6 0 0 m g 2 ti m es p er d a y fr o m 1 5-D e c -2 0 1 7 t o 2 0 -D e c -2 0 1 7, a n d 3 0 0  m g o n c e 
p er d a y o n 0 4 -O ct -2 0 1 6 ). 

 
 

P ati e nt  
I D 

St art d at e   E n d d at e   D o s e   R e gi m e n  R e a s o n   P er m a n e ntl y 
di s c o nti n u ati o n  

R e d u cti o n  

( d eri v e d) 

0 0 0 6   3 0/ 0 5/ 2 0 1 6  0 3/ 1 0/ 2 0 1 6   8 0 0   2 TI M E S P E R 
D A Y  

   

  0 4/ 1 0/ 2 0 1 6  0 4/ 1 0/ 2 0 1 6   4 0 0   O N C E P E R D A Y   A D V E R S E E V E N T  Y  N  

5. 3   I m pl e m e nt ati o n of R E CI S T g ui d eli n e s  

Di s e a s e pr o gr e s si o n  

P D s h o ul d o nl y b e assi g n e d if it is c o nfir m e d b y a n o bj e cti v e ass ess m e nt m et h o d as p er R E CI S T 
1. 1 ( e. g. r a di ol o gi c s c a n, hist ol o g y f or br o n c h os c o p y, p h ot os f or s ki n l esi o ns). If a n e w l esi o n 
is d et e ct e d usi n g a n o bj e cti v e ass ess m e nt m et h o d ot h er t h a n r a di ol o gi c s c a n, it s h o ul d b e e nt er e d 
o n t h e ‘ N e w l esi o n’ R E CI S T e C R F wit h a p pr o pri at e m et h o d ( or m et h o d = ‘ Ot h er’).  

I n p arti c ul ar, dis c o nti n u ati o n d u e t o dis e as e pr o gr essi o n or d e at h d u e t o pr o gr essi v e dis e as e, 
wit h o ut s u p p orti n g o bj e cti v e e vi d e n c e ( as d efi n e d a b o v e), will n ot b e c o nsi d er e d as P D i n t h e 
d et er mi n ati o n of B O R, t h e d eri v ati o n of a n y effi c a c y e n d p oi nt or effi c a c y a n al ysi s.  
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C h a n g e i n i m a gi n g m o d alit y  

P er R E CI S T 1. 1, a c h a n g e i n m et h o d ol o g y c a n b e d efi n e d as eit h er a c h a n g e i n c o ntr ast us e ( e. g. 
k e e pi n g t h e s a m e t e c h ni q u e, li k e C T, b ut s wit c hi n g fr o m wit h t o wit h o ut c o ntr ast us e or vi c e -
v ers a, r e g ar dl ess of t h e j ustifi c ati o n f or t h e c h a n g e) or a c h a n g e i n t e c h ni q u e ( e. g. fr o m C T t o 
M RI, or vi c e -v ers a), or a c h a n g e i n a n y ot h er i m a gi n g m o d alit y. A c h a n g e fr o m c o n v e nti o n al 
t o s pir al C T a n d vi c e v ers a w hil e k e e pi n g s a m e c o ntr ast us e ( e. g. s wit c hi n g fr o m s pir al C T wit h 
c o ntr ast t o C T wit h c o ntr ast) is n ot c o nsi d er e d a c h a n g e i n i m a gi n g m o d alit y. A c h a n g e i n 
m et h o d ol o g y will  r es ult b y d ef a ult i n a U N K ( u n k n o w n) o v er all l esi o n r e s p o ns e ass ess m e nt. 
H o w e v er, a r es p o ns e as s ess m e nt ot h er t h a n t h e N o v artis c al c ul at e d U N K r es p o ns e m a y b e 
a c c e pt e d fr o m t h e i n v esti g at or or BI R C if a d efi niti v e r es p o ns e ass ess m e nt c a n b e j ustifi e d 
b as e d o n t h e a v ail a bl e i nf or m ati o n. P ot e nti al dis cr e p a n ci es b et w e e n t h e m o d alit y us e d a n d 
o v er all l esi o n r es p o ns e r e p ort e d b y t h e i n v esti g at or ( e. g. c h a n g e i n m o d alit y b ut i n v esti g at or 
ass ess m e nt of r es p o ns e is diff er e nt fr o m U N K) will b e q u eri e d d uri n g t h e d a t a v ali d ati o n 
pr o c ess.  

D et er mi n ati o n of mi s si n g a d e q u at e t u m or a s s e s s m e nt s  

F or t h e c o m p ut ati o n of O R R, p a rti ci p a nts wit h o ut a n y r a di ol o gi c al ass es s m e nt aft er t h e st art 
d at e of st u d y dr u g will b e c o u nt e d as f ail ur e.  

P arti al or c o m pl et e r es p o ns es r e p ort e d pri or t o a n y a d diti o n al a nti c a n c er t h er a p y will b e 
c o nsi d er e d f or O R R c o m p ut ati o n irr es p e cti v e of t h e n u m b er of miss e d ass ess m e nts b ef or e 
r es p o ns e. I n t his s e cti o n, t h e ‘ missi n g a d e q u at e ass ess m e nt’ is d efi n e d as ass ess m e nt n ot d o n e 
or ass ess m e nt wit h o v er all l esi o n r es p o ns e e q u al t o U N K. F or t h e s a k e of si m pli cit y, t h e 
‘ missi n g a d e q u at e ass ess m e nt’ will als o b e r ef err e d as ‘ missi n g ass ess m e nt’.  

T h e P F S c e ns ori n g a n d e v e nt d at e o pti o ns d e p e n d o n t h e pr es e n c e a n d t h e n u m b er of missi n g 
t u m or ass ess m ents. F or e x a m pl e, a n e v e nt o c c urri n g aft er t w o or m or e missi n g ass ess m e nts is 
c e ns or e d i n t h e a n al ysi s of P F S at t h e l ast a d e q u at e t u m or ass ess m e nt b ef or e t h e e v e nt d at e.  

A n e x a ct r ul e t o d et er mi n e w h et h er t h er e is n o n e, o n e or t w o missi n g ass e ss m e nts is t h er ef or e  
n e e d e d. T his r ul e will b e b as e d o n t h e dist a n c e b et w e e n t h e l ast a d e q u at e t u m or ass ess m e nt d at e 
a n d t h e e v e nt d at e.  

If t h e dist a n c e is l ar g er t h a n t hr es h ol d D 1  or D 2  t h e n t h e a n al ysi s will ass u m e o n e or t w o missi n g 
ass ess m e nts, r es p e cti v el y. T h e t hr es h ol d D 1  will b e d efi n e d as t h e pr ot o c ol s p e cifi e d i nt er v al 
b et w e e n t h e t u m or ass es s m e nts pl us t h e pr ot o c ol all o w e d wi n d o w ar o u n d t h e ass ess m e nts. 
Si mil arl y, t h e t hr es h ol d D 2  is d efi n e d as t w o ti m es t h e pr ot o c ol s p e cifi e d i nt er v al b et w e e n t h e 
t u m or ass ess m e nts pl us t h e pr ot o c ol all o w e d wi n d o w ar o u n d t h e ass ess m e nts. I n t his st u d y, t h e 
pr ot o c ol d efi n e d s c h e d ul e of t u m or ass ess m e nt is e v er y 6 w e e ks a n d e a c h ass ess m e nt is 
e x p e ct e d t o b e p erf or m e d at t h e s c h e d ul e d ti m e p oi nt pl us or mi n us 1 w e e k, i. e. t h e wi n d o w i s 
2 w e e ks, t h e n a n y dist a n c e l ar g er t h a n D 1  = 6 + 2 = 8 w e e ks m e a ns o n e missi n g ass ess m e nt a n d 
a n y dist a n c e l ar g er t h a n D 2  = ( 2 * 6) + 2 = 1 4 w e e ks m e a ns t w o missi n g ass ess m e nts.  

 

T h e s a m e d efi niti o n of D 2  will b e us e d t o d et er mi n e t h e P F S c e ns ori n g r e a s o n.  

P ossi bl e c e ns ori n g r e as o ns f or P F S ar e:  

1 : O n g oi n g wit h o ut e v e nt  

2 : L ost t o f oll o w -u p  
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3 : Wit h dr e w c o ns e n t 

4 : A d e q u at e ass ess m e nt n o  l o n g er a v ail a ble  

5: N e w c a n c er t h er a p y  a d d e d  

6: E v e nt aft er > = 2 missi n g  t u m or ass ess m e nts 

P F S c e ns ori n g r e as o n  is t h e n d eri v e d b y t h e f oll o wi n g s e q u e n c e of r ul es.  

- If p arti ci p a nt is c o nsi d er e d t o h a v e a P F S e v e nt t h e n P F S c e ns ori n g r e as o n  i s s et t o missi n g. 

- Els e if p a rti ci p a nt h as h a d n o b as eli n e ass ess m e nt t h e n P F S c e ns ori n g r e as o n  = 4 . 

- Els e if p a rti ci p a nt h as a P F S e v e nt aft er t w o or m or e missi n g ass ess m e nts  [If ( P F S E v e nt 
d at e ≤  C e ns ori n g d at e a n d ( P F S E v e nt d at e - D at e of  l ast a d e q u at e t u m or ass ess m e nt ( L A T A) 
≥  D 2) ] t h e n P F S c e ns ori n g r e as o n = 6 : 

- Els e if p a rti ci p a nt h as n o  P F S e v e nt, a n d p a rti ci p a nt is c e ns or e d at a d at e aft er t w o or m or e 
missi n g ass ess m e nts (( C e ns ori n g d at e - D at e of  L A T A ) ≥ D 2) t h e n P F S c e ns ori n g r e as o n  = 
4  

- Els e if c e ns ori n g d at e e q u als  t h e st art d at e of f urt h er a nti -n e o pl asti c t h er a p y t h e n P F S 
c e ns ori n g r e as o n  = 5  

- Els e if c e ns ori n g d at e e q u als  d at e of dis c o nti n u ati o n d u e t o c o ns e nt wit h dr a w al t h e n P F S 
c e ns ori n g r e as o n  = 3  

- Els e if c e ns ori n g d at e e q u als  d at e of dis c o nti n u ati o n d u e t o l oss t o f oll o w -u p t h e n P F S 
c e ns ori n g r e as o n  = 2  

- Els e if t h e c e ns ori n g d at e e q u al t h e a n al ysi s c ut -off d at e a n d t h e ti m e b et w e e n L A T A  a n d 
t h e c ut-off is gr e at er t h a n D 2 d a ys t h e n  P F S c e ns ori n g r e as o n  = 4  

- Els e if t h e c e ns ori n g d at e e q u al t h e a n al ysi s c ut -off d at e a n d  t h e ti m e b et w e e n L A T A  a n d 
t h e c ut-off is l ess t h a n or e q u al t o D 2 d a ys t h e n  P F S c e ns ori n g r e as o n  = 1  

W h er e c e ns ori n g d at e =  mi ni m u m ( a n al ysi s c ut -off d at e , st art d at e of f urt h er a nti -n e o pl asti c 
t h er a p y, d at e of dis c o nti n u ati o n d u e t o c o ns e nt wit h dr a w al , d at e of dis c o nti n u ati o n d u e t o l oss 
t o f oll o w-u p) . 

N o n -m e a s ur a bl e di s e a s e at b a s eli n e  

If a p arti ci p a nt wit h o ut m e as ur a bl e dis e as e is e nr oll e d, t h e i nt e nt -t o-tr e at (I T T) pri n ci pl e 
r e q uir es i n cl u di n g t h es e parti ci p a nt s i n t h e a n al y s es. H e n c e, a n a l ys es will b e b as e d o n F A S 
i n cl u di n g p arti ci p a nts wit h eit h er m e as ur a bl e or n o n -m e as ur a bl e dis e as e. T h er ef or e, a r ul e 
n e e ds t o b e s p e cifi e d o n h o w t o h a n dl e t h es e c as e s.  

O v er all l esi o n r es p o ns e c a n b e d eri v e d f or p a rti ci p a nts wit h o ut m e as ur a bl e dis e as e at b as eli n e 
as f oll o ws ( T a bl e 5 -5 ). 



N o v artis    F or b usi n ess us e o nl y   P a g e 4 4  of  5 0   
S A P   CI N C 2 8 0 A 2 2 0 4  

T a bl e 5 -5   O v er all l e si o n r e s p o n s e at e a c h a s s e s s m e nt: p a rti ci p a nt s wit h n o n -
t ar g et di s e a s e o nl y 

N o n -t ar g et l e si o n s  N e w L e si o n s  O v er all l e si o n 
r e s p o n s e 

C R  N o  C R  

N o n -C R/ N o n -P D 1   N o  N o n -C R/ n o n -P D  

U N K  N o  U N K  

P D  Y e s or N o  P D  

A n y  Y e s  P D  

1 I n g e n er al, t h e n o n -C R/ n o n -P D r es p o ns e  f or t h e s e p arti ci p a nts is c o nsi d er e d e q ui v al e nt t o a n 
S D r es p o ns e i n e n d p oi nt d et er mi n ati o n.  

Mi s si n g b a s eli n e t u m or a s s e s s m e nt  

As s p e cifi e d i n S e cti o n 1 4 ( A p p e n di x II) of t h e pr ot o c ol, si n c e t h e ti mi n g of P D c a n n ot b e 
d et er mi n e d f or p a rti ci p a nts wit h missi n g b as eli n e t u m or ass ess m e nt, t h e s e p arti ci p a nts ar e 
c e ns or e d i n t h e P F S a n al ysis at t h e st art d at e of tr e at m e nt. T his r ul e, h o w e v er, o nl y a p pli es t o 
t h e ‘ P D c o m p o n e nt’ of t h e P F S or D O R ass ess m e nt.   

P a rti ci p a nts wit h o ut b as eli n e t u m or ass ess m e nt w h o di e wit hi n D 2  di st a n c e fr o m st art d at e of 
tr e at m e nt will b e c o u nt e d as h a vi n g a n e v e nt i n t h e a n al ysi s of P F S. All d e at hs will b e c o u nt e d 
i n t h e O S a n al ysi s r e g ar dl ess of pr es e n c e or a bs e n c e of t h e b as eli n e t u m or ass ess m e nt. 

5. 4   P ati e nt r e p ort e d o ut c o m e s: E O R T C Q L Q -C 3 0/ L C 1 3 , E Q -5 D -5 L  
a n d N C C N F A C T -Br ai n S y m pt o m I n d e x ( F Br SI)  

T h e t e xt b el o w gi v es m or e d et ail e d i nstr u cti o ns a n d r ul es n e e d e d f or pr o gr a m mi n g of t h e 
a n al ys es d es cri b e d i n  S e cti o n 2. 1 1 . 

E O R T C Q L Q -C 3 0 s c al e s c or es will b e g e n er at e d b y first o bt ai ni n g t h e r a w s c or es a d di n g u p 
t h e it e m r es p o ns es o n t h e q u esti o ns w hi c h m a k e u p e a c h d o m ai n a n d t h e n a p pl yi n g t h e li n e ar 
tr a nsf or m ati o n t o t h e r a w s c or es i n a c c or d a n c e wit h t h e r es p e cti v e s c ori n g m a n u al pr o vi d e d b y 
t h e d e v el o p ers (F a y ers 2 0 0 1 ). S c or es i n e a c h s c al e will b e g e n er at e d if at l e ast h alf of t h e it e ms 
c o m prisi n g t h e s c al e h a v e b e e n a ns w er e d. F or si n gl e it e m s c al es wit h missi n g r es p o ns es a n d 
s c al es w h er e l ess t h a n h alf of t h e it e ms h a v e n ot b e e n a ns w er e d, s c al e s c or es will b e s et t o 
missi n g.  

T h e s c ori n g a p pr o a c h f or t h e Q L Q -L C 1 3 is i d e nti c al i n pri n ci pl e t o t h at f or t h e s y m pt o m 
s c al es/si n gl e it e ms of t h e Q L Q -C 3 0. T h e d ys p n e a  s c al e of t h e Q L Q -L C 1 3 is t h e o nl y m ulti it e m 
s c al e ( all ot h ers ar e si n gl e it e m s c al es) a n d s h o ul d o nl y b e us e d if all it e ms c o m prisi n g t h e s c al e 
h a v e b e e n a ns w er e d.  

T h e n u m b er of p arti ci p a nts  filli n g t h e P R O q u esti o n n air es a n d t h e n u m b er of p arti ci p a nt s  
missi n g P R O ass ess m e nts o ut of t h os e eli gi bl e t o h a v e P R O ass ess m e nts will b e s u m m ari z e d 
f or s c h e d ul e d ass ess m e nt ti m e p oi nts. T h e f oll o wi n g c at e g ori es will b e us e d t o d es cri b e w h et h er 
t h e q u esti o n n air e w as c o m pl et e d at a s p e cifi c ti m e p oi nt: 

•  y es, f ull y c o m pl et e d  

•  y es, p arti all y c o m pl et e d  
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•  n o, p a rti ci p a nt miss e d s c h e d ul e d ass ess m e nt visit  

•  n o, p a rti ci p a nt r ef us e d d u e t o p o or h e alt h 

•  n o, p a rti ci p a nt r ef us e d ( u nr el at e d t o h e alt h) 

•  n o, st u d y st aff f elt p a rti ci p a nt w as t o o ill  

•  n o, q u esti o n n air e n ot a v ail a bl e i n a p p r o pri at e l a n g u a g e 

•  n o, i nstit uti o n al err or  

•  n o, ot h er  

 

E Q -5 D -5 L  (V a n R e e n e n M et al.,  2 0 1 9 ) c o nsists of 5 q u esti o ns ( 5 D) wit h p ossi bl e c h oi c es t o 
a ns w er of a n y  q u esti o n  is 5 ( 5 L). E a c h p arti ci p a nt will b e as k e d a b o ut 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. T h e l o w er t h e s c or e is t h e b ett er t h e o ut c o m e 
f or t h e p arti ci p a nt.   

 

N C C N Br ai n S y m pt o m I n d e x -2 4 ( F Br SI -2 4)  [L ai J S et al., 2 0 1 4 ] c o nsist s  of t w e nt y -f o ur 
q u esti o ns. All q u esti o ns ar e i n 5 -p oi nt li k ert s c al e  ( 0-4) of w hi c h s o m e  of t h e m ar e i n p ositi v e 
dir e cti o n a n d s o m e of t h e m ar e n e g ati v e dir e cti o n. All s c or es will b e c o n v ert e d t o p ositi v e 
dir e cti o n f or t h e st atisti c al a n al ysi s a n d i nt er pr e t ati o n of t h e r es ult s, f oll o wi n g t h e N F Br SI-S R S -
P g ui d eli n es i n s e cti o n 7. 1. 1 . Hi g h er  s c or e i n di c at es b ett er o ut c o m e.   

Aft er c o n v erti n g e a c h it e m s c or e i n p ositi v e dir e cti o n, t h e f oll o wi n g f or m ul a will b e us e d t o g et 
t h e fi n al s c or e f or e a c h p arti ci p a nt: 

         𝑛 𝑛 𝑁 𝑛𝑛 − 2 4  𝑠 𝑐 𝑜 𝑟 𝑒 =
𝑠 𝑢 𝑚  𝑜 𝑓  𝑖 𝑛 𝑑𝑖 𝑣𝑖 𝑑 𝑢 𝑎𝑙 𝑖 𝑡 𝑒 𝑚 𝑠 𝑐 𝑜 𝑟 𝑒 𝑠 × 2 4

𝑁 𝑢 𝑚 𝑏 𝑒 𝑟  𝑜 𝑓  𝑖 𝑡 𝑒 𝑚 𝑎 𝑛 𝑠 𝑤 𝑒 𝑟 𝑒 𝑑
  

 

F Br SI -D R S -P ( Dis e as e R el at e d S y m pt o m -P h ysi c al) c o nsists of 1 2 q u esti o ns (r a n g e: 0 -4 8). All 
q u esti o ns ar e i n 5 -p oi nt li k er t s c al e ( 0-4). All s c or es will b e c o n v ert e d t o p ositi v e dir e cti o n f or 
st atisti c al a n al ysi s a n d i nt er pr et ati o n. Hi g h er s c or e i n di c at es b ett er o ut c o m e.  O nl y o n -tr e at m e nt 
p eri o d will b e c o nsi d er e d.  

 

Aft er c o n v erti n g e a c h it e m s c or e i n p ositi v e dir e cti o n, t h e f oll o wi n g f or m ul a will b e us e d t o g et 
t h e fi n al s c or e f or e a c h p arti ci p a nt: 

 

        𝐹 𝐵 𝑟 𝑆𝐼 − 𝐷 𝑅 𝑆 − 𝑃 =
𝑠 𝑢 𝑚  𝑜 𝑓  𝑖 𝑛 𝑑𝑖 𝑣𝑖 𝑑 𝑢 𝑎𝑙 𝑖 𝑡 𝑒 𝑚 𝑠 𝑐 𝑜 𝑟 𝑒 𝑠 × 1 2

𝑁 𝑢 𝑚 𝑏 𝑒 𝑟  𝑜 𝑓  𝑖 𝑡 𝑒 𝑚 𝑎 𝑛 𝑠 𝑤 𝑒 𝑟 𝑒 𝑑
 

 

5. 5   A d v er s e e v e nt s d at a  

5. 5. 1   C o di n g of A E s  

A d v ers e e v e nts ar e c o d e d usi n g t h e M e di c al di cti o n ar y f or r e g ul at or y a cti viti es ( M e d D R A) 
t er mi n ol o g y. 
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5. 5. 2   Gr a di n g of A E s  

A Es will b e ass ess e d a c c or di n g t o t h e C o m m o n T er mi n ol o g y Crit eri a f or A d v ers e E v e nts 
( C T C A E) v ersi o n 5 or hi g h er . 

T h e C T C A E r e pr es e nts a c o m pr e h e ns i v e gr a di n g s yst e m f or r e p orti n g t h e a c ut e a n d l at e eff e cts 
of c a n c er tr e at m e nts. C T C A E  v ersi o n 5  gr a di n g is b y d efi niti o n a 5 -p oi nt s c al e g e n er all y 
c orr es p o n di n g t o mil d, m o d er at e, s e v er e, lif e t hr e at e ni n g, a n d d e at h. T his gr a di n g s yst e m 
i n h er e ntl y pl a c es a v al u e o n t h e i m p ort a n c e of a n e v e nt, alt h o u g h t h er e is n ot n e c ess aril y 
pr o p orti o n alit y a m o n g gr a d es ( a Gr a d e 2 is n ot n e c ess aril y t wi c e as b a d as a Gr a d e 1).  

If C T C A E gr a di n g d o es n ot e xist f or a n a d v ers e e v e nt, gr a d es 1 –  5  c orr es p o n di n g t o t h e s e v erit y 
of mil d, m o d er at e, s e v er e, lif e -t hr e at e ni n g, a n d d e at h will b e us e d.  

5. 6   L a b or at o r y p a r a m et er s d eri v ati o n s  

T his s e cti o n pr o vi d es f urt h er d et ail o n t h e a n al ysi s of l a b or at or y p ar a m et er s t h at will b e list e d 
a n d s u m m ari z e d as d es cri b e d i n S e cti o n 2. 8. 3 .  

5. 6. 1   H e m at ol o g y  

H e m at ol o gi c t ests i n cl u d e: H e m o gl o bi n, pl at el ets, w hit e bl o o d c ells ( W B C), r e d bl o o d c ells 
( R B C), diff er e nti al ( b as o p hils, e osi n o p hils, l y m p h o c yt es, a n d m o n o c yt e s , n e utr o p hils ( % or 
a bs ol ut e)  

T h e f oll o wi n g r ul es will b e a p pli e d t o d eri v e t h e W B C diff er e nti al c o u nts w h e n o nl y 
p er c e nt a g es ar e a v ail a bl e  (t his is m ai nl y f or n e utr o p hils a n d l y m p h o c yt es, b e c a us e C T C gr a di n g 
is b as e d o n t h e a bs ol ut e c o u nts).  

T h e m et h o d t o c o n v ert t h e v al u e  is str ai g htf or w ar d: f or e a c h p a rti ci p a nt, t h e ori gi n al l a b v al u e 
( %) is di vi d e d b y 1 0 0 a n d m ulti pli e d b y W B C c o u nt e. g. f or n e utr o p hils ( N E U):  

N E U c o u nt = ( W B C c o u nt) * ( N E U % v al u e/ 1 0 0)  

I n or d er t o d eri v e t h e c orr es p o n di n g a bs ol ut e n or m al r a n g e,  t h e r ul e t o b e a p pli ed d e p e n ds o n 
t h e a v ail a bilit y of t h e % r a n g e a n d t h e a bs ol ut e r a n g e f or t h e diff er e nti al: 

•  If % a bs ol ut e  r a n g e N O T missi n g ( % r a n g e is or is n’t missi n g), t h e n us e t h e a bs ol ut e r a n g e 
pr o vi d e d b y t h e sit e  

•  If % r a n g e N O T missi n g a n d a bs ol ut e r a n g e missi n g, t h e n t h e % n or m al li mits ( i. e. L L N 
a n d U L N) ar e di vi d e d b y 1 0 0 a n d m ulti pli e d b y t h e c orr es p o n di n g n or m al li mits of W B C 
c o u nt, e. g. f or n e utr o p hils N E U):  

L L N f or N E U c o u nt = ( L L N f or W B C c o u nt) *  ( L L N f or N E U % v al u e / 1 0 0) 

U L N f or N E U c o u nt = ( U L N f or W B C c o u nt ) *( U L N f or N E U % v al u e/ 1 0 0) 

5. 6. 2   Bi o c h e mi str y  

T h e f oll o wi n g c al c ul ati o n will b e a p pli e d f or c orr e ct e d c al ci u m i n SI u nit (if n ot a v ail a bl e i n 
t h e L a b d at a b as e): 

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 a ( m m ol/ L) + 0. 0 2 ( 4 0 -s er u m 
al b u mi n[ g/ L]), w h er e 4 0 r e pr es e nts t h e a v er a g e al b u mi n l e v el i n g/ L.  
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Ti m e wi n d o ws will b e d efi n e d f or tr e n ds of l a bs o v er ti m e.  

T a bl e 5 -6   Ti m e wi n d o w s f or L a b s      

Ti m e Wi n d o w   Pl a n n e d Visit Ti mi n g   Ti m e Wi n d o w D efi niti o n  

B as eli n e   O n or b ef or e St u d y D a y 1   ≤ St u d y D a y 1  

C y cl e 1  D a y 1 5 
( W e e k 3) 

St u d y D a y 1 5   St u d y D a ys 2 –  1 8    

C y cl e 2 D a y 1 
( W e e k 4) 

St u d y D a y 2 2   St u d y D a ys 1 9  –  3 2    

C y cl e 3 D a y 1 
( W e e k 7) 

St u d y D a y 4 3   St u d y D a ys 3 3  –  5 3   

C y cl e 4  D a y 1 
( W e e k 1 0 ) 

St u d y D a y 6 4   St u d y D a ys 5 4  –  7 4    

C y cl e 5 D a y 1 
( W e e k 13 ) 

St u d y D a y 8 5  St u d y D a ys 7 5  –  9 5  

C y cl e 6  D a y 1 
( W e e k 1 6 ) 

St u d y D a y 1 0 6  St u d y D a ys 9 6  –  1 1 6  

C y cl e 7 D a y 1 
( W e e k 1 9) 

St u d y D a y 1 2 7  St u d y D a ys 1 1 7  –  1 3 7  

E a c h a n d e v er y 
c y cl e t h er e aft er 
u ntil E O T  

S c h e d ul e d visit d a y  

( + 2 1 d a ys fr o m pr e vi o us 
c y cl e)  

S c h e d ul e d visit d a y ± 1 0 d a ys 
c e nt er e d ar o u n d t h e pl a n n e d 
ass ess m e nt  

St u d y D a y 1 = t h e first d a y of d osi n g  

 

5. 7   S t ati sti c al m o d el s  

5. 7. 1   Pri m ar y e n d p oi nt a n al y si s  

T h e esti m at e of t h e  r es p o ns e r at es ( e. g., O R R ,) will b e s u m m ari z e d i n t er ms of p er c e nt a g e r at es 
wit h 9 5 % CIs. A n e x a ct bi n o mi al c o nfi d e n c e i nt er v al (i m pl e m e nt e d usi n g S A S pr o c e d ur e 
F R E Q wit h E X A C T st at e m e nt f or o n e -w a y t a bl e s) will b e c al c ul at e d (Cl o p p er a n d P e ars o n 
1 9 3 4 ).  

