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1 I N T R O D U C T I O N

T his d o c u m e nt h as b e e n writt e n i n ali g n m e nt wit h a m e n d m e nt 3 of t h e Cli ni c al St u d y Pr ot o c ol 

( C S P) a p pr o v e d o n 2 4 t h J u n e 2 0 2 2 a n d d es cri b es t he st atist i c al a n al ysis m et h o d ol o g y  for 

pr ot o c ol  D6 0 7 0 C 0 0 0 0 5. T his is a P h as e 1 b/ 2 m ult i c e nt er, o p e n -l ab el, d o s e -e s c al ati o n a n d 

d o s e -e x p a nsi o n st u d y  to ass ess t he s afet y,  pr eli mi n ar y ant itu m or a cti vit y,  i m m u n o g e ni city, a n d 

p h ar m a c o ki n et i c (P K) of  ol ecl u m a b wi t h or wi t ho ut d ur v al u m a b i n c o m bi n at i on wi t h 

c h e m ot h er a p y a d mi nist er e d i n s u bj e cts wi t h met a st ati c p a n cr e at i c d u ct al  ad e n o c ar ci n o m a  

( P D A C). As b a c k gr o u n d i nf or m ati on, a n o v er vi e w of t h e st u d y  d e si g n is pr o vi d e d. T h e m ai n 

p orti o n of  t his d o c u m e nt d et ail s t h e st ati sti c al  su m m ari e s r el ati n g t o e a c h st u d y  o bje ct i v e a n d 

d es cri b es t he g e n er al c o n v e nt i ons a n d d efi nit i ons t h at will b e us e d. I n a d dit i on, a s et of t a bl e 

t e mpl at es a n d s p e cifi c at i ons will b e i n cl u d e d i n a st atist i c al pr o gr a m mi n g pl a n ( S P P) t o 

c o m pl e m e nt t his d o c u m e nt.

2 S T U D Y O V E R V I E W

2. 1   St u d y O bj e cti v es

2. 1. 1   P ri m a r y O bj e cti v e(s) a n d Ass o ci at e d E n d p oi nts 

T a bl e 2. 1 – 1 P ri m a r y O bj e cti v e(s) a n d Ass o ci at e d E n d p oi nts 

T y p e O bj e cti v e E n d p oi nt

S af et y P art 1: T o ass ess t h e s af et y a n d 

t ol er a bilit y of ol e cl u m a b pl us 

d ur v al u m a b i n c o m bi n ati o n wit h 

c h e m ot h er a p y a d mi nist er e d i n s u bj e cts 

wit h m et ast ati c P D A C.

 D L Ts

 I n ci d e n c e of A Es a n d S A Es 

 Cli ni c all y m e a ni n gf ul c h a n g es fr o m 

b as eli n e i n cli ni c al l a b or at or y p ar a m et ers, 

vit al si g ns, a n d E C G r e s ults 

Cli ni c al A cti vit y P art 2: T o e v al u at e t h e pr eli mi n ar y 

a ntit u m or a cti vit y of ol e cl u m a b wit h or 

wit h o ut d ur v al u m a b i n c o m bi n ati o n 

wit h g e m cit a bi n e a n d n a b -p a clit a x el 

c o m p ar e d t o g e m cit a bi n e a n d n a b -

p a clit a x el i n s u bj e cts wit h 1 L 

m et ast ati c P D A C.

 O R a c c or di n g t o R E CI S T v 1. 1

P art 2: T o e v al u at e t h e pr eli mi n ar y 

a ntit u m or a cti vit y of ol e cl u m a b wit h or 

wit h o ut d ur v al u m a b i n c o m bi n ati o n 

 O R a c c or di n g t o R E CI S T v 1. 1
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wit h m F O L F O X a d mi nist er e d i n 

s u bj e cts wit h 2 L m et ast ati c P D A C.

1 L = first -li n e; 2 L = s e c o nd- li n e; A E = a d v ers e e v e nt; E C G = el e ctr o c ar di o gr a m; D L T = d os e-li miti n g t o xi cit y; 

m F O L F O X = m o difi e d r e gi m e n of l e u c o v ori n, 5 -fl u or o ur a cil a n d o x ali pl ati n; O R = o bj e cti v e r es p o ns e; P D A C 

= p a n cr e ati c d u ct al a d e n o c ar ci n o m a; R E CI S T = R es p o ns e E v al u a bl e Crit e ri a i n S oli d T u m ors; S A E = s eri o us 

a d v ers e e v e nt; v = v ersi o n

N ot e: P art 1 is d os e es c al ati o n a n d P art 2 is d os e e x p a nsi o n.

2. 1. 2   S e c o n d a r y O bj e cti v e(s) a n d Ass o ci at e d E n d p oi nts 

T a bl e 2. 1. 2 – 1 S e c o n d a r y O bj e cti v es a n d Ass o ci at e d E n d p oi nts 

T y p e O bj e cti v e E n d p oi nt

S af et y P art 2: T o ass ess t h e s af et y a n d 

t ol er a bilit y of ol e cl u m a b wit h or 

wit h o ut d ur v al u m a b i n c o m bi n ati o n 

wit h c h e m ot h er a p y a d mi nist er e d i n 

s u bj e cts wit h m et ast ati c P D A C.

 I n ci d e n c e of A Es a n d S A Es

 Cli ni c all y m e a ni n gf ul c h a n g es fr o m 

b as eli n e i n cli ni c al l a b or at or y p ar a m et ers, 

vit al si g ns 

Cli ni c al A cti vit y P art 1: T o e v al u at e t h e pr eli mi n ar y 

a ntit u m or a cti vit y of ol e cl u m a b 

pl us d ur v al u m a b i n c o m bi n ati o n 

wit h g e m cit a bi n e a n d n a b -

p a clit a x el a d mi nist er e d i n s u bj e cts 

wit h 1 L m et ast ati c P D A C.

 O R a n d D C a c c or di n g t o R E CI S T v 1. 1

P art 1: T o e v al u at e t h e pr eli mi n ar y

a ntit u m or a cti vit y of ol e cl u m a b 

pl us d ur v al u m a b i n c o m bi n ati o n 

wit h m F O L F O X a d mi nist er e d i n 

s u bj e cts wit h 2 L m et ast ati c P D A C.

 O R a n d D C a c c or di n g t o R E CI S T v 1. 1

P art 2: T o e v al u at e t h e pr eli mi n ar y 

a ntit u m or a cti vit y of ol e cl u m a b 

wit h or wit h o ut d ur v al u m a b i n 

c o m bi n ati o n w it h g e m cit a bi n e a n d 

n a b -p a clit a x el c o m p ar e d t o 

g e m cit a bi n e a n d n a b -p a clit a x el 

a d mi nist er e d i n s u bj e cts wit h 1 L 

m et ast ati c P D A C.

 O S 

 P F S, D o R a n d D C a c c or di n g t o R E CI S T 

v 1. 1

P art 2: T o e v al u at e t h e pr eli mi n ar y

a ntit u m or a cti vit y of ol e cl u m a b 

wit h or wit h o ut d ur v al u m a b i n 

c o m bi n ati o n w it h m F O L F O X 

c o m p ar e d t o m F O L F O X

a d mi nist er e d i n s u bj e cts wit h 2 L 

m et ast ati c

 O S 

 P F S, D o R a n d D C a c c or di n g t o R E CI S T 

v 1. 1
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P D A C.

P art 2: T o e v al u at e t h e pr eli mi n ar y

a ntit u m or a cti vit y of ol e cl u m a b 

wit h or wit h o ut d ur v al u m a b i n 

c o m bi n ati o n w it h c h e m ot h er a p y 

c o m p ar e d t o c h e m ot h er a p y

al o n e i n t h e p o p ul ati o n d efi n e d b y 

C D 7 3 e x pr essi o n.

 O S 

 O R a n d P F S a c c or di n g t o R E CI S T v 1. 1 

b y C D 7 3 e x pr essi o n at b as eli n e

I m m u n o g e ni cit y T o ass ess t h e i m m u n o g e ni cit y of 

ol e cl u m a b a n d d ur v al u m a b i n 

c o m bi n ati o n w it h c h e m ot h er a p y 

a d mi nist er e d i n s u bj e cts wit h 

m et ast ati c P D A C.

 D e v el o p m e nt of d et e ct a bl e A D As 

f oll o wi n g ol e cl u m a b a n d d ur v al u m a b

P h ar m a c o ki n eti cs T o d et er mi n e t h e p h ar m a c o ki n eti c 

( P K) pr ofil e of ol e cl u m a b a n d 

d ur v al u m a b i n c o m bi n ati o n wit h 

c h e m ot h er a p y a d mi nist er e d i n 

s u bj e cts wit h m et ast ati c P D A C.

 S u m m ar y P K f or ol e cl u m a b, d ur v al u m a b, 

a n d s el e ct e d c h e m ot h er a pi es a n d/ o r t h eir 

m et a b olit es 

1 L = first -li n e; 2 L = s e c o n d-li n e; A D A = a nti-dr u g a nti b o d y; A E = a d v ers e e v e nt; C D = cl ust er of diff er e nti ati o n; 

D C = dis e as e c o ntr ol; D o R = d ur ati o n of r es p o ns e; E C G = el e ctr o c ar di o gr a m; m F O L F O X = m o difi e d r e g i m e n 

of l e u c o v ori n, 5 -fl u or o ur a cil, a n d o x ali pl ati n; O R = o bj e cti v e r es p o ns e; O S = o v er all s ur vi v al; P D A C = p a n cr e ati c 

d u ct al a d e n o c ar ci n o m a; P F S = pr o gr essi o n -fr e e s ur vi v al; P K = p h ar m a c o ki n eti c(s); R E CI S T = 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; S A E = s eri o us a d v ers e e v e nt; v = v ersi o n.

N ot e: P art 1 is d os e es c al ati o n a n d P art 2 is d os e e x p a nsi o n.

2. 1. 3   E x pl o r at o r y O bj e cti v e(s) a n d Ass o ci at e d E n d p oi nts 

 C CI

C CI
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2. 2   St u d y D esi g n

T his is a P h as e I b/ 2, m ult i c e nt er, o p e n l a b el, d o s e e s c al at i on a n d d os e e x p a nsi o n st u d y  to ass ess 

t he s af et y,  pr eli mi n ar y a nt itu m or a cti vit y,  im m u n o g e ni cit y a n d P K of  ol e cl u m a b wi t h or 

wi t ho ut d ur v al u m a b i n c h e m ot h er a p y  ad mi nist er e d i n s u bj e cts wi t h m et ast ati c P D A C. S u bj e cts 

wi t h pr e vio u sl y u ntr e at e d m et a st ati c P D A C ( 1 L m et ast ati c P D A C) will b e e nr oll e d i n C o h ort 

A. S u bj e cts wi t h met ast ati c P D A C pr e vi o usl y  tr e at e d wit h g e m ci t a bi n e-b as e d c h e m ot h er a p y 

( wit ho ut e x p os ur e t o 5 -F U, c a p e cit a bi n e , or o x ali pl at i n; 2 L m et ast ati c P D A C) will b e e nr oll e d 

i n C o h ort B. T h e st u d y co nsists of  2 part s, d os e es c al at i on ( P art 1) a n d d os e e x p a nsi o n ( P art 

2). All s u bj e cts i n b ot h c o h orts wil l b e tr e at e d u ntil dis e as e pr o gr e s si o n, i ntol er a bl e t o xici t y, 

wi t hdr a w al  of s u bj e ct c o ns e nt, or a n ot h er dis c o nt i n u ati o n crit eri o n is m et. R ef er t o S e cti o n 3. 1 

of  t h e Cli ni c al St u d y  Pr ot o c ol (C S P ) f or a d ditio n al d et ails. 

F or C o h ort A, a n i nt eri m a n al ysis w ill b e p erf or m e d w h e n a p pr o xi m at el y 3 0 e v al u a bl e s u bj e cts 

i n e a c h tr e at me nt ar m h a v e b e e n d os e d a n d r e a c h e d t h e d at a c ut -off cri t eria. R ef er t o S e ctio n 

4. 8. 7 of t h e C S P f or a d diti o n al d et ails. 

2. 3 T r e at m e n t Assi g n m e nt a n d Bli n di n g

T r e at m e nt Assi g n m e nt

T his i s a n o p e n-l a b el st u d y. S u bj e cts e nr oll e d i n P art 1 w h o m e et t h e eli gi bility crit eri a will b e 

assi g n e d o p e n -l a b el i n v esti g ati o n al pr o d u ct.

I n P art 2 s u bj e cts i n C o h ort A will b e r a n d omi z e d usi n g a 1: 1: 1 r ati o t o r e c ei v e ei t her 

g e m ci t a bi n e a n d n a b-p a cli t a x el ( Ar m A1), ol e cl u m a b + g e m ci t a bi n e a n d n a b -p a cli t a x el ( Ar m 

A 2) or ol e cl u m a b + d ur v al u m a b + g e m ci t a bi n e a n d n a b -p a cli t a x el (Ar m A 3). S u bj e cts i n 

C o h ort B will b e r a n d o mi z e d usi n g a 1: 1: 1 r ati o t o r e c ei v e ei t h er m F O L F O X ( Ar m B1), 

ol e cl u m a b + m F O L F O X ( Ar m B 2) or ol e cl u m a b + d ur v al u m a b + m F O L F O X ( Ar m B 3). 

R a n d o mi z ati o n will b e str atifi e d b y C D 7 3 e x pr e s si o n  le v el . R ef er t o S e cti o n 4. 6 of  th e C S P 

f or a d ditio n al  d et ails.

Bli n di n g

T hi s st u d y  is n ot bli n d e d.

C CI
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2. 4 S a m pl e Si z e

A t ot al  of u p t o a p pr o xi m at el y 3 3 9 s u bj e ct s will b e e nr oll e d i n t h e st u d y: u p t o a p pr o xi m at el y 

2 4 s u bj e cts i n P art 1, d os e e s c al ati o n a n d u p t o a p pr o xi m at el y 3 1 5 s u bj e cts i n P art 2, d os e 

e x p a nsi o n ( a p pr o xi m at el y 21 0 s u bj e cts i n C o h ort A a n d a p pr o xi m at el y  10 5 s u bj e cts i n 

C o h ort B). R ef er t o S e cti o n 4. 8. 2 of t h e C S P f or a d dit i on al d et ails.

3 S T A T I S T I C A L M E T H O D S

3. 1   G e n e r al C o nsi d e r ati o ns

T a b ul ar s u m m ari es will b e pr es e nt e d f or t he d os e es c al at i on a n d d os e e x p a nsi o n p h a s e 

s e p ar at el y. U nl e s s ot h er wis e st at e d, i n t he d os e es c al at i on p h as e d at a will b e s u m m ari z e d b y 

c o h ort a n d d os e l ev els a n d, i n t he d os e e x p a nsi o n p h as e d at a will b e s u m m ari z e d b y c o h ort, 

tr e at me nt ar ms a n d w h er e a p pr o pri at e b y C D 7 3. A t ot al col u m n will  be pr es e nt e d f or t a ble s 

r elat e d t o st u d y  s u bj ects, e x p os ur e, a d v ers e e v e nts, i m m u n o g e ni cit y a n d p h ar m a c o ki n eti cs.