S A S pr o c e d ur e F R E Q will b e us e d t o esti m at e t h e pr o p orti o n of r es p o n d ers ( bi n ar y o ut c o m e = 
1 or “ Y es ”), al o n g wit h t h e ass o ci at e d 9 5 % ( = 1 0 0 × ( 1 –  t w o-si d e d al p h a l e v el )) t w o-si d e d e x a ct 
bi n o mi al  CI. T h es e esti m at es ar e o bt ai n e d as f oll o ws:  

p r o c  f r e q  d a t a  =  d a t a s e t ;  
  t a b l e  b i n a r y  e v e n t  /   

b i n o m i a l (  
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l e v e l  =  “ Y e s ” )  
a l p h a  =  t w o - s i d e d  a l p h a  l e v e l ;  

e x a c t  b i n o m i a l ;  

W h e n t h er e ar e n o r es p o n d ers, S A S d o es n ot pr o d u c e a CI b y d ef a ult. T o o bt ai n a CI i n t his 
sit u ati o n, P R O C F R E Q is us e d as s p e cifi e d a b o v e e x c e pt c h a n gi n g l e v el= ” N o ” . Fr o m t h e r es ult s 
of t his m o difi e d pr o c e d ur e, t h e v al u es i n p er c e nt of t h e L C L a n d U C L of a 0 % r es p o ns e r at e ar e 
c al c ul at e d as f oll o ws:  

L C L L E V E L = ” Y es ”  ( %) = 1 0 0 % - U C L L E V E L = ” N o ”  ( %) 

U C L L E V E L = ” Y es ”  ( %) = 1 0 0 % - L C L L E V E L = ” N o ”  ( %) 
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6   R ef er e n c e  

Br o o k m e y er R a n d Cr o wl e y J ( 1 9 8 2). A C o nfi d e n c e I nt er v al f or t h e M e di a n S ur vi v al Ti m e, 
Bi o m etri cs  3 8, 2 9 - 4 1.    

Cl o p p er CJ, P e ars o n E S ( 1 9 3 4). T h e us e of c o nfi d e n c e or fi d u ci al li mits ill ustr at e d i n t h e c as e 
of t h e bi n o mi al. Bi o m etri k a; 2 6, 4 0 4 -4 1 3.  

C oll et D ( 1 9 9 4). M o d elli n g s ur vi v al d at a i n m e di c al r es e ar c h. L o n d o n, C h a p m a n & H all.  

Q L Q -C 3 0 S c ori n g M a n u al ( 3r d E diti o n). P u blis h e d b y: E ur o p e a n Or g a nis ati o n f or R es e ar c h 
a n d F a y ers P M, A ar o ns o n N K, Bj or d al K, Gr o e n v ol d M, C urr a n  D, B ott o ml e y A, o n b e h alf of 
t h e E O R T C Q u alit y of Lif e Gr o u p ( 2 0 0 1). T h e E O R T C Tr e at m e nt of C a n c er, Br uss els.  

F D A ( 2 0 0 7). G ui d a n c e f or I n d ustr y Cli ni c al Tri al E n d p oi nts f or t h e A p pr o v al of C a n c er Dr u gs 
a n d Bi ol o gi cs, U S D e p art m e nt of H e alt h a n d H u m a n S er v i c es. 

N o v artis R A N O -B M g ui d a n c e, v ersi o n 1, J u n 4, 2 0 2 0 . 

St u d y pr ot o c ol ( v ersi o n 1). A p h as e II, m ulti c e nt er, t w o -c o h ort st u d y of or al M E T  i n hi bit or 
c a p m ati ni b i n C hi n es e a d ult p a rti ci p a nts wit h E G F R  wil d -t y p e ( wt), A L K r e arr a n g e m e nt 
n e g ati v e, M E T e x o n 1 4  s ki p pi n g m ut ati o ns, 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  ( N S C L C) w h o 
ar e tr e at m e nt n ai v e or f ail e d o n e or t w o pri or  li n es of s yst e mi c t h er a p y. 

E ur o p e a n M e di ci n es A g e n c y ( 2 0 2 0). G ui d a n c e o n t h e m a n a g e m e nt of cli ni c al tri als d uri n g t h e 
C O VI D -1 9 ( c or o n a vir us) p a n d e mi c ( V ersi o n 3. 0). 

F o o d a n d Dr u g A d mi nistr ati o n ( 2 0 2 0). F D A G ui d a n c e o n C o n d u ct of Cli ni c al Tri als of 
M e di c al Pr o d u cts d uri n g C O VI D -1 9 P a n d e mi c: G ui d a n c e f or I n d ustr y, I n v esti g at ors, a n d 
I nstit uti o n al R e vi e w B o ar ds ( S e pt e m b er 2 0 2 0). 

V a n R e e n e n M, J a nss e n B, St ol k E, et al. ( 2 0 1 9) E Q-5 D -5 L Us er G ui d e, B asi c I nf or m ati o n o n 
h o w t o us e t h e E Q -5 D -5 L i nstr u m e nt, V ersi o n 3. 0. E ur o Q ol R es e ar c h F o u n d ati o n.  

L ai J S; R ai z er JJ; J e ns e n S E; B e a u m o nt J L; A b er n et h y A P; J a c o bs e n P B; S yrj al a K L; C ell a D 
( 20 1 4) N ati o n al C o m pr e h e nsi v e C a n c er N et w or k -F u n cti o n al Ass ess m e nt of C a n c er T h er a p y - 
Br ai n S y m pt o m I n d e x ( N C C N -F A C T F Br SI) . 
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7   A p p e n di x  

7. 1   N C C N/ F A C T -Br SI S c ori n g G ui d eli n e s  
F B r SI -D R S -P S c o ri n g G ui d eli n es  

I n str u cti o n s: *  1. R e c or d a n s w er s i n "it e m r es p o n s e " c ol u m n . If missi n g, m ar k wit h a n X 

     2. P erf or m r e v ers als as i n di c at e d, a n d s u m i n di vi d u al it e m s t o o bt ai n a s c or e.  

3. M ulti pl y t h e s u m of t h e it e m s c or es b y t h e n u m b er of it e m s i n t h e s u b s c al e, t h e n di vi d e b y 
t h e n u m b er of it e m s a n s w er e d.  T his pr o d u c es t h e su b s c al e s c or e.  

4 . T h e hi g h er t h e s c or e, t h e b ett er t h e Q O L. 

 

S u bs c al e       It e m C o d e     R e v e rs e it e m ?        It e m r es p o ns e           It e m S c o r e   
Dis e a s e r el at e d    A n 1 0     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
S y m pt o m - p h y si c al   Ar 2 1     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
   (F B r SI -D R S -P )  Br 2     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            Br 1 4     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            Br 2 0     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            C 2     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            G P 3     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
                                           Br 9     4   -  _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            G F 5     0   +   _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            Br 1     0   +   _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
                                           Br 3     0   +   _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
            Br 8     0   +   _ _ _ _ _ _ _ _     = _ _ _ _ _ _ _ _  
                                                S u m i n di vi d u al it e m s c o r es: _ _ _ _ _ _ _ _   
                                               M ulti pl y b y 1 2 : _ _ _ _ _ _ _ _ 

 Di vi d e b y n u m b er of it e m s a ns w e r e d: _ _ _ _ _ _ _ _ = F Br SI -D R S -P  s u bs c al e s c o r e  

 

S c o r e r a n g e: 0 -4 8  



Cli ni c al D e v el o p m e nt

I N C 2 8 0/ C a p m ati ni b/ T a br e ct a®

CI N C 2 8 0 A 2 2 0 4 / N C T 0 4 6 7 7 5 9 5

A p h a s e II, m ulti c e nt er, t w o- c o h ort st u d y  of or al  M E T  
i n hi bit or c a p m ati ni b i n C hi n e s e a d ult p ati e nt s wit h E G F R 
wi l d-t yp e ( wt ), A L K r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4  
s ki p pi n g m ut ati o n s, 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  

( N S C L C) wh o ar e tr e at m e nt n ai v e or f ail e d o n e or t w o pri or  
li n e s of s yst e mi c t h er a p y

St ati sti c al A n al y si s Pl a n ( S A P)   A m e n d m e nt 1

D o c u m e nt t y p e: S A P D o c u m e nt ati o n

D o c u m e nt st at u s: Fi n al

R el e a s e d at e: 0 2 -M a y -2 0 2 2

N u m b er of p a g e s: 5 1

Pr p ert y of N o v arti s
F or b u si n e s s u s e o nl y

M a y n ot b e u s e d, di v ul g e d, p u bli s h e d or ot h er wi s e di s cl o s e d
wit h o ut t h e c o n s e nt of N o v arti s

T e m p l at e V er si o n 3. 0, Eff e cti v e fr o m 0 1-J ul -2 0 2 0
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D o c u m e nt Hi st or y  – C h a n g e s c o m p ar e d t o pr e vi o u s fi n al v er si o n of S A P

C CI
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T a bl e of c o nt e nt s
T a bl e of c o nt e nts ................................................................................................................. 4

List of a b br e vi ati o ns ............................................................................................................ 6

1 I ntr o d u cti o n ......................................................................................................................... 8

1. 1 St u d y  d esi g n............................................................................................................. 8

1. 2 St u d y  o bj e cti v es a n d e n d p oi nts ............................................................................... 9

2 St atisti c al m et h o ds ............................................................................................................. 1 1

2. 1 D at a a n al y sis g e n er al i nf or m ati o n. ........................................................................ 1 1

2. 1. 1 D at a i n cl u d e d i n t h e a n al y si s ................................................................. 1 1

2. 1. 2 G e n er al a n al ys is c o n v e nti o ns................................................................ 1 1

2. 1. 3 G e n er al d efi niti o ns ................................................................................ 1 2

2. 2 A n al y sis s ets .......................................................................................................... 1 4

2. 2. 1 F ull a n al y sis s et ( F A S) .......................................................................... 1 4

2. 2. 2 F ull a n al ys is s et – br ai n m et ast as es ( F A S -B M) .................................... 1 4

2. 2. 3 S af et y  s et ............................................................................................... 1 4

2. 2. 4 P h ar m a c o ki n eti cs a n al ys is s et ............................................................... 1 4

2. 2. 5 S u b gr o u p of i nt er est .............................................................................. 1 5

2. 3  P arti ci p a nts dis p ositi o n, 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 ........... 1 5

2. 3. 1 P arti ci p a nts dis p ositi o n ......................................................................... 1 5

2. 3. 2 B asi c d e m o gr a p hi c a n d b a c k gr o u n d d at a.............................................. 1 5

2. 3. 3 Di a g n osis a n d e xt e nt of c a n c er ............................................................. 1 6

2. 3. 4 M e di c al hist or y ...................................................................................... 1 6

2. 3. 5 S cr e e n f ail ur es....................................................................................... 1 6

2. 4 Pr ot o c ol d e vi ati o ns ................................................................................................ 1 6

2. 5 Tr e at m e nts (st u d y tr e at m e nt, r es c u e m e di c ati o n, c o n c o mit a nt t h er a pi es, 
c o m pli a n c e) ............................................................................................................ 1 7

2. 5. 1 St u d y  tr e at m e nt / c o m pli a n c e................................................................ 1 7

2. 5. 2 D os e i nt err u pti o ns or p er m a n e nt dis c o nti n u ati o ns ................................1 8

2. 5. 3 Pri or, c o n c o mit a nt a n d p ost t h er a pi es ................................................... 1 8

2. 6 A n al y sis of t h e pri m ar y o bj e cti v e.......................................................................... 1 9

2. 6. 1 Pri m ar y  e n d p oi nt................................................................................... 1 9

2. 6. 2 S u p p orti v e a n al y s es ............................................................................... 2 1

2. 7 A n al y sis of s e c o n d ar y o bj e cti v e(s)........................................................................ 2 1

2. 7. 1 Effi c a c y  s e c o n d ar y e n d p oi nts ............................................................... 2 1

2. 8 S af et y  a n alys es ....................................................................................................... 2 6

2. 8. 1 A d v ers e e v e nts ( A Es) ............................................................................ 2 6

2. 8. 2 D e at hs .................................................................................................... 2 8
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2. 8. 3 L a b or at or y  d at a ..................................................................................... 2 8

2. 8. 4 Ot h er s af et y d at a ................................................................................... 3 0

2. 9 P h ar m a c o ki n eti c .................................................................................................... 3 3

2. 9. 1 D es cri pti v e st atisti cs f or p h ar m a c o ki n eti cs e n d p oi nts ..........................3 3

2. 1 0 P D a n d P K/ P D a n al y s es ......................................................................................... 3 3

2. 1 1 P ati e nt- r e p ort e d o ut c o m es ..................................................................................... 3 3

2. 1 2 Bi o m ar k ers ............................................................................................................. 3 4

2. 1 3 Ot h er E x pl or at or y  a n al ys es .................................................................................... 3 6

2. 1 4 I nt eri m a n alys is...................................................................................................... 3 6

3 S a m pl e si z e c al c ul ati o n ..................................................................................................... 3 6

3. 1 Pri m ar y  e n d p oi nt(s) ............................................................................................... 3 6

4 C h a n g e t o pr ot o c ol s p e cifi e d a n al ys es .............................................................................. 3 7

5 A p p e n di x ........................................................................................................................... 3 8

5. 1 I m p ut ati o n r ul es ..................................................................................................... 3 8

5. 1. 1 St u d y  dr u g ............................................................................................. 3 8

5. 1. 2 A E d at e i m p ut ati o n ............................................................................... 3 8

5. 1. 3 C o n c o mit a nt m e di c ati o n d at e i m p ut ati o n ............................................. 3 9

5. 2 D os e i nt err u pti o ns a n d c h a n g es ............................................................................. 4 1

5. 3 I m pl e m e nt ati o n of R E CI S T g ui d eli n es ................................................................. 4 3

5. 4 P ati e nt r e p ort e d o ut c o m es: E O R T C Q L Q -C 3 0/ L C 1 3, E Q - 5 D-5 L  a n d N C C N 
F A C T -Br ai n S y m pt o m I n d e x ( F Br SI) ................................................................... 4 6

5. 5 A d v ers e e v e nts d at a ............................................................................................... 4 8

5. 5. 1 C o di n g of A Es ....................................................................................... 4 8

5. 5. 2 Gr a di n g of A Es ..................................................................................... 4 8

5. 6 L a b or at or y  p ar a m et ers d eri v ati o ns ........................................................................ 4 8

5. 6. 1 H e m at ol o g y ........................................................................................... 4 8

5. 6. 2 Bi o c h e mistr y ......................................................................................... 4 9

5. 7 St atisti c al m o d els ................................................................................................... 4 9

5. 7. 1 Pri m ar y  a n alys is .................................................................................... 4 9

6 R ef er e n c e ........................................................................................................................... 5 0
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Li st of a b br e vi ati o n s
A E A d v er s e E v e nt

A E SI A d v er s e E v e nt of S p e ci al I nt er e st

A L P Al k ali n e P h o s p h at a s e

A L T Al a ni n e a mi n otr a n sf er a s e/ gl ut a mi c p yr u vi c tr a n s a mi n a s e/ G P T

A S T A s p art at e a mi n otr a n sf er a s e/ gl ut a mi c o x al o a c eti c tr a n s a mi n a s e/ G O T

b.i. d. bi s i n di e/t wi c e a d a y

T BI LI T ot al Bilir u bi n

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

B OI R B e st O v er all I ntr a cr a ni al R e s p o n s e

B O R B e st O v er all R e s p o n s e

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

C N S C e ntr al N er v o u s S y st e m

C R C o m pl et e R e s p o n s e

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

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

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

ct D N A Cir c ul ati n g T u m or D N A

C V C o effi ci e nt of v ari ati o n

D C R Di s e a s e C o ntr ol R at e

D N A D e o x yri b o n u cl ei c A ci d

D OI R D ur ati o n of I ntr a cr a ni al 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 C G El e ctr o c ar di o gr a m

E C O G E a st er n C o o p er ati v e O n c ol o g y Gr o u p

e C R F El e ctr o ni c C a s 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; al s o k n o w n a s Er b B 1

E O R T C 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

E O T E n d of Tr e at m e nt

E Q -5 D -5 L E ur o Q o L -5 Di m e n si o n -5 L e v el

F A S F ull A n al y si s S et

F D A F o o d a n d Dr u g A d mi ni str ati o n

F P F V Fir st P arti ci p a nt Fir st Vi sit

H R H a z ar d R ati o

H R Q o L H e alt h -R el at e d Q u alit y of Lif e

I C F I nf or m e d C o n s e nt F or m

I D C R I ntr a cr a ni al di s e a s e c o ntr ol r at e

K M K a pl a n -M ei er

L L O Q L o w er Li mit of Q u a ntifi c ati o n

L P L V L a st P arti ci p a nt L a st Vi sit

M e d D R A M e di c al Di cti o n ar y f or Dr u g R e g ul at or y Aff air s

M E T e x 1 4 M E T e x o n 1 4 s ki p pi n g

M RI M a g n eti c R e s o n a n c e I m a gi n g
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N S C L C N o n -S m all C ell L u n g C a n c er

OI R R O v er all i ntr a cr a ni al r e s p o n s e r at e

O R R O v er all R e s p o n s e R at e

O S O v er all S ur vi v al

P A S P h ar m a c o ki n eti c A n al y si s S et

P D Pr o gr e s si v e Di s e a s e

P F S Pr o gr e s si o n -Fr e e S ur vi v al

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

P R P arti al R e s p o n s e

P T Pr ef err e d T er m

P R O P ati e nt -r e p ort e d O ut c o m e s

Q 1 Fir st Q u artil e ( 2 5 t h P er c e ntil e)

Q 2 S e c o n d Q u artil e ( 5 0 t h P er c e ntil e, M e di a n)

Q 3 T hir d Q u artil e ( 7 5 t h P er c e ntil e)

Q o L Q u alit y of Lif e

Q T c F C orr e ct e d Q T i nt er v al u si n g Fri d eri ci a c orr e cti o n

R A N O -B M R e s p o n s e A s s e s s m e nt i n N e ur o -O n c ol o g y Br ai n M et a st a s e s

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
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1 I ntr o d u cti o n
T his st atisti c al a n al ys is pl a n ( S A P) d es cri b es t h e pl a n n e d a n al y s es f or t h e pri m ar y a n d 2 n d (if 
n e e d e d) cli ni c al st u d y re p ort (s) ( C S R) of st u d y CI N C 2 8 0 A 2 2 0 4, a p h as e II, m ulti c e nt er, t w o-
c o h ort st u d y of or al M E T i n hi bit or c a p m ati ni b i n C hi n es e a d ult p arti ci p a nts wit h E G F R wil d -
t yp e ( wt), A L K r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g ( M E T e x 1 4) m ut ati o ns, 
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 ( N S C LC) w h o ar e tr e at m e nt n ai v e or f ail e d o n e or t w o 
pri or li n es of s ys t e mi c t h er a p y. 

Pri m ar y  CS R will b e writt e n o n all p arti ci p a nt d at a b y  co h ort w h e n all tr e at e d p arti ci p a nts i n 
t h at c o h ort h a v e c o m pl et e d at l e ast 6 c y cl es of tr e at m e nt ( 1 8 w e e ks) u nl ess a p arti ci p a nt h as 
dis c o nti n u e d tr e at m e nt e arli er. I n c as e o n e c o h ort fi nis h es e arli er t h a n t h e ot h er, t h e pri m ar y
C S R m a y  b e writt e n b a s e d o n d at a fr o m t h at c o h ort o nl y. O n c e t h e s e c o n d c o h ort is c o m pl et e, 
a n ot h er C S R m a y  b e writt e n.

T h e c o nt e nt of t his S A P is b as e d o n pr ot o c ol CI N C 2 8 0 A 2 2 0 4 a m e n d e d v ersi o n 1 ( d at e d 1 9-
J u n -2 0 2 0). All d e cisi o ns r e g ar di n g pri m ar y a n al y sis, as d efi n e d i n t h e S A P d o c u m e nt, h a v e 
b e e n m a d e pri or t o d at a b as e l o c k of t h e st u d y  d at a.

1. 1 St u d y d e si g n
T his is a n o p e n -l a b el, m ulti c e nt er t w o-c o h ort p h as e II st u d y  t o e v al u at e t h e effi c a c y a n d s af ety 
of si n gl e-a g e nt c a p m ati ni b i n C hi n es e p arti ci p a nts wit h E G F R wt ( E G F R m ut ati o ns t h at pr e di ct 
s e nsiti vit y to E G F R t h er a p y, i n cl u di n g, b ut n ot li mit e d t o e x o n 1 9 d el eti o ns a n d e x o n 2 1 L 8 5 8 R 
s u bstit uti o n m ut ati o ns), A L K r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g m ut at e d 
a d v a n c e d/ m et ast ati c N S C L C.

A p pr o xi m at el y  3 5 p arti ci p a nts a g e d 1 8 or o v er will b e tr e at e d i n t his st u d y in t w o s e p ar at e 
c o h orts. C o h ort 1 will i n cl u d e a p pr o xi m at el y  1 5 tr e at m e nt n ai v e p arti ci p a nts a n d C o h ort 2 
a p pr o xi m at el y  2 0 p arti ci p a nts w h o f ail e d o n e or t w o pri or li n es of t h er a py i n t h e a d v a n c e d st a g e. 
E a c h p arti ci p a nt will r e c ei v e 4 0 0 m g c a p m ati ni b t a bl et t wi c e d ail y ( BI D).

R ef er t o Fi g ur e 1 - 1 f or a n o v er vi e w of t h e st u d y d esi g n.
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Fi g ur e 1 . 1 St u d y D e si g n

T h er e is n o i nt eri m a n al ysis pl a n n e d a n d t h er e is n o str atifi c ati o n f a ct or f or t his st u d y .

1. 2 St u d y o bj e cti v e s a n d e n d p oi nt s

T h e f oll o wi n g st u d y o bj e cti v es a n d e n d p oi nts will b e ass ess e d i n t his st u d y.

T a bl e 1 - 1 O bj e cti v e s a n d r el at e d e n d p oi nt s

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

P ri m a r y o bj e cti v e E n d p oi nts f o r p ri m a r y o bj e cti v e

 T o e v al u at e t h e a ntit u m or a cti vit y  of 
c a p m ati ni b, as m e as ur e d  b y  o v er all 
r es p o ns e r at e ( O R R) b y   bli n d e d 

 O R R, pr o p or ti o n of p arti ci p a nts wit h a b est 
o v er all r es p o ns e ( B O R) d efi n e d as 
c o m pl et e r es p o ns e or p arti al r es p o ns e 
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i n d e p e n d e nt r e vi e w c o m mitt e e ( BI R C)
ass ess m e nt, b y  c o h ort

( C R + P R) b y  BI R C ass ess m e nt p er 
R E CI S T 1. 1

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

 T o e v al u at e d ur ati o n of r es p o ns e ( D O R) as 
ass ess e d b y BI R C, b y  c o h ort

 D O R, c al c ul at e d as t h e ti m e fr o m t h e d at e 
of t h e first d o c u m e nt e d C R or P R b y  BI R C 
p er R E CI S T 1. 1 t o t h e first d o c u m e nt e d
pr o gr essi o n or d e at h d u e t o a n y  ca us e f or 
p arti ci p a nts wit h P R or C R

 T o e v al u at e O R R a n d D O R b y  i n v esti g at or
ass ess m e nt, b y  c o h ort

 O R R ( C R + P R) a n d D O R p er R E CI S T 1. 1 
b y  i n v esti g at or ass ess m e nt

 T o e v al u at e ti m e t o r es p o ns e ( T T R),
dis e as e  c o ntr ol  r at e  ( D C R) a n d 
pr o gr essi o n -fr e e s ur vi v al ( P F S) b y 
i n v esti g at or a n d b y  BI RC ass ess m e nt, b y 
c o h ort

 All c al c u l at e d p er R E CIS T 1. 1, b ot h b y  
BI R C a n d i n v esti g at or:
 T T R, c al c ul at e d as t h e ti m e fr o m first 

d os e of c a p m ati ni b t o first d o c u m e nt e d 
r es p o ns e ( C R + P R) f or p arti ci p a nts 
wit h P R or C R

 D C R, c al c ul at e d as t h e pr o p orti o n of 
p arti ci p a nts wit h B O R of C R, P R, or 
S D

 P F S, d efi n e d as ti m e fr o m first d os e of 
c a p m ati ni b t o pr o gr essi o n or d e at h d u e 
t o a n y c a us e

 T o e v al u at e o v er all s ur vi v al ( O S), b y  
c o h ort

 O S, d efi n e d as ti m e fr o m first d os e of 
c a p m ati ni b t o d e at h d u e t o a n y  c a us e

 T o ass ess i ntr a cr a ni al a nti -t u m or a cti vit y 
of c a p m ati ni b i n p arti ci p a nts wit h C e ntr al 
N er v o us S y st e m ( C N S) l esi o ns at b as eli n e 
b y  BI R C

 O v er all i ntr a cr a ni al r es p o ns e r at e ( OIR R), 
i ntr a cr a ni al dis e as e c o ntr ol r at e (I D C R), 
ti m e t o i ntr a cr a ni al r es p o ns e ( T TI R), 
d ur ati o n of i ntr a cr a ni al r es p o ns e ( D OI R) 
b y  BI R C as p er R A N O-B M crit eri a

 T o e v al u at e t h e ass o ci ati o n b et w e e n 
M E T e x 1 4 m ut ati o n st at us as m e as ur e d i n 
ct D N A at b as eli n e wit h c a p m ati ni b 
effi c a c y

 O R R, D O R a n d P F S p er R E CI S T 1. 1 f or 
p arti ci p a nts b y  M E T m ut ati o n st at us 
ass ess e d i n ct D N A at b as eli n e, b ot h b y  
BI R C a n d i n v esti g at or

 T o c h ar a ct eri z e t h e p h ar m a c o ki n eti cs of 
c a p m ati ni b

 St e a d y  st at e Ctr o u g h a n d st e a d y st at e 0. 5-
1. 5 h o ur a n d 3- 5 h o urs p ost -d os e 
c o n c e ntr ati o ns

 T o e v al u at e c a p m ati ni b s af et y pr ofil e  I nci d e n c e of a d v ers e e v e nts ( A Es) a n d 
s eri o us a d v ers e e v e nts ( S A Es), c h a n g e i n 
vit al si g ns, l a b or at or y  r es ults ( h e m at ol o g y, 
c h e mistr y , a n d uri n alys is) a n d E C G

 T o ass ess t h e eff e ct of c a p m ati ni b o n 
p ati e nt -r e p ort e d dis e as e -r el at e d s ym pt o ms, 
f u n cti o ni n g, a n d h e alt h -r el at e d q u alit y of 
lif e ( H R Q o L)

 C h a n g e fr o m b as eli n e t o e a c h visit i n 
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 ( E O R T C ) Q LQ- C 3 0

f u n cti o n, s ym pt o m, a n d i m p a ct 
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d o m ai ns/it e ms; L C 1 3 d o m ai n/it e ms; a n d 
E ur o Q o L -5 Di m e nsi o n -5 L e v el ( E Q- 5 D-
5 L ) h e alt h st at e utilit y  v al u es a n d V A S 

s c or es.