C at e g ori c al d at a will b e s u m m ari z e d b y fr e q u e n c y distri b uti on ( n u m b er a n d p er c e nt a g e of 

s u bj e cts f alli n g wit hi n e a c h c at e g or y). C o nti n u o us v ari a bl es will b e s u m m ari z e d b y d es cri pt i v e 

st atist i cs i n cl u di n g N, m e a n, st a n d ar d d e vi ati on, m e di a n, a n d r a n g e ( mi ni m u m a n d m a xi m u m). 

All a v ail a bl e d at a will b e u s e d, a n d t hus missi n g d at a will n ot b e i m p ut e d, u nl ess ot h er wi s e 

s p e cifi e d. I n g e n er al, s u bj e cts wi t h missi n g d at a f or a p ar a m et er will b e e x c l u d e d fr o m t h e 

s u m m ar y o f this p ar a m et er. T a bl es will b e s u p p ort e d b y d at a list i n gs s h o wi n g t h e ori gi n al d at a 

f or mi n g t he b asis f or t he s u m m ari es. D at a listi n gs will b e s ort e d b y tr e at m e nt gr o u p, s u bj e ct 

n u m b er a n d d at e c o ll e ct e d w h er e a p pli c a bl e. U nl ess st at e d ot h er wis e, t w o-sid e d c o nfi d e n c e 

i nter v als ( CIs) will b e pr o d u c e d at 9 5 %. 

B as eli n e v al u es ar e d efi n e d as t he l ast v ali d ass ess m e nt pri or t o t he first a d mi nistr ati o n of 

i n v esti g ati on al pr o d u ct. F or effi c a c y d at a t his is t h e l ast ass ess m e nt pri or t o r an d o mi z ati o n. 

B as eli n e is d eri v e d b y i d e nt if yi n g r e c or ds s u c h t h at d at e of c oll e cti on is pri or t o tr e at m e nt st art 

d at e. I n t h e s c e n ari o w h er e t h e ti m e p art is missi n g, o nl y t h e d at e p arts will b e c o m p ar e d. If n o  

b as eli n e r e c or d is pr e s e nt w h e n d at e of  coll e ct i on is missi n g b ut tr e at me nt st art d at e is n ot 

missi n g t h e n t h e d at a c oll e ct e d at s cr e e ni n g will b e us e d as b as eli n e. F or l a b or at or y p ar a m et ers 

w h er e t h e cli ni c al s af et y si g n al is a L o w A b n or m alit y or Bi -di r e ctio n al , t h e b as eli n e v al u es ar e 

i d e ntifi e d as t he mi ni m u m of  all pr e -d osi n g v al u es o n t hat p arti c ul ar d at e. F or l ab or at or y 

p ar a m et ers w h er e t h e s af et y si g n al is a Hi g h A b n or m alit y,  t h e b as eli n e v al u es ar e i d e ntifi e d as 

t he m a xi m u m of all pr e -d osi n g v al u es o n t h at p arti c ul ar d at e.

D at a a n al ys es will b e c o n d u ct e d usi n g t h e S A S ® S yst e m ( S A S I nstit ut e, I n c., C ar y, N C, U S A) 

V er si o n 9. 3 or a b o v e, u nl ess ot h er wis e s p e cifi e d. 
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3. 2   A n al ysis P o p ul ati o ns

T h e a n al ysis p o p ul at i ons ar e d efi n e d i n E r r o r! R ef e r e n c e s o u r c e n ot f o u n d. . 

T a bl e 3. 2 – 1 A n al ysis P o p ul ati o ns

P o p ul ati o n D es c ri pti o n

All r a n d o mi z e d 

p o p ul ati o n
T h e all r a n d o mi z e d p o p ul ati o n is d efi n e d as all r a n d o mi z e d s u bj e cts.

I nt e nt-t o-tr e at 

(I T T) p o p ul ati o n

T h e I T T p o p ul ati o n is d efi n e d as all s u bj e cts w h o ar e r a n d o mi z e d a n d r e c ei v e a n y a m o u nt 

of i n v esti g ati o n al pr o d u ct, a n al y z e d a c c or di n g t o r a n d o mi z e d tr e at m e nt assi g n m e nt. All 

a n al y s es will b e p erf or m e d o n t h e I T T p o p ul ati o n u nl ess ot h er wis e s p e cifi e d.

As -tr e at e d 

p o p ul ati o n

T h e as -tr e at e d p o p ul ati o n is d efi n e d as all s u bj e cts w h o r e c ei v e a n y i n v esti g ati o n al pr o d u ct 

a n al y z e d a c c or di n g t o tr e at m e nt r e c ei v e d.

R es p o ns e 

e v al u a bl e 

p o p ul ati o n

T h e r es p o ns e  e v al u a bl e p o p ul ati o n i n cl u d es s u bj e cts fr o m t h e As -tr e at e d P o p ul ati o n w h o 

h a v e a b as eli n e dis e as e ass ess m e nt ( D A), h a v e t h e o p p ort u nit y t o b e f oll o w e d f or at l e ast 

1 6 (f or c o h ort A) or 1 2 (f or c o h ort B) w e e ks at t h e ti m e of t h e d at a c ut off (i. e., d os e d at 

l e ast 1 6 (f or c o h ort A) o r 1 2 (f or c o h ort B) w e e ks pri o r t o t h e ti m e of t h e dat a c ut off), a n d 

eit h er h a s at l e ast o n e p ost -b as eli n e D A a n d/ or dis c o nti n u e d tr e at m e nt d u e t o d e at h or  

dis e as e pr o gr essi o n.

D L T e v al u a bl e 

p o p ul ati o n

T h e D L T -e v al u a bl e p o p ul ati o n is d efi n e d as all s u bj e cts e nr oll e d i n P art 1 ( d os e es c al ati o n) 

w h o r e c ei v e all pl a n n e d d os es of ol e cl u m a b, d ur v al u m a b, a n d c h e m ot h er a p y d uri n g t h e 

D L T -e v al u ati o n p eri o d (fr o m t h e first d os e of all st u d y tr eat m e nts t hr o u g h D a y  28) a n d 

c o m pl et e t h e s af et y f oll o w -u p t hr o u g h t h e D L T e v al u ati o n p eri o d or e x p eri e n c e a n y D L T .

P K e v al u a bl e 

p o p ul ati o n

T h e P K e v al u a bl e p o p ul ati o n is d efi n e d as all s u bj e cts w h o r e c ei v e at l e ast o n e d o s e of I P 

wit h at l e ast o n e r e p ort a bl e P K c o n c e ntr ati o n. If n e c ess ar y t h er e m a y i nst e a d b e as m a n y as 

f o ur P K e v al u a bl e p o p ul ati o ns ( o n e f or ea c h of ol e cl u m a b, d ur v al u m a b, g e m cit a bi n e a n d 

n a b -p a clit a x el).

A D A e v al u a bl e 

p o p ul ati o n

T h e A D A e v al u a bl e p o p ul ati o n is d efi n e d as all s u bj e cts i n t h e s af et y a n al ysis s et w h o h a v e 

a n o n -missi n g b as eli n e A D A r es ult a n d at l e ast o n e n o n -missi n g p ost -b as eli n e A D A r es ult. 

If n e c ess ar y t h er e m a y  in s t e a d b e t w o A D A e v al u a bl e p o p ul ati o n s ( on e f or ea c h of 

ol e cl u m a b a n d d ur v al u m a b).

A D A = a nti -dr u g a nti b o d y; D L T = d os e -li miti n g t o xi cit y; I P = i n v esti g ati o n al pr o d u ct; P K = p h ar m a c o ki n eti c

T h e b as eli n e a n d effi c a c y a n al ys es of  ant itu m or a cti vit y will b e b as e d o n t he i nte nt -t o-tr e at 

p o p ul at i on. T h e s af et y p ar a m et ers will b e s u m m ariz e d b as e d o n t he as -tr e at e d p o p ul at i on.  

D L T -e v al u a bl e p o p ul at i on will b e us e d f or t h e M T D e v al u ati o n. T h e effi c a c y p ar a m et ers m a y 

b e s u m m ari z e d b as e d o n r es p o ns e -e v al u a bl e p o p ul ati o n f or i nt eri m  a n al y si s.  
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3. 3   St u d y S u bj e cts

3. 3. 1   S u bj e ct Dis p ositi o n a n d C o m pl eti o n St at us

S u bj e ct dis p osit i on a n d c o m pl et i on st at u s will b e list e d p er s u bj e ct. Dis p osit i on of  su bj e ct s 

t hr o u g ho ut t he st u d y a n d wi t h res p e ct t o dis c o nt i n u ati on of  tr e at me nt a n d e n d of  st u d y an d 

c o m pl et i on st at us will b e s u m m ari z e d b y t he n u m b er a n d p er c e nt a g e of  su bj e cts f or t he I T T 

p o p ul at i on. 

Ti m e o n st u d y fr o m ti m e of  first d os e/r a n d o mi z ati o n  will b e pr es e nt e d usi n g s wi m m er pl ot s 

f or t h e I T T p o p ulati o n a n d w h er e a p pr o pri at e t h es e m a y  be pr es e nt e d b y  C D 7 3 le v els.  

3. 3. 2   D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

D e m o gr a p hi cs a n d b as eli n e dis e as e c h ar a ct erist i cs will b e s u m m ari z e d f or t he I T T p o p ul at i on 

a n d s u m m ari es will i n cl u d e a t ot al col u m n . D e m o gr a p hi c a n d b as eli n e c h ar a ct eri st i c 

i nf or mat i on r el at e d t o a g e, s e x, r a c e, et h ni cit y, w ei g ht, h ei g ht, E ast er n C o o p er ati v e O n c ol o g y 

Gr o u p ( E C O G) st at us will b e s u m m ariz e d wi t h su m m ar y  st atist i cs a n d m a y b e list e d wi t h 

f urt her i nf or m at i on. I nf or m at i on r el ati n g t o pri or a nt i c a n c er tr e at m e nt, pri or s yst e mi c t h er a p y, 

pri or r a di at i on t her a p y a n d pri or s ur gi c al a n d m e di c al pr o c e d ur es will als o b e list e d f or e a c h 

s u bj e ct. 

T u m or hi st or y  in cl u di n g hist ol o g y , st a g e, a n d p erti n e nt bi om ar k er r es ults at t h e ti m e of i nit i al 

di a g n osis a n d at st u d y e ntr y  will b e s u m m ari z e d a n d w h er e a p pr o pri at e t his m a y als o b e 

s u m m ariz e d b y C D 7 3 l e v els. T h e b as eli n e dis e as e c h ar a ct erist i cs  su m m ar y  will i n cl u d e 

d es cri pt i v e st atisti cs of ti m e fr o m pr i m ary d i a g n osis t o st u d y e ntr y ( m o nt hs), b as eli n e C R P a n d 

b as eli n e c ar b o h y dr at e a nt i g e n 1 9 - 9 ( C A 1 9-9 ). It will als o i n cl u d e fr e q u e n c y distri b ut i ons f or 

di s e as e st a g e at i nit i al di a g n osis (I, II, III, I V a, I V b, I V c, u n k n o w n), t u m or st a g e at st u d y e ntr y 

( T 0, Ti s, T 1, T 2, T 3, T 4, T X, u n k n o w n), n o d e st a g e at st u d y ent r y (N 0, N 1, N 2, N 3, N X, 

u n k n o w n), m et a st a si s st a g e at st u d y e ntr y ( M 0, M 1, M X, u n k n o w n).

Pri or a nt i c a n c er tr e at m e nt will b e s u m m ariz e d a n d w h er e a p pr o pri at e m a y als o b e s u m m ari z e d 

b y C D 7 3 l e v els a n d r e crui t me nt w a v e. T h e s u m m ar y will i n cl u d e t he n u m b er a n d p er c e nt of 

s u bj e cts p er tr e at me nt c at e g or y (s yst e mi c t her a p y, r a di ati on, c a n c er r elat e d s ur g er y, ot h er), 

n u m b er of  pr e vio u s s yst e mi c r e gi m e ns f or m e t a st atic dis e as e , b est r es p o ns e ( c o mpl et e 

r es p o ns e, p a rtial r es p o ns e, st a ble di s e a s e, pr o gr essi v e dis e as e, n ot e v al u a bl e, n ot a p pli c a bl e) 

t o t h e most r e c e nt li n e of t h er a p y , li n e of t h er a p y, ti m e o n prior s yst e mi c t h er a p y ( ≤ 6 m o n t hs, 

> 6 m o nt hs) a n d t i m e o n pri or r a di ati on ( ≤ 6 m o nt h s, > 6 m o nt hs).

B as eli n e t u mo r c h ar a ct erist i cs i n cl u di n g n u m b er a n d sit e s of  tar g et a n d n o n- t ar g et t u mor 

l e sio n s as w ell as s u m of  t ar g et le si o n s di a m et er will b e s u m m ari z e d.   N u m b er of  met a st ati c 

sit es at b as eli n e, d efi n e d as t h e n u m b er of or g a ns t h at h a v e b as eli n e t ar g et or n o nt ar g et le si o n s 
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n ot at t h e pri m ar y sit e, will als o b e list e d. Ot h er b as eli n e t u m or c h ar a ct erist i cs, i n cl u di n g, P D-

L 1 t u m or c ells , P D-L 1 i m m u n e c ells a n d s m o ki n g hi st or y , will b e s u m m ari z e d. I n a d ditio n, a 

listi n g d et aili n g si g nifi c a nt m e di c al hist or y fi n di n gs will b e pr o vi d e d. 

3. 3. 3   St u d y D r u g E x p os u r e

Tr e at m e nt e x p os ur e will b e s u m m ari z e d f or t he as -tr e at e d p o p ul ati on . D ur atio n of e x p os ur e t o 

t he I Ps i n w e e ks, n u m b er of  dos es a n d r elat i v e d os e i nt e nsity will  b e s um m ari z e d b y d e s cri pti v e 

st atist i cs a n d b y fr e q u e n c y. 

D ur ati o n of e x p os ur e i n w e e ks is d efi n e d b y l ast d at e of a ct u al d osi n g (i. e., a d os e w as a ct u all y 

gi v e n) i n t he l a st c y cl e pl us t he n u m b er of  da ys i n t he d osi n g i nter v al  mi n us t he d at e of  first 

tr e at me nt wi t h I P. F or s u bje ct s w h o di e or if a D C O o c c ur s pri or t o t h e l a st d o s e d at e pl u s t h e 

n u m b er of  da ys i n t he d osi n g i nter v al , d ur at i on of e x p os ur e i n w e e ks is d efi n e d a s d at e of 

d e at h/ D C O ( w hi c h e v er o c c urs first) mi n us t h e d at e of first tr e at m e n t plu s 1 d a y .

R el ati v e d os e i nte nsit y is a p er c e nt of  tot al  act u al  dos e t hat a s u bj e ct r e c ei v e d d uri n g 

c orr es p o n di n g st u d y tr e at m e nt p eri o d v ers us t he t ot al int e n d e d d os e f or t he s a me st u d y 

tr e at me nt p eri o d a c c or di n g t o t h e st u d y  pr ot o c ol. T h e d et ail s of th e d os e i nte nsit y c al c ul at i on 

will b e pr o vi d e d i n t h e S P P as p art of t h e e x p os ur e T F L t e m pl at es.

D osi n g d e vi at i ons f or I P(s) will b e list e d wi t h r e as o ns f or d e vi at i ons f or t he f oll owi n g 

c at e g ori e s: d el a ys, o m issi ons, r e d u ctio ns, a n d i nterr u pti o ns.  Dosi n g d el a ys will b e d eri v e d 

b as e d o n t h e s c h e d ul e d d osi n g d at es usi n g t he pr e vi o us d os e gi v e n as r efer e n c e . T he n u m b er 

of  s u bj e ct s wit h d osi n g d el a ys a n d t ot al d os e d el a ys will b e s u m m ari z e d. 

3. 3. 4   C o n c o mit a nt M e di c ati o ns

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 w h o t o o k c o n c o mit a nt m e di c ati ons will b e s u m m ari z e d 

f or t he I T T p o p ul ati o n b y t he g e n eri c n a m e, c o d e d b y W H O Dr u g Di ct i on ar y . A listi n g 

pr o vi di n g i nf or m ati on a b o ut t he r o ut e, i n di c ati on, d os e a n d fr e q u e n c y will als o b e pr o vi d e d.  

C o n c o mit a nt m e d i c ati ons will  in cl u d e all c o n c o mit a nt m e d i c ati ons t a k e n o n or af t er t h e d at e 

of  first d os e of  IP or a n y c o n c o mit a nt m e di c at i o n st art e d pri or t o t he first d os e of  st u d y 

tr e at me nt t h at c o nti n u e d b e y o n d t h e d at e of first d os e of I P.

T h e us e of s u bs e q u e nt a nt i c a n c er tr e at m e nt aft er t h e dis c o nti n u ati on 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 w h er e a p pr o pri at e m a y als o b e s u m m ariz e d b y C D 7 3 l ev els b y t h e t yp e of 

s u bs e q u e nt a nt i c a n c er tr e at m e nt f or t h e as-tr e at e d p o p ulat i on.

3. 3. 5   P r ot o c ol D e vi ati o ns

I n ci d e n c e of  im p ort a nt pr ot o c ol d e vi ati o n s will b e s u m m ari z e d b y d e vi ati o n c at e g ori e s. A 

pr ot o c ol  d e vi ati on is d et er mi n e d t o b e i m p ort a nt if it m e ets a n y o n e of t h e f oll owi n g cri t eria:
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 S u bj e ct e nt er e d i nt o t h e st u d y b ut d o es n ot s atisf y i n cl usi on cri t eria n u m b er 5, 6, 8, 9, 1 0 

o r e x cl usi on cri t eria 2, 3, 5, 6, 1 5, 1 8.

 I n c orr e ct i nf or me d c o n s e nt pr o c e d ur e (i n cl u di n g r e c o n s e nt) f or m ai n I C F s u c h a s n o I C F, 

c o ns e nt n ot si g n e d, wr o n g c o ns e nt v ersi o n si g n e d, u n a p pr o v e d c o ns e nt us e d.

 S eri o us br e a c h of G C P.

 S u bj e ct r e c ei v e d t h e i n c orr e c t tr e at me nt, o v er d os e or e x pir e d tr e at m e nt.

 A d e vi at i on t hat aff e cts t he a bilit y t o i nter pr et d at a wi t h res p e ct t o t he pri m ar y o bj e ct i v e 

f or e x a m pl e, missi n g or i n c orr e ctl y c o ll e ct e d dis e as e ass ess m e nts or a n y err or t h at i m p a cts 

t he a bilit y t o pr o p erl y  me a s ur e t h e dis e as e r es p o ns e.

 Cri t eri a m et  duri n g t he st u d y but t he s u bj e ct w as n ot wit h dr a w n as p er pr ot o c o l 

r e q uir e m e nts.

 S u bj e ct n ot r a n d o mi z e d p er pr ot o c ol  or p er I V R S pr o c e d ur e (t his d o es n ot i n cl u d e 

di s p e nsi n g or a d mi nist eri n g st u d y tr e at me nt). I n so m e c as es u nr e p ort e d S A E s d et e ct e d i n 

t he s o ur c e d at a m a y b e d efi n e d as i m p ort a nt pr ot o c ol d e vi ati o ns.

I n ci d e n c e of  C O VI D - 1 9 i m p ort a nt pr ot o c ol d e vi ati o ns will  als o b e s u m m ariz e d b y d e vi at i on 

c at e g ori e s.

F urt h er i nf or m ati on f or i m p ort a nt pr ot o c ol d e vi ati o ns c a n b e f ou n d i n t h e Pr ot o c ol D e vi atio n 

Cri t eri a F or m.

A listi n g will b e pr o vi d e d wi t h pr ot o c ol d e vi at i on d et ails. N o n e of  t he d e vi at i ons will l e a d t o 

s u bj e cts b ei n g e x cl u d e d fr o m a n y  an al ysis p o p ul at i ons d es cri b e d i n 3. 2 , u nl ess ot h er wi s e 

s p e cifi e d. If a d e vi atio n is s erio u s e n o u g h t o h a v e a p ot e nti al i m p a ct o n t h e pri m ar y a n al y si s, 

s e nsit i vity a n al ys es m a y  b e p erfor m e d. 

3. 4   Effi c a c y A n al ys es

F or e a c h of t h e a n al ys es t h er e will b e n o f or m al  st atist i cal  c o mp ari s o n b et w e e n d o s e l e v els i n 

P art 1.

3. 4. 1   P ri m a r y Effi c a c y E n d p oi nt a n d A n al ys es

T h e pri m ar y  effi c a c y e n d p o i nt is o bj e ct i v e r es p o ns e ( O R). O R is d efi n e d a s b est o v er all 

r es p o ns e of  co nfir m e d 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 v ersi o n 

1. 1. T h e b est o v er all r es p o ns e is d efi n e d as t h e b est r es p o ns e (i n t h e or d er of C R, P R, S D, P D, 

a n d n ot e v al u a bl e) a m o n g all o v er all r es p o ns es r e c or d e d fr o m t he st art of  tr e at me nt wit h 

i n v esti g ati on al pr o d u ct u ntil o bj e cti v e d o c u m e nt ati o n of  PD, or t he l ast e v al u a bl e dis e as e 

ass ess m e nt i n t h e a bs e n c e o f P D pri or t o t h e i niti ati o n of s u bs e q u e nt a nti c a n c er t h er a p y or e n d 

of  th e st u d y, w hi c h e v er o c c urs first. T h e b est o v er all r es p o ns e of C R or P R m ust b e c o nfir m e d, 

w hi c h m e a ns a r es p o ns e of C R/ P R is r e c or d e d at a vi sit a n d c o nfir m e d b y r e p e at i m a gi n g n ot 
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l ess t ha n 2 8 d a y s ( 4 w e e ks) af t er t he visit w h e n t he r es p o ns e w as first o bs er v e d wi t h no 

e vi d e n c e of pr o gr essi o n b et w e e n t h e i nit i al a n d C R/ P R c o nfir m ati on visit. 

T h e o bj e ct i v e r es p o ns e r at e ( O R R) will b e esti m at e d b y t h e pr o p orti o n of O R, a n d its 9 5 % CI 

will b e est i m at e d usi n g t he e x a ct bi n o mi al distri b ut i on. S u bj e cts t hat h a v e missi n g o v er a ll 

r es p o ns e ass ess m e nts will b e c o nsi d er e d a s n o n -r es p o n d ers, a n d will t her ef or e b e c o u nt e d i n 

t he d e n o mi n at or, b ut n ot i n t h e n u m er at or of O R R. T h e pri m ar y a n al ysis of O R R will b e b as e d 

o n t he I T T p o p ul at i on a n d will b e r e p ort e d b y tr e at m e nt ar m. A n est i mat e of t h e r at e diff er e n c e 

a n d its CI ( 8 0 % a n d 9 5 %) of  th e O R R b et w e e n t h e c o ntr ol  ar m an d e x p eri m e nt al tr e at me nt 

ar m s will  be r e p ort e d. C o m p ar is o n of  ar ms f or O R R will b e o bt ai n e d fr om C o c hr a n -M a nt el -

H a e ns z el t est, str atifi e d b y C D 7 3 l e v el.

I n a d di tio n, f urt h er i nf or m ati o n d es cri bi n g t he r es p o ns e ( p er pr o gr a m m at i c d eri v at i on 

p erf or m e d b y t he S p o n s or b as e d u p o n t h e i n v esti g at or ass ess e d d at a) f or e a c h of  t ar g et, n o n-

t ar g et a n d n e w l e sio n s a n d t he s u bj e cts o v er all r es p o ns e, a n d a d di tio n all y a n i n v esti g at or 

ass ess m e nt of o v er all r es p o ns e b y  R E CI S T v ersio n 1. 1 will b e list e d f or e a c h s u bj e ct b y  vi sit. 

3. 4. 2   S e c o n d a r y Effi c a c y E n d p oi nt(s) a n d A n al ys es

T h e s e c o n d ar y effi c a c y  en d p o i nts i n cl u d e d ur ati o n of  res p o ns e ( D o R), dis e as e c o ntr ol  (D C), 

pr o gr essi o n -fr e e s ur viv al  (P F S) a n d o v er all s ur vi v al ( O S). T h e effi c a c y e n d p o i nts will b e 

s u m m ari z e d b as e d o n t h e I T T P o p ul at i on. T h e effi c a c y e n d p o i nts will als o b e list e d f or e a c h 

s u bj e ct.

Effi c a c y a n al ys es, e x c e pt f or O S, will b e b as e d o n a n a p pli c at i on of  RE CI S T v ersi o n 1. 1

(Eis e n h a u er et al, 2 0 0 9 ) t o i n v esti g at or ass ess e d t u mor m e as ur e m e nts .  

Pr o gr a m m at i c d eri v ati o n g ui d a n c e us e d f or t he a p pli c at i on o f R E CI S T v ersi o n 1. 1 ar e pr o vi d e d 

i n A p p e n di x A: D eri v at i on of  RE CI S T 1. 1 Dis e as e Ass ess m e nt O v er all R e s p o n s e. R E CI S T 

v ersi o n 1. 1 g ui d eli n es will b e us e d t o d et er mi n e dis e as e r es p o ns e.

3. 4. 2. 1 D u r ati o n of R es p o ns e

A n al ysis of d ur ati o n of r es p o ns e is f or P art 2 o nl y.

D ur ati o n of r es p o ns e ( D o R) is d efi n e d as t h e ti m e fr o m  t h e first d o c u m e nt ati o n of a n o bj e cti v e 

r es p o ns e u nt il t he first d o c u m e nt ati o n of  a 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 u s e, 

w hi c h e v er o c c urs first . O nl y s u bj e cts w h o h a v e a c hi e v e d o bj e cti v e r es p o ns e ( c o nfir m e d C R or 

c o nfir m e d P R) will b e e v al u at e d f or D o R. D o R is d efi n e d i n m o nt hs as f o ll ow s:  

D O R ( m o nt hs) = ( D at e of P D/ d e at h or c e ns ori n g – D at e of first c o nfir m e d dis e as e r es p o ns e + 

1) / ( 3 6 5. 2 5/ 1 2)
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T h e d at e of P D/ d e at h or c e ns ori n g is t h e s a m e as d efi n e d f or P F S i n 3. 4. 2. 3 . T h e me di a n D o R 

a n d its 9 5 % CI 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. 

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

Di s e as e c o ntr ol ( D C) is d efi n e d as C R, P R, or S D ( m ai nt ai n e d f or ≥ 8 w e e ks [ ± 3 d a ys]). D C R 

will b e est i m at e d b y t he pr o p orti o n of  su bj e cts wi t h DC a n d its 2- si d e d 9 5 % CIs will b e 

esti m at e d usi n g a n e x a ct pr o b a bilit y m et h o d. A n esti m at e of  th e diff er e n c e i n D C R b et w e e n 

t he c o ntr ol ar m a n d e x p eri m e nt al tr e at m e nt ar m will b e r e p ort e d. 

3. 4. 2. 3 P r o g r essi o n -f r e e S u r vi v al 

A n al ysis of pr o gr essi o n -fr e e s ur vi v al is f or P art 2 o nl y.

Pr o gr essi o n -fr e e s ur vi v al ( P F S) is d efi n e d a s t he ti m e fr om r a n d omi z at i on u nt il t he fir st 

d o c u m e nt ati o n of  a dise as e pr o gr e s si o n or d e at h d u e t o a n y c a us e, w hi c h e v er o c c urs first, 

r e g ar dless of  wh et h er t he s u bj e ct r e c ei v es s u bs e q u e nt a nti c a n c er tr e at me nt pri or t o pr o gr essi o n. 

S u bj e cts w h o h a v e n o d o c u m e nt e d pr o gr essi o n a n d ar e still ali v e at t he ti m e of  an al ysis will 

b e c e ns or e d at t he ti m e of  t he l atest d at e of ass ess m e nt fr o m t hei r l ast e v al u a bl e R E CI S T 1. 1 

ass ess m e nt. P F S i n m o nt hs is d efi n e d i n m o nt hs as f o ll ows:  

P F S ( m o nt hs ) = ( D at e of P D/ d e at h or c e ns ori n g – r a n d omi z at i on + 1) / ( 3 6 5. 2 5/ 1 2),

T h e c e ns ori n g g ui d a n c e a n d t h e d at e of P D/ d e at h or c e ns ori n g ar e gi v e n i n T a bl e 3. 4. 2 -1. T h e 

n u m b er a n d p er c e nt a g e of  su bj e cts e x p eri e n ci n g a P F S e v e nt a n d K a pl a n -M ei er pl ot s  of PF S 

will b e pr es e nt e d b y tr e at me nt ar m. T h e m e di a n P F S a n d its 9 5 % CI will b e est i m at e d usi n g 

t he K a pl a n -M ei er m et h o d. T h e pr o p orti o n of s u bj e cts pr o gr essi o n fr e e a n d ali v e at 4, 6, 8, 1 2, 

1 5, 1 8 m o nt hs ( P F S -4, P F S -6, P F S -8, P F S -1 2, P F S -1 5, P F S -1 8)  a n d ass o ci at e d 9 5 % CIs will 

b e est i m at e d usi n g t h e K a pl a n-M ei er m et h o d.