 T o ass ess t h e eff e ct of c a p m ati ni b o n 
p ati e nt -r e p ort e d s ym pt o ms  of br ai n 
m et ast as es

 C h a n g e fr o m b as eli n e t o e a c h visit i n
s ym pt o ms of br ai n m et ast as es, wit h t h e 
N C C N F A C T -Br ai n S y m pt o m  I n d e x 
s ym pt o m m o d ul e ( F Br SI ) 

2 St ati sti c al m et h o d s

T his s e cti o n a n d its s u bs e cti o ns will b e us e d t o dr aft C S R S e cti o n 9. 7 o n st atisti c al a n al ys es . 
T h e t e xt will b e c h a n g e d t o t h e p ast t e ns e w h e n i m p ort e d i nt o t h e C S R.

2. 1 D at a a n al y si s g e n er al i nf or m ati o n

T h e pri m ar y  a n al ys is will b e p erf or m e d b y  No v artis st atisti cs a n d pr o gr a m mi n g t e a m. S A S 
v ersi o n 9. 4 or l at er will b e us e d t o p erf or m all d at a a n al ys es a n d t o g e n er at e t a bl es, fi g ur es a n d 
listi n gs.  

2. 1. 1 D at a i n cl u d e d i n t h e a n al y si s

All tr e at e d p arti ci p a nts w h o h a v e c o m pl et e d at l e ast 6 c y cl es of tr e at m e nt ( 1 8 w e e ks) or 
dis c o nti n u e d tr e at me nt e arl y will b e i n cl u d e d i n t h e C S R. I n cas e o n e c o h ort fi nis h es e arli er 
t h a n t h e ot h er, t h e pri m ar y C S R m a y b e writt e n b as e d o n d at a fr o m t h at c o h ort o nl y, a n d i n t his 
c as e th er e m a y  be t w o diff er e nt d at a c ut -off d at es . T h e s u bs e q u e nt C S R will b e writt e n b as e d 
o n a s e c o n d d at a c ut -off d at e. A n y d at a c oll e ct e d b e y o n d t h e c ut -off d at e (s) will n ot b e i n cl u d e d 
i n t h e a n alys is a n d will n ot b e us e d f or a n y d eri v ati o ns.

All e v e nts wit h st art d at e b ef or e or o n t h e c ut -off d at e a n d e n d d at e aft er t h e c ut -off d at e will b e 
r e p ort e d as ‘ o n g oi n g’. T h e s a m e r ul e will b e a p pli e d t o e v e nts st arti n g b ef or e or o n t h e c ut-off 
d at e a n d n ot h a vi n g d o c u m e nt e d e n d d at e. T his a p pr o a c h a p pli es, i n p a rti c ul ar, t o a d v ers e e v e nt 
a n d c o n c o mit a nt m e di c ati o n r e p orts. F or t h es e e v e nts, t h e e n d d at e will n ot b e i m p ut e d a n d 
t h er ef or e will n ot a p p e ar i n t h e listi n gs.

2. 1. 2 G e n er al a n al y si s c o n v e nti o n s

P o oli n g of c e nt e rs: U nl ess s p e cifi e d ot h er wis e, d at a fr o m all st u d y c e nt ers will b e p o ol e d f or 
t h e a n al ys e s. D u e t o e x p e ct e d s m all n u m b er of s u bj e cts e nr oll e d at c e nt ers, n o c e nt er eff e ct will 
b e ass ess e d. T h er e is n o str atifi c ati o n .

Q u alit ati v e d at a ( e. g., g e n d er, r a c e) will b e s u m m ari z e d b y fr e q u e n c y c o u nts a n d p er c e n t a g es. 
P er c e nt a g es will b e c al c ul at e d usi n g t h e n u m b er of p arti ci p a nts i n t h e r el e v a nt p o p ul ati o n or 
s u b gr o u p as t h e d e n o mi n at or.  

C o nti n u o us d at a ( e. g., a g e, b o d y  wei g ht) will b e s u m m ari z e d b y  ap pr o pri at e d es cri pti v e 
st atisti cs (i. e. m e a n, st a n d ar d d e vi a ti o n, m e di a n, mi ni m u m, a n d m a xi m u m).
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2. 1. 3 G e n er al d efi niti o n s

St u d y dr u g a n d st u d y tr e at m e nt

St u d y  dr u g a n d st u d y tr e at m e nt b ot h r ef er t o I NC 2 8 0 ( ca p m ati ni b ) a n d will b e us e d 
i nt er c h a n g e a bly.

D at e of fir st a d mi ni str ati o n of st u d y  dr u g

T h e d at e of first a d mi nistr ati o n of st u d y dr u g i s d efi n e d a s t h e first d at e w h e n a n o n -z er o d os e 
of st u d y dr u g w as a d mi nist er e d a n d r e c or d e d o n t h e D o s a g e e C R F . F or t h e s a k e of si m pli cit y, 
t h e d at e of first a d mi nistr ati o n of st u d y dr u g will als o b e r ef err ed t o as st art d at e of st u d y  dr u g.

D at e of l a st a d mi ni str ati o n of st u d y  dr u g

T h e d at e of l ast a d mi nistr ati o n of st u d y dr u g is d efi n e d as t h e l ast d at e w h e n a n o n -z er o d os e of 
st u d y dr u g w as a d mi nist er e d a n d r e c or d e d o n D A R e C R F. T his d at e will als o b e r ef err e d t o a s 
l ast d at e of st u d y dr u g.

St u d y d a y

T h e st u d y da y  for all ass ess m e nts ( e. g. t u m or ass ess m e nt, d e at h, dis e as e pr o gr essi o n, t u m or 
r es p o ns e, p erf or m a n c e st at us, a d v ers e e v e nt o ns et, l a b or at or y ab n or m alit y  oc c urr e n c e, vit al si g n 
m e as ur e m e nt, d os e i nt err u pti o n) will b e c al c ul at e d usi n g t h e st art d at e of st u d y dr u g as t h e 
ori gi n. F or ass ess m e nts o c c urri n g aft er or o n t h e st art d at e of st u d y dr u g, st u d y da y will b e 
c al c ul at e d as:

St u d y  D a y = E v e nt d at e - st art d at e of st u d y dr u g + 1.

T h e first d a y  of st u d y dr u g is t h er ef or e st u d y d a y 1. 

F or a n y ass ess m e nt or e v e nts s u c h as b as eli n e dis e as e c h ar a ct eristi cs or m e di c al hi st or y  (e. g., 
ti m e si n c e di a g n osis of dis e as e) o c c urri n g pri or t o t h e st art of t h e st u d y dr u g, st u d y d a y will b e 
n e g ati v e a n d will b e c al c ul at e d as:

St u d y  D a y = E v e nt d at e - st art d at e of st u d y dr u g .

T h e st u d y  d a y will b e dis pl a ye d i n t h e r el e v a nt d at a listi n gs.

B a s eli n e

F or effi c a c y  ev al u ati o ns , t h e l ast n o n- missi n g ass ess m e nt, i n cl u di n g u ns c h e d ul e d ass ess m e nts 
o n or b ef or e t h e d at e of fir st d o s e of st u d y tr e at m e nt is t a k e n as “ b as eli n e ” v al u e or “ b as eli n e ” 
ass ess m e nt. I n t h e c o nt e xt of b as eli n e d efi niti o n, t h e effi c a c y  ev al u ati o ns als o i n cl u d e 
bi o m ar k ers , E C O G p erf or m a n c e st at us a n d P R Os .

F or s af et y e v al u ati o ns , t h e l ast a v ail a bl e ass es s m e nt o n or b ef or e t h e d at e of st art of st u d y 
tr e at m e nt is t a k e n as “ b as eli n e ” ass ess m e nt.

If s u bj e cts h a v e n o v al u e as d efi n e d a b o v e, t h e b as eli n e r es ult will b e missi n g.

I n r ar e c as es w h er e m ulti pl e m e as ur e m e nts m e et t h e b as eli n e d efi niti o n, wit h n o f urth er fl a g or 
l a b el t h at c a n i d e ntif y th e c hr o n ol o gi c al or d er, t h e n t h e f oll o wi n g r ul e s h o ul d b e a p pli e d: if 
v al u es ar e fr o m c e ntr al a n d l o c al l a b or at ori es, t h e v al u e fr o m c e ntr al ass ess m e nt s h o ul d b e 
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c o nsi d er e d as b as eli n e. If m ulti pl e v al u es ar e fr o m t h e s a m e l o c al l a b or at or y or c oll e ct e d, t h e n 
t h e w orst v al u e s h o ul d b e c o nsi d er e d as b as eli n e.

L a st c o nt a ct d at e

T h e l ast c o nt a ct d at e will b e d eri v e d f or p arti ci p a nts n ot k n o w n t o h a v e di e d at t h e a n al ys is c ut -
off usi n g t h e l ast c o m pl et e d at e a m o n g t h e f oll o wi n g ( R ef er T a bl e 2 - 1):

T a bl e 2- 1 L a st c o nt a ct d at e 

S o ur c e d at a C o n diti o n s

L a st c o nt a ct d at e/l a st d at e p arti ci p a nt w a s k n o w n 
t o b e ali v e fr o m S ur vi v al F oll o w-u p p a g e 

P a rti ci p a nt st at u s i s r e p ort e d t o b e ali v e, l o st t o 
f oll o w-u p or u n k n o w n

St art/ E n d d at e s fr o m f urt h er a nti n e o pl a sti c 
t h er a p y

N o n -mi s si n g m e di c ati o n/ pr o c e d ur e t er m.

St art/ E n d * d at e s fr o m dr u g a d mi ni str ati o n r e c or d  N o n -mi s si n g d o s e. D o s e s of 0 ar e all o w e d.

E n d of tr e at m e nt d at e fr o m e n d of tr e at m e nt p a g e N o c o n diti o n.

T u m o r a s s e s s m e nt d at e E v al u ati o n i s m ar k e d a s ‘ d o n e’.

L a b or at or y/ P K c oll e cti o n d at e s S a m pl e c oll e cti o n m ar k e d a s ‘ d o n e’. 

Vit al si g n s d at e At l e a st o n e n o n -mi s si n g p ar a m et er v al u e

P erf or m a n c e St at u s d at e N o n -mi s si n g p erf or m a n c e st at u s

St art/ E n d d at e s of A E N o n -mi s si n g v er b ati m t er m

T h e l ast c o nt a ct d at e is d efi n e d as t h e l at est c o m pl et e d at e fr o m t h e a b o v e list o n or b ef or e t h e 
d at a c ut -off d at e . T h e c ut-off d at e will n ot b e us e d f or l ast c o nt a ct d at e, u nl ess t he p a rti ci p a nt
w as s e e n or c o nt a ct e d o n t h at d at e . C o m pl et el y  i m p ut e d d at es ( e. g. t h e a n al y sis c ut -of f d at e
pr o gr a m m ati c all y i m p ut e d t o r e pl a ce t h e missi n g e n d d at e of a d os e a d mi nistr ati o n r e c or d)
will n ot b e us e d t o d eri v e t h e l ast c o nt a ct d at e. P arti al d at e i m p ut ati o n is all o w e d f or e v e nt 
( d e at h)/ c e ns ori n g is c o mi n g fr o m ‘ S ur vi v al i nf or m ati o n’ e C R F. 

T h e l ast c o nt a ct d at e will b e us e d f or c e ns ori n g of p a rti ci p a nts i n t h e a n al y sis of o v er all s ur vi v al.

Ti m e u nit

F or all d eri v ati o ns, a m o nt h will b e c al c ul at e d as ( 3 6 5. 2 5 / 1 2) = 3 0. 4 3 7 5 d a ys.

If d ur ati o n is t o b e r e p ort e d i n ye ars, d ur ati o n i n d a y s will b e di vi d e d b y 3 6 5. 2 5.

If d ur ati o n is t o b e r e p ort e d i n m o nt hs, d ur ati o n i n d a ys will b e di vi d e d b y 3 0. 4 3 7 5. 

If d ur ati o n is t o b e r e p ort e d i n w e e ks, d ur ati o n i n d a y s will b e di vi d e d b y 7.

O n -tr e at m e nt p eri o d / e v e nt a n d o b s er v ati o n p eri o d

T h e o v er all o bs er v ati o n p eri o d will b e di vi d e d i nt o t hr e e m ut u all y  e x cl usi v e s e g m e nts:

 P r e -t r e at m e nt p e ri o d : fr o m t h e d a y  of p arti ci p a nt ’s i nf or m e d c o ns e nt t o t h e d a y  bef or e 
first d os e of st u d y dr u g

 O n -t r e at m e nt p e ri o d:

o F or dis c o nti n u e d p a rti ci p a nts, fr o m d a y of fir st d o s e of st u d y dr u g t o 3 0 d a y s aft er l a st 
d os e of st u d y  dr u g

o F or o n g oi n g p a rti ci p a nts, fr o m d a y of first d os e of st u d y dr u g t o t h e d at a c ut -off d at e
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 P ost -t r e at m e nt p e ri o d: st arti n g at d a y 3 1 aft er l ast d os e of st u d y dr u g

S af et y  su m m ari es (t a bl es, fi g ur es) a n d s u m m ari es of o n -tr e at m e nt d e at h i n cl u d e o nl y  dat a fr o m 
t h e o n- tr e at m e nt p eri o d wit h t h e e x c e pti o n of b as eli n e d at a w hi c h will als o b e s u m m ari z ed 
w h er e a p pr o pri at e ( e. g. c h a n g e fr o m b as eli n e s u m m ari es). I n a d diti o n, a s e p ar at e s u m m ar y  f or 
d e at h i n cl u di n g o n tr e at m e nt a n d p ost tr e at m e nt d e at hs will b e pr o vi d e d. I n p arti c ul ar, s u m m ar y 
t a bl es f or a d v ers e e v e nts ( A Es) will s u m m ari z e o nl y  on -tr e at m e nt e v e nts, wit h a st art d at e 
d uri n g t h e o n -tr e at m e nt p eri o d (tr e at m e nt-e m er g e nt A Es) .  

All d at a, r e g ar dl ess of o bs er v ati o n p eri o d, will b e list e d a n d ass ess m e nts c oll e ct e d i n t h e p ost -
tr e at m ent p eri o d will b e fl a g g e d i n all t h e listi n gs.

2. 2 A n al y si s s et s

2. 2. 1 F ull a n al y si s s et ( F A S)

T h e f ull a n al ys is s et ( F A S) c o m pris es all p arti ci p a nts t o w h o m st u d y tr e at m e nt h as b e e n 
assi g n e d a n d w h o r e c ei v e d at l e ast o n e d os e of c a p m ati ni b. U nl ess ot h er wis e s p e cifi e d, all 
effi c a c y  a n alys es will b e p erf or m e d usi n g F A S.

2. 2. 2 F ull a n al y s i s s et – br ai n m et a st a s e s ( F A S- B M)

T h e f ull a n al ys is s et - br ai n m et ast as es ( F A S-B M) c o m pris es all p arti ci p a nts i n t h e F A S w h o 
h a v e m e as ur a bl e a n d/ or n o n -m e as ur a bl e br ai n m et ast as es at b as el i n e.

2. 2. 1 E v al u a bl e s et

T h e e v al u a bl e s et c o m pris es all p arti ci p a nts i n F A S w h o h a v e at l e ast o n e p ost -b as eli n e t u m or 
ass ess m e nt aft er tr e at m e nt.

2. 2. 2 S af et y  s et

T h e S af et y  Set i n cl u d es all p arti ci p a nts w h o r e c ei v e d at l e ast o n e d os e of c a p m ati ni b. U nl ess 
ot h er wis e s p e cifi e d, all s af et y d at a will b e a n al y z e d b y  S af ety S et.

2. 2. 3 P h ar m a c o ki n eti c s a n al y si s s et

T h e P h ar m a c o ki n eti c A n al y sis S et ( P A S) c o nsists of all p arti ci p a nts w h o r e c ei v e d at l e ast o n e 
pl a n n e d d os e of st u d y dr u g I N C 2 8 0 a n d pr o vi d e at l e ast o n e e v al u a bl e p h ar m a c o ki n eti c ( P K) 
c o n c e ntr ati o n .

A P K c o n c e ntr ati o n is c o ns i d er e d t o b e e v al u a bl e if:

 f or P K s a m pl es t a k e n o n or aft er C y cl e 2 D a y  1, t h e p ati e nt t o o k st u d y dr u g a c c or di n g t o 
t h e ori gi n all y assi g n e d d os e f or at l e ast 3 c o ns e c uti v e d a y s wit h o ut i nt err u pti o n or d os e 
m o difi c ati o n pri or t o t h e P K s a m pli n g d a y  ( e ns uri n g st e a dy st at e is r e a c h e d), a n d

 t h e p arti ci p a nt di d n ot v o mit wit hi n 4 h o urs f oll o wi n g t h e l ast d os e i nt a k e pri or t o t h e P K 
s a m pl e dr a w, a n d

 f or t h e pr e-d os e s a m pl e o n C y cl e 2 D a y  1 a n d C y c l e 3 D a y 1, P K dr a w o c c urr e d b et w e e n 9
t o 1 5 h o urs aft er t h e l ast d os e i nt a k e a n d t h e P K dr a w o c c urr e d b ef or e t h e n e xt d os e i nt a k e
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 for p ost -d os e P K s a m pl es, P K wit h c o n c e ntr ati o ns f oll o wi n g pl a n n e d d os e

A n y  P K bl o o d s a m pl es wit h missi n g c oll e cti o n d at e or ti m e, or missi n g ass o ci at e d st u d y dr u g,
d osi n g d at e or ti m e will b e e x cl u d e d.

A d diti o n all y , a P K s a m pl e c a n b e c o nsi d er e d n ot e v al u a bl e as p er s ci e ntifi c j u d g m e nt of t h e 
cli ni c al p h ar m a c ol o g y  ex p ert. I n s u c h c as e, t h e P K s a m pl e is e x cl u d e d fr o m t h e a n al y s es a n d 
t h e r e as o n f or its e x cl usi o n will b e d o c u m e nt e d.

2. 2. 4 S u b gr o u p of i nt er e st

D u e t o s m all s a m pl e si z e i n e a c h c o h ort , n o f or m al s u b gr o u p a n al ys es ar e pl a n n e d. If a n y 
s u b gr o u p a n al ys es will b e n e e d e d f or f urt h er e x pl or ati o n, s u b gr o u p a n al ys es will b e p erf or m e d 
s e p ar at el y a n d s e p ar at e a n al y sis pl a n will b e d e v el o p e d.

2. 3 P arti ci p a nt s di s p o siti o n, 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

2. 3. 1 P arti ci p a nt s di s p o siti o n

T h e F A S will b e us e d f or t h e s u bj e ct dis p ositi o n s u m m ar y ta bl es b y  co h ort. T h e F A S will b e 
us e d f or t h e listi n gs b y c o h ort.  

T h e f oll o wi n g will b e t a b ul at e d:

 N u m b er ( %) of p arti ci p a nts w h o ar e still o n- tr e at m e nt ( b as e d o n “ Tr e at m e nt 
dis p ositi o n ”)

 N u m b er ( %) of p arti ci p a nts w h o dis c o nti n u e d tr e at m e nt ( b as e d o n “ T r e at m e nt 
dis p ositi o n ” a n d “ P arti ci p a nt st at us ”)

 N u m b er ( %) of p arti ci p a nts w h o e nt er e d p ost -tr e at m e nt effi c a c y  foll o w -u p ( b as e d o n 
“ P ost -tr e at m e nt f oll o w-u p dis p ositi o n ” a n d “ Tr e at m e nt dis p ositi o n ”)

 N u m b er ( %) of p arti ci p a nts w h o e nt er e d s ur vi v al f oll o w- u p ( b as e d o n c o m pl eti o n of 
‘ S u bj e ct St at us’ a n d “ P ost -tr e at m e nt f oll o w-u p dis p ositi o n ”)

 N u m b er ( %) of p arti ci p a nts w h o dis c o nti n u e d fr o m st u d y (b as e d o n c o m pl eti o n of 
‘ St u d y Ph as e Dis p ositi o n ’ p a g e wit h d at e of dis c o nti n u ati o n a n d dis c o nti n u ati o n r e as o ns 
e nt er e d u n d er ‘ S u bj e ct St at us’ a n d ‘ Will s u bj e ct c o nti n u e i nt o t h e n e xt p h as e of t h e tri al’ 
is ‘ N o’ f or p arti ci p a nts w h o dis c o nti n u e d fr o m t h e p ost -tr e at m e nt effi c a c y f oll o w- u p)

 Pri m ar y  r e as o ns f or dis c o nti n u ati o n fr o m t h e p ost-tr e at m e nt effi c a c y f oll o w- u p ( b as e d 
o n dis c o nti n u ati o n r e as o ns e nt er e d u n d er ‘ S u bj e ct St at us’ i n t h e ‘ St u d y  P h as e 
Dis p ositi o n ’ p a g e).

2. 3. 2 B a si c d e m o gr a p hi c a n d b a c k gr o u n d d at a

All d e m o gr a p hi c a n d b as eli n e dis e a s e c h ar a ct eristi cs d at a will b e s u m m ari z e d a n d list e d b y  
c o h ort. C at e g ori c al d at a ( e. g. g e n d er, E C O G p erf or m a n c e st at us) will b e s u m m ari z e d b y 
fr e q u e n c y co u nt a n d p er c e nt a g es. C o nti n u o us d at a ( e. g. a g e, w ei g ht, h ei g ht, B MI) will b e 
s u m m ari z e d b y d es cripti v e st atisti cs usi n g F A S .
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2. 3. 3 Di a g n o si s a n d e xt e nt of c a n c er

S u m m ar y  st atisti cs will b e t a b ul at e d f or di a g n osis a n d e xt e nt of c a n c er b y  co h ort usi n g F A S . 
T his a n al ys is will i n cl u de t h e f oll o wi n gs: pri m ar y  sit e of c a n c er, st a g e at i niti al di a g n osis, st a g e 
at ti m e of st u d y entr y , ti m e (i n m o nt hs) si n c e m ost r e c e nt r el a ps e/ pr o gr essi o n, hist ol o gi c al gr a d e, 
pr e d o mi n a nt hist ol o g y / c yt ol o g y, t yp es of l esi o ns (t ar g et a n d n o n- t ar g et l esi o ns) at b as eli n e, 
n u m b er of t ar g et l esi o ns at b a s eli n e, a n d di s e a s e b ur d e n at b a s eli n e f or t ar g et l e si o n ( b a s e d o n 
t h e d at a c oll e ct e d o n t h e R E CIS T e C R F p a g e) a n d ot h er r el e v a nt i nf or m ati o n if c oll e ct e d .

2. 3. 4 M e di c al hi st or y

M e di c al hi st or y  an d o n g oi n g c o n diti o ns, i n cl u di n g c a n c er -r el at e d c o n diti o ns a n d s ym pt o ms will 
b e s u m m ari z e d a n d list e d b y  co h ort usi n g F A S . S e p ar at e s u m m ari es will b e pr es e nt e d f or 
o n g oi n g a n d hist ori c al m e di c al c o n diti o ns. T h e s u m m ari es will b e pr es e nt e d b y  pri m ar y  sys t e m 
or g a n cl ass ( S O C) a n d pr ef err e d t er m ( P T). M e di c al hist or y  a n d c urr e nt m e di c al c o n diti o ns ar e 
c o d e d usi n g t h e M e di c al Di cti o n ar y  for R e g ul at or y  Acti viti es ( M e d D R A) t er mi n ol o g y. T h e 
M e d D R A v ersi o n us e d f or r e p orti n g will b e s p e cifi e d i n t h e C S R a n d as a f o ot n ot e i n t h e 
a p pli c a bl e t a bl es/listi n gs.

2. 3. 5 S c r e e n f ail ur e s

S cr e e n f ail ur es ar e p arti ci p a nts w h o h a v e b e e n e nr oll e d a n d h a v e f ail e d t o m e et i n cl usi o n or 
e x cl usi o n crit eri a. T h es e p arti ci p a nts ar e n ot tr e at e d wit h st u d y dr u g. Fr e q u e n c y  co u nts a n d 
p er c e nt a g es will b e t a b ul at e d f or all e nr oll e d p arti ci p a nts b y  c o h ort as f oll o ws :

 N u m b er ( %) of p arti ci p a nts w h o c o m pl et e d s cr e e ni n g p h as e ( b as e d o n t h e pr es e n c e of 
st u d y p h as e c o m pl eti o n d at e a n d t h e ‘ N e xt p h as e e nt er e d’ is ‘ Tr e at m e nt’ i n t h e ‘ S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e) ; 

 N u m b er ( %) of p arti ci p a nts w h o dis c o nti n u e d d uri n g s cr e e ni n g p h as e ( b as e d o n t h e 
pr es e n c e of d at e of dis c o nti n u ati o n a n d dis c o nti n u ati o n / “s u bj e ct st at us ” r e as o n e nt er e d 
a n d ‘ Will t h e p a rti ci p a nt c o nti n u e i nt o t h e n e xt p h as e of t h e tri al’ is ‘ N o’ i n t h e ‘ S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e );

 R e as o ns f or s cr e e ni n g p h as e dis c o nti n u ati o n ( b as e d o n r e as o ns r e c or d e d i n S cr e e ni n g 
P h as e Dis p ositi o n’ p a g e ).

All s cr e e n f ail ur e p arti ci p a nts wit h r e as o ns f or s cr e e n f ail ur e will b e list e d b y  c o h ort. 

2. 4 Pr ot o c ol d e vi ati o n s

T h e n u m b er ( %) of s u bj e ct s i n t h e F A S wit h a n y  pr ot o c ol d e vi ati o n will b e t a b ul at e d b y  
d e vi ati o n c at e g or y  (as s p e cifi e d i n t h e e dit-c h e c k s p e cifi c ati o n ) o v er all a n d b y  co h ort f or t h e 
F A S . All pr ot o c ol d e vi ati o ns will b e list e d.

T h e o ut br e a k of t h e C o vi d -1 9 p a n d e mi c m a y  ne c c esi at e s o m e c h a n g es t o t h e st u d y co n d u ct 
s u c h t h at t h e pr ot o c ol c o ul d n ot b e f oll o w e d stri ctl y. T o u n d erst a n d t h e eff e ct of t h e p a n d e mi c 
o n t h e e x e c uti o n a n d o ut c o m e of t h e st u d y, d e vi ati o ns will b e i d e ntifi e d a n d r e c or d e d as pr ot o c ol 
d e vi ati o ns.

I n a d diti o n t o t h e pr e -d efi n e d st a n d ar d P D t er ms, N o v artis h as d efi n e d 6 n e w pr ot o c ol 
d e vi ati o ns a n d t h e c orr es p o n di n g r el ati o ns hi p (h e alt h st at us r el at e d v s. sit e l o c k d o w n, 
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p a rti ci p a nt c o n c er n, et c.) t o t h e C O VI D -1 9 p a n d e mi c i n li n e wit h “ F D A G ui d a n c e o n C o n d u ct 
of Cli n i c al Tri als of M e di c al Pr o d u cts d uri n g C O VI D - 1 9 P u bli c H e alt h E m er g e n c y ” ( M ar c h 
2 0 2 0) a n d “ G ui d a n c e o n t h e m a n a g e m e nt of cli ni c al tri als d uri n g t h e C O VI D -1 9 ( c or o n a vir us) 
p a n d e mi c ” ( A pril 2 0 2 0) fr o m E M A as list e d b el o w.