T h e diff er e n c e i n P F S b et w e e n e a c h tr e at me nt ar m a n d c o ntr ol  ar m will b e t est e d f or 

sig nifi c a n c e b y  u si n g a str atifi e d l og- r a n k t est at  t h e o v er all 2-si d e d α = 0. 0 5 sig nifi c a n c e l ev el 

a dj usti n g f or C D 7 3 l e v el ( C D 7 3 Hi g h vs L o w). T h e str atifi e d l og-r a n k t est will b e c arri e d o ut 

wi t h t he Br e sl o w m et h o d f or h a n dli n g ti es. T h e h a z ar d r ati o b et w e e n e a c h tr e at m e nt ar m  a nd 

t he c o ntr ol  ar m wit h t w o-si d e d 9 5 % CI will b e e sti m at e d b y str atifi e d C o x r e gr essi on m o d el 

wi t h ties h a n dl e d b y t h e Efr o n m et h o d (Ef r o n et al, 1 9 7 7). 
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T a bl e 4. 4. 2 – 1 S u m m a r y of C e ns o ri n g G ui d eli n es f o r P F S 

Sit u ati o n D at e of P D/ D e at h o r C e ns o ri n g P F S O ut c o m e

D o c u m e nt e d c o nfir m e d Pr o gr essi v e Dis e as e ( P D) 

or  d e at h

D at e of e arli est si g n of P D or d e at h, 

w h i c h e v er c o m es first

E v e nt ( u nl ess t h e 

c e ns ori n g r ul e 

s p e cifi e d b el o w)

D e at h or P D i m m e di at el y aft er ≥ 2 c o ns e c uti v e 

miss e d or n o n -e v al u a bl e dis e as e ass ess m e nts as 

p er t h e pr ot o c ol s p e cifi e d ass ess m e nt s c h e d ul e

D at e of t h e l ast pr o gr essi o n -fr e e 

dis e as e ass ess m e nt pri or t o miss e d or 

n o n- e v al u a bl e ass ess m e nts, or t h e 

r a n d o mi z ati o n (first d os e d at e f or 

P art 1), w h i c h e v er o c c urr e d l ast

C e ns or e d

N o P D or d e at h at ti m e of a n al ysis or l ost t o 

f oll o w- u p

D at e of l ast a d e q u at e pr o gr essi o n -

fr e e dis e as e ass ess m e nt

C e ns or e d

N o t u m or ass ess m e nt at b as eli n e a n d n o e vi d e n c e 

of P D at first p ost -b as eli n e dis e as e ass ess m e nt

O R

N o t u m or ass ess m e nt p ost -first d os e, a n d n o d e at h 

pri or t o s e c o n d s c h e d ul e d p ost -b as eli n e dis e as e 

ass ess m e nt

D at e of r a n d o mi z ati o n (first d os e 

d at e f or P art 1)

C e ns or e d

P D = pr o gr essi v e dis e as e; P F S = pr o gr essi o n -fr e e s ur vi v al

S u bj e cts h a vi n g missi n g l esi on d at a at b as eli n e or n o dis e as e ass ess m e nts p o st -first d os e of 

i n v esti g ati on al pr o d u ct will h a v e P F S c e ns or e d at t h e d at e of r a n d o mi z ati on (fir st d os e d at e f or 

P art 1) u nl e s s t h e s u bj e ct di e s pri or t o t h e s e c o n d s c h e d ul e d p o st -b as eli n e dis e as e ass ess m e nt 

i n w hi c h c as e t h e d e at h d at e will q u alif y as a P F S e v e nt. 

If a s u bj e ct h as t w o or m or e c o ns e c uti v e miss e d or n o n -e v al u a bl e ass ess m e nts f oll o w e d b y  a n 

ass ess m e nt s h o wi n g n o r a di ol ogi c dis e as e pr o gr essi o n, t he n t he ass u m pti o n wi ll b e t hat t he 

s u bj e ct di d n ot pr o gr ess d uri n g t he miss e d or n o n- e v al u a bl e ass ess m e nts. T w o or m o r e 

c o ns e c ut i v e ass ess m e nts is d efi n e d as f oll ow s: f or c o h ort A, ≥ 1 6 + 1 w e e ks f or t he first 4 8 

w e e ks or ≥ 2 4 + 1 w e e ks t h er e aft er; f or c o h ort B, ≥ 1 2 + 1 w e e ks f or t he fir st 2 4 w e e ks or ≥ 1 6 + 1 

w e e ks t h er e aft er (t w o dis e as e ass ess m e nts as p er pr ot o c ol pl us a 1 w e e k visit wi n d o w t o all o w 

f or a l at e ass ess m e nt) aft er t h e l ast e v al u a bl e p ost-b as eli n e dis e as e ass ess m e nt.

3. 4. 2. 4 O v e r all S u r vi v al

A n al ysis of o v er all s ur vi v al is f o r P art 2 o nl y.

O v er all s ur vi v al ( O S) is d efi n e d as t he ti m e fr om t he r a n d omi z at i on u nt il d e at h d u e t o a n y 

c a us e. A s u bj e ct ali v e at t he e n d of  st u d y or l ost t o f oll ow- u p will b e c e ns or e d f or O S at t he 

l ast d at e w h e n t h e s u bj e ct w as k n o w n t o b e ali v e o bt ai n e d fr om d at e of  l ast c o nt a ct, wit h dr a w a l 

c o ns e nt, r ef us e t o b e f oll ow e d u p, or l ast k n o w n ali v e o n e n d of  tr e at me nt, e n d of  st u d y, a n d

s ur vi v al st at us /f oll ow - u p C R Fs. 
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F or i n c om p l et e O S d at a ( e. g. f or O S a n al ysis at i nteri m a n al ysis), t he l ast d at e f or e a c h 

i n di vi d u al s u bj e ct is d efi n e d as t h e l at est a m o n g t h e f oll owi n g d at es r e c or d e d o n t he c as e r e p ort 

f or ms ( C R Fs):

• A E st art, st o p, a n d c h a n g e d at e s, d at e A E m et  th e cri t eria f or S A E, d at e A E m et  an d n o  

l on g er m et cri t eria f or A E SI

• A d missi o n a n d dis c h ar g e d a t es of h os pit ali z ati on

• St u d y  tr e at me nt d at e

• D at e of  la st c o nt a ct, wi t hdr a w al c o n s e nt, r ef u s e t o b e f oll ow e d u p, or l a st k n o w n ali v e o n 

e n d of tr e at m e nt, e n d of st u d y , a n d s ur vi v al st at us/f oll ow - u p C R Fs

• L a b or at or y  test d at es i n cl u di n g ( b ut n ot li mit e d t o) h e m at ol o g y , c h e mistr y, uri n al ysis, 

c o a g ul at i on, t u mor bi o ps y, i m m u n o gl o bi n, p h ar m a c o ki n et i cs,  

.

• Di s e as e ass ess m e nt d at es o n R E CI S T C R F

• D at e of visit, vit al si g ns, E C O G, E C G, br ai n s c a n a n d p h ysi c al e x a mi n at i on

• St art a n d st o p d at es of  prior or s u bs e q u e nt a nti c a n c er tr e at m e nt

• D at es o n 

• St art a n d e n d d at e of c o n c o mit a nt m e di c at i on a n d s ur gi c al/ m e di c al pr o c e d ur e

• F or w o m e n, d at e of l a st m e n str u al  p erio d 

• O ns et a n d r es ol ut i on d at e of i nf usi o n r el at e d r e a cti o ns

• Di a g n osis d at e of p a n cr e at i c c a n c er 

• D at e of s cr e e n f ail ur e 

• D at e of c oll e ct i on of d at a c oll e ct e d e xt er n all y 

O S is d efi n e d i n m o nt hs as f o ll ow s:  

O S ( m o nt hs) = ( D at e of d e at h or c e ns ori n g – D at e of r a n d o mi z at i on + 1) / ( 3 6 5. 2 5/ 1 2).

T h e n u m b er a n d p er c e nt a g e of  su bj e cts e x p eri e n ci n g a n O S e v e nt a n d K a pl a n -M ei er pl ot s  of 

O S will b e pr es e nt e d b y tr e at m e nt ar m. T h e m e di a n O S a n d its 9 5 % CI will b e est i m at e d usi n g 

t he K a pl a n -M ei er m et h o d. T h e pr o p orti o n of  su bj e ct s ali v e at 4, 6, 8, 1 2, 1 5 a n d 1 8 m o n t h s 

( O S-4, O S -6, O S -8, O S -1 2, O S -1 5, O S -1 8) a n d ass o ci at e d 9 5 % CI 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. 

T h e diff er e n c e i n O S b et w e e n gr o u ps will b e t e st e d f or sig nifi c a n c e b y u si n g a str atifi e d l og -

r a n k t e st at  th e o v er all 2- si d e d α = 0. 0 5 si g nif i c a n c e l e v el, wi t h CD 7 3 l e v el ( C D 7 3 Hi g h vs L o w) 

a s t h e str atifi c at i on v ari a bl e.  T h e str atifi e d l og- r a n k t e st will b e c arri e d o ut wi t h t he Br e sl o w 

m et h o d f or h a n dli n g ties. T h e h a z ar d r ati o wit h t wo -si d e d 9 5 % CI will b e esti m at e d b y 

str atifi e d C o x r e gr ess i on m o d el  wit h ties h a n dl e d b y  t h e Efr o n met h o d (Ef r o n et al, 1 9 7 7). 

C CI

C CI
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3. 4. 3   H a n dli n g of D r o p o uts a n d Missi n g D at a

I n g e n er al, missi n g d at a ar e n ot i m p ut e d f or st atist i cal  an al ysis. G ui d a n c e r e g ar di n g t he 

h a n dli n g of  dr o p o ut s a n d m issi n g d at a a n d c e ns ori n g will a p pl y u nif or m l y to all effi c a c y 

a n al ys es r e s ultin g fr o m a n a p pli c at i on of  R E CI S T 1. 1 t o i n v esti g at or ass ess e d t u mor 

m e as ur e m e nts ( d et ails ar e s p e cifi e d i n t he c orr es p o n di n g e n d p o i nt se cti o n a n d A p p e n di x A:  

D eri v at i on of  RE CI S T 1. 1 Dis e as e Ass ess m e nt O v er all R e s p o n s e). F or i n v esti g at or r e p ort e d 

o ut c o m e s, a n al ys es will pr es e nt o ut c o m e s r e p ort e d b y t he i n v esti g at or wit h o ut c o nsi d er at i on 

of  missi n g d at a or c e ns ori n g r ul es. 

3. 4. 4   S u b g r o u p A n a l ys es

S u b gr o u p a n al ys es ( w h er e e x pl or e d) ar e a p pli c a bl e t o P art 2 o nl y.

3. 4. 4. 1 A n al ysis b y C D 7 3 L e v els

W h e n a p pr o pri at e ( e. g. s uffi ci e nt s a m pl e si z e i n e a c h s u b gr o u p) , a n al ysis of O R, P F S a n d O S  

b y C D 7 3 e x pr essi o n l e v el at b as eli n e ( hi g h vs l ow) as m e as ur e d b y I H C i n ar c hi v al a n d/ or 

fr es h t u mor bi o psi es will  be c o n d u ct e d f or P art 2. F or t h e O R a n al ysis wi t hi n e a c h s u b gr o u p 

c at e g or y  Fis h ers e x a ct t est will b e us e d a n d f or P F S a n d O S C o x Pr o p orti o n al H a z ar ds will b e 

us e d. A d dit i on al  effi c a c y e nd p oi nt s m a y als o b e e x pl or e d.

3. 4. 4. 2 U ni v a ri at e A n al ys es 

U ni v ari at e a n al ysis m a y b e p erf or m e d f or t h e I T T p o p ul at i on i n P art 2 t o c o m p ar e t h e effi c a c y 

eff e ct of t he c o nt r ol ar m ag ai n st t h e e x p eri m e nt al tr e at me nt ar ms. F or t h e u ni v ari at e a n al ysis 

t he f o ll owi n g s u b gr o u p f a ct ors m a y  be c o nsi d er e d:

 S e x ( M al e, F e m al e)

 A g e gr o u p ( < 6 5 y e ar s, ≥ 6 5 y e ars)

 T u m or st a g e at st u d y  e ntr y ( T 1 or T 2, T 3 or T 4)

 E C O G at b as eli n e ( 0, 1)

 C R P at b as eli n e ( < 4. 5 m g/ L, ≥ 4. 5 m g/ L)

 S u m  of t ar g et le si o n s at b as eli n e ( ≤ 1 0 0 m m , > 1 0 0 m m)

 Li v er m et a st a si s pr es e nt at b as eli n e ( Y es, N o)

 N L R at b as eli n e ( ≤ 5, > 5)
C CI
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F or e a c h tr e at m e nt ar m  o ver all a n d wi t hi n e a c h s u b gr o u p l e v el 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 a c o nfir m e d r es p o ns e will b e r e p ort e d. I n a d dit i on t he r at e diff er e n c e a n d 

c orr es p o n di n g 9 5 % CI f or t h e c o m p aris o n of tr e at m e nt ar ms will b e pr o vi d e d.   

F or e a c h tr e at m e nt ar m  o ver all a n d wi t hi n e a c h s u b gr o u p l e v el t h e n u m b er a n d p er c e nt a g e of 

p ati e nt s wi t h a n e v e nt will b e r e p ort e d. M e di a n P F S ( b as e d o n a p pli c ati on of R E CI S T v ersi o n 

1. 1 t o i n v est i g at or ass ess m e nts) a n d O S will b e ass ess e d vi a K a pl a n-M ei er m et h o ds.

H a z ar d r ati os f or P F S a n d O S will b e c al c ul at e d usi n g a C o x pr o p orti o n al h a z ar ds m o d el wit h 

tr e at me nt as t he o nl y  ter m  an d t he 9 5 % CI will b e c al c ul at e d usi n g a pr ofil e li k eli h o o d 

a p pr o a c h, a n d ti es b ei n g h a n dl e d usi n g Ef r o n m et h o d. A h a z ar d r atio of  <1 will f a v or t he 

e x p eri m e nt al tr e at me nt ar m. A ‘ b y’ st at e me n t will b e us e d t o o bt ai n t he H R a n d 9 5 % CI f or 

e a c h s u b gr o u p l ev el s e p ar at el y. F or a s u b gr o u p f a ct or wit h l ess t ha n 2 0 e v e nts a cr oss b ot h 

tr e at me nt ar m s, h a z ar d r atios a n d CI will n ot b e pr es e nt e d. 

3. 4. 5   

3. 4. 5. 1

 

 

 

 

3. 4. 5. 2

C CI

C CI

C CI

C CI

C CI

C CI
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3. 4. 6 Ot h e r Effi c a c y A n al ys es

3. 4. 6. 1 Ti m e t o R es p o ns e 

Ti m e t o r es p o ns e ( T T R) is d efi n e d as t he tim e fr o m r a n d o mi z at i on u nt il th e first d o c u m e nt ati o n 

of  a n o bj e cti v e r es po ns e. O nl y s u bj e cts w h o h a v e a c hi e v e d o bj e ct i v e r es p o ns e ( c o nfir m e d C R 

or c o nfir m e d P R) will b e e v al u at e d f or T T R. T T R is d efi n e d i n m o nt hs as f o ll ows:

T T R ( m o nt hs) = ( d at e of first c o nfir m e d o bj e cti v e r es p o ns e – d at e of first d os e/r a n d o mi z at i on 

+ 1) / ( 3 6 5 . 3 5/ 1 2)

T h e m e di a n T T R a n d its 9 5 % CI will b e est i m at e d usi n g t he K a pl a n -M ei er m et h o d ( wit ho ut 

c e ns ori n g b e c a us e all s u bj e cts h a v e e v e nts) f or t h e I T T p o p ul at i on. 