 Missi n g visits
 C h a n g es i n pr o c e d ur es a n d ass ess m e nts
 Pl a n n e d visits n ot d o n e at sit es
 C h a n g es i n dr u g s u p pl y m et h o d
 Tr e at m e nt n ot gi v e n
 P a rti ci p a nt’s dis c o nti n u ati o n d u e t o C O VI D -1 9 sit u ati o n

T h e C O VI D - 1 9 r el at e d pr ot o c ol d e vi ati o ns will b e s u m m ari z e d s e p ar at el y b y  co h ort if 
a p pli c a bl e.

2. 5 Tr e at m e nt s ( st u d y  tr e at m e nt, r e s c u e m e di c ati o n, c o n c o mit a nt 
t h er a pi e s, c o m pli a n c e)

2. 5. 1 St u d y tr e at m e nt / c o m pli a n c e

St u d y dr u g a n d st u d y tr e at m e nt

St u d y  dr u g a n d st u d y tr e at m e nt b ot h r ef er t o I N C 2 8 0 a n d will b e us e d i nt er c h a n g e a bly.

D o s e e x p o s ur e a n d i nt e n sit y

D efi niti o ns of d ur ati o n of e x p os ur e, c u m ul ati v e d os e, a v er a g e d ail y d os e, d os e i nt e nsit y (DI ), 
r el ati v e d os e i nt e nsity ( R DI ), as w ell as i nt er m e di at e c al c ul ati o ns, i n cl u d e:

 D ur ati o n of e x p os ur e ( d a y s): l ast d at e of st u d y dr u g − first d at e of st u d y  dr u g + 1 
( p eri o ds of i nt err u pti o n ar e n ot e x cl u d e d) 

 C u m ul ati v e d os e ( m g): t ot al d os e of st u d y dr u g t a k e n b y a p arti ci p a nt i n t h e 
st u d y

 N u m b er of d osi n g d a y s ( d a ys): d ur ati o n of e x p os ur e − n u m b er of z er o d os e d a y s

 A v er a g e d ail y d os e ( m g/ d a y): c u m ul ati v e d os e ( m g ) ⁄ n u m b er of d osi n g d a ys ( d a ys)

 DI  ( m g/ d a y): c u m ul ati v e d os e ( m g) ⁄ d ur ati o n of e x p os ur e ( d a ys)

 P DI  ( m g/d a y )                                pl a n n e d c u m ul ati v e d os e ( m g)

 R DI  ( %): 1 0 0 × [ DI  ( m g/ d a y) ⁄ P DI ( pl a n n e d d os e ( 8 0 0 m g/ d a y )]

N ot e: B e c a us e t h e pl a n n e d I N C 2 8 0 d os e i s 8 0 0 m g/ d a y, or t h e pl a n n e d d os e i nt e nsit y (P DI) i s 
8 0 0 m g/ d a y , R DI ( %) c a n b e c al c ul at e d b y 1 0 0 * DI/ P DI a n d si m plifi e d as s h o w n a b o v e.

D ur ati o n of st u d y ex p os ur e t o st u d y dr u g, c u m ul ati v e d os e, a v er a g e d ail y d os e, DI  an d R DI  will 
b e s u m m ari z e d b y  co h ort. I n ad diti o n, t h e d ur ati o n of e x p os ur e t o st u d y dr u g will b e c at e g ori z e d 
i nt o ti m e i nt er v als a n d fr e q u e n c y c o u nts a n d p er c e nt a g es of p art i ci p a nts wit h e x p os ur e i n e a c h 
ti m e i nt er v al will b e pr es e nt e d. 
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2. 5. 2 D o s e i nt err u pti o n s or p er m a n e nt di s c o nti n u ati o n s

Fr e q u e n c y  co u nts a n d p er c e nt a g es of p arti ci p a nts w h o h a v e d os e c h a n g es, r e d u cti o ns or 
i nt err u pti o ns, a n d t h e c orr es p o n di n g r e as o ns, will b e s um m ari z e d b y  c o h ort. 

A n a n al y sis of ti m e t o first i nt err u pti o n (i n w e e ks) will b e pr es e nt e d b as e d o n si m pl e d es cri pti v e 
st atisti cs ( n ot usi n g ti m e -t o e v e nt m et h o ds).

T i m e t o first i nt err u pti o n is t h e ti m e fr o m d at e of first a d mi nistr ati o n of st u d y dr u g t o t h e first 
d at e w h e n a z er o d os e of st u d y dr u g is r e c or d e d o n t h e D A R e C R F , e x pr ess e d i n w e e ks.

F or t h e p ur p os e of s u m m ari zi n g i nt err u pti o ns a n d r e as o ns, i n c as e m ulti pl e e ntri es f or 
i nt err u pti o n t h at ar e e nt er e d o n c o ns e c uti v e d a ys wit h diff er e nt r e as o ns will b e c o u nt e d as 
s e p ar at e i nt err u pti o ns. H o w e v er, if t h e r e as o n is t h e s a m e a n d m e nti o n e d i n m ulti pl e e ntri es o n 
c o ns e c uti v e d a y s, t h e n it will b e c o u nt e d as o n e i nt err u pti o n. 

Listi n gs of all d os es of t h e st u d y dr u g al o n g wit h d os e c h a n g e a n d d os e i nt err u pti o n r e as o ns 
will b e pr o d u c e d b y c o h ort.  

S e cti o n 5. 2 pr o vi d es f urt h er d et ails o n t h e d efi niti o n of d os e c h a n g es a n d i nt err u pti o ns.

2. 5. 3 Pri or , c o n c o mit a nt a n d p o st t h er a pi e s

Pri or a nti -c a n c er t h er a p y

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o r e c ei v e d a n y pri or a nti -n e o pl asti c m e di c ati o ns, 
pri or a nti -n e o pl asti c r a di ot h er a py or pri or a nti -n e o pl asti c s ur g er y will b e s u m m ari z e d b y  co h ort . 

Pri or a nti -n e o pl asti c m e di c ati o ns will b e s u m m ari z e d b y  ch e m ot h er a p y ( m e di c ati o n) s etti n g, 
ot h er t h er a py ( m e di c ati o n) s etti n g, n u m b er of pri or r e gi m e ns of a nti c a n c er m e di c ati o ns a n d 
pri or a nti c a n c er m e di c ati o ns. Pri or a nti n e o pl asti c m e di c ati o ns will als o b e s u m m ari z e d b y  AT C 
cl ass, a n d pr ef err e d t er m. T h e m e di c ati o n th er a p y  ty p e of a n y c o m bi n ati o n t h er a py will b e 
cl assifi e d b as e d o n t h e f oll o wi n g or d er: i m m u n ot h er a py, c h e m ot h er a p y, bi ol o gi c t h er a p y (ot h er 
t h a n i m m u n ot h er a p y), t ar g et e d t h er a p y. F or e x a m pl e, a c o m bi n ati o n t h er a p y of c h e m ot h er a p y 
a n d i m m u n ot h er a p y will b e cl assifi e d as ‘i m m u n ot h er a p y’. 

Pri or a nti -n e o pl asti c m e di c ati o ns f or t h er a p e uti c s etti n g ( a ny li n e, 1 st li n e, 2 n d li n e) will b e 
s u m m ari z e d b y  li n e: si n gl e a g e nt c h e m ot h er a p y, Pl ati n u m b as e d c h e m ot h er a p y,  
i m m u n ot h er a p y, c h e m ot h er a p y i n c o m bi n ati o n wit h i mm u n ot h er a p y .

F or r a di ot h er a py, ti m e si n c e l ast r a di ot h er a py, l o c ati o ns a n d s etti n g of l ast t h er a py will b e 
s u m m ari z e d. 

F or pri or s ur g er y, ti m e si n c e l ast s ur g er y, pr o c e d ur e a n d r esi d u al dis e as e of l ast t h er a p y will b e 
s u m m ari z e d .

All t h e a b o v e a n al y s es will b e p erf or m e d s e p ar at el y  b y c o h ort.

Pri or a nti -n e o pl asti c t h er a p y  will b e list e d b y  c o h ort i n t hr e e s e p ar at e listi n gs:
1. M e di c ati o ns
2. R a di ot h er a p y
3. S ur g er y
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C o n c o mit a nt t h er a p y

C o n c o mit a nt t h er a pi es ar e d efi n e d as a n y m e di c ati o ns ( e x cl u di n g st u d y dr u g, pri or 
a nti n e o pl asti c tr e at m e nts a n d bl o o d tr a nsf usi o ns), s ur g eri es, p alli ati v e r a di ot h er a pi es or 
pr o c e d ur es (i n cl u di n g p h ysi c al t h er a p y) a d mi nist er e d i n t h e st u d y  a n d ar e r e c or d e d i n t h e Pri or 
a n d C o n c o mit a nt M e di c ati o ns a n d t h e S ur gi c al a n d M e di c al Pr o c e d ur es e C R F, r es p e cti v el y .

C o n c o mit a nt m e di c ati o ns will b e c o d e d usi n g t h e W H O Dr u g R ef er e n c e Listi n g ( W H O D R L )
di cti o n ar y  th at e m pl o ys t h e W H O A n at o mi c al T h er a p e uti c C h e mi c al ( W H O A T C) 
cl assifi c ati o n s yst e m. S ur g eri es or pr o c e d ur es will b e c o d e d usi n g t h e M e di c al Di cti o n ar y  for
R e g ul at or y  Acti viti es (M e d D R A ) t er mi n ol o g y. All s u m m ari es will b e t a b ul at e d usi n g 
fr e q u e n c y c o u nts a n d p er c e nt a g es.

C o n c o mit a nt t h er a pi es will b e s u m m ari z e d b y  AT C cl ass, pr ef err e d t er m a n d c o h ort. S ur gi c al 
a n d m e di c al pr o c e d ur es will b e c o d e d usi n g M e d D R A a n d s u m m ari z e d b y  S O C a n d pr ef err e d 
t er m. T h es e s u m m ari es will i n cl u d e: 1) m e di c ati o ns st arti n g o n or aft er t h e st art of st u d y dr u g 
b ut st arti n g n o l at er t h a n 3 0 d a y s aft er l ast d os e of st u d y dr u g a n d 2) m e di c ati o ns st arti n g pri or 
t o t h e st art of st u d y dr u g b ut c o nti n ui n g aft er t h e st art of st u d y dr u g. 

All c o n c o mit a nt t h er a pi es will b e list e d b y  co h ort. A n y c o n c o mit a nt t h er a pi es st arti n g a n d 
e n di n g pri or t o t h e st art of st u d y dr u g or st arti n g m or e t h a n 3 0 d a ys aft er t h e l a st d at e of st u d y 
dr u g will b e fl a g g e d i n t h e listi n gs. 

A n ti n e o pl a sti c t h er a p y aft er di s c o nti n u ati o n of st u d y dr u g

T h e F A S will b e us e d f or all listi n gs a n d s u m m ari es of a nti n e o pl asti c t h era pi es i niti at e d aft er 
dis c o nti n u ati o n of st u d y dr u g. All s u m m ari es will b e t a b ul at e d usi n g fr e q u e n c y co u nts a n d 
p er c e nt a g es b y c o h ort.

A nti n e o pl asti c m e di c ati o ns i niti at e d aft er dis c o nti n u ati o n of st u d y dr u g will b e s u m m ari z e d a n d 
list e d b y A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) cl ass, pr ef err e d t er m a n d c o h ort. 

A nti n e o pl asti c r a di ot h er a p y si n c e dis c o nti n u ati o n of st u d y tr e at m e nt will b e s u m m ari z e d a n d 
list e d b y s etti n g a n d c o h ort.

A nti n e o pl asti c s ur g er y si n c e di s c o nti n u ati o n of st u d y tr e at m e nt will b e s u m mari z e d a n d list e d 
b y  S O C a n d pr ef err e d t er m a n d c o h ort.

2. 6 A n al y si s of t h e pri m ar y  o bj e cti v e

T h e pri m ar y  a n alys is will b e c o n d u ct e d w h e n at l e ast all tr e at e d p arti ci p a nts c o m pl et e d 6 c y cl es 
of tr e at m e nt ( 1 8 w e e ks) or dis c o nti n u e d e arl y ( R ef er t o pr ot o c ol s e cti o n 1 2. 4 ) 

2. 6. 1 Pri m ar y  e n d p oi nt

T h e pri m ar y  obj e cti v e i s t o d e m o nstr at e t h e a ntit u m or a cti vit y  of I N C 2 8 0, as m e as ur e d b y  
o v er all r es p o ns e r at e ( O R R) t o I NC 2 8 0 b y  Bli n d e d I n d e p e n d e nt R e vi e w C o m mitt e e ( BIR C) 
ass ess m e nt, b y  c o h ort.
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Pri m ar y  e sti m a n d

T h e pri m ar y  sci e ntifi c q u esti o n of i nt er est is: W h at is t h e eff e ct of c a p m ati ni b i n i n d u ci n g 
r a di ol o gi c al r es p o ns e b y  bli n d e d i n d e p e n d e nt r e vi e w c o m mitt e e ( BI R C) as p er r es p o ns e 
e v al u ati o n crit eri a i n s oli d t u m ors ( R E CIS T) 1. 1 i n C hi n es e p arti ci p a nts w h o ar e eit h er 
tr e at m e nt n ai v e or f ail e d o n e or t w o pri or li n es of s yst e mi c t h er a p y wit h M E T Δ e x 1 4 m ut ati o n, 
r e g ar dl ess of st u d y tr e at m e nt dis c o nti n u ati o n a n d pri or t o st art of n e w a nti -n e o pl asti c t h er a py
b y  c o h ort? 

T h e pri m ar y  estim a n d will b e d es cri b e d b y t h e f oll o wi n g fi v e attri b ut es:

1. T h e p o p ul ati o n is t h e a d ult C hi n es e p ati ci p a nts wit h E G F R wil d -t yp e( wt), A L K 
r e arr a n g e m e nt n e g ati v e, M E T e x o n 1 4 s ki p pi n g m ut ati o ns 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 ( N S C LC) w h o ar e eit h er tr e at m e nt n ai v e or f ail e d o n e or t w o pri or li n es of 
s yst e mi c t h er a p y

2. T h e tr e at m e nt attri b ut e is t h e or al d os e of C a p m ati ni b 4 0 0 m g a d mi nist er e d t wi c e d ail y 
( BI D) i. e. t ot al d os e of 8 0 0 m g d aily

3. T h e v ari a bl e is t h e b est o v er all r es p o ns e ( B O R) b y c o h ort d efi n e d as th e b est r es p o ns e 
r e c or d e d fr o m t h e d at e of tr e at m e nt st art u ntil dis e as e pr o gr essi o n/r e c urr e n c e (t a ki n g as 
r ef er e n c e f or P D, t h e s m all est m e as ur e m e nt r e c or d e d si n c e t h e tr e at m e nt st art e d) b as e d 
o n BI R C p er R E CI S T 1. 1. pri or t o st art of a n y n e o a nti pl asti c t h er a p y

4. T h e i nt e r c u r r e nt e v e nts of i nt er est ar e
a. T h e tr e at m e nt dis c o nti n u ati o n f or a n y r e as o n: tu m or ass ess m e nt d at a c oll e ct e d 

irr es p e cti v ely of tr e at m e nt dis c o nti n u ati o n will b e i n cl u d e d t o d eri v e B O R 
(tr e at m e nt str at e g y)

b. St art of n e o a nti pl asti c t h er a p y: a n y t u m or r es p o ns e aft er t h e a nti n e o pl asti c 
t h er a py will b e c o nsi d er e d as n o n -r es p o ns er ( c o m p osit e str at e g y)

c. A n y  pu bli c h e alt h e m er g e n c y  as d e cl ar e d b y  lo c al or r e gi o n al a ut h ori es i. e. 
p a n d e mi c, e pi d e mi c or n at ur al dis ast er : ass ess m e nt c oll e ct e d irr es p e ctiv el y of
t h os e e v en ts will b e i n cl u d e d t o d eri v e B O R (tr e at m e nt p oli c y str at e g y)

5. T h e s u m m ar y me as ur e is t h e o v er all b est o v er all r es p o ns e r at e ( O R R) a n d it s e x a ct 9 5 % 
c o nfi d e n c e i nt er v al ( CI) ( Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d by c o h ort. 

St ati sti c al h y p ot h e si s, m o d el, a n d m et h o d of a n al y si s 

T h e pri m ar y  a n alys is will b e p erf or m e d o n t h e F A S. T h e pri m ar y effi c a c y e n d p oi nt O R R will
b e esti m at e d a n d t h e e x a ct 9 5 % c o nfi d e n c e i nt er v al ( CI) (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e
pr o vi d e d b y c o h ort.

T h e st u d y is b as e d o n esti m ati o n of t h e e n d p oi nt a n d t h er ef or e n o st atisti c al h y p ot h esis t est
will b e p erf or m e d.

H a n dli n g of i nt er c ur r e nt e v e nt s of pri m ar y e sti m a n d
T u m or ass ess m e nt d at a c oll e ct e d irr es p e cti v e of tr e at m e nt dis c o nti n u ati o n u ntil t h e st art of n e w 
a nti -c a n c er t h er a p y will b e i n cl u d e d t o d eri v e B O R.

https://euc-word-edit.officeapps.live.com/we/wordeditorframe.aspx?ui=en-us&rs=en-us&wopisrc=https://share.novartis.net/sites/CINC280A2204CTT/_vti_bin/wopi.ashx/files/00db53d7d779476db0f5335f641a15b4&wdenableroaming=1&mscc=1&hid=-4509&uiembed=1&uih=teams&hhdr=1&dchat=1&sc={"pmo":"https://teams.microsoft.com","pmshare":true,"surl":"","curl":"","vurl":"","eurl":"https://teams.microsoft.com/files/apps/com.microsoft.teams.files/files/2876176081/open?agent=postmessage&objectUrl=https%3A%2F%2Fshare.novartis.net%2Fsites%2FCINC280A2204CTT%2FShared%20Documents%2FGeneral%2FStats%2FStatistical%20Analysis%20Plan_INC280A2204_3_1_2021.docx&fileId=00DB53D7-D779-476D-B0F5-335F641A15B4&fileType=docx&scenarioId=4509&locale=en-us&theme=default&version=21021008600&setting=ring.id:general&setting=createdTime:1616783379485"}&wdorigin=TEAMS-ELECTRON.teams.undefined&wdhostclicktime=1616783379265&jsapi=1&jsapiver=v1&newsession=1&corrid=d9c88765-a466-4e60-94bf-f3c08857aa30&usid=d9c88765-a466-4e60-94bf-f3c08857aa30&sftc=1&sams=1&accloop=1&sdr=6&scnd=1&hbcv=1&htv=1&hodflp=1&instantedit=1&wopicomplete=1&wdredirectionreason=Unified_SingleFlush&rct=Medium&ctp=LeastProtected#_Toc38314947
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If a n y n e w a nti -c a n c er t h er a py i s t a k e n, a n y s u bs e q u e nt ass ess m e nts w o ul d b e e x cl u d e d fr o m 
t h e B O R d et er mi n ati o n. I n c as e of a n y miss e d visit d u e t o h e alt h e m er g e n ci es as d e cl ar e d b y  
l o c al a ut h oriti es ( p a n d e mi c, e pi d e mi c or n at ur al dis ast er) will b e i n cl u d e d f or t h e B O R 
c al c ul ati o n.

H a n dli n g of mi s si n g v al u e s/ c e n s ori n g/ di s c o nt i n u ati o n s

C o nfir m e d P R or C R r e p ort e d pri or t o a n y  ad diti o n al a nti c a n c er t h er a py will b e c o nsi d er e d as 
r es p o ns es i n t h e c al c ul ati o n of t h e O R R irr es p e cti v e of t h e n u m b er of miss e d ass ess m e nts b ef or e 
r es p o ns e.

P arti ci p a nts wit h a B O R of ‘ U n k n o w n’ p er R E CI S T 1. 1 will b e c o nsi d er e d as n o n- r es p o n d ers 
w h e n esti m ati n g O R R.

P arti ci p a nts wit h n o BI R C d at a will b e c o nsi d er e d as n o n-r es p o n d ers w h e n esti m ati n g O R R.

P arti ci p a nts w h o h a v e dis e as e pr o gr essi o n a n d c o nti n u e t o r e c ei v e st u d y  dr u g aft er pr o gr essi o n 
will q u alif y  for P D at t h e ti m e of pr o gr essi o n a n d will b e c o u nt e d as P D i n t h e d eri v ati o n of 
O R R a n d a n y  ot h er effi c a c y e n d p oi nts.

2. 6. 2 S u p p orti v e a n al y s e s

O R R b y  BIR C  will b e s u m m ari z e d  b y  e v al u a bl e s ets t o s u p p ort t h e pri m ar y a n alys is.

2. 7 A n al y si s of s e c o n d a r y  o bj e cti v e ( s)

2. 7. 1 Effi c a c y  se c o n d ar y  e n d p oi nt s

D ur ati o n of r e s p o n s e ( D O R)

D O R o nl y  ap pli es t o p arti ci p a nts w h os e B O R i s c o m pl et e r es p o ns e ( C R) or p arti al r es p o ns e 
( P R) a c c or di n g t o R E CI S T 1. 1 b as e d o n t u m or r es p o ns e d at a. T h e st art d at e is t h e d at e of first 
d o c u m e nt e d r es p o ns e of C R or P R (i. e. t h e st art d at e of r es p o ns e, n ot t h e d at e w h e n r es p o ns e 
w as c o nfir m e d), a n d t h e e n d d at e is d efi n e d as t h e d at e of t h e fir st d o c u m e nt e d pr o gr es si o n or 
d e at h d u e t o a n y c a us e . D O R will b e ass ess e d as p er BI R C r e vi e w a n d b y  in v esti g at or 
ass ess m e nt f or b ot h F A S a n d e v al u a bl e s ets.

T h e c e ns ori n g a n d e v e nt d at e o pti o ns t o b e c o nsi d er e d f or t h e m ai n a n al ysis ar e pr es e nt e d i n
T a bl e 2 - 2.

T a bl e 2- 2 O ut c o m e a n d e v e nt d at e s f or D O R a n d P F S a n al y s e s

Sit u ati o n D at e O ut c o m e

A N o b a s eli n e a s s e s s m e nt D at e of fir st d o s e of 

st u d y dr u g a
C e n s or e d

B Pr o gr e s si o n at or b ef or e n e xt s c h e d ul e d

A s s e s s m e nt

D at e of pr o gr e s si o n Pr o gr e s s e d

C 1 Pr o gr e s si o n or d e at h aft er e x a ctl y o n e

mi s si n g a s s e s s m e nt

D at e of pr o gr e s si o n ( or 
d e at h)

Pr o gr e s s e d

C 2 Pr o gr e s si o n or d e at h aft er t w o or m or e

mi s si n g a s s e s s m e nt s

D at e of l a st a d e q u at e 
a s s e s s m e nt

C e n s or e d
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Sit u ati o n D at e O ut c o m e

D N o pr o gr e s si o n D at e of l a st a d e q u at e 
a s s e s s m e nt

C e n s or e d

E Tr e at m e nt di s c o nti n u ati o n d u e t o ‘ Di s e a s e

pr o gr e s si o n’ wit h o ut d o c u m e nt e d

pr o gr e s si o n, i. e. cli ni c al pr o gr e s si o n

b a s e d o n i n v e sti g at or cl ai m

N/ A I nf or m ati o n i g n or e d. 
O ut c o m e d eri v e d 
b a s e d o n r a di ol o g y 
d at a o nl y.

F N e w a nti c a n c er t h er a p y gi v e n I g n or e t h e n e w 
a nti c a n c er t h er a p y a n d 
f oll o w sit u ati o n s a b o v e 

A s p er a b o v e sit u ati o n s

G D e at h s d u e t o r e a s o n ot h er t h a n 
d et eri or ati o n of ‘ St u d y i n di c ati o n’

D at e of d e at h Pr o gr e s s e d

a T h e r ar e e x c e pti o n t o t hi s i s if t h e p arti ci p a nt di e s n o l at er t h a n t h e ti m e of t h e s e c o n d s c h e d ul e d a s s e s s m e nt a s 
d efi n e d i n t h e pr ot o c ol i n w hi c h c a s e t hi s i s a P F S e v e nt at t h e d at e of d e at h

T h e d at e of l ast a d e q u at e t u m or ass ess m e nt is t h e d at e of t h e l ast t u m or e ass ess m e nt wit h o v er all 
l esi o n r es p o ns e of C R, P R, S D, or n o n- C R/ n o n -P D b ef or e a n e v e nt or a c e ns ori n g r e as o n 
o c c urr e d. I n this c as e, t h e l ast t o m or e v al u ati o n d at e at t h at ass ess m e nt will b e us e d. P arti ci p a nts 
wit h o ut a p ost -b as eli n e t u m or ass ess m e nt will b e c e ns or e d at t h e ti m e of t h e first tr e at m e nt.

D O R will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds b y  c o h ort. 
I n t h e K a pl a n-M ei e r pl ot t h e n u m b er of p arti ci p a nts at ris k at c ert ai n ti m e p oi nts will b e s h o w n 
o n t h e pl ot. T h e esti m at e d m e di a n (i n m o nt hs) al o n g wit h 9 5 % CI s, as w ell as 2 5 t h a n d 7 5 t h

p er c e ntil es will b e r e p ort e d (Br o o k m e y er a n d Cr o wl e y  19 8 2 ). I n a d diti o n, K a pl a n -M ei er 
e sti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CIs at s e v er al ti m e p oi nts (i n cl u di n g at l e ast 3, 
6, 1 2, a n d 1 8 m o nt hs) will b e s u m m ari z e d. T h es e a n al y s es will b e p erf or m e d s e p ar at el y b a s e d 
o n BI R C ass ess m e nt a n d b as e d o n i n v esti g at or ass ess m e nt.

O R R b y i n v e sti g at or a s s e s s m e nt

T h e e v al u ati o n of O R R will b e als o c o n d u ct e d b as e d o n i n v esti g at or ass ess m e nt. O R R will b e 
esti m at e d a n d t h e e x a ct bi n o mi al 9 5 % CI  will b e pr o vi d e d b y  co h ort. T h e s a m e pr o c ess 
d es cri b e d i n s e cti o n 2 . 6. 1 will b e f oll o w e d t o e v al u at e O R R.

Ti m e t o r e s p o n s e ( T T R)

T T R is d efi n e d as t h e ti m e fr o m t h e d at e of st art of st u d y  dr u g t o t h e first d o c u m e nt e d r es p o ns e 
of eit h er c o m pl et e r es p o ns e ( C R) or p arti al r es p o ns e ( P R), w hi c h m ust b e s u bs e q u e ntl y 
c o nfir m e d (alt h o u g h d at e of i niti al r es p o ns e is us e d, n ot d at e of c o nfir m ati o n). T T R will b e 
e v al u at e d as p er BI R C a n d als o b y  i n v esti g at or r e vi e w a n d a c c or di n g t o R E CI S T 1. 1.

P arti ci p a nts wit h o ut a c o nfir m e d C R or P R will b e c e ns or e d at t h e st u d y-m a xi m u m f oll o w- u p 
ti m e (i. e. first p arti ci p a nt first visit (F P F V ) t o l ast p arti ci p a nt l ast visit (L P L V )) f or p arti ci p a nts 
wit h a P F S e v e nt (i. e. dis e as e pr o gr essi o n or d e at h d u e t o a n y c a us e), or at t h e d at e of t h e l ast 
a d e q u at e t u m or ass ess m e nt f or p arti ci p a nts wit h o ut a P F S e v e nt.

T T R will b e s u m m ari z e d i n 6- w e e ks i nt er v als usi n g d es cri pti v e st atisti cs b y  co h ort . T h e 
distri b uti o n of ti m e t o r es p o ns e will b e esti m at e d usi n g t h e K a pl a n -M ei er m et h o d a n d t h e 
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m e di a n ti m e t o r es p o ns e will b e pr es e nt e d al o n g wit h 9 5 % c o nfi d e n c e i nt er v al o nl y  if a 
s uffi ci e nt n u m b er of r es p o ns es is o bs er v e d. F ail ur e c ur v es ( as c e n di n g K a pl a n -M ei er c ur v es) 
will b e c o nstr u ct e d. T h es e a n al ys es will b e p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt 
a n d b as e d o n i n v esti g at or ass ess m e nt.

Di s e a s e c o ntr ol r a t e ( D C R)

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 nts wit h b est o v er all r es p o ns e of C R, P R, or S D 
p er R E CI S T 1. 1. D C R will b e esti m at e d a n d t h e bi n o mi al e x a ct 9 5 % CI will b e pr o vi d e d b y  
c o h ort. T h es e a n al ys es will b e p erf or m e d s e p ar at el y bas e d o n BI R C ass ess m e nt a n d b as e d o n 
i n v esti g at or ass ess m e nt.

Pr o gr e s si o n -fr e e s ur vi v al ( P F S)

P F S is d efi n e d as t h e ti m e fr o m t h e st art d at e of st u d y dr u g t o t h e d at e of t h e first r a di ol o gi c all y 
d o c u m e nt e d P D or d e at h d u e t o a n y c a us e.

If a p a rti ci p a nt h as n ot pr o gr ess e d or is n ot k n o w n t o h a v e di e d at t h e d at e of a n al ys is c ut -off, 
P F S will b e c e ns or e d at t h e d at e of t h e l ast a d e q u at e t u m or e v al u ati o n b ef or e t h e c ut -off d at e.
P F S e v e nts d o c u m e nt e d aft er t h e i niti ati o n of n e o a nti n e o pl asti c t h er a p y will b e c o nsi d er e d 
pr o vi d e d t u m or ass ess m e nts c o nti n u e aft er i niti ati o n of t h e n e w c a n c er t h er a p y. Cli ni c al 
d et eri or ati o n will n ot b e c o nsi d er e d as a q u alif y i n g e v e nt f or pr o gr essi o n. R ef er t o T a bl e 2- 2 f or 
c e ns ori n g a n d e v e nt d at e o pti o ns a n d o ut c o m es f or P F S.

P F S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds as d es cri b e d 
f or D O R b y  co h ort, i n cl u di n g esti m at e d m e di a n (i n m o nt hs) wit h 9 5 % CI , 2 5t h a n d 7 5 t h

p er c e ntil es a n d K a pl a n -M ei er esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CI s at s e v er al 
ti m e p oi nts. C e ns ori n g r e as o ns will als o b e s u m m ari z e d b y c o h ort. 

T h es e a n al ys es will b e p erf or m e d s e p ar at el y bas e d o n BI R C ass ess m e nt a n d b as e d o n 
i n v esti g at or ass ess m e nt.

O v er all s ur vi v al ( O S)

O S is d efi n e d as t h e ti m e fr o m t h e st art d at e of st u d y dr u g t o t h e d at e of d e at h d u e t o a n y c a us e. 
If t h e p arti ci p a nt is ali v e at t h e d at e of t h e a n alys is c ut- off or l ost t o f oll o w-u p, t h e n O S will b e 
c e ns or e d at t h e l ast c o nt a ct d at e pri or t o d at a c ut off d at e (s e e S e cti o n 2. 1. 3. 6 ) f or f urt h er d et ails 
o n d eri v ati o n of l ast c o nt a ct d at e).

O S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds as d es cri b e d 
f or D O R b y  co h ort, i n cl u di n g esti m at e d m e di a n (i n m o nt hs) wit h 9 5 % CI , 2 5t h a n d 7 5 t h

p er c e ntil es a n d K a pl a n -M ei er esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CI s at s e v er al 
ti m e p oi nts. C e ns ori n g r e as o ns will als o b e s u m m ari z e d b y  c o h ort. 

O v er all i ntr a cr a ni al r e s p o n s e r at e ( OI R R)

OI R R is c al c ul at e d b as e d o n r es p o ns e ass ess m e nts i n t h e br ai n f or p arti ci p a nts h a vi n g 
m e as ur a bl e a n d/ or n o n- m e as ur a bl e br ai n m et ast as es at b as eli n e. OI R R i s t h e pr o p orti o n of 
p arti ci p a nts wit h a c o nfir m e d b est o v er all i ntr a cr a ni al r es p o ns e ( B OI R) of C R or P R fr o m t h e 
st art of tr e at m e nt u ntil dis e as e pr o gr essi o n /r e c urr e n c e (t a ki n g as r ef er e n c e f or P D t h e s m all est 
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m e as ur e m e nts r e c or d e d sin c e t h e tr e at m e nt st art e d) p er R A N O -B M crit eri a as ass ess e d b y  
BI R C r e vi e w ( S e e R ef er e n c e )

T h e B OI R f or e a c h p arti ci p a nt is d et er mi n e d fr o m t h e s e q u e n c e of o v er all (l esi o n) r es p o ns es 
a c c or di n g t o t h e f oll o wi n g r ul es:

 C R = at l e ast t w o d et er mi n ati o ns of C R at l e ast 4 w e e ks a p art b ef or e pr o gr essi o n 
w h er e c o nfir m ati o n r e q uir e d or o n e d et er mi n ati o n of C R pri or t o pr o gr essi o n w h er e 
c o nfir m ati o n n ot r e q uir e d

 P R = at l e ast t w o d et er mi n ati o ns of P R or b ett er at l e ast 4 w e e ks a p art b ef or e 
pr o gr essi o n ( a n d n ot q u alif y i n g f or a C R) w h er e c o nfir m ati o n r e q uir e d or o n e 
d et er mi n ati o n of P R pri or t o pr o gr essi o n w h er e c o nfir m at i o n n ot r e q uir e d

 S D = at l e ast o n e S D ass ess m e nt ( or b ett er) > 6 w e e ks aft er st art of tr e at m e nt ( a n d n ot 
q u alif y i n g f or C R or P R).

 P D = pr o gr essi o n ≤ 1 2 w e e ks aft er st art of tr e at m e nt ( a n d n ot q u alif yi n g f or C R, P R or 
S D).

 N ot e v al u a bl e ( N E) = all ot h er c as es (i. e. n ot q u alif y i n g f or c o nfir m e d C R or P R a n d 
wit h o ut S D aft er m or e t h a n 6 w e e ks or e arl y pr o gr essi o n wit hi n t h e first 1 2 w e e ks)

W hil e e v al u ati n g f or t h e OI R R , t h e f oll o wi n gs will b e c o nsi d er e d: 

 a n y  ass ess m e nts t a k e n m or e t h a n 3 0 d a y s aft er t h e l ast d os e of st u d y  tr e at m e nt will n ot 
b e i n cl u d e d i n t h e b est o v er all i ntr a cr a ni al r es p o ns e d eri v ati o n. 

 a n y  alt er n ati v e c a n c er t h er a p y t a k e n w hil e o n st u d y a n y s u bs e q u e nt ass ess m e nts w o ul d 
or di n aril y  b e e x cl u d e d fr o m t h e b est o v er all i ntr a cr a ni al r es p o ns e d et er mi n ati o n. 

OI R R c al c ul at e d b as e d o n t h e d at a fr o m t h e F A S -B M a n d t h e c orr es p o n di n g 9 5 % CI  b a s e d o n 
t h e e x a ct bi n o mi al distri b uti o n (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr es e nt e d b y c o h ort.

I n c as e of v er y li mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y  c o h ort 
will b e pr o vi d e d.

I ntr a cr a ni al di s e a s e c o ntr ol r at e (I D C R)

I D C R is c al c ul at e d b as e d o n r es p o ns e ass ess m e nts i n t h e br ai n f or p arti ci p a nts h a vi n g 
m e as ur a bl e a n d/ or n o n- m e as ur a bl e br ai n m et ast as es at b as eli n e. I D C R i s t h e pr o p orti o n of 
p arti ci p a nts wit h a c o nfir m e d B OI R of C R or P R or S D ( or n o n- C R/ n o n -P D) p er R A N O -B M 
crit eri a as ass ess e d b y BI R C r e vi e w.

I D C R c al c ul at e d b as e d o n t h e d at a fr o m t h e F A S-B M a n d t h e c orr es p o n di n g 9 5 % CI  b a s e d o n 
t h e e x a ct bi n o mi al distri b uti o n (Cl o p p er a n d P e ar s o n 1 9 3 4 ) will b e pr es e nt e d b y c o h ort.

I n c ase of v er y l i mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y  c o h ort 
will b e pr o vi d e d.

Ti m e t o i ntr a cr a ni al r e s p o n s e ( T TI R)

T TI R i s d efi n e d a s t h e ti m e fr o m t h e d at e of t h e st art of st u d y tr e at m e nt t o t h e d at e of t h e fir st 

d o c u m e nt e d i ntr a cr a ni al r es p o ns e of eit h er C R or P R p er R A N O -B M crit eri a as ass ess e d b y  th e 
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BI R C r e vi e w , w hi c h m ust b e s u bs e q u e ntly c o nfir m e d ( d at e of i niti al r es p o ns e is us e d, n ot d at e 

of c o nfir m ati o n).

All p arti ci p a nts i n t h e F A S -B M will b e i n cl u d e d i n T TI R c al c ul ati o ns. P arti ci p a nts wit h o ut a 
c o nfir m e d i ntr a cr a ni al C R or P R will b e c e ns or e d at t h e st u d y-m a xi m u m f oll o w- u p ti m e (i. e. 
L P L V − F P F V) , f or p arti ci p a nts wit h a n i ntr a cr a ni al P F S e v e nt (i ntr a cr a ni al pr o gr essi o n or d e at h 
d u e t o a n y c a us e ), or at t h e d at e of t h e l ast a d e q u at e t u m or ass ess m e nt i n br ai n f or p arti ci p a nts 
wit h o ut a n i ntr a cr a ni al P F S e v e nt. 

M e di a n T TI R wit h c orr es p o n di n g 9 5 % CI , a n d 2 5 t h a n d 7 5 t h p er c e ntil es (Br o o k m e y er a n d 
Cr o wl e y  19 8 2 , Kl ei n a n d M o es c h b er g er 1 9 9 7 ) will b e pr es e nt e d. T TI R will b e s u m m ari z e d 
usi n g t h e K M m et h o d, b as e d o n d at a fr o m t h e F A S -B M. K M esti m at es f or T TI R pr o p orti o ns at 
s p e cifi c ti m e p oi nts, al o n g wit h 9 5 % CI  (Gr e e n w o o d’s f or m ul a, K al bfl eis c h a n d Pr e nti c e 2 0 0 2 ) 
will als o b e pr o vi d e d b y  c o h ort.

I n c ase of v er y l i mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y  c o h ort 
will b e pr o vi d e d.

D ur ati o n of i ntr a cr a ni al r e s p o n s e ( D OI R)

D OI R o nl y a p pli es t o p arti ci p a nts w h os e c o nfir m e d B OI R is C R or P R p er R A N O-B M crit eri a 
as ass ess e d b y  t h e BI R C r e vi e w. D OI R is d efi n e d as t h e ti m e fr o m t h e d at e of first d o c u m e nt e d 
i ntr a cr a ni al r es p o ns e of eit h er C R or P R t o t h e d at e of t h e first d o c u m e nt e d i ntr a cr a ni al 
pr o gr essi o n p er R A N O -B M crit eri a as ass ess e d b y  BI RC r e vi e w or d at e of d e at h d u e t o a n y
c a us e .

P arti ci p a nt s wit h a c o nfir m e d i ntr a cr a ni al C R or P R will b e c e ns or e d if t h e y ha v e dis e as e 
pr o gr essi o n i n or g a ns ot h er t h a n br ai n a n d h a v e n o s c a ns i n br ai n aft er t h at. P arti ci p a nts will 
als o b e c e ns or e d f or d e at h d u e t o ot h er c a us es . T h e c e ns ori n g d at e will b e t he d at e of t h e l ast 
a d e q u at e t u m or ass ess m e nt i n br ai n.

T a bl e 2- 3 O ut c o m e a n d e v e nt d at e s f or D O I R

Sit u ati o n D at e O ut c o m e

A N o b a s eli n e a s s e s s m e nt i n t h e br ai n D at e of fir st d o s e of 
st u d y dr u g a

C e n s or e d

B I ntr a cr a ni al pr o gr e s si o n at or b ef or e n e xt 
s c h e d ul e d a s s e s s m e nt

D at e of i ntr a cr a ni al 
pr o gr e s si o n

Pr o gr e s s e d

C 1 I ntr a cr a ni al pr o gr e s si o n or d e at h aft er 
e x a ctl y o n e mi s si n g a s s e s s m e nt

D at e of i ntr a cr a ni al 
pr o gr e s si o n ( or d e at h)

Pr o gr e s s e d

C 2 I ntr a cr a ni al pr o gr e s si o n or d e at h aft er t w o 
or m or e mi s si n g a s s e s s m e nt s

D at e of l a st a d e q u at e 
t u m or a s s e s s m e nt i n 
t h e br ai n

C e n s or e d

D N o i ntr a cr a ni al pr o gr e s si o n i n cl u di n g 
di s e a s e pr o gr e s si o n ( R E CI S T) i n or g a n s 
ot h er t h a n br ai n a n d h a v e n o s c a n s i n 
br ai n aft er t h at

D at e of l a st a d e q u at e 
a s s e s s m e nt i n t h e 
br ai n

C e n s or e d

E Tr e at m e nt di s c o nti n u ati o n d u e t o ‘ Di s e a s e

pr o gr e s si o n’ wit h o ut d o c u m e nt e d
pr o gr e s si o n, i. e. cli ni c al pr o gr e s si o n

D at e of l a st a d e q u at e 
t u m or a s s e s s m e nt i n 
t h e br ai n

C e n s or e d
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Sit u ati o n D at e O ut c o m e

b a s e d o n i n v e sti g at or cl ai m b ut n o 
i ntr a cr a ni al pr o gr e s si o n a n d n o br ai n s c a n 
aft er t h at

F N e w a nti c a n c er t h er a p y gi v e n I g n or e t h e n e w 
a nti c a n c er t h er a p y a n d 
f oll o w sit u ati o n s a b o v e 

A s p er a b o v e sit u ati o n s

G D e at h s d u e t o r e a s o n a n y c a u s e D at e of d e at h Pr o gr e s s e d

T h e r ar e e x c e pti o n t o t hi s i s if t h e p a rti ci p a nt di e s n o l at er t h a n t h e ti m e of t h e s e c o n d s c h e d ul e d a s s e s s m e nt a s 
d efi n e d i n t h e pr ot o c ol i n w hi c h c a s e t hi s i s a P F S e v e nt at t h e d at e of d e at h

D OI R will b e s u m m ari z e d usi n g t h e K M m et h o d. M e di a n D OI R, wit h c orr es p o n di n g 9 5 % CI, 
a n d 2 5 t h a n d 7 5 t h p er c e ntil es (Br o o k m e y er a n d Cr o wl e y 1 9 8 2 , Kl ei n a n d M o es c h b er g er 1 9 9 7 ) 
will b e pr es e nt e d. K M esti m at es f or D OI R pr o p orti o ns at s p e cifi c ti m e p oi nts, al o n g wit h 9 5 %
CI  (Gr e e n w o o d's f or m ul a , K al bfl eis c h a n d Pr e nti c e 2 0 0 2 ) will als o b e pr o vi d e d b y  c o h ort.

I n c ase of v er y l i mit e d p arti ci p a nts will b e e x p eri e n ci n g br ai n m et ast asis, o nl y listi n g b y  c o h ort 
will b e pr o vi d e d.

S e n siti vit y a n al y si s

S e nsiti vit y  an al ys is will b e p erf or m e d f or D O R a n d P F S .  In t h e s e nsiti vit y an al ys is of D O R 
a n d P F S, f or s u bj e cts w h o r e c ei v e a nti n e o pl asti c t h er a py,  t h e e v e nt will b e c e ns or e d  at t h e l ast 
t u m or ass ess m e nt pri or t o t h e  anti n e o pl asti c t h er a p y. E v er y  ot h er e v e nt/ c e ns ori n g crit eri a o n 
T a bl e 2. 2 will r e m ai n t h e s a m e.

2. 8 S af et y a n al y s e s

F or all s af et y a n al ys es, t h e s af et y s et will b e us e d. All listi n gs a n d t a bl es will b e pr es e nt e d b y  
c o h ort.

2. 8. 1 A d v er s e e v e nt s ( A E s)

A Es will b e c o d e d usi n g M e d D R A usi n g t h e l at est v ersi o n a v ail a bl e pri or t o cli ni c al d at a b as e 
l o c k a n d will b e gr a d e d usi n g C o m m o n T er mi n ol o g y  Crit eri a f or A d v ers e E v e nts (C T C A E) 
v ersi o n 5. I f C T C A E gr a di n g d o es n ot e xist f or a n A E, gr a d es 1, 2, 3, 4 , a n d 5 c orr es p o n di n g t o 
t h e s e v erity of mil d, m o d er at e, s e v er e, lif e -t hr e at e ni n g, a n d d e at h, r es p e cti v el y, will b e us e d. 

All A E s u m m ari es will b e s u m m ari z e d (fr e q u e n c y c o u nts a n d p er c e nt a g es) b y  sys t e m or g a n 
cl ass a n d/ or pr ef err e d t er m, a n d m a xi m u m s e v erit y gr a d es, e x c e pt w h er e ot h er wis e n ot e d. A 
p a rti ci p a nt wit h m ulti pl e C T C gr a d es f or a n A E will b e s u m m ari z e d u n d er t h e m a xi m u m C T C 
gr a d e r e c or d e d f or t h e e v e nt. 

T h e f oll o wi n g A E s u m m ari es will b e pr o d u c e d:

 A Es r e g ar dl ess of st u d y dr u g r el ati o ns hi p

 A Es s us p e ct e d t o b e st u d y  dr u g r el at e d

 S A Es r e g ar dl ess of st u d y dr u g r el ati o ns hi p

 S A Es s us p e ct e d t o b e st u d y  dr u g r el at e d
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 A Es l e a di n g t o p er m a n e nt st u d y dr u g dis c o nti n u ati o n of st u d y dr u g r e g ar dl ess of st u d y dr ug 
r el ati o ns hi p

 A Es l e a di n g t o p er m a n e nt st u d y dr u g dis c o nti n u ati o n of st u d y dr u g s us p e ct e d t o b e st u d y 
dr u g r el at e d

 A Es r e q uiri n g d os e a dj ust m e nt a n d/ or st u d y dr u g i nt err u pti o n r e g ardl ess of st u d y dr ug 
r el ati o ns hi p

 A Es r e q uiri n g d os e a dj ust m e nt a n d/ or st u d y dr u g i nt err u pti o n s us p e ct e d t o b e st u d y dr u g 
r el at e d

 A Es r e q uiri n g si g nifi c a nt a d diti o n al t h er a p y r e g ar dl ess of st u d y dr u g r el ati o ns hi p

 A Es r e q uiri n g si g nifi c a nt a d diti o n al t h er a p y s us p e ct e d t o b e st u d y dr u g r el at e d

 A Es e x cl u di n g S A Es

I n a d diti o n, a s u m m ar y of s eri o us a d v ers e e v e nts wit h n u m b er of o c c urr e n c es will b e pr o d u c e d 
( a n o c c urr e n c e is d efi n e d as > 1 d a y  bet w e e n st art a n d pri or e n d d at e of r e c or d of s a m e pr ef err e d 
t er m).

A d v e r s e e v e nt s of s p e ci al i nt er e st / gr o u pi n g of AE s

A n a d v ers e e v e nt of s p e ci al i nt er est is a gr o u pi n g of a d v ers e e v e nts t h at ar e of s ci e ntifi c a n d 
m e di c al c o n c er n s p e cifi c t o c o m p o u n d I N C 2 8 0. T h es e gr o u pi n gs ar e d efi n e d usi n g M e d D R A 
t er ms, S M Qs (st a n d ar di z e d M e d D R A q u eri es), H L G Ts ( hi g h l e v el gr o u p t er ms), H L T ( hi g h 
l e v el t er ms) a n d P Ts ( pr ef err e d t er ms). C ust o mi z e d S M Qs ( N o v artis M e d D R A q u eri es, N M Q) 
m a y  als o b e us e d. A n N M Q is a c ust o mi z e d gr o u p of s e ar c h t er ms w hi c h d efi n es a m e di c al 
c o n c e pt f or w hi c h t h er e i s n o offi ci al S M Q a v ail a bl e or t h e a v ail a bl e S M Q d o es n ot c o m pl et el y 
fit t h e n e e d. It m a y  in cl u d e a c o m bi n ati o n of si n gl e t er ms a n d/ or a n e xisti n g S M Q, n arr o w or 
br o a d.

All A E SI  defi niti o ns or A E gr o u pi n g ar e s p e cifi e d i n t h e el e ctr o ni c C as e R etri e v al S tr at e g y 
( e C R S), i n w hi c h t h e y ar e i d e ntifi e d b y  th e fl a g “ S P ”. A d diti o n al A E SI  ma y  be r e p ort e d if t h er e 
ar e a n y u p d at es t o t h e e C R S at t h e ti m e of t h e a n al ys es.

A d v ers e e v e nts of s p e ci al i nt er est ( A E SIs) I N C 2 8 0 ar e:

 H e p at ot o xi cit y

 R e n al d ysf u n cti o n

 I L D/ P n eu m o nitis

 C e ntr al n er v o us s ys t e m t o xi cit y 

 P a n cr e atitis

 P h ot ot o xi cit y

 T er at o g e ni cit y

 Dr u g -dr u g i nt er a cti o ns wit h str o n g C Y P 3 A 4 i n d u c ers

 Q T c i nt er v al pr ol o n g ati o n

F or e a c h s p e cifi e d A E SI, n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h at l e ast o n e e v e nt of t h e 
A E SI  o c c urri n g d uri n g o n tr e at m e nt p eri o d will b e s u m m ari z e d. 
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S u m m ari es of t h es e A E SI s will b e pr o vi d e d b y  co h ort, (s p e cif yi n g gr a d e, S A E, r el ati o ns hi p, 
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, l e a di n g t o d os e a dj ustm e nt/i nt err u pti o n, d e at h, 
et c.). 

2. 8. 2 D e at h s

S e p ar at e s u m m ari es f or o n- tr e at m e nt a n d all d e at hs will b e pr o d u c e d b y  co h ort, s yst e m or g a n 
cl ass a n d pr ef err e d t er m. 

All d e at hs will b e list e d, p ost tr e at m e nt d e at hs will b e fl a g g e d. A s e p ar at e listi n g of d e at hs pri or 
t o st arti n g tr e at m e nt will b e pr o vi d e d f or all s cr e e n e d p arti ci p a nts .

2. 8. 3 L a b or at or y  d at a

L a b or at or y  dat a ass ess m e nts will b e p erf or m e d l o c ally. T h e s u m m ari es will i n cl u d e all 
l a b or at or y ass ess m e nts c oll e ct e d n o l at er t h a n 3 0 d a y s aft er st u d y dr u g dis c o nti n u ati o n. All 
l a b or at or y ass ess m e nts will b e list e d a n d t h os e c oll e ct e d l at er t h a n 3 0 d a y s aft er st u d y dr u g 
dis c o nti n u ati o n will b e fl a g g e d i n t h e listi n gs. 

L a b or at or y  dat a will b e cl assifi e d ( by N o v artis O n c ol o g y  St atisti c al Pr o gr a m mi n g) i nt o C T C 
gr a d es a c c or di n g t o t h e N CI C T C A E v 5. 0. F or all r e p orts, C T C gr a d e is al w a ys o bt ai n e d o n t h e 
c o n v ert e d m e as ur e m e nt i n SI  unit. T h e C T C gr a d e 0 will b e assi g n e d as b el o w i n diff er e nt 
s c e n ari os: 

 F or l a b p ar a m et ers d efi n e d b y  crit eri a b as e d o n n or m al r a n g e o nl y , a s e v erit y gr a d e of 0 will 
b e assi g n e d w h e n t h e v al u e is wit hi n n or m al li mits.   

 F or l a b p ar a m et ers w h os e gr a d e i s d efi n e d b y  crit eri a b as e d o n n or m al r a n g e a n d a bs ol ut e 
v al u es ( e. g. pl at el et c o u nt d e cr e as e). A s e v erit y gr a d e of 0 will b e assi g n e d w h e n t h e v al u e 
is wit hi n n or m al li mits. 

 F or l a b p ar a m et ers w h os e gr a d e is d efi n e d b y  crit eri a b as e d o n n or m al r a n g e a n d t h e c h a n g e 
fr o m b as eli n e v al u e, wit h n o ot h er as s o ci at e d cli ni c al crit eri a s u c h as c o n c o mit a nt 
m e di c ati o n ( e. g. cr e ati ni n e i n cr e as e d) t h e f oll o wi n g will b e a p pli e d. F or t h e b as eli n e gr a di n g 
a n d f or t h e gr a di n g of p o st -b as eli n e l a b v al u es wit h missi n g b as eli n e gr a di n g, t h e gr a d e will 
b e d eri v e d usi n g t h e crit eri a b as e d o nl y o n t h e n or m al r a n g e as p er N CI C T C A E v ersi o n
v 5. 0. A s e v erit y gr a d e of 0 will b e assi g n e d w h e n t h e p ost -b as eli n e v al u e is ≤ U L N (f or 
h y p er) or ≥ L L N (f or h y p o).

P ar a m et ers f or w hi c h a gr a di n g d o es n ot e xist will b e cl assifi e d i nt o l o w/ n or m al/ hi g h gr o u p by 
m e a ns of l a b or at or y  n or m al r a n g es.

T h e f oll o wi n g s u m m ari es will b e pr o d u c e d b y  co h ort f or t h e h e m at ol o g y a n d bi o c h e mistr y 
l a b or at or y d at a ( b y l a b or at or y p ar a m et er):

 S hift t a bl es usi n g C T C gr a d es t o c o m p ar e b as eli n e t o t h e w orst p ost- b as eli n e v al u e f or 
l a b or at or y p ar a m et ers wit h C T C gr a d es

 S hift t a bl es usi n g l o w, n or m al, hi g h ( as w ell as l o w a n d hi g h c o m bi n e d) cl assifi c ati o ns t o 
c o m p ar e b as eli n e t o t h e w orst p ost -b as eli n e v al u e f or l a b or at or y par a m et ers w h er e C T C 
gr a d es ar e n ot d efi n e d. 

 N e w or w ors e n e d a b n or m aliti es f or l a b or at or y  p ar a m et ers b as e d o n C T C gr a d e 
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 Tr e n ds of r e n al f u n cti o n p ar a m et ers (cr e ati ni n e , ur e a) o v er ti m e ( b as eli n e a n d s el e ct e d o n-
tr e at m e nt ti m e-p oi nts ) will b e dis pl a y e d vi a b o x pl ots b as e d o n ti m e wi n d o ws a n d 
c orr es p o n di n g t a bl es dis pl a y i n g t h e st atisti cs us e d f or t h e b o x pl ots b y  th e s el e ct e d ti m e 
p oi nts . 