3. 4. 6. 2 C h a n g e f r o m B as eli n e i n T u m o r Si z es

T h e p er c e nt c h a n g e fr om b as eli n e i n t ar g et l esio n s u m of di a m et ers (lo n g est f or n o n -n o d al 

l e sio n s, s h ort a xi s f or n o d al le si o n s) will b e c al c ul at e d at e a c h a d e q u at e p o st -b as eli n e dis e as e 

ass ess m e nt (s e e A p p e n di x A: D eri v at i on of  RE CI S T 1. 1 Dis e as e Ass ess m e nt O v er all 

R es p o n s e) a n d pr es e nt e d as s u m m ar y st atist i cs f or t h e I T T p o p ul ati on. It m a y als o b e pr es e nt e d 

b y u si n g s pi d er pl ot s. T h e p er c e nt c h a n g e fr o m b as eli n e i n t ar g et l esi on s u m of  di a m et ers is 

d efi n e d as f o ll ow s:

1 0 0 * ( Σ Di a m et ers at D A X - Σ Di a m et ers at B L) / ( Σ Dia m et ers at B L).

T h e b est p er c e nt c h a n g e fr o m b a s eli n e i n t ar g et l esi o n s u m of di a m et ers is d efi n e d a s t he l ar g est 

r e d u ctio n or s mall est i n cr e as e (in t he c as e w h er e a r e d u ctio n d o es n ot o c c ur) fr o m b as eli n e 

o bs er v e d o v er all p o st -b as eli n e di s e as e ass es s m e nts p rior t o t he i niti ati on of  su bs e q u e nt 

a nt i c a n c er tr e at m e nt. T his will b e pr es e nt e d as s u m m ar y st atist i cs a n d t h e b est p er c e nt c h a n g e 

fr om b as eli n e m a y al s o b e pr e s e nt e d al o n g si d e d ur ati o n of  tr e at me nt ( a s b ar s) u si n g w at erf all 

pl ot s f or t h e I T T p o p u l ati on a n d w h er e a p pr o pri at e t h es e m a y  be pr es e nt e d b y C D 7 3 l e v els. 

T ar g et l esi on m e as ur e m e nts a n d s u m of di a m et ers will b e list e d b y dis e as e ass ess m e nt a n d 

s u bj e ct.

3. 4. 6. 3 S e nsiti vit y A n al ysis

S o m e a n al ysis of effi c a c y e n d p o i nts m a y b e r e p e at e d usi n g t h e all r a n d o mi z e d p o p ul at i on as a 

s e nsit i vity a n al ysis.

3. 4. 6. 4 Bli n d e d I n d e p e n d e nt C e nt r al R e vi e w ( BI C R) A n al ysis

A n y a n al ysis of t h e BI C R is f or P art 2 o nl y a n d m a y b e r e p ort e d s e p ar at el y. T h e i n d e p e n d e nt 

d at a r e vi e w will  pr o vi d e a R E CI S T v 1. 1 r es p o ns e f or e a c h vi si t f or e a c h s u bj e ct. F or e a c h 
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p ati e nt, t h e i n d e p e n d e nt r e vi e w er will pr o vi d e t h e first a n d l ast d at es of i m a gi n g d at a f or e a c h 

ti m e p oi nt (i. e. f or visits w h er e pr o gr e s si o n is/is n ot i d e ntifi e d). T h e i n d e p e n d e nt r e vi e w 

R E CI S T r es p o ns e f or e a c h visit will n ot i n cl u d e a n y i m p ut atio n f or missi n g d at a or s c ali n g 

r ules f or t ot al tu m or siz e. T h e d at a fr o m t h e i n d e p e n d e nt r e vi e w of  sc a ns will  be 

pr o gr a m m at i call y c o m bi n e d wi t h de at h i nf or m ati on b y A Z or d e si g n e e f or t h e c al c ul at i on of  

pr o gr essi o n a n d r es p o ns e. F urt h er i n f or mati o n c a n b e f o u n d i n t h e I n d e p e n d e nt R e vi e w M ast er 

C h art er.

T h e d eri v at i on a n d a n al y s e s of t h e BI C R b e st o v er all r e s p o n s e a n d O R R a n d P F S is i de nti c al 

t o t h at gi v e n i n S e ct i ons  3. 4. 1 a n d  3. 4. 2 . An al y s e s of di s a gr e e m e nts b et w e e n r es p o ns e a n d/ or 

pr o gr essi o n st at u s b et w e e n t h e s p o n s or ( b a s e d u p o n t h e i n v esti g at or d at a) a n d t h e BI C R m a y 

als o b e p erf or m e d. A listi n g of  co n c or d a n c e b et w e e n BI C R a n d i n v esti g at or d at a i n t er ms of  

visit r es p o ns es m a y  al s o b e pr o vid e d. 

3. 4. 6. 5 A n al ysis b y R e c r uit m e nt W a v e 

S o m e effi c a c y  en d p o i nts i n P art 2 f or C o h ort A m a y b e r e p e at e d f or a n al ysis b y r e cr uit me nt 

w a v e. 

R e cr ui t me nt w a v e 1 is d efi n e d as s u bj e cts r e cr uit e d u p t o a n d i n cl u di n g 1 5 N o v 2 0 1 9. 

R e cr ui t me nt w a v e 2 i s d efi n e d as s u bj e cts r e cr uit e d fr o m 0 8 D e c 2 0 2 0.

3. 5   

3. 5. 1   

C CI

C CI

C CI
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3. 5. 3   C CI

C CI
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3. 6   

.
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3. 7   S af et y A n al ys es

All s af et y a n al ys es will b e p erf or m e d b as e d o n t h e a s -tr e at e d p o p ul at i on, u nl ess ot h er wis e 

s p e cifi e d. 

3. 7. 1   M a xi m u m T ol e r at e d D os e E v al u ati o n 

T h e M a xi m u m T ol er at e d D o s e ( M T D) e v al u at i o n will b e b as e d o n t he D L T E v al u a bl e 

P o p ul at i on. T h e n u m b er a n d p er c e nt a g e of  su bj e ct s wit h D L Ts d uri n g t he d os e es c al at i on 

p h as e will b e pr es e nt e d b y  d o s e le v el. 

3. 7. 2   A d v e rs e E v e nts a n d S e ri o us A d v e rs e E v e nts

T h e M e di c al  Di cti on ar y  for R e g ul at or y A ct i viti es ( M e d D R A) v ersi o n 2 2 or a m o r e r e c e nt 

v ersi o n will b e us e d t o c o d e t h e a d v ers e e v e nts ( A Es).

Tr e at m e nt -e m er g e nt a d v ers e e v e nt s ( T E A Es) ar e d efi n e d as e v e nts pr es e nt at  bas eli n e t hat 

w ors e n i n i nte nsit y af t er a d mi nistr ati o n of  IP or e v e nts a bs e nt at b as eli n e t hat e m er g e af t er 

a d mi nistr ati o n of  IP. T E A Es will b e pr es e nt e d b y s yst e m or g a n cl ass a n d pr ef err e d t er m a nd 

r e p ort e d as fr e q u e n ci es. T h e y  ma y b e s ort e d a c c or di n g t o fr e q u e n c y i n a n e x p eri m e nt al 

tr e at me nt ar m  or t ot al s u bj e ct s a cr o s s all d o s e l ev el s/tr e at m e nt ar m s p er c o h ort or, b y hi g h est 

s e v erit y.  I n ci d e n c e, s e v erit y a nd r el at i ons hi p t o I P will  als o b e list e d. S p e cifi c T E A Es will b e 

c o u nt e d o n c e f or e a c h s u bj e ct f or c al c ul at i n g p er c e nt a g es. I n a d di tio n, if t h e s a m e T E A E o c c urs 

m ult i pl e ti m es wi t hi n a p arti c ul ar s u bj e ct, t he hi g h est s e v erit y a n d l ev el of  rel at i ons hi p 

o bs er v e d will b e r e p ort e d. A n o v er all s u m m ar y of T E A Es, tr e at m e nt r el at e d T E A Es t o at l e ast 

o n e st u d y dr u g, ol e cl u m a b r el at e d T E A Es hi g h gr a d e ( Gr a d e > = 3) T E A E s, tr e at m e nt r el at e d 

hi g h gr a d e T E A Es t o at l e ast o n e st u d y dr u g a n d ol e cl u m a b r el at e d hi g h gr a d e T E A Es  will 

als o b e pr es e nt e d a n d, if a n y a s s o ci at i ons of i nter est b et w e e n T E A Es a n d b as eli n e 

c h ar a ct erist i cs ar e o bs er v e d, a d dit i on al str atifi e d r es ults m a y b e pr es e nt e d. 

Tr e at m e nt e m er g e nt s erio u s a d v ers e e v e nts ( S A Es) will b e pr es e nt e d b y s y st e m or g a n cl a s s 

a n d pr ef err e d t er m an d r e p ort e d as fr e q u e n ci es. Tr e at m e nt r el at e d tr e at me nt e m er g e nt S A Es 

a n d o l e cl u m a b r el at e d tr e at m e nt e m er g e nt S A Es will b e pr es e nt e d i n t h e s a m e w a y. 

A Es a n d S A Es c o nsi d er e d t o b e n o n- tr e at me nt e m er g e nt m e a ni n g t he y  oc c urr e d aft er t he 

s i gni n g of t h e i nf or m e d c o ns e nt a n d pri or t o t h e i niti at i on of I P will b e list e d. 

3. 7. 3   A d v e rs e E v e nts of S p e ci al I nt e r est

A n a d v ers e e v e nt of s p e ci al i nt er est ( A E SI) is o n e of s ci e nt ifi c a n d m e di c al i nt er est s p e cifi c t o 

u n d erst a n di n g of  th e i n v esti g ati on al pr o d u ct a n d m a y r e q uir e cl os e m o nit ori n g a n d r a pi d 

c o m m u ni c at i on b y t h e i n v est i g at or t o t h e s p o ns or.
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P er pr ot o c ol S e cti o n 5. 3, A d v ers e E v e nts of  Sp e ci al I nt er est Gr o u p t er ms f or Ol e cl u m a b 

i n cl u d e b ut ar e n ot li mite d t o t h e f o ll owi n g: 

 C ar di a c C h est P ai n, Tr a nsi e nt Is c h e mi c Att a c k, a n d T hr o m b o e m b o lis m

 E d e m a

 I mm u n e C o m pl e x Dis e as e

P er pr ot o c ol S e cti o n 5. 3, A d v ers e E v e nts of  Sp e ci al  Int er est Gr o u p t er ms f or D ur v al u m a b 

i n cl u d e b ut ar e n ot li mite d t o t h e f o ll owi n g:

 Di arr h e a/ c oli tis a n d i nt esti n al p erf or ati o ns

 P n e u m o nit is

 H e p ati tis

 E n d o cri n o p at h y  (i. e. e v e nts of h y p o p h ysitis/ h y p o pit uit aris m, T y p e 1 di a b et es m ellit us, 

a dr e n al i ns uffi ci e n c y , a n d h y p er- a n d h y p ot h y r oidi s m , t h yr oidi tis)

 R as h/ d er m at itis

 N e p hrit is 

 P a n cr e at itis 

 M y o c ar di tis

 M y o si tis/ p o l y m y ositis

 N e ur o p at h y / n e ur o m us c ul ar t o xi city ( e. g., G uill ai n -B arr e s y n dr o m e a n d m y ast h e ni a 

gr a vis)

 Ot h er i nfl a m m at or y r es p o ns es t hat ar e r ar e/l ess fr e q u e nt wit h a p ot e nti al i m m u n e-

m e di at e d eti ol o g y  in cl u d e, b ut ar e n ot li mit e d t o, p eric ar di tis, s ar c oi d osis, u v eit is a n d 

ot h er e v e nts i n v ol vi n g t he e y e, s ki n, h e m at ol o gi c al a n d r h e u m at olo gi c al  ev e nts , 

v as c ulit is, n o n-i nf e cti ou s m e ni n gi tis, a n d n o n-i nf e cti o us e n c e p h alitis.

M or e i nf or m ati on r e g ar di n g A E SIs c a n b e f ou n d i n pr ot o c ol . Ot h er c at e g ori es m a y b e a d d e d 

or e xist i n g t erms m a y b e m o difi e d a s n e c ess ar y. A n A Z m e di c all y q u alifi e d e x p ert aft er 

c o ns ult ati o n wi t h th e Gl o b al P at i ent  Saf et y P h ysi ci a n h as r e vi e w e d t he A Es of  int er est a n d 

i d e ntifi e d w hi c h hi g h er -l ev el a n d w hi c h pr ef err e d t er ms c o ntri b ut e t o e a c h A E SI gr o u p. 

F urt h e r r e vi e ws m a y t a k e pl a c e pri or t o D B L t o e ns ur e a n y f urt h er t er ms n ot alr e a d y in cl u d e d 

ar e c a pt ur e d wit hi n t he c at e g ori e s. Pr ef err e d t er ms us e d t o i d e ntif y e a c h A E SI gr o u p will b e 

list e d b ef or e D B L.

T h e A E SIs f or ol e cl u m a b a n d d ur v al u m a b will b e list e d b y gr o u p a n d pr ef err e d t er m  for e a c h 

s u bj e ct. S u m m ari es will i n cl u d e T E A Es of  sp e ci al  int er est f or e a c h of  ol e cl u m a b a n d 
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d ur v al u m a b a n d tr e at me nt r el at e d T E A E s of  sp e ci al i nter est, b ot h of w hi c h will b e pr es e nt e d 

b y gr o u p a n d pr ef err e d t er m a n d m a y b e or d er e d b y hi g h est s e v erit y.

3. 7. 4 A E SIs D u ri n g W hi c h S yst e mi c St e r oi ds, E n d o c ri n e T h e r a p y, o r Ot h e r

I m m u n os u p p r ess a nts W e r e A d mi nist e r e d

A E SIs d uri n g w hi c h s yst e mi c st er oi ds, e n d o cri n e t h er a p y, or ot h er i m m u n os u p pr ess a nts w er e 

a d mi nist er e d will b e pr o gr a m m at i call y i d ent ifi e d b y s e ar c hi n g f or d at e s of  init i ati on of  t he s e 

a g e nts a n d c o m p ari n g t o t h e o ns et d at es a n d r es ol uti o n d at es of A E SIs f or i n di vi d u al s u bj e cts. 

T h e c o n c o mit a nt m e d i c ati ons a d mi nist er e d t o s u bj e cts will b e i de ntifi e d b y s e ar c hi n g t he 

cli ni c al d at a b as e f or s ele ct A T C c o d es t o i d e ntif y s yst e mi c st er oids, e n d o cri n e t her a p y a n d 

ot h er i m m u n os u p pr ess a nts. S e e a list of  sel e ct A T C c o d es i n t he d ur v al u m a b i m A E c h art er. 

T h e l ast v ersi o n of  th e d ur v al u m a b i m A E c h art er b ef or e t he D C O ( D at a C ut Off) d at e f or 

a n al ys is will b e us e d.  

S u m m ari es of  AE SI s d uri n g w hi c h s yst e mi c st er oids or ot h er i m m u n os u p pr ess a nts w er e 

a d mi nist er e d as list e d i n t h e d ur v al u m a b i m A E c h art er will b e pr o vi d e d.

3. 7. 5   I m m u n e -m e di at e d A d v e rs e E v e nts (i m A E)

T o f ull y c h ar a ct eri z e t he A E SI ( e x cl u di n g A E SI gr o u p I nf usi on r el at e d/ H y p er s e n si tivit y/  

A n a p h yl a cti c r e a ctio n s) d uri n g w hi c h s yst e mi c st er oids, e n d o cri n e t her a p y , or ot h er 

i m m u n os u p pr ess a nts w er e a d mi nist er e d ( S e e S e cti o n 3. 7. 4 ), t h e S p o ns or will p erf or m m e di c al 

r e vi e w of  th os e A E SIs a n d cl a s sif y  th e m as i m m u n e-m e di at e d A Es (im A E s) or n ot i m A Es. 