T h e f oll o wi n g l a b p ar a m et ers will b e s u m m ari z e d b y  c o h ort: 

 H e m at ol o g y : a bs ol ut e l ym p h o c y t es, a bs ol ut e n e utr o p hils, h e m o gl o bi n ( a n e mi a), W B C, 
pl at el et c o u nts , a bs ol ut e b as o p hils, a bs ol ut e e osi n o p hils, a bs ol ut e m o n o c y t es, h e m at o crit

 Bi o c h e mistr y : al k ali n e p h os p h at as e ( A LP), S G P T ( A L T), S G O T ( A S T), t ot al bilir u bi n, 
a m y l as e, p ot assi u m, s o di u m, cr e ati ni n e, gl u c os e ( h yp o o nl y ), p h os p h at e, al b u mi n, c al ci u m, 
m a g n esi u m, cr e ati ni n e, dir e ct bilir u bi n, bl o o d ur e a nitr o g e n ( B U N) or ur e a, G G T, li p as e.

 F or bi -dir e cti o n al p ar a m et ers, b ot h h y p er a n d h y p o s u m m ari es will b e pr es e nt e d. 

T h e f oll o wi n g l a b or at or y p ar a m et ers will b e pr es e nt e d i n listi n gs a n d will n ot b e s u m m ari z e d: 

 U ri n al ysis: m a cr os c o pi c p a n el ( di psti c k) ( bilir u bi n, bl o o d, gl u c os e, W B C, p H, pr ot ei n, 
s p e cifi c gr a vit y), Uri n alysis Mi cr os c o pi c p a n el ( R B C, W B C, c asts).

 C o a g ul ati o n: I N R, pr o -t hr o m bi n ti m e ( P T) or Q ui c k T est

T h e f oll o wi n g listi n gs will b e pr o d u c e d f or t h e l a b or at or y dat a f or all l a b or at or y par a m et ers 
w h er e C T C gr a d es ar e d efi n e d:

 Listi n g of p arti ci p a nts wit h l a b or at or y  a b n or m aliti es of C T C gr a d e 3, 4, or 5

 Listi n g of all l a b or at or y dat a wit h v al u es fl a g g e d t o s h o w t h e c orr es p o n di n g C T C gr a d es 
a n d t h e cl assif i c ati o ns r el ati v e t o t h e l a b or at or y r ef er e n c e r a n g es.

Li v er f u n cti o n p ar a m et er s

Li v er f u n cti o n p ar a m et ers of i nt er est ar e t ot al bilir u bi n ( BI LI), A L T, A S T a n d al k ali n e
p h os p h at as e ( A LP). T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts wit h w orst p ost -b as eli n e v al u es
as p er N o v artis Li v er T o xi cit y  gui d eli n e will b e s u m m ari z e d b y  co h ort . B e c a us e t h e st u d y 
pr ot o c ol i n cl usi o n crit eri a all o w e d p arti ci p a nts t o b e e nr oll e d wit h el e v at e d b as eli n e A L T or 
A S T v al u es, t h es e ar e disti n g uis h e d i n t h e ass ess m e nt.

T h e f oll o w i n g s u m m ari es will b e pr o d u c e d:
 P e a k p ost -b as eli n e v al u es

 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 > 5 × U L N
 A S T > 1 0 × U L N
 A S T > 2 0 × 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
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 A L T or A S T > 8 × 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
 BI LI > 2 × U L N
 BI LI > 3 × U L N

 C o m bi n e d el e v ati o ns p ost- b as eli n e

 A S T a n d A L T ≤ U L N at b as eli n e
 ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N
 ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N a n d A LP ≥ 2 × U L N
 ( A L T or A S T > 3 × U L N) a n d BI LI > 2 × U L N a n d A L P < 2 × U L N

 A L T or A S T > U L N at b as eli n e
 ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N
 ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N a n d A L P 

≥ 2 × U L N

 ( El e v at e d A L T or A S T) a n d BI LI > 2 × B L a n d BI LI > 2 × U L N a n d A L P 
< 2 × U L N

C o m bi n e d el e v ati o ns p ost- b as eli n e ar e b as e d o n t h e p e a k v al u es at a n y p ost -b as eli n e ti m e f or 
a p arti ci p a nt.

( El e v at e d A S T or A L T) is d efi n e d as:
 > 3 × U L N if ≤ U L N at b as eli n e, or

 ( > 3 × B L or > 8 × U L N) if > U L N at b as eli n e

P ot e nti al H y ’ s L a w e v e nts ar e d efi n e d as t h os e p arti ci p a nts w h o, d e p e n di n g o n t h eir b as eli n e 
st at us, f ulfill o n e of t h e crit eri a. F urt h er m e di c al r e vi e w h as t o b e c o n d u ct e d t o ass ess p ot e nti al 
c o nf o u n di n g f a ct ors s u c h as li v er m et ast as es, li v er f u n cti o n at b as eli n e et c.

I n a d diti o n, a listi n g b y  c o h ort of t h e h e p ati c l a b or at or y v al u es ( T B L, A L T, A S T a n d A L P) will 
b e pr o vi d e d wit h v al u es x. x ti m es a b o v e U L N a n d C T C A E gr a d es fl a g g e d. P e a k t ot al bilir u bi n 
vs p e a k A L T v al u es will als o b e gr a p hi c all y  pr es e nt e d ( e DI S H pl ot).

2. 8. 4 Ot h er s af et y  d at a

E C G a n d c ar di a c i m a gi n g d at a

E C G d at a will b e a n al y z e d b as e d o n c e ntr al l a b or at or y re p ort e d r es ults b y  co h ort. T h e 
s u m m ari es will i n cl u d e all E C G ass ess m e nts p erf or m e d n o l at er t h a n 3 0 d a ys aft er t h e l ast d at e 
of st u d y dr u g. All E C G ass ess m e nts will b e list e d, a n d t h os e c oll e ct e d l at er t h a n 3 0 d a y s aft er 
st u d y dr u g dis c o nti n u ati o n will b e fl a g g e d i n t h e listi n g. 

N u m b er a n d p er c e nt a g e of p arti ci p a nts wit h n ot a bl e E C G v al u es will b e pr es e nt e d b y c o h ort. E C G s hift 
t a bl e b as e d o n n ot a bl e v al u es will als o b e pr es e nt e d b y  co h ort. T h e f oll o wi n gs ar e t h e n ot a bl e 
E C G v al u es. 

Q T a n d Q T c F

- N e w v al u e of > 4 5 0 a n d ≤ 4 8 0 ms
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- N e w v al u e of > 4 8 0 a n d ≤ 5 0 0 ms

- N e w v al u e of > 5 0 0 ms

- I ncr e as e fr o m B as eli n e of > 3 0 ms t o ≤ 6 0 ms

- I ncr e as e fr o m B as eli n e of > 6 0 ms

 H R

- I ncr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e > 1 0 0 b p m

- D e cr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e < 5 0 b p m

 P R

- I ncr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e > 2 0 0 ms

- N e w v al u e of > 2 0 0 ms

 Q R S 

- I ncr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e > 1 2 0 ms

- N e w v al u e of > 1 2 0 ms

I n a d diti o n, t h e f oll o wi n g a n al ys is will b e c arri e d o ut;

 D es cri pti v e st atisti c al a n al y sis ( m e a n a n d t w o-si d e d 9 0 % c o nfi d e n c e i nt er v al) b y  ti m e p oi nt 
of ass ess m e nt f or Δ Q T c F ( Q T c F c h a n g e fr o m b as eli n e) 

 A gr a p hi c al pr es e nt ati o n of E C G m e a n c h a n g e fr o m b as eli n e o v er ti m e will b e pr o d u c e d 
b as e d o n ti m e wi n d o ws.

Vit al si g n s

Vit al si g n ass ess m e nts ar e p erf or m e d i n or d er t o c h ar a ct eri z e b asi c b o d y  fu n cti o n. T h e 
f oll o wi n g p ar a m et ers w er e c oll e ct e d: h ei g ht ( c m), w ei g ht ( k g), b o d y  te m p er at ur e ( ° C), p uls e 
r at e ( b e ats p er mi n ut e), s yst oli c a n d di ast oli c bl o o d pr ess ur e ( m m H g) (s u pi n e p ositi o n pr ef err e d 
w h e n E C G is c oll e ct e d).

D at a h a n dli n g

Vit al si g ns c oll e ct e d o n tr e at m e nt will b e s u m m ari z e d. V al u es m e as ur e d o utsi d e of 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.

D at a a n al y si s

F or a n al ys is of vit al si g ns, t h e cli ni c all y n ot a bl e vit al si g n crit eri a ar e pr o vi d e d i n T a bl e 2- 4
b el o w.

T a bl e 2- 4 Cli ni c all y  n ot a bl e c h a n g e s i n vit al si g n s

Vit al si g n 
( u nit)

Cli ni c all y n ot a bl e crit eri a

a b o v e n or m al v al u e b el o w n or m al v al u e

W e i g ht ( k g) i n cr e a s e > 1 0% fr o m B a s eli n e d e cr e a s e > 1 0 % fr o m B a s eli n e

S y st oli c bl o o d 
pr e s s ur e 
( m m H g)

≥ 1 8 0 a n d a n i n cr e a s e ≥ 2 0 fr o m b a s eli n e ≤ 9 0 a n d a d e cr e a s e ≥ 2 0 fr o m b a s eli n e
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Vit al si g n 
( u nit)

Cli ni c all y n ot a bl e crit eri a

a b o v e n or m al v al u e b el o w n or m al v al u e

Di a st oli c bl o o d 
pr e s s ur e 
( m m H g)

≥ 1 0 5 a n d a n i n cr e a s e ≥ 1 5 fr o m b a s eli n e ≤ 5 0 a n d a d e cr e a s e ≥ 1 5 fr o m b a s eli n e

P ul s e r at e 
( b p m)

≥ 1 0 0 wi t h i n cr e a s e fr o m b a s eli n e of 
≥ 2 5 %

 5 0 wit h d e cr e a s e fr o m b a s eli n e of 

≥ 2 5 %

B o d y 
t e m p er at ur e
(o C)

≥ 3 9. 1  3 5 ° C

Vit al si g ns s hift t a bl e b as e d o n v al u es cl assifi e d as n ot a bl e l o w, n or m al, n ot a bl e hi g h or n ot a bl e 
( hi g h a n d l o w) at b as eli n e a n d w orst p ost-b as eli n e will b e pr o d u c e d f or p uls e r at e, di ast oli c B P 
a n d s y st oli c B P.

B as eli n e v al u es ( L o w/ hi g h) ar e d efi n e d as:

 S y st ol i c B P:  9 0 m m H g / S y st oli c B P:  1 8 0 m m H g 

 Di ast oli c B P:  5 0 m m H g / Di ast oli c B P:  1 0 5 m m H g

 B o d y t e m p er at ur e:  3 5 ° C / B o d y  t e m p er at ur e:  3 9. 1 ° C

 P uls e r at e:  5 0 b p m / P uls e r at e:  1 0 0 b p m 

T h e n u m b er a n d p er c e nt a g e of s u bj e cts wit h n ot a bl e vit al si gn v al u es ( hi g h/l o w) will b e 
pr es e nt e d b y c o h ort .

T h e f oll o wi n g t w o listi n gs will b e pr o d u c e d b y c o h ort :
 P arti ci p a nts wit h cli ni c all y  n ot a bl e vit al si g n a b n or m aliti es b y c o h ort.
 All vit al si g n ass ess m e nts will b e list e d b y  p arti ci p a nt a n d vit al si g n p ar a m et er.

I n b ot h listi n gs, t h e cli ni c all y n ot a bl e v al u es will b e fl a g g e d a n d als o t h e ass ess m e nts c oll e ct e d 
l at er t h a n 3 0 d a ys aft er t h e l ast tr e at m e nt/ e x p os ur e d at e will b e fl a g g e d.

E C O G p erf or m a n c e st at u s

T h e E C O G p erf or m a n c e st at us as s ess m e nt all o ws p a rti ci p a nts t o b e cl assifi e d as t o t h eir 
f u n cti o n al i m p air m e nt, t h e d efi niti o n of s c or es i n r el ati o n t o t h eir p erf or m a n c e st at us is pr o vi d e d 
i n T a bl e 2 - 5, r a n gi n g fr o m 0 ( m ost a cti v e) t o 5 ( d e a d):

T a bl e 2- 5 E C O G P erf or m a n c e S c al e

S c or e D e s cri pti o n

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

1 R e stri ct e d i n p h y si c all y  str e n u o u s 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 ary n at ur e, e. g., li g ht h o u s 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 e s. U p a n d a b o ut m or e t h a n 5 0% of w a ki n g h o ur s
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S c or e D e s cri pti o n

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 ai r m or e t h a n 5 0 % of 
w a ki n g h o ur s

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

5 D e a d

S hift t a bl es of E C O G p erf or m a n c e st at us at b as eli n e t o w orst or b est p o st -b as eli n e E C O G 
p erf or m a n c e st at us b y s c or e will b e pr o vi d e d b y c o h ort usi n g t h e s af et y s et .

2. 9 P h ar m a c o ki n eti c

T h e P A S will b e us e d i n all t a bl es a n d fi g ur es r e p orti n g p h ar m a c o ki n eti c d at a a n al ys is a n d P K 
s u m m ar y st atisti cs b y  c o h ort.

2. 9. 1 D e s cri pti v e st ati sti c s f or p h ar m a c o ki n eti c s e n d p oi nt s

D es cri pti v e s u m m ar y st atisti cs of pl as m a c o n c e ntr ati o n will b e pr o vi d e d b y c o h ort a n d b y

visit/s a m pli n g ti m e p oi nt. S u m m ar y  st atisti cs will i n cl u d e m e a n ( arit h m eti c a n d g e o m etri c), S D,

C V % ( arit h m eti c a n d g e o m etri c), m e di a n, mi ni m u m a n d m a xi m u m.

C a p m ati ni b pl as m a c o n c e ntr ati o n d at a will b e list e d b y  c o h ort, p arti ci p a nt, a n d visit/s a m pli n g

ti m e p oi nt.

C o n c e ntr ati o n v al u es b el o w t h e l o w er li mit of q u a ntit ati o n ( L L O Q) will b e dis pl a y e d i n listi n gs

as z er o wit h a fl a g a n d h a n dl e d as z er o i n a n y c al c ul ati o ns of s u m m ar y st atisti cs, b ut h a n dl e d

as missi n g f or t h e c al c ul ati o n of t h e g e o m etri c m e a ns a n d t h eir C V.

If d at a p er mits, p o p ul ati o n P K a n al ysis .

2. 1 0 P D a n d P K/ P D a n al y s e s

R ef er t o S e cti o n 2. 9

2. 1 1 P ati e nt -r e p ort e d o ut c o m e s

P ati e nt r e p ort e d o ut c o m es ( P R Os) i n cl u di n g E O R T C Q L Q- C 3 0/ L C 1 3 E Q - 5 D-5 L a n d N C C N
F A C T -Br ai n S y m pt o m I n d e x ( F Br SI) q u esti o n n air es will b e s u m m ari z e d b y  co h ort . T h e F A S 
will b e us e d f or a n al y z i n g P R O d at a. T h e b as eli n e is d efi n e d as t h e l ast P R O ass ess m e nt o n or 
pri or t o r a n d o mi z ati o n.

D es cri pti v e st atisti cs will b e us e d t o s u m m ari z e t h e i n di vi d u al it e ms a n d s c or e d s u b -s c al e s c or es 
at e a c h s c h e d ul e d ass ess m e nt ti m e p oi nt b y  co h ort f or E O R T C Q L Q- C 3 0/ L C 1 3 , E Q - 5 D-5 L
a n d N C C N F A C T -Br ai n S y m p t o m I n d e x ( F Br SI).

S c ori n g of P R O d at a a n d m et h o ds f or h a n dli n g of missi n g it e ms or missi n g ass ess m e nts will b e 
h a n dl e d a c c or di n g t o t h e s c ori n g m a n u al a n d us er g ui d e f or e a c h r es p e cti v e p ati e nt 
q u esti o n n air e ( F a yers 2 0 0 1, V a n R e e n e n 2 0 1 5). N o i m p ut ati o n p r o c e d ur es will b e a p pli e d f or 

C CI
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missi n g it e ms or missi n g ass ess m e nts. C h a n g es fr o m t h e b as eli n e b y  co h ort at e a c h visit will 
b e pl ot e d f or all s c al es of Q L Q -L C 1 3, Q L Q -C 3 0, E Q - 5 D-5 L  a n d F Br SI.

P R O C o m pli a n c e a n d C o m pl et e n ess

C o m pl eti o n a n d c o m pli a n c e will b e s u m m ari z e d f or e a c h s c h e d ul e d ass ess m e nt ti m e p oi nt b y  
c o h ort.

Wi n d o ws f o r m ulti pl e ass ess m e nts – P R O  

Ti m e wi n d o ws (T a bl e 2- 6 ) ar e d efi n e d f or d es cri pti v e s u m m ar y of P R O d at a b y  visit a n d 
l o n git u di n al d at a a n al ys i s. If m or e t h a n o n e ass ess m e nt is a v ail a bl e i n t h e s a m e ti m e wi n d o w, 
t h e ass ess m e nt cl os est t o t h e pl a n n e d d at e will b e c o nsi d er e d. If t w o ass ess m e nts ar e o bt ai n e d 
wit h t h e s a m e ti m e diff er e n c e c o m p ar e d t o t h e s c h e d ul e d visit d a y , t h e ass ess m e nt o bt ai n e d 
pri or t o visit will b e c o nsi d er e d. D at a o bt ai n e d at t h e e n d of tr e at m e nt ( E O T) will b e cl assifi e d 
as ot h er ass ess m e nt i n t h e c orr es p o n di n g ti m e wi n d o w. T h e E O T ass ess m e nt will b e i n cl u d e d 
if c oll e ct e d wit hi n 3 0 d a ys of t h e l ast d os e i nt a k e.

T a bl e 2- 6 Ti m e wi n d o w s f or P R O    

Ti m e Wi n d o w Pl a n n e d Vi sit Ti mi n g Ti m e Wi n d o w D efi niti o n

C y cl e 1 D a y 
1 / B a s eli n e

St u d y D a y 1 ≤ St u d y D a y s 1   

C y cl e 3 D a y  1 
( We e k  7)

St u d y D a y 4 3 St u d y D a y s 2 – 6 3    

E v er y 6 w e e k s 
t h er e aft er

S c h e d ul e d vi sit d a y S c h e d ul e d vi sit d a y ± 2 1 d a y s

St u d y D a y 1 = t h e fir st d a y of d o si n g

A d diti o n all y , c h a n g e fr o m b as eli n e of E O R T C Q L Q -C 3 0/ L C 1 3 ,E Q - 5 D-5 L, a n d F Br SI -D R S - P
i n t h e d o m ai n s c or es at t h e ti m e of e a c h ass ess m e nt will b e s u m m ari z e d b y c o h ort. P arti ci p a nts
wit h a n e v al u a bl e b as eli n e s c or e a n d at l e ast o n e e v al u a bl e p ost b as eli n e s c or e d uri n g t h e 
tr e at m e nt p eri o d will b e i n cl u d e d i n t h e c h a n g e fr o m b as eli n e a n alys es . T h es e P R O s c or es will 
als o b e dis pl a y e d as m e a n pr ofil es of c h a n g e fr o m b as eli n e f or e a c h c o h ort, pr es e nt e d o v er ti m e
usi n g ti m e wi n d o ws. 

I nst e a d of usi n g t ot al s c or e ( F Br SI-2 4 t ot al) w hi c h c o nsists of 2 4 q u esti o ns (r a n g e: 0- 9 6), 
dis e as e r el at e d s ym pt o m -p h y si c al s c or e (F Br SI -D R S -P ) will b e us e d t o d efi n e t h e s e c o n d ar y 
e n d p oi nt of c h a n g e fr o m b as eli n e i n s ym pt o ms of t h e br ai n m et ast as es. F Br SI -D R S -P c o nsists 
of 1 2 q u esti o ns (r a n g e: 0 - 4 8). 

2. 1 2 Bi o m ar k er s
As a pr oj e ct st a n d ar d, o nl y  bi o m ar k er d at a c oll e ct e d i n t h e cli ni c al d at a b as e will b e a n al y z e d. 
T his st u d y is n ot a d e q u at el y  po w er e d t o ass ess s p e cifi c bi o m ar k er r el at e d h y p ot h es es. T h e 
a n al ys es of bi o m ar k ers will b e r e p ort e d i n t h e C S R if d at a ar e a v ail a bl e at t h e ti m e of cli ni c al 
d at a b as e l o c k a n d C S R pr e p ar a ti o n. Ot h er wis e, t h e r es ults m a y b e r e p ort e d i n a s e p ar at e r e p ort 
d o c u m e nt.

T h er e m a y  be cir c u mst a n c es w h e n a d e cisi o n is m a d e t o st o p a s a m pl e c oll e cti o n, or n ot p erf or m 
or dis c o nti n u e t h e a n al ys is of t u m or s a m pl es d u e t o eit h er pr a cti c al or str at e gi c r e as o ns ( e. g., 
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2. 1 2. 3 D at a a n al y si s pri n ci pl e s

A n al y si s s et

T h e F A S will b e us e d f or all bi o m ar k er a n al y s e s. U nl ess ot h er wis e s p e cifi e d, all st atisti c al 
a n al ys es of bi o m ar k er d at a will b e p erf or m e d o n p arti ci p a nts wit h bi o m ar k er d at a.

B a si c t a bl e s, fi g ur e s a n d li sti n g s

If t h e n u m b er of p arti ci p a nts is c o nsi d er e d l ar g e e n o u g h , t h e ass o ci ati o n b et w e e n M E T e x 1 4
m ut ati o n st at us a n d ct D N A will b e esti m at e d t hr o u g h c o n c or d a n c e a n d dis c or d a n c e r at e. T h e 
c o n c or d a n c e r a t e a n d its e x a ct bi n o mi al 9 5 % CI (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d. 
C o n c or d a n c e will b e t h e pr o p orti o n ( n1 / N) of p arti ci p a nt’s M E T e x 1 4 m ut a nt st at us w h er e t ests
b y  ct D N A a n d t u m or tiss u e sim pl e will h a v e t h e s a m e r es ults , ot h er wis e dis c or d a n c e.

T h e e v al u ati o n of O R R will b e c o n d u ct e d b as e d o n BI R C a n d i n v esti g at or ass ess m e nt . O R R 
will b e esti m at e d a n d t h e e x a ct bi n o mi al 9 5 % CI (Cl o p p er a n d P e ars o n 1 9 3 4 ) will b e pr o vi d e d 
b y  M E T e x 1 4 ct D N A st at us. 

D O R a n d P F S will b e d es cri b e d i n t a b ul ar a n d gr a p hi c al f or m at usi n g K a pl a n -M ei er m et h o ds 
b y  ct D N A st at us (T a bl e 2. 7 ). I n t h e K a pl a n -M ei e r pl ot t h e n u m b er of p arti ci p a nts at ris k at 
c ert ai n ti m e p oi nts will b e s h o w n o n t h e pl ot. T h e esti m at e d m e di a n (i n m o nt hs) al o n g wit h 9 5 % 
CI s, as w ell as 2 5 t h a n d 7 5 t h p er c e ntil es will b e r e p ort e d (Br o o k m e y er a n d Cr o wl e y 1 9 8 2 ). I n 
a d diti o n, K a pl a n -M ei er esti m at e d pr o b a biliti es wit h c orr es p o n di n g 9 5 % CI s at s e v er al ti m e 
p oi nts (i n cl u di n g at l e ast 3, 6, 1 2, a n d 1 8 m o nt h s) will b e s u m m ari z e d. T h es e a n al ys e s will b e 
p erf or m e d s e p ar at el y b as e d o n BI R C ass ess m e nt a n d b as e d o n i n v esti g at or ass ess m e nt. 

2. 1 3 Ot h er E x pl o r at o r y  a n al y s e s
 

2. 1 4 I nt eri m a n al ysi s

N o i nt eri m a n al ys is is pl a n n e d f or t his st u d y.

3   S a m pl e si z e c al c ul ati o n

3. 1   Pri m ar y e n d p oi nt( s)

A p pr o xi m at e 3 5 p arti ci p a nts will b e tr e at e d i n t his t w o-c o h ort st u d y  ( c o h ort 1 ~ 1 5 p arti ci p a nts 
a n d c o h ort 2 ~ 2 0 p arti ci p a nts). Wit h 1 5 p arti ci p a nts i n C o h ort 1, t h e l o w er b o u n d of e x a ct 
bi n o mi al 9 5 % CI  for o bs er v e d O R R will b e at l e ast 3 8. 4 % w h e n o bs er v e d O R R is 6 6. 7 %.
Si mil arl y , wit h 2 0 p arti ci p a nts i n C o h ort 2, t h e l o w er b o u n d of e x a ct bi n o mi al 9 5 % CI  for O R R 
will b e ≥ 1 9. 1 % w h e n o bs er v e d O R R is 4 0 % . 

T a bl e 3- 1 b el o w s h o ws t h e r es ults fr o m st u d y [ CI N C 2 8 0 A 2 2 0 1] w hi c h will b e us e d as a 
r ef er e n c e f or s a m pl e si z e c al c ul ati o n. 

C CI
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T a bl e 3 - 1 O bj e cti v e r e s p o n s e r at e ( O R R) a n d 9 5 % l ow er c o nfi d e n c e i nt er v al
(L CI ) ( %) i n st u d y CI N C 2 8 0 A2 2 0 1

Li n e n/ N P oi nt e sti m at e ( %) 9 5 % L CI ( %)

1 L 1 9/ 2 8 6 7. 9 4 7. 6

2/ 3 L 2 8/ 6 9 4 0. 6 2 8. 9

I n st u d y [ CIN C 2 8 0 A 2 2 0 1] , 6 7. 9 % O R R a n d 4 7. 6 % of its l o w er li mit of 9 5 % CI w er e o bs er v e d 
fr o m 2 8 p arti ci p a nts i n t h e tr e at m e nt n ai v e c o h ort. If 1 0 r es p o n d ers o ut of 1 5 p arti ci p a nts ar e 
o bs er v e d i n t his st u d y, c o h ort 1, it will r es ult O R R of 6 6. 7 %. T h e pr o b a bilit y  of o bs er vi n g O R R 
gr e at e r t h a n 4 7. 6 % is at l e ast 0. 8 9. Wit h 1 5 p arti ci p a nts, T a bl e 3 - 2 b el o w s h o ws t h e pr o b a bility 
of o bs er vi n g O R R g r e at er t h a n 4 7. 6 %.

T a bl e 3 - 2 O p er ati n g c h ar a ct eri sti c s f or c o h ort 1

S a m pl e si z e
Tr u e O R R ( %) i n 
C hi n e s e 
p arti ci p a nt s

Pr o b a bilit y ( %) t h at o b s er v e d O R R > 4 7. 6 % 
(l o w er li mit i n A2 2 0 1)

1 5

5 0 5 0. 0

5 5 6 5. 4

6 0 7 8. 7

6 5 8 8. 7

7 0 9 5. 0

7 5 9 8. 3

Si mil arl y , i n st u d y [ CIN C 2 8 0 A 2 2 0 1] , 4 0. 6 % O R R a n d 2 8. 9 % of its l o w er li mit of 9 5 % CI  wer e 
o bs er v e d fr o m 6 9 p arti ci p a nts fr o m t h e pr e -tr e at e d c o h ort. If 8 r es p o n d ers o ut of 2 0 p arti ci p a nts 
ar e o bs er v e d i n t his st u d y, c o h ort 2, it will r es ult 4 0 % O R R. T h e pr o b a bilit y  of o bs er vi n g O R R 
gr e at er t h a n 2 8. 9 % is at l e ast 0. 8 7. Wit h 2 0 p arti ci p a nts, T a bl e 3 - 3 b el o w s h o ws t h e pr o b a bility 
of o bs er vi n g O R R gr e at er t h a n 2 8. 9 %.