S e e f urt h er d et ails i n t h e d ur v al u m a b i m A E C h art er. 

I mm u n e -m e d i at e d A Es will b e d efi n e d as a n y A E SIs t h at ( 1) d urin g w hi c h t h e us e of s yst e mi c 

st er oids, e n d o cri n e t h er a p y , or ot h er i m m u n os u p pr ess a nts w er e a d mi nist er e d, ( 2) is c o nsist e nt 

wi t h an i m m u n e m e d i at e d m e c h a nis m of  acti o n, a n d ( 3) f or w hi c h, t her e is n o cl e ar al t er n at e 

eti ol o g y . 

i m A Es will b e d eri v e d b y first pr o gr a m m at i call y i d e ntif yi n g A E SIs d uri n g w hi c h s yst e mi c 

st er oids, e n d o cri n e t h er a p y, or ot h er i m m u n os u p pr ess a nts w er e a d mi nist er e d as o utli n e d a b o v e 

i n S e cti o n 3. 7. 3 . A furt h er cli ni c al e v al u at i on of  all su c h e v e nts will b e m a d e t o e n s ur e t her e 

w as n o cl e ar al t er n at e eti ol o g y  bef or e cl assif yi n g t h e m a s i m A Es f or t he p ur p os e of  an al y si s 

a n d r e p orti n g. 

I mm u n e- m e d i at e d a d v ers e e v e nts will b e list e d b y pr ef err e d t e r m for e a c h s u bj e ct a n d s ort e d 

b y tr e at me nt ar m . S u m m ari es will  in cl u d e tr e at m e nt e m er g e nt i m A Es w hi c h m a y als o b e 

or d er e d b y  hi g h est s e v erity a n d tr e at m e nt r el at e d tr e at m e nt e m er g e nt i m A Es.
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3. 7. 6   D e at hs a n d T r e at m e nt Dis c o nti n u ati o ns d u e t o A d v e rs e E v e nts

T h e m o rt ality s u m m ar y will s u m m ari z e  s u bj e cts w h os e e n d of st u d y st at us is d e at h, as w ell as 

c a us e of  de at h (t o xici t y rel at e d t o i n v esti g ati on al pr o d u ct or dis e as e u n d er i n v esti g ati on, or 

ot h er). F or t h o s e s u bj e cts w h o di e d d u e t o a n A E, t h e A E c o nt ri b uti n g t o d e at h a n d t he A E’s 

r elat i ons hi p t o I P will b e s u m m ari z e d.

S u m m ari es will b e pr o vi d e d f or T E A E s a n d tr e at m e nt r el at e d T E A Es r es ulti n g i n p er m a n e nt 

di s c o nti n u at i on of  tr e at m e nt S u p p orti n g listi n gs will b e pr o vi d e d f or A Es r e s ultin g t o d e at h 

a n d A E s r e s ul ti n g i n p er m a n e nt dis c o nt i n u ati on of tr e at m e nt. A d di tio n all y  s u m m ari e s will be 

pr o vi d e d f or T E A E s a n d ole cl u m a b r el at e d T E A E s r e s ul tin g i n p er m a n e nt dis c o nti n u at i on of  

ol e cl u m a b.

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

L a b or at or y  tests will b e gr o u p e d a c c or di n g t o c h e mistr y, c o a g ul at i on, h e m at ol o g y, t h yr oi d 

f u n cti on a n d ur i n al ysis. List i n gs will b e pr o vi d e d f or all l a b or at or y r es ults, i n cl u di n g uri n al ysis. 

D es cri pt i v e st atist i cs m a y b e pr o vi d e d f or t h e cli ni c al l ab or at or y  res ul t s, i n cl u di n g t he v al u es 

at b as eli n e a n d e n d of  tr e at me nt visit a s w ell  as t he m a xi m u m a n d mi ni m u m p o st -b as eli n e 

v al u es.  

L a b or at or y  par a m et ers will b e ass ess e d at b as eli n e as w ell as t hr o u g h o ut t he st u d y. F or 

c h e mistr y  a n d h e m at ol o g y p ar a m et ers, l a b or at or y a b n or m aliti es wit h t o xi city gr a d es a c c or di n g 

t o t h e N CI C T C A E v ersi o n 4. 0 3 will b e d eri v e d. L a b or at or y a b n or m aliti es o c c urri n g fr om t he 

st art of  IP a d mi nistr ati o n t o t he l ast ass ess m e nt o n st u d y will b e pr es e nt e d. W o rst t o xici t y 

gr a d e,  gr a d e s hifts of 2 or m or e fr o m b as eli n e t o t h e m a xi m u m gr a d e a n d c h a n g e fr o m b as eli n e 

will b e pr es e nt e d. S u m m ari es i n di c ati n g h y p er - a n d h y p o - dir e ct i on alit y of  ch a n g e m a y b e 

pr o d u c e d w h er e a p pr o pri at e. L a b or at or y p ar a m et ers t hat c a n n ot b e gr a d e d vi a N CI C T C A E 

will b e s u m m ari z e d wit h fr e q u e n ci es of p ost -b as el i n e l a b or at or y v al u es c at e g ori z e d as l o w ( L), 

n or m al  ( N), or hig h ( H) usi n g l a b or at or y  nor m al r a n g e s c o m p ar e d t o b as eli n e.

Li v e r F u n cti o n P a r a m et e rs

S u bj e ct s wi t h ele v at e d p o st -b as eli n e A L T, A S T or T ot al  Bilir u bi n t h at fall i nto t h e f oll owi n g 

c at e g ori e s w ill b e i d e nt ifi e d. N u m b er a n d p er c e nt a g e of t h es e s u bj e cts will b e t a b ul at e d.

Li v e r F u n cti o n P a r a m et e rs C at e g or y

A L T

• > = 3 × – < = 5 × U L N

• > 5 × – < = 8 × U L N

• > 8 × – < = 1 0 × U L N

• > 1 0 × – < = 2 0 × U L N   

• > 2 0 × U L N
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Li v e r F u n cti o n P a r a m et e rs C at e g or y

A S T

• > = 3 × – < = 5 × U L N

• > 5 × – < = 8 × U L N

• > 8 × – < = 1 0 × U L N,

• > 1 0 × – < = 2 0 × U L N   

• > 2 0 × U L N

T ot al  bilir u bi n

• > = 2 × – < = 3 × U L N

• > 3 ×  – < = 5 × U L N

• > 5 × U L N 

A L T or A S T

• > = 3 × – < = 5 × U L N

• > 5 × – < = 8 × U L N

• > 8 × – < = 1 0 × U L N,

• > 1 0 × – < = 2 0 × U L N   

• > 2 0 × U L N

P ot e nti al  H y’s l a w
• ( A S T > = 3 × U L N or  AL T > = 3 × U L N) a n d ( T ot al 

Bilir u bi n > = 2 × U L N) a

U L N: u p p er li mit of n or m al r a n g e.
a : T ot al Bilir u bi n > = 2 × U L N is d efi n e d as at l e ast o n e c as e of p ost -d os e T B L > = 2 x U L N 

o c c urr e d at t h e s a m e d a y  or aft er t h e first i n ci d e n c e d at e of A L T or  AS T > = 3 x U L N p ost 

tr e at m e nt.

I n di vi d u al s u bj e ct d at a s h o wi n g el e v at e d A L T or A S T pl us t ot al bilir u bi n f all i nto t he 

“ P ot e nti al  H y’ s la w ” will  be list e d.

3. 7. 8   Ot h e r S af et y E v al u ati o ns

3. 7. 8. 1 Vit al Si g ns

Vi t al si g ns will b e ass ess e d at b as eli n e a n d t hr o u g h o ut t h e st u d y. Vit al si g n d at a will b e list e d 

b y s u bj e ct a n d m a y b e s u m m ari z e d b y st u d y vi sit w hi c h will in cl u d e d e s cri pti v e st ati st i cs f or 

t he v al u e of  t he p ar a m et er s a n d t h e c h a n g e s fr om b as eli n e f or t h e a s-tr e at e d p o p ulat i on. D at a 

will b e s u m m ari z e d o nl y  w h e n t h e vi sit h a s at le ast 1 0 % s u bj e c t s wit h no n -missi n g v al u es.

3. 7. 8. 2 El e ct r o c a r di o g r a m

El e ctr o c ar di o gr a m ( E C G) r es ults will b e a s s e s s e d at b a s eli n e a s w ell  a s t hr o u g h o ut t h e st u d y. 

E C G p ar a m et ers i n cl u d e: E C G m e a n h e art r at e, P R, R R, Q R S, Q T, Q T c B, a n d Q T c F. F or 

tripli c at es, a v er a g es will b e t a k en at e a c h ti m e p oi nt pri or t o t he c al c ul at i on of  des cri pt i v e 

st atist i cs. Cli ni c all y si g nifi c a nt E C G r es ults will b e r e p ort e d as A Es. E C G p ar a m et er d at a a n d 

r e s ult s ( n or mal vs. a b n or m al) will b e list e d b y s u bj e ct. E C G p ar a m et er d at a will b e s u m m ari z e d 

b y st u d y  visit w hi c h will i n cl u d e d e s cript i v e st atistics f or t h e v al u e of t h e p ar a m et er s a n d t h e 
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c h a n g es fr om b as eli n e f or t he as -tr e at e d p o p ul at i on. D at a will b e s u m m ariz e d o nl y w h e n t he 

visit h as at l e ast 1 0 % s u bj e cts wit h n o n -missi n g v al u es. 

A d dit i on all y , a s u m m ar y will  be pr o d u c e d t h at s h o w s 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 

m e et i n g t he cri t eria f or a n ot a bl e Q T c i nter v al. T his will b e pr o d u c e d f or Q T c F o nl y; t h e 

c at e g ori e s f or o bs er v e d v al u es ar e > 4 5 0, > 4 8 0, a n d > 5 0 0 a n d t h e c at e g ori es f or c h a n g e fr o m 

b as eli n e v al u es ar e > 3 0 a n d > 6 0.

3. 7. 8. 3 E ast e r n C o o p e r ati v e O n c ol o g y G r o u p P e rf o r m a n c e St at us

E ast er n C o o p er ati v e O n c o l og y  Gr o u p ( E C O G) p erf or m a n c e st at us will b e ass ess e d at b as eli n e 

as w ell as t hr o u g h o ut t h e st u d y. E C O G will b e s u m m ari z e d f or t h e s hift fr om b as eli n e t o t h e 

“ w orst ” p erf or m a n c e p ost -b as eli n e o n tr e at m e nt p eri o d.

3. 8   I m m u n o g e ni cit y

A s u m m ar y of  im m u n o g e ni cit y r e s ult s will b e pr o vi d e d s h o wi n g t he n u m b er a n d p er c e nt a g e 

of  s u bj e cts w h o d e v el o p d et e ct a bl e a nti dr u g a nti b o di es ( A D As) t o ol e cl u m a b a n d d ur v al u m a b, 

b as e d o n t he s u bj e cts i n t he A D A e v al u a bl e p o p ul at i on. S u bj e cts a n d/ or d at a e x cl u d e d fr om 

t he A D A e v al u a bl e p o p ul at i on m a y b e pr es e nt e d i n s e p ar at e o ut p uts.

T h e f o ll owi n g c at e g ori es will b e i n cl u d e d i n t h e s u m m ar y  t a bl e:

 A D A p osit i v e at b as eli ne a n d/ or p ost -b as eli n e visit s

 A D A i n ci d e n c e, d efi n e d as p er c e nt a g e of s u bj e cts wit h tr e at m e nt e m er g e nt A D A

 P er si st e nt p osit i v e, d efi n e d as p o si tiv e at ≥ 2 p ost -b as eli n e ass ess m e nts ( wit h ≥ 1 6

w e e ks b et w e e n first a n d l ast p osit i v e) or p ositi v e at l ast p ost-b a s eli n e ass ess m e nt

 Tr a nsi e nt p osit i v e, d efi n e d as n e g at i v e at l ast p ost -b as eli n e ass ess m e nt a n d p o si ti v e

at o nl y  on e p ost -b as eli n e ass ess m e nt or at ≥ 2 p ost -b as eli n e ass ess m e nts ( wit h <1 6

w e e ks b et w e e n first a n d l ast p osit i v e)

 Tr e at m e nt -b o ost e d, d efi n e d as b as eli n e A D A p o si tiv e t hat w as b o ost e d t o a 4 -f ol d

or hi g h er l e v el  fol l owi n g dr u g a d mi nistr ati o n

S u bj e cts wit h p ositi v e A D A r es ults will als o b e list e d.

3. 9   P h a r m a c o ki n eti cs

S er u m  co n c e ntr ati o ns of  ol e cl u m a b a n d d ur v al u m a b, a n d pl as m a c o n c e ntr ati o n s of  

g e m ci t a bi n e a n d n a b -p a clit a x el f or e a c h s c h e d ul e d ti m e-p oi nt will b e s u m m ari z e d f or e a c h 

visit/t i m e p oi nt an d d os e l ev el or tr e at m e nt ar m ( as a p pr o pri at e) usi n g a p pr o pri at e d es cri pt i v e 

st atist i cs. All s er u m a n d pl a s m a c o n c e ntr ati o n d at a will b e li st e d f or e a c h su bj e ct, b y  a n al yt e. 

T h e f o ll owi n g d es cri pt i v e st atisti cs ar e pr es e nt e d f or s er u m a n d pl as m a c o n c e ntr ati o ns:
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 n

 n b el o w L L O Q

 g e o m etri c m e a n ( g m e a n)

 g e o m etri c c o effi ci e nt of v ari a n c e ( %) ( g C V)

 ari t h m eti c me a n of  n o n lo g -tr a nsf or m e d d at a ( m e a n)

 st a n d ar d d e vi atio n of  no n l o g -tr a n sf or me d d at a ( St d D e v)

 c o effi ci e nt of v ari a n c e ( %) ( C V)

 m e di a n

 mi ni m u m ( mi n)

 m a xi m u m ( m a x)

T h e g m e a n is c al c ul at e d as e x p( μ), w h er e μ is t h e m e a n of t h e d at a o n t h e n at ur al l o g s c al e.

T h e g C V is c al c ul at e d as 1 0 0 x s qrt[ e x p(s 2) -1], w h er e s is t h e St d D e v of t h e d at a o n t h e 

n at ur al  lo g s c al e.

H a n dli n g of N o n -Q u a ntifi a bl e C o n c e nt r ati o ns

I n di vi d u al c o n c e ntr ati o ns b el o w t h e L L O Q of t h e bi o a n al yt i c al ass a y ar e r e p ort e d as N Q i n 

t he list i n gs wit h t h e L L O Q d efi n e d i n t h e f o ot n ot es of t h e rel e v a nt T F Ls. I n di vi d u al pl as m a 

c o n c e ntr ati o ns t h at ar e N ot R e p ort a bl e ar e r e p ort e d as N R a n d t h os e t h at ar e missi n g ar e 

r e p ort e d as N S ( N o S a m pl e) i n t h e list i n gs. Pl as m a c o n c e ntr ati o ns t h at ar e N Q, N R or N S ar e 

h a n dl e d as f o ll ow s f or t h e pr o visi o n of d es cri pti v e st atist i cs:

 A n y v al u es r e p ort e d as N R or N S ar e e x cl u d e d fr om t he s u m m ar y t a bl es a n d 

c orr es p o n di n g fi g ur es.

 At  a ti m e p oi nt w h er e l ess t h a n or e q u al t o 5 0 % of t h e c o n c e ntr ati o n v al u es ar e N Q, all 

N Q v al u es ar e s et t o t he L L O Q, a n d all d es cri pt i v e st atist i cs ar e c al c ul at e d a c c or di n gl y.

 At  a tim e p oi nt w h er e m o r e t ha n 5 0 % ( b ut n ot all) of  th e v al u es ar e N Q, t he g m e a n, 

g S D a n d g C V % ar e s et t o N C. T h e m a xi m u m v al u e is r e p ort e d fr o m t he i n di vi d u al 

d at a, a n d t h e mi ni m u m a n d m e di a n ar e s et t o N Q.

 If all c o n c e ntr ati o n s ar e N Q at a ti m e p oi nt, n o d e s cri pt i v e st atist i cs ar e c alc ul at e d f or 

t hat ti m e p oi nt. T h e g m e a n, mi ni m u m, m e d i a n a n d m a xi m u m ar e r e p ort e d a s N Q a n d 

t he g C V % a n d g m e a n ± g S D as N C.

 T h e n u m b er of  val u es b el o w L L O Q ( n < L L O Q) ar e r e p ort e d f or e a c h ti m e p oi nt 

t o g et h er wit h t h e t ot al n u m b er of c oll e ct e d v al u es ( n).

T hr e e o bs er v at i ons > L L O Q ar e r e q uir e d as a mi ni m u m f or a pl as m a c o n c e ntr ati o n t o b e 

s u m m ari z e d. 

T w o o bs er v ati o ns > L L O Q ar e pr es e nt e d as mi ni m u m a n d m a xi m u m wit h t h e ot h er s u m m ar y  

st at isti cs as N C.



M e dI m m u n e St atisti c al A n al ysis Pl a n f or Pr ot o c ol D 6 0 7 0 C 0 0 0 0 5
M E DI 9 4 4 7 0 1 A u g 2 0 2 2 ; V ersi o n 3. 0 , Fi n al

C O N FI D E N TI A L A N D P R O P RI E T A R Y 3 7 of 4 9 S A P t e m pl at e v ersi o n 3. 0

P r e cisi o n a n d R o u n di n g R ul es f o r P K c o n c e nt r ati o n d at a

P K c o n c e ntr ati o n d at a list i n gs pr es e nt t o t h e s a m e n u m b er of si g nifi c a nt fi g ur es as t h e d at a 

r e c ei v e d fr om t he bi o a n al y tic al l a b or at or y  ( us u all y b ut n ot al w a ys t o 3 si g nifi c a nt fi g ur es)

a n d a g ai nst t h e s a m e u nits as r e c ei v e d.

P K c o n c e ntr ati o n d es cri pt i v e st atisti cs pr es e nt 4 si g nifi c a nt fi g ur es wit h t h e e x c e pti on of t h e 

mi n a n d m a x w hi c h pr es e nt 3 si g nifi c a nt fi g ur es a n d n a n d n < L L O Q w hi c h pr es e nt as 

i nte g ers.

4 I N T E R I M A N A L Y S I S

I nt eri m a n al ys es c o m p ar i n g t he e x p eri m e nt al  tr e at me nt ar m  to t he c o ntr ol  ar m will b e 

p erf or m e d i n P art 2 C o h ort A usi n g a j o i nt Ba y e si a n pr e di cti v e pr o b a bilit y.  Ba y esi a n pr e di ct i v e 

pr o b a bilit y all o w s f or c o nti n u o us ass ess m e nts f or e arl y Go/ N o -G o  de cisi o n m a ki n g i n si n gl e 

ar m  trial s (L e e a n d Li u, 2 0 0 8 ). A j oi nt Ba y esi a n pr e di ct i v e pr o b a bilit y a p pr o a c h all o w s f or 

c o nti n u o us ass ess m e nts of t h e d el t a (δ ), or diff er e n c e, of t h e O R Rs b et w e e n t h e e x p eri m e nt al 

tr e at me nt ar m  a n d c o ntr ol ar m (P ul k st e ni s et al ., 2 0 1 7). 

F ut ility i nteri m a n al ysis will b e p erf or m e d af t er a p pr o xi m at el y  3 0 s u bj e cts i n e a c h tr e at me nt 

ar m  of P art 2 C o h ort A h a v e b e e n d os e d a n d r e a c h t he d at a c ut off cri t eria. T h e d at a c ut off 

cri t erio n is d efi n e d as t he o p p ort u nit y t o b e f oll ow e d f or at l e ast 1 6 w e e ks at t he ti m e of  th e 

d at a c ut off a n d h a v e at l e ast o n e p ost -b as eli n e dis e as e ass ess m e nt a n d/ or dis c o nt i n u e d 

tr e at me nt d u e t o d e at h or dis e as e pr o gr essi o n. T h e i nt eri m a n al ysis will b e b as e d o n t he s u bs et 

of  th e I T T P o p ul at i on t hat h a v e s at isfi e d t he d at a c ut off cri t eria. E nr oll m e nt m a y b e p a u s e d 

d uri n g t h e i nt eri m a n al ysis b ef or e t h e d e cisi o n is m a d e.

C CI
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5 R E F E R E N C E S

 

 

Ef r o n B. T h e effi ci e n c y of  Co x’s li k eli h o o d f un cti o n f or c e ns or e d d at a. J A m St at Ass o c. 

1 9 7 7: 7 2( 3 5 9): 5 5 7 -6 5.

Eis e n h a u er E A, T h er ass e P, B o g a erts J, S c h w art z L H, S ar g e nt D, F or d R et al . N e w r e s p o n s e 

e v al u at i on cri t eria i n s o li d t u mo ur s: r e vis e d R E CI S T g ui d eli n e ( v er sio n 1. 1). E ur J C a n c er. 

2 0 0 9; 4 5( 2): 2 2 8 -4 7.

 

 

 

Kl ei n J P, L o g a n B, H ar h off M, A n d ers o n P K. A n al y zi n g s ur vi v al c ur v es at a fi x e d p oi nt i n 

ti m e. St atist i cs i n M e di ci n e. 2 0 0 7; 2 6: 4 5 0 5 - 1 9.

L e e J J, Li u D D. A pr e di ct i v e pr o b a bilit y d e si g n f or p h a s e II c a n c er cli ni c al tri als. Cli n Tri al s. 

2 0 0 8; 5: 9 3 - 1 0 6.

 

.

 

 

 

 

 

 

V o n H off D D, Er vi n T, Ar e n a F P, C hi or e a n E G, I nf a nt e J, M o or e M et al . I n cr e a s e d s ur vi v al 

i n p a n cr e at i c c a n c er wi t h na b -p a cli t a x el plu s g e m ci t a bi n e. N E n gl J M e d. 2 0 1 3; 3 69( 1 8): 1 6 9 1 -

7 0 3.

C CI

C CI

C CI

C CI

C CI

C CI
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W hit e h e a d A, W hit e h e a d J.  A ge n er al p ar a m etri c a p pr o a c h t o t he m et a -a n al ysis of  ra n d o mi z e d 

cli ni c al tri als.  St atist i cs i n M e di ci n e. 1 9 9 1; 1 0: 1 6 6 5- 7 7.

 

 

Y o o C, H w a n g J Y, Ki m  JE, Ki m  T W, L e e J S, P ar k D H et al. A r a n d o mi s e d p h a s e II st u dy of 

m o difi e d F O L FI RI. 3 vs m o difi e d F O L F O X as s e c o n d -li n e t her a p y  in p at i ent s wi t h 

g e m ci t a bi n e-r efr a ct or y a d v a n c e d p a n cr e ati c c a n c er. Br J C a n c er. 2 0 0 9; 1 0 1( 1 0): 1 6 5 8-6 3.

C CI
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A P P E N D I C E S

A p p e n di x A: D e ri v ati o n of R E CI S T 1. 1 Dis e as e Ass ess m e nt O v e r all R es p o n s e

G ui d a n c e r e g ar di n g t he h a n dli n g of  dr o p o uts a n d missi n g d at a will a p pl y  unif or ml y t o all 

effi c a c y a n al ys es r es ult i n g fr om a n a p pli c at i on of  R E CI S T 1. 1 t o i n v e stig at or a s s e s s e d t u m or 

m e as ur e m e nts. F or i n v esti g at or r e p ort e d o ut c o m es, a n al ys es will  pr es e nt o ut c o m e s r e p ort e d 

b y t h e i n v esti g at or wit h o ut c o nsi d er ati o n of missi n g d at a or c e ns ori n g r ul es. 

T a r g et L esi o n R es p o ns e

T ar g et l esi o n r es p o ns e will b e pr o gr a m m at i c all y d eri v e d o n t he d at a c oll e ct i on i nstr u m e nt o n c e 

R E CI S T 1. 1 crit eri a ar e a p pli e d t o t h e sit e p ers o n n el r e c or d e d t ar g et l esi o n m e as ur e m e nts. 

P ossi bl e v al u es i n cl u d e:

 C R – C o m pl et e R es p o ns e

 P R – P arti al  R e s p o n s e

 S D – St a bl e Dis e as e

 P D – Pr o gr essi v e Dis e as e

 N E – N o n -e v al u a bl e

 N A – N ot A p pli c a bl e (s et v al u e f or all p ost -b as eli n e dis e as e ass ess m e nts o nl y if n o 

t ar g et l esi o ns ar e i d e ntifi e d at b as eli n e)

T h e d eri v at i on f or t ar g et le si o n  r e s p o n s e is a s f oll o ws ( pl e a s e n ot e t h e o r d e r of t h e al g o rit h m 

b el o w  is i m p ort a nt):

1. If “ A n y T ar g et L esi o ns Pr es e nt ” e q u al s “ N o ” o n t h e T ar g et L esi o ns – B as eli n e C R F, 

t he n all p ost -b as eli n e “ T ar g et L esi o n R es p o ns e ” e q u als “ N A ”. 

2. Els e, if “ P er c e nt C h a n g e fr o m N a dir S u m o f Di a m et ers ” is gr e at er t ha n or e q u al t o 2 0 % 

a n d t he a b s ol ut e i n cr e as e fr o m t he n a dir ( d efi n e d as t h e “ T ot al ” f or e a c h p o st -b as eli n e 

di s e a s e a s s e s s m e nt mi n u s t h e “ N a dir S u m of Dia m et ers ”) is gr e at er t h a n or e q u al  t o 5 

m m, t h e n “ T ar g et L esi o n R es p o ns e ” e q u als “ P D ”.

3. Els e, if “ N ot D o n e ” is s el e ct e d, or “ M e as ur e m e nt ” is l eft bl a n k, or “ L esi o n n o l on g er 

M e as ur a bl e ” i s s el e ct e d a n d e q u al t o “ N E ”, or “ L esi o n I nt er v e nt i on ” is s el e ct e d f or a n y

T ar g et L esi o n i d e ntifi e d at B as eli n e, t h e n “ T ar g et L esi o n R es p o ns e ” e q u als “ N E ”.

4. Els e, if “ T ot al  No n -L y m p h N o d e ” e q u als “ 0 ” a n d all L y m p h N o d e T ar g et L esi o n 

“ M e as ur e m e nts ” ar e l ess t ha n “ 1 0 ” i n di vi d u all y, t h e n “ T ar g et L esi o n R es p o ns e ” e q u als 

“ C R ”. 
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N ot e:  This st e p r e q uir es e x a mi ni n g “ M e as ur e m e nts ” s e p ar at el y f or T ar g et L esi o ns 

wi t h “L y m p h N o d e ” e q u al t o “ Y es ” a n d “ N o ”.

5. Els e, if “ P er c e nt C h a n g e fr o m B as eli n e S u m  of Di a m et ers ” is l ess t ha n or e q u al t o -

3 0 %, t h e n “ T ar g et L esi o n R es p o ns e ” e q u als “ P R ”.

6. Els e, “ T ar g et L esi o n R es p o ns e ” e q u als “ S D ”.

If a s u bj e ct h as a missi n g t u mor m e as ur e m e nt at a di s e as e ass ess m e nt f or 1 or m o r e t ar g et 

l e sio n s, t h e s u m  of dia m et er s (l o n g e st f or n o n -n o d al  le sio n s, s h ort a xis f or n o d al le si o n s) will 

b e r e p ort e d f or t he r e m ai ni n g t ar g et l esi ons. T h es e d at a will b e us e d t o i n di c at e r a di ol ogi c 

di s e as e pr o gr e s si o n if t he s u m of di a m et ers f or t h e o bs er v e d l esi ons i n cr e as es at l ea st 2 0 % 

fr om t h e n a dir s u m o f di am et e rs of all t ar g et l esi ons a n d d e m o nstr at es at l e ast a 5 m m a bs o l ute 

i n cr e as e fr om t h e n a dir s u m o f di a m et ers of all t ar g et l esi ons, i n s pit e of t h e missi n g d at a ( or if 

ot h er cri t eria f or P D ar e m et).

N o n -T a r g et L esi o n R es p o ns e

N o n -t ar g et l esio n  res p o ns e will b e assi g n e d b y sit e pers o n n el f oll owi n g a q u alit at i v e o v er all 

ass ess m e nt of all n o n -t ar g et le si o n s. 

P ossi bl e v al u es i n cl u d e:

 C R – C o m pl et e R es p o ns e

o Di s a p p e ar a n c e of  all n o n- t ar g et l esi ons a n d n or m ali z at i on of  tu m or m ar k er 

le v el. All l y m p h n o d es m ust b e n o n -p at h o l ogi c al i n si z e ( < 1 0 m m s h ort a xis)

 N o n -C R/ N o n -P D – N o n- C o m pl et e R es p o ns e / N o n -Pr o gr essi v e Dis e as e

o P er si st e n c e of  on e or m o r e n o n- t ar g et l esio n (s) a n d/ or m a i nte n a n c e of  tu m or 

m ar k er l e v el a b o v e t h e n or m al  li mit s

 P D – Pr o gr essi v e Dis e as e

o U n e q ui v o c al pr o gr essi o n of e xist i n g n o n- t ar g et le si o n s. 

 N E – N o n- e v al u a bl e

 N A – N ot A p pli c a bl e (s et v al u e f or all p ost -b as eli n e dis e as e ass ess m e nts o nl y if n o 

n o n- t ar g et l esi o ns ar e i d e ntifi e d at b as eli n e)

T h o u g h n o n -t ar g et l esi on r e s po ns es ar e a s u bj e cti v e d e ci si o n  ma d e b y t he sit e p er s o n n el , 

c ert ai n r es p o ns es m a y b e li mit e d d e p e n di n g o n t h e n o n- t ar g et l esi on st at us es r e c or d e d. A n 
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al g ori t h m is pr o vi d e d b el o w hi g hli g hti n g a p pr o pri at e p ossi bl e n o n -t ar g et l esio n  res p o ns es 

b as e d o n r e c or d ed d at a. R e a c hi n g a r e d b o x (■ ) si g nifi es h a vi n g r e a c h e d t he o nl y all o w a bl e 

n o n- t ar g et l esio n  res p o ns es b as e d o n n o n- t ar g et l esi on st at us es. R e a c hi n g a gr e e n b o x (■ ) 

sig nifi es h a vi n g r e a c h e d t h e e n d of t h e al g orit h m a n d m or e t h a n o n e p ossi bl e n o n -t ar g et l esi on 

r es p o ns e is p ossi bl e fr o m w hi c h t h e I n v est i g at or m a y c h o os e.