T a bl e 3 - 3 O p er ati n g c h ar a ct eri sti c s f or c o h ort 2

S a m pl e si z e
Tr u e O R R ( %) i n 
C hi n e s e 
p arti ci p a nt s

Pr o b a bilit y ( %) t h at o b s er v e d O R R > 2 8. 9 % 
(l o w er li mit i n A2 2 0 1)

2 0

2 5 3 8. 3

3 0 5 8. 4

3 5 7 5. 5

4 0 8 7. 4

4 5 9 4. 5

5 0 9 9. 4

4 C h a n g e t o pr ot o c ol s p e cifi e d a n al y s e s

N o c h a n g e fr o m pr ot o c ol s p e cifi e d a n al ys is w as m a d e.
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5 A p p e n di x

5. 1 I m p ut ati o n r ul e s

5. 1. 1 St u d y dr u g

T h e st u d y  dr u g is I N C 2 8 0/ C a p m ati ni b.

5. 1. 2 A E  d at e i m p ut ati o n

T h e f oll o wi n g missi n g d at es will n ot b e i m p ut e d

 Missi n g A E st art d at es

 A E st art d at es missi n g t h e y e ar

 P arti al/ missi n g A E e n d d at es

A E wit h u n c ert ai n r el ati o ns hi p will b e c o nsi d er e d as tr e at m e nt- e m er g e nt A E.

F or ot h er t y p es of missi n g d at es, t h e r ul es s p e cifi e d i n T a bl es 5- 1 t o T a bl e 5- 2 will b e us e d.

T a bl e 5- 1 A E /tr e at m e nt d at e a b br e vi ati o n s

D a y M o nt h Y e ar

P arti al A d v er s e E v e nt St art D at e < n ot u s e d > A E M A E Y

Tr e at m e nt St art D at e ( T R T S T D) < n ot u s e d > T R T M T R T Y

T a bl e 5 - 2 d es cri b es t h e p ossi bl e c o m bi n ati o ns a n d t h eir ass o ci at e d i m p ut ati o ns. T h e u p p er t e xt 
i n di c at es t h e i m p ut ati o n ( N C, A, B, C et c.) a n d t h e l o w er t e xt t h e r el ati o ns hi p of t h e A E st art 
d at e t o t h e tr e at m e nt st art d at e ( T R T S T D).

T a bl e 5- 2 I m p ut ati o n al g orit h m

A E M  MI S SI N G A E M  < T R T M A E M  = T R T M A E M  > T R T M

A E Y  MI S SI N G N C
U n c ert ai n

N C
U n c ert ai n

N C
U n c ert ai n

N C
U n c ert ai n

A E Y  < T R T Y ( D)
B ef or e T R T S T D

( C)
B ef or e T R T S T D

( C)
B ef or e T R T S T D

( C)
B ef or e T R T S T D

A E Y  = T R T Y ( B)
U n c ert ai n

( C)
B ef or e T R T S T D

( B)
U n c ert ai n

( A)
Aft er T R T S T D

A E Y  > T R T Y ( E)
Aft er T R T S T D

( A)
Aft er T R T S T D

( A)
Aft er T R T S T D

( A)
Aft er T R T S T D

T h e l e g e n d t o t h e a b o v e t a bl e is s h o w n i n T a bl e 5- 3.

T a bl e 5- 3 I m p ut ati o n al g orit h m l e g e n d

R el ati o n s hi p

B ef or e T R T S T D I n di c at e s A E st art d at e pri or t o Tr e at m e nt St art D at e

Aft er T R T S T D I n di c at e s A E st art d at e aft er Tr e at m e nt St art D at e

U n c ert ai n I n s uffi ci e nt t o d et er mi n e t h e r el ati o n s hi p of A E st art d at e 
t o Tr e at m e nt St art D at e

I m p ut ati o n c al c ul ati o n

N C / Bl a n k N o c o n v e nti o n/i m p ut ati o n
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R el ati o n s hi p

( A) 0 1 M O N Y Y Y Y

( B) T R T S T D + 1

( C) 1 5 M O N Y Y Y Y

( D) 0 1 J U L Y Y Y Y

( E) 0 1 J A N Y Y Y Y

A f e w e x a m pl es ar e s h o w n i n T a bl e 5- 4 .

T a bl e 5- 4 E x a m pl e s c e n ari o s

P arti al

A E st art d at e

Tr e at m e nt

st art d at e

R el ati o n s hi p 
wit h T R T S T D

I m p ut ati o n 
C al c ul ati o n

I m p ut e d D at e

1 2 M M M Y Y Y Y 2 0 O C T 2 0 0 1 U n c ert ai n N C < bl a n k >

D D M M M 2 0 0 0 2 0 O C T 2 0 0 1 B ef or e ( D) 0 1 J U L 2 0 0 0

D D M M M 2 0 0 2 2 0 O C T 2 0 0 1 Aft er ( E) 0 1 J A N 2 0 0 2

D D M M M 2 0 0 1 2 0 O C T 2 0 0 1 U n c ert ai n ( B) 2 1 O C T 2 0 0 1

D D S E P 2 0 0 1 2 0 O C T 2 0 0 1 B ef or e ( C) 1 5 S E P 2 0 0 1

D D O C T 2 0 0 1 2 0 O C T 2 0 0 1 U n c ert ai n ( B) 2 1 O C T 2 0 0 1

D D N O V 2 0 0 1 2 0 O C T 2 0 0 1 Aft er ( A) 0 1 N O V 2 0 0 1

5. 1. 3 C o n c o mit a nt m e di c ati o n d at e i m p ut ati o n

T h e i m p ut ati o n of t h e st art d at e of c o n c o mit a nt m e di c ati o n will f oll o w t h e s a m e c o n v e nti o ns as 
f or A E d at es. P arti al c o n c o mit a nt m e di c ati o n e n d d at es will n ot b e i m p ut e d.

Pri or t h er a pi e s d at e i m p ut ati o n

St art d at e

T h e s a m e r ul e w hi c h is a p pli e d t o t h e i m p ut ati o n of A E/ c o n c o mit a nt m e di c ati o n st art d at e will 
b e us e d wit h t h e e x c e pti o n t h at f or s c e n ari o ( B) it will b e r e pl a c e d wit h “st art d at e of st u d y dr u g 
− 1 ”.

E n d d at e

 I m p ut e d d at e = mi n (r ef er e n c e e n d d at e , l a st d a y of t h e m o nt h), if d a y is missi n g

 I m p ut e d d at e = mi n (r ef er e n c e e n d d at e , 3 1 D E C), if m o nt h a n d d a y  ar e missi n g

R ef er e n c e e n d d at e will b e t h e st art d at e of st u d y  dr u g.

If t h e e n d d at e is n ot missi n g a n d t h e i m p ut e d st art d at e is aft er t h e e n d d at e, us e t h e e n d d at e as 
t h e i m p ut e d st art d at e. If b ot h t h e st art d at e a n d t h e e n d d at e ar e i m p ut e d a n d if t h e i m p ut e d st art 
d at e is aft er t h e i m p ut e d e n d d at e, u s e t h e i m p ut e d e n d d at e as t h e i m p ut ati o n f or t h e st art d at e.

I n c o m pl et e d at e of pr o gr e s si o n – Pri or a nti n e o pl a sti c t h er a p y -m e di c ati o n

A missi n g d a y  is d ef a ult e d t o t h e 1 st of t h e m o nt h. H o w e v er, d at e of pr o gr essi o n s h o ul d b e 
e x p e ct e d t o b e aft er st art d at e of pri or a nti n e o pl asti c t h er a p y .
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 I m p ut e d d at e = m a x (st art d at e of pri or a nti n e o pl asti c t h er a p y , 1st d a y  of t h e m o nt h), if d a y 
is missi n g

P o st t h er a pi e s d at e i m p ut ati o n

St art d at e

 I m p ut e d d at e = m a x (r ef er e n c e st art d at e, first d a y of t h e m o nt h), if d a y is missi n g

 I m p ut e d d at e = m a x (r ef er e n c e st art d at e , 0 1J A N), if d a y  a n d m o nt h ar e missi n g

R ef er e n c e st art d at e will b e t h e l ast d at e of st u d y t r e at m e nt a d mi nistr ati o n + 1.

E n d d at e

N o i m p ut ati o n.

Ot h er i m p ut ati o n s

I n c o m pl et e d at e of i niti al di a g n o si s of c a n c er a n d d at e of m o st r e c e nt r e c urr e n c e

A missi n g d a y  is d ef a ult e d t o t h e 1 5t h of t h e m o nt h a n d a missi n g m o nt h a n d d a y  is d ef a ult e d 
t o 0 1J A N.

If b e c a us e of t his i m p ut ati o n t h e c hr o n ol o g y of t h e e v e nts is alt er e d t h e n t h e i m p ut ati o n s h o ul d 
b e m a d e t o t h e mi ni m u m v al u e u p t o w h er e c hr o n ol o g y  re m ai ns u n c h a n g e d. E. g. if d u e t o 
i m p ut ati o n t h e d at e of m ost r e c e nt r e c urr e n c e b e c o m es pri or t o t h e i niti al di a g n osis d at e t h e n it 
s h o ul d b e s et t o i niti al di a g n osis d at e.

I n c o m pl et e a s s e s s m e nt d at e s f or t u m or a s s e s s m e nt

All i n v esti g ati o n d at es ( e. g. M RI s c a n, C T s c a n) m ust b e c o m pl et e d wit h d a y , m o nt h a n d ye ar. 
If o n e or m or e ass ess m e nt d at es ar e i n c o m pl et e b ut ot h er i n v esti g ati o n d at es ar e a v ail a bl e, t h e 
i n c o m pl et e d at e(s) ar e n ot c o nsi d er e d f or c al c ul ati o n of t h e ass es s m e nt d at e a n d ass ess m e nt d at e 
is c al c ul at e d as t h e l at est of all i n v esti g ati o n d at es ( e. g. M RI  sc a n, C T -s c a n) if t h e o v er all l esi o n 
r es p o ns e at t h at ass ess m e nt is C R/ P R/ S D/ U N K. Ot h er wis e – if o v er all r es p o ns e is pr o gr essi o n 
– t h e ass ess m e nt d at e is c al c ul at e d as t h e e arli est d at e of all i n v esti g ati o n d at es at t h at e v al u ati o n 
n u m b er. If all m e as ur e m e nt d at es h a v e n o d a y  re c or d e d, t h e 1st of t h e m o nt h is us e d. If t h e 
m o nt h is n ot c o m pl et e d, f or a n y of t h e i n v esti g ati o ns, t h e r es p e cti v e ass ess m e nt will b e 
c o n si d er e d t o b e at t h e d at e w hi c h is e x a ctl y  bet w e e n t h e pr e vi o us a n d t h e f oll o wi n g ass ess m e nt. 
If a pr e vi o us a n d f oll o wi n g ass ess m e nt is n ot a v ail a bl e, t his ass ess m e nt will n ot b e us e d f or a n y 
c al c ul ati o n.

I n c o m pl et e or mi s si n g d e at h d at e

F or c as es w h e n eit h er d a y  is missi n g or b ot h m o nt h a n d d a y  ar e missi n g f or t h e d at e of d e at h, 
t h e f oll o wi n g i m p ut ati o n r ul es will b e i m pl e m e nt e d:

 If o nl y d a y is missi n g, t h e n i m p ut e 1 5t h d a y of t h e m o nt h a n d y e ar of d e at h.

 If b ot h d a y a n d m o nt h ar e missi n g, t h e n i m p ut e 0 1J UL of t h e y e ar of d e at h.
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5. 2 D o s e i nt err u pti o n s a n d c h a n g e s

T his s e cti o n pr o vi d es a d diti o n al d et ails t o t h os e i n cl u d e d i n S e cti o n 2. 5. 2.

All c al c ul ati o ns of d os e i nt err u pti o ns a n d d os e c h a n g es ar e b as e d o n t h e d os e a ct u all y  ta k e n b y 
t h e p arti ci p a nt.

A n i nt err u pti o n is d efi n e d as a 0 m g d os e t a k e n o n o n e or m or e d a y s b et w e e n t w o n o n-z er o 
d osi n g p eri o ds . T h e l ast z er o d os e of I N C 2 8 0 f oll o w e d b y p er m a n e nt dis c o nti n u ati o n ar e n ot 
c o nsi d er e d as d os e i nt err u pti o n.  

W h at f oll o ws d efi n es h o w d os e i nt err u pti o ns will b e c o u nt e d i n t h e c as e of m ulti pl e d os e 
i nt err u pti o ns.

 If a n i nt err u pti o n o c c urs c o ns e c uti v ely f or at l e ast t w o d a ys d u e t o t h e s a m e r e as o n, t h e n it 
will b e c o u nt e d o nl y o n c e (e x a m pl e: If t h e a ct u al d os e o n d a ys 1- 3 is 8 0 0 m g a n d a ct u al 
d os e o n d a ys 4 - 5 is 0 m g a n d d os e i nt err u pti o n o n d a ys 4- 5 is d u e t o A E, t h e n t h e t ot al 
n u m b er of d os e i nt err u pti o ns is 1 ).

 If a n i nt err u pti o n o c c urs c o ns e c uti v ely f or at l e ast t w o d a ys d u e t o diff er e nt r e as o ns, t h e n it 
will b e c o u nt e d f or e a c h r e as o n (e x a m pl e: If t h e a ct u al d os e o n d a ys 1- 3 is 8 0 0 m g a n d 
a ct u al d os e o n d a ys 4 -5 is 0 m g a n d d os e i nt err u pti o n o n d a y 4 is d u e t o A E a n d d os e 
i nt e r r u pti o n o n d a y 5 i s d u e t o d o si n g e r r o r, t h e n t h e t ot al n u m b e r of d o s e i nt e r r u pti o n s i s 
2 ). 

 If a n i nt err u pti o n o c c urs f or m or e t h a n o n e d a y d u e t o t h e s a m e r e as o n, b ut t h e d a ys ar e n ot 
c o ns e c uti v e, i. e. t h er e is at l e ast o n e d osi n g d a y  in b et w e e n, t h e n e a c h d os e i nt err u pti o n will 
b e c o u nt e d as a diff er e nt o c c urr e n c e ( e x a m pl e: if t h e a ct u al d os e o n d a ys 1, 3 a n d 5, is 8 0 0 
m g a n d a ct u al d os e o n d a ys 2 a n d 4 is 0 m g, a n d d os e i nt err u pti o ns o n d a y 2 a n d 4 ar e b ot h 
d u e t o d osi n g err or, t h e t ot al n u m b er of d os e i nt err u pti o ns is 2 ). 

A d os e c h a n g e is d efi n e d as a c h a n g e i n d osi n g fr o m o n e r e c or d t o t h e n e xt, h o w e v er a d o s e 
i nt err u pti o n will n ot b e c o u nt e d as a d os e c h a n g e.

D os e r e d u cti o ns ar e a s u bs et of d os e c h a n g es w h er e t h e t ot al d ail y  dos e is l o w er t h a n t h e 
pr e vi o us n o n -z er o d os e. 

C as e 1: If a p a rti ci p a nt di d n ot r e c ei v e t h e pr ot o c ol pl a n n e d d os e for a n y r e as o n, t h e n t his is a 
d os e r e d u cti o n ( 4 0 0 m g , 8 0 0 m g).

P ati e nt I D St art d at e E n d d at e D o s e R e gi m e n R e a s o n R e d u cti o n

( d eri v e d)

C o m m e nt s

0 0 0 1 2 2/ 0 3/ 2 0 1 7 2 5 / 03 / 2 0 1 7 4 0 0 O N C E P E R D A Y D O SI N G E R R O R Y 1 st a d mi ni str ati o n 
diff er e nt fr o m pr ot o c ol 
pl a n n e d d o s e ( 8 0 0 m g)

2 6 / 03 / 2 0 1 7 2 6 / 0 5/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

C as e 2 : If, d u e t o a d osi n g err or, a p a rti ci p a nt r e c ei v es hi g h er t h a n pr ot o c ol pl a n n e d d os e a n d 
m o v es d o w n t o t h e pl a n n e d d os e t h e n t his is n ot a d os e r e d u cti o n ( 8 0 0 m g, 1 0 0 0 m g, 8 0 0 m g ); 
H o w e v er if t h e c h a n g e is dir e ctl y  fr o m a hi g h er t h a n pl a n n e d d os e d o w n t o a l o w er t h a n pr ot o c ol 
pl a n n e d d os e, t h e n t his is a d os e r e d u cti o n ( e. g. I n t h e s e q u e n c e, 8 0 0 m g , 1 0 0 0 m g, 4 0 0 m g , i s 
a d os e e c $ ).
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P ati e nt I D St art d at e E n d d at e D o s e R e gi m e n R e a s o n R e d u cti o n

( d eri v e d)

C o m m e nt s

0 0 0 2 2 2/ 0 3/ 2 0 1 7 2 1/ 0 5/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

2 2/ 0 5/ 2 0 1 7 2 3/ 0 5/ 2 0 1 7 0 A D V E R S E E V E N T

2 4/ 0 5/ 2 0 1 7 0 1/ 0 8/ 2 0 1 7 6 0 0 2 TI M E S P E R 
D A Y

A D V E R S E E V E N T Y

0 2/ 0 8/ 2 0 1 7 0 2/ 0 8/ 2 0 1 7 7 0 0 2 TI M E S P E R 
D A Y

D O SI N G E R R O R

0 3/ 0 8/ 2 0 1 7 0 5/ 0 8/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

0 6/ 0 8/ 2 0 1 7 0 6/ 0 8/ 2 0 1 7 1 0 0 0 2 TI M E S P E R 
D A Y

D O SI N G E R R O R

0 7/ 0 8/ 2 0 1 7 1 2/ 0 9/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

N m o v e s d o w n t o t h e 
d o s e a d mi ni st er e d j u st 
b ef or e d o si n g err or

0 0 0 3 2 2/ 0 3/ 2 0 1 7 2 1/ 0 5/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

2 2/ 0 5/ 2 0 1 7 2 3/ 0 5/ 2 0 1 7 0 A D V E R S E E V E N T

2 4/ 0 5/ 2 0 1 7 0 1/ 0 8/ 2 0 1 7 6 0 0 2 TI M E S P E R 
D A Y

A D V E R S E E V E N T Y

0 2/ 0 8/ 2 0 1 7 0 2/ 0 8/ 2 0 1 7 7 0 0 2 TI M E S P E R 
D A Y

D O SI N G E R R O R

0 3/ 0 8/ 2 0 1 7 0 5/ 0 8/ 2 0 1 7 8 0 0 2 TI M E S P E R 
D A Y

0 6/ 0 8/ 2 0 1 7 0 6/ 0 8/ 2 0 1 7 1 0 0 0 2 TI M E S P E R 
D A Y

D O SI N G E R R O R

0 7/ 0 8/ 2 0 1 7 1 2/ 0 9/ 2 0 1 7 6 0 0 2 TI M E S P E R 
D A Y

Y m o v e s d o w n t o a l o w er 
d o s e a d mi ni st er e d j u st 
b ef or e d o si n g err or

C as e 3: If d u e t o i nt err u pti o n, a p arti ci p a nt r e c ei v es h alf of t h e d os e d uri n g 1 d a y a n d f oll o we d
b y  an i nt err u pti o n (d u e t o t h e s a m e r e as o n) t h e n t his is n o t a d os e r e d u cti o n (f or e x: 8 0 0 m g 2 
ti m es p er d a y fr o m 2 7- D e c -2 0 1 6 t o 1 4- J a n -2 0 1 8 , a n d 4 0 0 m g o n c e p er d a y o n 1 5 -J a n - 2 0 18 a n d 
t h e n i nt err u pti o n 1 6- J a n-2 0 1 8 t o 2 2 -J a n - 2 0 1 8). Aft er i nt err u pti o n, d os e r e d u cti o n will b e 
d et er mi n e d usi n g t h e d os e r e c ei v e d o n a d a y  wit h o ut i nt err u pti o n (f or e x: 6 0 0 m g vs 8 0 0 m g 
i g n ori ng 4 0 0 m g o n 1 5 -J a n gi v e n it is r el at e d t o t h e i nt err u pti o n). 

P ati e nt I D St art d at e E n d d at e D o s e R e gi m e n R e a s o n R e d u cti o n

( d eri v e d)

C o m m e nt s

0 0 0 4 2 7/ 1 2/ 2 0 1 7 1 4/ 0 1/ 2 0 1 8 8 0 0 2 TI M E S P E R 
D A Y

1 5/ 0 1/ 2 0 1 8 1 5/ 0 1/ 2 0 1 8 4 0 0 O N C E P E R D A Y A D V E R S E E V E N T N ½ d o s e f or 1 d a y 

s a m e r e a s o n t h a n 
i nt err u pti o n

I nt err u pti o n st art e d o n 
1 5 -J a n

1 6/ 0 1/ 2 0 1 8 2 2/ 0 1/ 2 0 1 8 0 A D V E R S E E V E N T

2 3/ 0 1/ 2 0 1 8 0 7/ 0 2/ 2 0 1 8 6 0 0 2 TI M E S P E R 
D A Y

A D V E R S E E V E N T Y D o s e r e d u cti o n fr o m 
8 0 0 m g t o 6 0 0 m g

[ 4 0 0 m g o n 1 5 J a n 
i g n or e d f or r e d u cti o n 
d et er mi n ati o n a s p art of 
t h e i nt err u pti o n]

0 8/ 0 2/ 2 0 1 8 1 9/ 0 2/ 2 0 1 8 0 A D V E R S E E V E N T
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P ati e nt I D St art d at e E n d d at e D o s e R e gi m e n R e a s o n R e d u cti o n

( d eri v e d)

C o m m e nt s

0 0 0 5 2 5/ 0 4/ 2 0 1 6 2 2/ 0 5/ 2 0 1 6 8 0 0 2 TI M E S P E R 
D A Y

2 3/ 0 5/ 2 0 1 6 2 3/ 0 5/ 2 0 1 6 4 0 0 O N C E P E R D A Y A D V E R S E E V E N T N ½ d o s e f or 1 d a y 

s a m e r e a s o n t h a n 
i nt err u pti o n

I nt err u pti o n st art e d o n 
2 3 -M a y

2 4/ 0 5/ 2 0 1 6 2 5/ 0 5/ 2 0 1 6 0 A D V E R S E E V E N T

2 6/ 0 5/ 2 0 1 6 2 6/ 0 5/ 2 0 1 6 4 0 0 O N C E P E R D A Y A D V E R S E E V E N T Y D o s e r e d u cti o n fr o m 
8 0 0 m g t o 4 0 0 m g

[ 4 0 0 m g o n 2 3 M a y 
i g n or e d f or r e d u cti o n 
d et er mi n ati o n a s p art of 
t h e i nt err u pti o n]

2 7/ 0 5/ 2 0 1 6 0 5/ 0 6/ 2 0 1 6 8 0 0 2 TI M E S P E R 
D A Y

0 6/ 0 6/ 2 0 1 6 0 6/ 0 6/ 2 0 1 6 4 0 0 O N C E P E R D A Y D O SI N G E R R O R Y

0 7/ 0 6/ 2 0 1 6 0 1/ 0 8/ 2 0 1 6 8 0 0 2 TI M E S P E R 
D A Y

0 2/ 0 8/ 2 0 1 6 0 2/ 0 8/ 2 0 1 6 4 0 0 O N C E P E R D A Y D O SI N G E R R O R Y ½ d o s e f or 1 d a y 

diff er e nt r e a s o n t h a n 
i nt err u pti o n

0 3/ 0 8/ 2 0 1 6 0 7/ 0 8/ 2 0 1 6 0 A D V E R S E E V E N T

C as e 4: If d u e t o p er m a n e nt dis c o nti n u ati o n, a p a r e c ei v es h alf of t h e d os e t h e l ast d a y  of 
tr e at m e nt t h e n t hi s i s n ot a d o s e r e d u cti o n (f or e x: 8 0 0 m g 2 ti m e s p er d a y fr o m 3 0-M a y -2 0 1 6 
t o 0 3 -O ct - 2 0 1 6, a n d 4 0 0 m g o n c e p er d a y  on 0 4- O ct -2 0 1 6). T his r ul e is a p pli e d f or a n y d o s e 
l e v els (f or e x: 6 0 0 m g 2 ti m es p er d a y  fr o m 1 5- D e c -2 0 1 7 t o 2 0- D e c -2 0 1 7, a n d 3 0 0 m g  on c e 
p er d a y  o n 0 4-O ct -2 0 1 6 ).

P ati e nt
I D

St art d at e E n d d at e D o s e R e gi m e n R e a s o n P er m a n e ntl y  
di s c o nti n u ati o n

R e d u cti o n

( d eri v e d)

0 0 0 6 3 0/ 0 5/ 2 0 1 6 0 3/ 1 0/ 2 0 1 6 8 0 0 2 TI M E S P E R 
D A Y

0 4/ 1 0/ 2 0 1 6 0 4/ 1 0/ 2 0 1 6 4 0 0 O N C E P E R D A Y A D V E R S E E V E N T Y N

5. 3 I m pl e m e nt ati o n of R E CI S T g ui d eli n e s

Di s e a s e pr o gr e s si o n

P D s h o ul d o nl y  be assi g n e d if it is c o nfir m e d b y  an o bj e cti v e ass ess m e nt m et h o d as p er R E CI S T 
1. 1 ( e. g. r a di ol o gi c s c a n, hist ol o g y  for br o n c h os c o p y , p h ot os f or s ki n l esi o ns). If a n e w l esi o n 
is d et e ct e d usi n g a n o bj e cti v e ass ess m e nt m et h o d ot h er t h a n r a di ol o gi c s c a n, it s h o ul d b e e nt er e d 
o n t h e ‘ N e w l esi o n’ R E CI S T e C R F wit h a p pr o pri at e m et h o d ( or m et h o d= ‘ Ot h er’). 

I n p arti c ul ar, dis c o nti n u ati o n d u e t o dis e as e pr o gr essi o n or d e at h d u e t o pr o gr essi v e dis e as e, 
wit h o ut s u p p orti n g o bj e cti v e e vi d e n c e ( as d efi n e d a b o v e), will n ot b e c o nsi d er e d as P D i n t h e 
d et er mi n ati o n of B O R, t h e d eri v ati o n of a n y effi c a c y e n d p oi nt or effi c a c y a n al ysis. 
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C h a n g e i n i m a gi n g m o d alit y

P er R E CI S T 1. 1, a c h a n g e i n m et h o d ol o g y  ca n b e d efi n e d as eit h er a c h a n g e i n c o ntr ast us e ( e. g. 
k e e pi n g t h e s a m e t e c h ni q u e, li k e C T, b u t s wit c hi n g fr o m wit h t o wit h o ut c o ntr ast us e or vi c e -
v ers a, r e g ar dl ess of t h e j ustifi c ati o n f or t h e c h a n g e) or a c h a n g e i n t e c h ni q u e ( e. g. fr o m C T t o 
M RI , or vi c e -v ers a), or a c h a n g e i n a n y ot h er i m a gi n g m o d alit y . A c h a n g e fr o m c o n v e nti o n al 
t o s pir al C T a n d vi c e v ers a w hil e k e e pi n g s a m e c o ntr ast us e ( e. g. s wit c hi n g fr o m s pir al C T wit h 
c o ntr ast t o C T wit h c o ntr ast) is n ot c o nsi d er e d a c h a n g e i n i m a gi n g m o d alit y . A c h a n g e i n 
m et h o d ol o g y  will r es ult b y  def a ult i n a U N K ( u n k n o w n) o v er all l esi o n r es p o ns e ass ess m e nt. 
H o w e v er, a r es p o ns e ass ess m e nt ot h er t h a n t h e N o v artis c al c ul at e d U N K r es p o ns e m a y  be 
a c c e pt e d fr o m t h e i n v esti g at or or BI R C if a d efi niti v e r es p o ns e ass ess m e nt c a n b e j ustifi e d 
b as e d o n t h e a v ail a bl e i nf or m ati o n. P ot e nti al dis cr e p a n ci es b et w e e n t h e m o d alit y  us e d a n d 
o v er all l esi o n r es p o ns e r e p ort e d b y  th e i n v esti g at or ( e. g. c h a n g e i n m o d alit y  but i n v esti g at or 
ass ess m e nt of r es p o ns e is diff er e nt fr o m U N K) will b e q u eri e d d uri n g t h e d at a v ali d ati o n 
pr o c ess.

D et er mi n ati o n of mi s si n g a d e q u at e t u m or a s s e s s m e nt s

F or t h e c o m p ut ati o n of O R R, p a rti ci p a nts wit h o ut a n y  ra di ol o gi c al ass ess m e nt aft er t h e st art 
d at e of st u d y dr u g will b e c o u nt e d as f ail ur e.

P arti al or c o m pl et e r es p o ns es r e p ort e d pri or t o a n y  ad diti o n al a nti c a n c er t h er a py will b e 
c o nsi d er e d f or O R R c o m p ut ati o n irr es p e cti v e of t h e n u m b er of miss e d ass ess m e nts b ef or e 
r es p o ns e. I n t his s e cti o n, t h e ‘ missi n g a d e q u at e ass ess m e nt’ is d efi n e d as ass ess m e nt n ot d o n e 
or ass ess m e nt wit h o v er all l esi o n r es p o ns e e q u al t o U N K. F or t h e s a k e of si m pli cit y, t h e
‘ missi n g a d e q u at e ass ess m e nt’ will als o b e r ef err e d as ‘ missi n g ass ess m e nt’.

T h e P F S c e ns ori n g a n d e v e nt d at e o pti o ns d e p e n d o n t h e pr es e n c e a n d t h e n u m b er of missi n g 
t u m or ass ess m e nts. F or e x a m pl e, a n e v e nt o c c urri n g aft er t w o or m or e missi n g ass ess m e nts is 
c e ns or e d i n t h e a n al ys is of P F S at t h e l ast a d e q u at e t u m or ass ess m e nt b ef or e t h e e v e nt d at e.

A n e x a ct r ul e t o d et er mi n e w h et h er t h er e i s n o n e, o n e or t w o mi s si n g a s s e s s m e nt s i s t h er ef or e
n e e d e d. T his r ul e will b e b as e d o n t h e dist a n c e b et w e e n t h e l ast a d e q u at e t u m or ass ess m e nt d at e 
a n d t h e e v e nt d at e.

If t h e dist a n c e is l ar g er t h a n t hr es h ol d D 1 or D 2 t h e n t h e a n al y sis will ass u m e o n e or t w o missi n g 
ass ess m e nts, r es p e cti v ely. T h e t hr es h ol d D 1 will b e d efi n e d as t h e pr ot o c ol s p e cifi e d i nt er v al 
b et w e e n t h e t u m or ass ess m e nts pl us t h e pr ot o c ol all o w e d wi n d o w ar o u n d t h e ass ess m e nts. 
Si mil arl y , t h e t hr es h ol d D 2 is d efi n e d as t w o ti m es t h e pr ot o c ol s p e cifi e d i nt er v al b et w e e n t h e 
t u m or ass ess m e nts pl us t h e pr ot o c ol all o w e d wi n d o w ar o u n d t h e ass ess m e nts. I n t his s t u d y, t h e 
pr ot o c ol d efi n e d s c h e d ul e of t u m or ass ess m e nt is e v er y 6 w e e ks a n d e a c h ass ess m e nt is 
e x p e ct e d t o b e p erf or m e d at t h e s c h e d ul e d ti m e p oi nt pl us or mi n us 1 w e e k, i. e. t h e wi n d o w is 
2 w e e ks, t h e n a n y  dist a n c e l ar g er t h a n D1 = 6 + 2 = 8 w e e ks m e a ns o n e missi n g ass ess m e nt a n d 
a n y  dist a n c e l ar g er t h a n D2 = ( 2 * 6) + 2 = 1 4 w e e ks m e a ns t w o missi n g ass ess m e nts.

T h e s a m e d efi niti o n of D 2 will b e us e d t o d et er mi n e t h e P F S c e ns ori n g r e as o n. 

P ossi bl e c e ns ori n g r e as o ns f or P F S ar e:

1 : O n g oi n g wit h o ut e v e nt
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2 : L o st t o f oll o w -u p

3 : Wit h dr e w c o ns e n t

4 : A d e q u at e ass ess m e nt n o l o n g er a v ail a ble

5: N e w c a n c er t h er a p y a d d e d

6: E v e nt aft er > = 2 missi n g t u m or ass ess m e nts

P F S c e ns ori n g r e as o n is t h e n d eri v e d by t h e f oll o wi n g s e q u e n c e of r ul es. 

- If pa rti ci p a nt is c o nsi d er e d t o h a v e a P F S e v e nt t h e n P F S c e ns ori n g r e as o n i s s et t o missi n g.

- Els e if p a rti ci p a nt h as h a d n o b as eli n e ass ess m e nt t h e n P F S c e ns ori n g r e as o n = 4 .

- Els e if p a rti ci p a nt h as a P F S e v e nt aft er t w o or m or e missi n g ass ess m e nts [If ( P F S E v e nt 
d at e ≤ C e ns ori n g d a t e a n d ( P F S E v e nt d at e - D at e of l ast a d e q u at e t u m or ass ess m e nt ( LA T A ) 
≥ D 2)] t h e n P F S c e ns ori n g r e as o n = 6 :

- Els e if p a rti ci p a nt h as n o P F S e v e nt, a n d p a rti ci p a nt is c e ns or e d at a d at e aft er t w o or m or e 
missi n g ass ess m e nts (( C e ns ori n g d at e - D at e of L A T A ) ≥ D 2) t h e n P F S c e ns ori n g r e as o n = 
4

- Els e if c e ns ori n g d at e e q u als t h e st art d at e of f urt h er a nti -n e o pl asti c t h er a py t h e n P F S 
c e ns ori n g r e as o n = 5

- Els e if c e ns ori n g d at e e q u als d at e of dis c o nti n u ati o n d u e t o c o ns e nt wit h dr a w al t h e n P F S 
c e ns ori n g r e as o n = 3

- Els e if c e ns ori n g d at e e q u als d at e of dis c o nti n u ati o n d u e t o l oss t o f oll o w- u p t h e n P F S 
c e ns ori n g r e as o n = 2

- Els e if t h e c e ns ori n g d at e e q u al t h e a n al ys is c ut -off d at e a n d t h e ti m e b et w e e n L A T A a n d 
t h e c ut-off is gr e at er t h a n D 2 d a y s t h e n P F S c e ns ori n g r e as o n = 4

- Els e if t h e c e ns ori n g d at e e q u al t h e a n al ys is c ut -off d at e a n d t h e ti m e b et w e e n L A T A a n d 
t h e c ut-off is l ess t h a n or e q u al t o D 2 d a y s t h e n P F S c e ns ori n g r e as o n = 1

W h er e c e ns ori n g d at e = mi ni m u m (a n al y sis c ut -off d at e , st art d at e of f urt h er a nti -n e o pl asti c 
t h er a py, d at e of dis c o nti n u ati o n d u e t o c o ns e nt wit h dr a w al , d at e of dis c o nti n u ati o n d u e t o l oss 
t o f oll o w- u p).

N o n -m e a s ur a bl e di s e a s e at b a s eli n e

If a p a rti ci p a nt wit h o ut m e as ur a bl e dis e as e is e nr oll e d, t h e i nt e nt-t o-tr e at (I T T) pri n ci pl e 
re q uir es i n cl u di n g t h es e p arti ci p a nt s i n t h e a n al ys es. H e n c e, a n al y s es will b e b as e d o n F A S 
i n cl u di n g p a rti ci p a nts wit h eit h er m e as ur a bl e or n o n- m e as ur a bl e dis e as e. T h er ef or e, a r ul e 
n e e ds t o b e s p e cifi e d o n h o w t o h a n dl e t h es e c as es.

O v er all l esi o n r es p o nse c a n b e d eri v e d f or p a rti ci p a nts wit h o ut m e as ur a bl e dis e as e at b as eli n e 
as f oll o ws ( T a bl e 5 -5 ).



N o v arti s F or b u si n e s s u s e o nl y P a g e 4 6 of 5 1

S A P CI N C 2 8 0 A 2 2 0 4

T a bl e 5- 5 O v er all l e si o n r e s p o n s e at e a c h a s s e s s m e nt: p a rti ci p a nt s w it h n o n-
t ar g et di s e a s e o nl y

N o n -t ar g et l e si o n s N e w L e si o n s O v er all l e si o n 
r e s p o n s e

C R N o C R

N o n -C R/ N o n -P D 1 N o N o n -C R/ n o n -P D

U N K N o U N K

P D Y e s or N o P D

A n y Y e s P D

1 I n g e ner al, t h e n o n -C R/ n o n -P D r es p o ns e f or t h es e p a rti ci p a nts i s c o nsi d er e d e q ui v al e nt t o a n 
S D r es p o ns e i n e n d p oi nt d et er mi n ati o n. 

Mi s si n g b a s eli n e t u m or a s s e s s m e nt

As s p e cifi e d i n S e cti o n 1 4 ( A p p e n di x II) of t h e pr ot o c ol, si n c e t h e ti mi n g of P D c a n n ot b e 
d et er mi n e d f or p a rti ci p a nts wit h missi n g b as eli n e t u m or ass ess m e nt, t h es e p a rti ci p a nts ar e 
c e ns or e d i n t h e P F S a n al y si s at t h e st art d at e of tr e at m e nt. T his r ul e, h o w e v er, o nl y a p pli es t o 
t h e ‘ P D c o m p o n e nt’ of t h e P F S or D O R ass ess m e nt.  

P a rti ci p a nts wit h o ut b as eli n e t u m or ass ess m e nt w h o di e wit hi n D 2 dist a n c e fr o m st art d at e of 
tr e at m e nt will b e c o u nt e d as h a vi n g a n e v e nt i n t h e a n al ysis of P F S. All d e at hs will b e c o u nt e d 
i n t h e O S a n al ysis r e g ar dl ess of pr es e n c e or a bs e n c e of t h e b as eli n e t u m or ass ess m e nt.

5. 4 P ati e nt r e p ort e d o ut c o m e s: E O R T C Q L Q -C 3 0/ L C 1 3 , E Q -5 D -5 L
a n d N C C N F A C T -B r ai n S y m pt o m I n d e x ( F Br SI)

T h e t e xt b el o w gi v es m or e d et a il e d i nstr u cti o ns a n d r ul es n e e d e d f or pr o gr a m mi n g of t h e 
a n al ys es d es cri b e d i n S e cti o n 2. 1 1 .

E O R T C Q L Q- C 3 0 s c al e s c or es will b e g e n er at e d b y  first o bt ai ni n g t h e r a w s c or es a d di n g u p 
t h e it e m r es p o ns es o n t h e q u esti o ns w hi c h m a k e u p e a c h d o m ai n a n d t h e n a p pl y i n g t h e li n e ar 
tr a nsf or m ati o n t o t h e r a w s c or es i n a c c or d a n c e wit h t h e r es p e cti v e s c ori n g m a n u al pr o vi d e d by 
t h e d e v el o p ers (F a y e rs 2 0 0 1). S c or es i n e a c h s c al e will b e g e n er ate d if at l e ast h alf of t h e it e ms 
c o m prisi n g t h e s c al e h a v e b e e n a ns w er e d. F or si n gl e it e m s c al es wit h missi n g r es p o ns es a n d 
s c al es w h er e l ess t h a n h alf of t h e it e ms h a v e n ot b e e n a ns w er e d, s c al e s c or es will b e s et t o 
missi n g.

T h e s c ori n g a p pr o a c h f or t h e Q L Q -L C 1 3 i s i d e nti c al i n pri n ci pl e t o t h at f or t h e s ym pt o m 
s c al es/si n gl e it e ms of t h e Q L Q -C 3 0. T h e d y s p n e a s c al e of t h e Q L Q -L C 1 3 is t h e o nl y  multi it e m 
s c al e ( all ot h ers ar e si n gl e it e m s c al es) a n d s h o ul d o nl y  be us e d if all it e ms c o m prisi n g t h e s c al e 
h a v e b e e n a ns w er e d. 

T h e n u m b er of p arti ci p a nts filli n g t h e P R O q u esti o n n air es a n d t h e n u m b er of p arti ci p a nts
missi n g P R O ass ess m e nts o ut of t h os e eli gi bl e t o h a v e P R O ass ess m e nts will b e s u m m ari z e d 
f or s c h e d ul e d ass ess m e nt ti m e p oi nts. T h e f oll o wi n g c at e g ori es will b e us e d t o d es cri b e w h et h er 
t h e q u esti o n n air e w as c o m pl et e d at a s p e cifi c ti m e p oi nt:

 y e s, f ull y c o m pl et e d
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5. 5 A d v er s e e v e nt s d at a

5. 5. 1 C o di n g of A E s
A d v ers e e v e nts ar e c o d e d usi n g t h e M e di c al di cti o n ar y  f or r e g ul at or y a cti viti es ( M e d D R A) 
t er mi n ol o g y.

5. 5. 2 Gr a di n g of A E s
A Es will b e ass ess e d a c c or di n g t o t h e C o m m o n T er mi n ol o g y  Crit eri a f or A d v ers e E v e nts 
( C T C A E) v ersi o n 5.

T h e C T C A E r e pr es e nts a c o m pr e h e nsi v e gr a di n g s yst e m f or r e p orti n g t h e a c ut e a n d l at e eff e cts 
of c a n c er tr e at m e nts. C T C A E v ersi o n 5 gr a di n g is b y  defi n iti o n a 5- p oi nt s c al e g e n er all y 
c orr es p o n di n g t o mil d, m o d er at e, s e v er e, lif e t hr e at e ni n g, a n d d e at h. T his gr a di n g s yst e m 
i n h er e ntl y pl a c es a v al u e o n t h e i m p ort a n c e of a n e v e nt, alt h o u g h t h er e is n ot n e c ess aril y 
pr o p orti o n alit y  a m o n g gr a d es ( a Gr a d e 2 is n ot n e c ess aril y t wi c e as b a d as a Gr a d e 1).

If C T C A E gr a di n g d o es n ot e xist f or a n a d v ers e e v e nt, gr a d es 1 – 5 c orr es p o n di n g t o t h e s e v erit y 
of mil d, m o d er at e, s e v er e, lif e- t hr e at e ni n g, a n d d e at h will b e us e d. 

5. 6 L a b or at or y  p ar a m et er s d eri v ati o n s

T his s e cti o n pr o vi d es f urt h er d et ail o n t h e a n al ys i s of l a b or at or y par a m et ers t h at will b e list e d 
a n d s u m m ari z e d as d es cri b e d i n S e cti o n 2. 8. 3.

5. 6. 1 H e m at ol o g y

H e m at ol o gi c t ests i n cl u d e: H e m o gl o bi n, pl at el ets, w hit e bl o o d c ells ( W B C), r e d bl o o d c ells 
( R B C), diff er e nti al ( b as o p hils, e osi n o p hils, l ym p h o c y t es, a n d m o n o c y t e s, n e utr o p hils ( % or 
a bs ol ut e)

T h e f oll o wi n g r ul es will b e a p pli e d t o d eri v e t h e W B C diff er e nti al c o u nts w h e n o nl y 
p er c e nt a g es ar e a v ail a bl e (t his is m ai nl y  for n e utr o p hils a n d l ym p h o c y t es, b e c a us e C T C gr a di n g 
is b as e d o n t h e a bs ol ut e c o u nts). 

T h e m et h o d t o c o n v ert t h e v al u e is str ai g htf or w ar d: f or e a c h p a rti ci p a nt, t h e ori gi n al l a b v al u e 
( %) is divi d e d b y 1 0 0 a n d m ulti pli e d b y  W B C c o u nt e. g. f or n e utr o p hils ( N E U):

N E U c o u nt = ( W B C c o u nt) * ( N E U % v al u e/ 1 0 0)

I n or d er t o d eri v e t h e c orr es p o n di n g a bs ol ut e n or m al r a n g e, t h e r ul e t o b e a p pli e d d e p e n ds o n 
t h e a v ail a bilit y of t h e % r a n g e a n d t h e a bs ol ut e r an g e f or t h e diff er e nti al:

 If % a bs ol ut e r a n g e N O T missi n g ( % r a n g e is or is n’t missi n g), t h e n us e t h e a bs ol ut e r a n g e 
pr o vi d e d b y t h e sit e

 If % r a n g e N O T missi n g a n d a bs ol ut e r a n g e missi n g, t h e n t h e % n or m al li mit s (i. e. L L N 
a n d U L N) ar e di vi d e d b y  10 0 a n d m ulti pli e d b y  th e c orr es p o n di n g n or m al li mits of W B C 
c o u nt, e. g. f or n e utr o p hils N E U):

L L N f or N E U c o u nt = ( L L N f or W B C c o u nt) * ( L L N f or N E U % v al u e / 1 0 0)

U L N f or N E U c o u nt = ( U L N f or W B C c o u nt) * ( U L N f or N E U % v al u e/ 1 0 0)
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5. 6. 2 Bi o c h e mi str y

T h e f oll o wi n g c al c ul ati o n will b e a p pli e d f or c orr e ct e d c al ci u m i n SI  unit (if n ot a v ail a bl e i n 
t h e L a b d at a b as e):

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 a ( m m ol/ L) + 0. 0 2 ( 4 0 -s er u m 
al b u mi n[ g/ L ]), w h er e 4 0 r e pr es e nts t h e a v er a g e al b u mi n l e v el i n g/ L.

Ti m e wi n d o ws will b e d ef i n e d f or tr e n ds of l a bs o v er ti m e.

T a bl e 5- 6 Ti m e wi n d o w s f or L a b s    

Ti m e Wi n d o w Pl a n n e d Visit Ti mi n g Ti m e Wi n d o w D efi niti o n

B as eli n e O n or b ef or e St u d y  D a y 1 ≤ St u d y  D a y 1

C y cl e 1 D a y  1 5 
( W e e k 3)

St u d y  D a y 1 5 St u d y  D a ys 2 – 1 8  

C y cl e 2 D a y  1 
( W e e k 4)

St u d y  D a y 2 2 St u d y  D a ys 1 9 – 3 2  

C y cl e 3 D a y  1 
( W e e k 7)

St u d y  D a y 4 3 St u d y  D a ys 3 3 – 5 3  

C y cl e 4 D a y  1 
( W e e k 1 0)

St u d y  D a y 6 4 St u d y  D a ys 5 4 – 7 4  

C y cl e 5 D a y  1 
( W e e k 13)

St u d y  D a y 8 5 St u d y  D a ys 7 5 – 9 5

C y cl e 6 D a y  1 
( W e e k 1 6)

St u d y  D a y 1 0 6 St u d y  D a ys 9 6 – 1 1 6

C y cl e 7 D a y  1 
( W e e k 1 9)

St u d y  D a y 1 2 7 St u d y  D a ys 1 1 7 – 1 3 7

E a c h a n d e v er y  
c y cl e t h er e aft er
u ntil E O T

S c h e d ul e d visit d a y

( + 2 1 d a ys fr o m pr e vi o us 
c y cl e)

S c h e d ul e d visit d a y  ± 1 0 d a y s 
c e nt er e d ar o u n d t h e pl a n n e d 
ass ess m e nt

St u d y  D a y 1 = t h e first d a y  of d osi n g

5. 7 S t ati sti c al m o d el s

5. 7. 1 Pri m ar y  a n al ysi s

T h e esti m at e of t h e r es p o ns e r at es ( e. g., O R R ,) will b e s u m m ari z e d i n t er ms of p er c e nt a g e r at es 
wit h 9 5 % CI s. A n e x a ct bi n o mi al c o nfi d e n c e i nt er v al (i m pl e m e nt e d usi n g S A S pr o c e d ur e 
F R E Q wit h E X A C T st at e m e nt f or o n e- w a y  ta bl es) will b e c al c ul at e d (Cl o p p er a n d P e ars o n 
1 9 3 4 ).
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S A S pr o c e d ur e F R E Q will b e us e d t o esti m at e t h e pr o p orti o n of r es p o n d ers ( bi n ar y  o ut c o m e = 
1 or “ Y es ”), al o n g wit h t h e ass o ci at e d 9 5 % ( = 1 0 0 × ( 1 – t w o-si d e d al p h a l e v el)) t w o-si d e d e x a ct 
bi n o mi al CI . T h es e esti m at es ar e o bt ai n e d as f oll o ws:

p r o c  f r e q d a t a  =  d a t a s e t ;
t a b l e b i n a r y  e v e n t /  

b i n o m i a l (
l e v e l  = “ Y e s ” )

a l p h a  = t w o - s i d e d  a l p h a  l e v e l ;
e x a c t  b i n o m i a l ;

W h e n t h er e ar e n o r es p o n d ers, S A S d o es n ot pr o d u c e a CI  by d ef a ult. T o o bt ai n a CI  in t his 
sit u ati o n, P R O C F R E Q is us e d as s p e cifi e d a b o v e e x c e pt c h a n gi n g l e v el= ” N o ” . Fr o m t h e r es ults 
of t his m o difi e d pr o c e d ur e, t h e v al u es i n p er c e nt of t h e L CL a n d U C L o f a 0 % r es p o ns e r at e ar e 
c al c ul at e d as f oll o ws:

L C L L E V E L = ” Y es ” ( %) = 1 0 0 % - U C L L E V E L = ” N o ” ( %)

U C L L E V E L = ” Y es ” ( %) = 1 0 0 % - L C L L E V E L = ” N o ” ( %)

6 R ef er e n c e

Br o o k m e y er R a n d Cr o wl e y  J (1 9 8 2). A C o nfi d e n c e I nt er v al f or t h e M e di a n S ur vi v al Ti m e, 
Bi o m etri cs 3 8, 2 9 - 4 1. 

Cl o p p er C J, P e ar s o n E S ( 1 9 3 4). T h e u s e of c o nfi d e n c e or fi d u ci al li mits ill ustr at e d i n t h e c as e 
of t h e bi n o mi al. Bi o m etri k a; 2 6, 4 0 4 -4 1 3.

C oll et D ( 1 9 9 4). M o d elli n g s ur vi v al d at a i n m e di c al r es e ar c h. L o n d o n, C h a p m a n & H all.

Q L Q -C 3 0 S c ori n g M a n u al ( 3r d E diti o n). P u blis h e d b y : E ur o p e a n Or g a nis ati o n f or R es e ar c h 
a n d F a y ers P M, A ar o ns o n N K, Bj or d al K, Gr o e n v ol d M, C urr a n D, B ott o ml e y  A, o n b e h alf of 
t h e E O R T C Q u alit y of Lif e Gr o u p ( 2 0 0 1). T h e E O R T C Tr e at m e nt of C a n c er, Br uss els.

F D A ( 2 0 0 7). G ui d a n c e f or I n d ustr y Cli ni c al Tri al E n d p oi nts f or t h e A p pr o v al of C a n c er Dr u gs 
a n d Bi ol o gi cs, U S D e p art m e nt of H e alt h a n d H u m a n S er vi c es.

N o v artis R A N O -B M g ui d a n c e, v ersi o n 1, J u n 4, 2 0 2 0 .

St u d y  pr ot o c ol ( v ersi o n 1). A p h as e II, m ulti c e nt er, t w o-c o h ort st u d y of or al M E T i n hi bit or 
c a p m ati ni b i n C hi n es e a d ult p a rti ci p a nts wit h E G F R wil d -t yp e ( wt), A L K r e arr a n g e m e nt
n e g ati v e, M E T e x o n 1 4 s ki p pi n g m ut ati o ns, 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 ( N S C LC) w h o 
ar e tr e at m e nt n ai v e or f ail e d o n e or t w o pri or li n es of s yst e mi c t h er a p y.

E ur o p e a n M e di ci n es A g e n c y  ( 2 0 2 0). G ui d a n c e o n t h e m a n a g e m e nt of cli ni c al tri als d uri n g t h e 
C O VI D -1 9 ( c or o n a vir us) p a n d e mi c ( V ersi o n 3. 0).

F o o d a n d Dr u g A d mi nistr ati o n ( 2 0 2 0). F D A G ui d a n c e o n C o n d u ct of Cli ni c al Tri als of 
M e di c al Pr o d u cts d uri n g C O VI D- 1 9 P a n d e mi c: G ui d a n c e f or I n d ustr y , I n v esti g at ors, a n d 
I nstit uti o n al R e vi e w B o ar ds ( S e pt e m b er 2 0 2 0).

V a n R e e n e n M, J a nss e n B, St ol k E, et al. ( 2 0 1 9) E Q - 5 D-5 L  Us er G ui d e, B asi c I nf or m ati o n o n 
h o w t o us e t h e E Q - 5 D-5 L  i nstr u m e nt, V ersi o n 3. 0. E ur o Q ol R es e ar c h F o u n d ati o n.
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L ai J S; R ai z er JJ; J e ns e n S E; B e a u m o nt J L ; A b er n et h y AP; J a c o bs e n P B; S y rj al a K L; C ell a D 
( 2 0 1 4) N ati o n al C o m pr e h e nsi v e C a n c er N et w or k -F u n cti o n al Ass ess m e nt of C a n c er T h er a p y  -
Br ai n S y m pt o m I n d e x ( N C C N -F A C T F Br SI) .

7 A p p e n di x

7. 1. 1 N C C N/ F A C T -Br SI S c ori n g G ui d eli n e s

F B r SI -D R S -P S c o ri n g G ui d eli n es

I nstr u cti o ns: * 1. R e c or d a ns w ers i n "it e m r es p o ns e " c ol u m n. If missi n g, m ar k wit h a n X

    2. P erf or m r e v ers als as i n di c at e d, a n d s u m i n di vi d u al it e ms t o o bt ai n a s c or e.

3. M ulti pl y t h e s u m of t h e it e m s c or es b y t h e n u m b er of it e ms i n t h e s u bs c al e, t h e n di vi d e b y 
t h e n u m b er of it e ms a ns w er e d.  T his pr o d u c es t h e s u bs c al e s c or e.

4 . T h e hi g h er t h e s c or e, t h e b ett er t h e Q O L.

S u bs c al e   It e m C o d e    R e v e rs e it e m ?        It e m r es p o ns e         It e m S c o r e
Dis e as e r el at e d A n 1 0 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
S y m pt o m  - p h ysi c al Ar 2 1 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
   (F B r SI -D R S -P) Br 2 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      Br 1 4 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      Br 2 0 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      C 2 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G P 3 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
                                           Br 9 4  - _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      G F 5 0  + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      Br 1 0  + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
                                           Br 3 0  + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
      Br 8 0  + _ _ _ _ _ _ _ _ = _ _ _ _ _ _ _ _
                                              S u m  i n di vi d u al it e m s c or es: _ _ _ _ _ _ _ _  

                                         M ulti pl y b y 1 2 : _ _ _ _ _ _ _ _
Di vi d e b y n u m b er of it e ms a ns w er e d: _ _ _ _ _ _ _ _ = F Br SI -D R S -P s u bs c al e s c or e

S c or e r a n g e: 0- 4 8