1. a) If n o n o n -t ar g et le si o n s ar e i d e nt ifi e d at b as eli n e, all p ost-b as eli n e n o n -t ar g et 

l e sio n r es p o ns es s h o ul d e q u al  N A. ■

b) Els e, if a n y n o n -t ar g et le si o n s ar e id e nt ifi e d at b as eli n e, r es p o ns es m a y b e li mite d 

t o C R, N o n-C R/ N o n -P D, P D, N E (i . e., r es p o ns es of N A ar e n ot p er mitt e d). 

G o t o R ul e 2.

2. a) If all n o n-t ar g et le si o ns h a v e a st at us ar e “ A bs e nt ”, t h e r es p o ns es m a y  be l i mit e d 

t o C R. ■

b) Els e, if at l e ast o n e n o n -t ar g et le si o n st at us is N O T “ A bs e nt ”, t h e r es p o ns es m a y  

b e li mit e d t o N o n-C R/ N o n -P D, P D, N E ( i.e. , r es p o ns es of C R, N A ar e n ot p er mitt e d). 

G o t o R ul e 3 . 

3. a) If all n o n-t ar g et le si o ns h a v e a st at us of “ U n e q ui v o c al Pr o gr e s si o n ”, r es p o ns es 

m a y b e li mit e d t o P D. ■

b) Els e, if n o n o n -t ar g et l esi ons h a v e a st at us of “ U n e q ui v o c al Pr o gr essi o n ”, 

r es p o ns es m a y b e li mit e d t o N o n-C R/ N o n -P D, N E ( i.e. , r es p o ns es of C R, P D, N A ar e 

n ot p er mitt e d).

G o t o R ul e 4.

c) Els e, if at l e ast o n e ( b ut n ot all) n o n -t ar g et le si o n  h as a st at us of “ U n e q ui v o c al 

Pr o gr essi o n ”, t h e r es p o ns es m a y  be li mi t e d t o N o n-C R/ N o n -P D, P D, N E ( i.e. , 

r es p o ns es of C R, N A ar e n ot p er mitt e d). ( N ot e:  N o r es p o ns e h as b e e n eli mi n at e d as 

a n o pti o n h er e. )

G o t o R ul e 5. 

4. a) If all n o n-t ar g et le si o ns h a v e a st at us of “ N o n -e v al u a bl e ” a n d/ or “ N ot D o n e ” is 

s el e ct e d, r es p o ns es m a y b e li mit e d t o N E. ■

b) Els e, if n o n o n -t ar g et l esi ons h a v e a st at us of “ N o n -e v al u a bl e ” a n d “ N ot D o n e ” is 

n ot s el e ct e d, r es p o ns es m a y b e l i mit e d t o N o n-C R/ N o n -P D ( i.e. , r es p o ns es of C R, 

P D, N E, N A ar e n ot p er mitt e d). ■ 

c) Els e, if at l e ast o n e ( b ut n ot all) n o n- t ar g et le si o n  h as a st at us of “ N o n-e v al u a bl e ” 

a n d/ or “ N ot D o n e ” is s el e ct e d, t h e r es p o ns es m a y b e li mit e d t o N o n -C R/ N o n -P D, N E 

(i.e. , r es p o ns es of C R, P D, N A ar e n ot p er mitt e d). ■

(N ot e:  N o r es p o ns e h as b e e n eli mi n at e d as a n o pti o n h er e. ) 

5. a) If all n o n-t ar g et le si o ns h a v e a st at us of “ N o n -e v al u a bl e ” a n d/ or “ N ot D o n e ” is 

s el e ct e d, r es p o ns es m a y b e li mit e d t o N E. ■

b) Els e, if n o n o n -t ar g et l esi ons h a v e a st at us of “ N o n -e v al u a bl e ” a n d “ N ot D o n e ” is 

n ot s el e ct e d, r es p o ns es m a y b e li mit e d t o N o n -C R/ N o n -P D, P D ( i.e. , r es p o ns es of 

C R, N E, N A ar e n ot p er mitt e d). ■
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c) Els e, if at l e ast o n e ( b ut n ot all) n o n -t ar g et le si o n  h as a st at us of “ N o n -e v al u a bl e ” 

a n d/ or “ N ot D o n e ” is s el e ct e d, t h e r es p o ns es m a y b e li mit e d t o N o n -C R/ N o n -P D, P D, 

N E ( i.e. , r es p o ns es of C R, N A ar e n ot p er mitt e d). ■

(N ot e:  N o r es p o ns e h as b e e n eli mi n at e d as a n o pti o n h er e. ) 

If a s u bj e ct h as a missi n g t u m or st at us at a dis e as e ass ess m e nt f or 1 or m or e n o n -t ar g et l esi ons,  

r a diol o gi c dis e as e pr o gr e s si o n will b e d et er mi n e d if t he r e mai ni n g n o n- t ar g et l esi on s 

q u alit at i v el y d e m o nstr at e u n e q ui v o c al pr o gr essi o n ( or if ot h er crit eri a f or P D ar e m et).

Dis e as e Ass ess m e nt O v e r all R es p o ns e p e r R E CI S T 1. 1

I n v esti g at or visit dis e as e r es p o ns e will b e pr o gr a m m at i c all y d eri v e d o n t he d at a c oll e ct i on 

i n str u me nt usi n g R E CI S T 1. 1 crit eri a b as e d u p o n t ar g et l esio n  res p o ns e, n o n- t ar g et l esi on 

r es p o ns e, a n d n e w l esio n  dat a. Missi n g v al u es i n a n y of  tar g et l esio n  res p o ns e, n o n- t ar g et 

l e sio n r es p o ns e, a n d n e w l esi o n d at a will r es ult i n t h e dis e as e r es p o ns e n ot b ei n g d eri v e d.

P ossi bl e v al u es i n cl u d e:

 C R – C o m pl et e R es p o ns e

 P R – P arti al  R e s p o n s e

 S D – St a bl e Dis e as e

 P D – Pr o gr essi v e Dis e as e

 N E – N o n- e v al u a bl e

T a bl e A 1 Assi g n m e nt of r es p o ns es usi n g R E CI S T

T a r g et L esi o n 

R es p o ns e

N o n -T a r g et L esi o n R es p o ns e N e w L esi o n D e ri v e d R E CI S T Dis e as e 

R es p o ns e

C R C R or N A N o C R

C R N o n -C R/ N o n -P D or N E N o (or  N E) P R

P R C R or N o n -C R/ N o n -P D or N E or N A N o (or  N E) P R

S D C R or N o n -C R/ N o n -P D or N E or N A N o (or  N E) S D

P D A n y A n y P D

A n y P D A n y P D

A n y A n y Y es P D

N E C R or N o n -C R/ N o n -P D or N E or N A N o N E

N A C R N o C R

N A N o n -C R/ N o n -P D N o S D ( N o n -C R/ N o n -P D) a

N A N E or N A N o (or  N E) N E

N A C R or N o n -C R/ N o n -P D N E S D ( N o n-C R/ N o n -P D) a

a P er R E CI S T 1. 1, “ S D ( N o n -C R/ N o n -P D) ” is pr ef err e d o v er “ S D ” f or n o n -t ar g et dis e as e si n c e S D is i n cr e asi n gl y 

us e d as e n d p oi nt f or ass ess m e nt of ef fi c a c y  in s o m e tri als s o t o assi g n t his c at e g or y w h e n n o l esi o ns c a n b e 

m e as ur e d is n ot a d vi s e d.
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(N ot e: “( or N E) ” v al u es u n d er N e w  Lesi o n will o nl y b e i n cl u d e d i n c o nfir m ati o n of  

pr o gr essi o n or c o nfir m ati o n of n e w  l esi o ns ar e r e q uir e d p er pr ot o c ol. T h e l ast 4 r o ws m a y b e 

eli mi n at e d f r o m a n y st u d y t h at r e q uir es i d e ntifi c ati o n of  at l e ast o n e m e as ur a bl e l esi o n at 

B as eli n e. O n e m a y c h o os e t o all o w  su c h c ells t o r e m ai n if a n i n d e p e n d e nt c e ntr al r e vi e w is 

i n cl u d e d i n t h e tri al.)

If a s ubj e ct h as a missi n g t u m or m e as ur e m e nt at s o m e ass ess m e nt(s) f or 1 or m o r e t ar g et l esio n s 

a n d cri t eria f or P D ar e n ot ot h er wis e m et, a n o v er all r es p o ns e of  NE will b e assi g n e d f or t h e 

ass ess m e nt(s).

L o c o r e gi o n al t h e r a p y

A n y s u bj e ct r e c ei vi n g l oc or e gi o n al  th er a p y , i n cl u di n g s ur g er y, w hil e o n st u d y th at dir e ct l y 

aff e ct s o n e or m or e of  t he t ar g et l e si o n s s el e ct e d at b a s e li n e will b e i d e ntifi e d. A s u bj e ct wit h 

a s u bs e q u e nt r es p o ns e or S D will b e c o nsi d er e d t o b e n o n -e v al u a bl e at all dis e as e ass ess m e nts 

t hat o c c ur o n or aft er t h e d at e of l o c or e gi o n al t h er a p y . Ot h er wis e, t h e s u bj e ct will b e ass ess e d 

i g n ori n g t h e l o c or e gi o n al t her a p y .

Assi g n m e nt of D at es of Dis e as e P r o g r essi o n o r Dis e as e R es p o ns e

F or all a n al ys es of  en d p o i nts r e s ultin g fr om a n a p pli c at i on of  RE CI S T 1. 1 t o i n v esti g at or 

a s s e s s e d t u m or m e as ur e m e nts, t h er e m a y b e c as es i n w hi c h di s e a s e a s s e s s m e nt s s p a n a s eri e s 

of d at es. F or est a blis hi n g t he st art d at e of  a su bs e q u e nt l y c o nfi r me d r es p o ns e i n w hi c h t h e 

di s e as e ass ess m e nt s p a ns m ult i pl e d a ys, t h e d at e of r es p o ns e assi g n e d will b e t h e l at est d at e of 

e v al u at i ons c orr es p o n di n g t o t h e dis e as e ass ess m e nt. T h e d at e of l at e st e v alu ati o n will als o b e 

assi g n e d f or a mi d -st u d y ass ess m e nt s h o wi n g S D as t he d at e assi g n e d f or t he p ur p os es of 

c e ns ori n g d ur ati o n o f r es p o ns e, T T P a n d P F S. 

T h e d at e of  PD will b e t he first d at e at  whi c h a n y o bj e ct i v e di a g n o sti c t e st pr o vi d es d at a 

i n dic at i n g P D. S p e cifi c all y, f or R E CI S T 1. 1 t h e d at e of P D will b e t h e e arli est of t h e f oll owi n g 

3 e v al u at i on d at es:

 D at e of  PD as i n di c at e d b y t ar g et l esio n s:  If P D is trig g er e d b y a c h a n g e i n s u m of 

di a m et ers of t ar g et l esi o ns, a n d t h e d at es of e v al u ati o n o f th e t ar g et l esi o ns v ar y  for t h e 

s a m e ass ess m e nt, assi g n t h e first e v al u at i on d at e a m o n g t ar g et l e si o n s.

 D at e of  PD as i n di c at e d b y n o n- t ar g et l esi ons:  If t he d at es of  ev al u at i on of  th e n o n-

t ar g et l esio n s v ar y  for t h e s a me ass ess m e nt, assi g n t he first e v al u at i on d at e f or w hi c h 

a n y n o n -t ar g et le si o n  e x hi bits a st at us of U n e q ui v o c al  Pr o gr e s sio n.
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 D at e of P D as i n di c at e d b y n e w l esi o ns:  If m ult i pl e n e w l esi ons ar e i d e nt ifi e d a n d t h e 

d at es of  ev al u at i on f or t he n e w l esi ons v ar y  for t he s a m e ass ess m e nt, assi g n t he first 

e v al u at i on d at e f or w hi c h a n y n e w l esi o n is d et e ct e d.

I n s c e n ari os w h er e t he I n v esti g at or dis e as e r es p o ns e is ei t h er a r es p o ns e or P D, a n d diff ers 

fr om t hat of  th e a p pli c at i on of  RE CI S T 1. 1 t o i n v esti g at or ass ess e d t u mor m e as ur e m e nts 

s e p ar at e r es p o ns e a n d/ or pr o gr essi o n d at es will b e r e q uir e d. D et er mi n at i on of t he st art d at e of 

a s u bs e q u e nt l y c o nfir m e d r es p o ns e i n w hi c h t he dis e as e ass ess m e nt s p a ns m u lti pl e d a ys 

r e mai ns t he s a m e as d es cri b e d pr e vi o usl y. S p e cifi c all y, t he d at e of  res p o ns e assi g n e d will b e 

t he l at e st d at e of e v al u ati o n s c orr e s p o n di n g t o t h e di s e ase a s s e s s m e nt. T h e d at e of P D will  be 

t he e arli est d at e of e v al u at i ons c orr es p o n di n g t o t h e dis e as e ass ess m e nt. 
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O v e r all R es p o ns e at Si n gl e Ti m e P oi nt

T a bl e B 1 s h o ws h o w t h e dis e as e r es p o ns e will b e d et er mi n e d b as e d o n t h e  crit eria.

T a bl e B 1 Assi g n m e nt of ti m e -p oi nt r es p o ns e usi n g 

C CI

C CI

C CI





SI G N A T U R E P A G E
T his is a r e pr es e nt ati o n of a n el e ctr o ni c r e c or d t h at w as si g n e d

el e ctr o ni c all y a n d t his p a g e is t h e m a nif est ati o n of t h e el e ctr o ni c si g n at ur e

D o c u m e nt N a m e: d 6 0 7 0 c 0 0 0 0 5-s a p- e d- 3

D o c u m e nt Titl e: d 6 0 7 0 c 0 0 0 0 5-s a p- e d- 3

D o c u m e nt I D: D o c I D- 0 0 4 9 4 2 3 8 2

V e rsi o n L a b el: 2. 0 C U R R E N T L A T E S T A P P R O V E D

S e r v e r D at e
( d d- M M M- y y y y H H: m m ‘ U T C’ Z)

Si g n e d b y M e a ni n g of Si g n at u r e

0 2- A u g- 2 0 2 2 0 8: 4 1 U T C A ut h or A p pr o v al

0 2- A u g- 2 0 2 2 0 8: 4 4 U T C C o nt e nt A p pr o v al

N ot es: ( 1) D o c u m e nt d et ails as st or e d i n A N G E L, a n Astr a Z e n e c a d o c u m e nt m a n a g e m e nt s yst e m.

P P D

P P D
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