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1. 0  I N T R O D U C T I O N  

T his d o c u m e nt d es cri b es t h e st atisti c al a n al ys es a n d d at a pr es e nt ati o ns t o b e p erf or m e d f or t h e 
cli ni c al pr ot o c ol A R R A Y - 3 8 2-2 0 1 e ntitl e d “ A P h as e 1 b/ 2 St u d y of A R R Y -3 8 2 i n C o m bi n ati o n 
wit h P e m br oli z u m a b, a Pr o gr a m m e d C ell D e at h R e c e pt or 1 ( P D -1) A nti b o d y, f or t h e Tr e at m e nt of 
P ati e nts wit h A d v a n c e d S oli d T u m ors ”.  

T his st atisti c al a n al ysis pl a n (S A P ) s h o ul d b e r e a d i n c o nj u n cti o n wit h t h e st u d y pr ot o c ol a n d 
el e ctr o ni c c as e  r e p ort  f or m s  ( eC R F s).  T his  d o c u m e nt h as  b e e n  d e v el o p e d  usi n g  t h e  pr ot o c ol  
Versi o n  5 d at e d 0 2 J a n u ar y 2 0 1 9 a n d e C R F s d at e d 1 3  J u n e  2 0 1 8. A n y f urt h er c h a n g es t o t h e 
pr ot o c ol or e C R F s m a y n e c essit at e u p d at es t o t h e S A P.  

T his  S A P  pr o vi d es  a  c o m pr e h e nsi v e  a n d  d et ail e d  d es cri pti o n  of  t h e  str at e g y,  r ati o nal e  a n d  

st atisti c al t e c h ni q u es t o b e us e d t o ass ess t h e s af et y, effi c a c y, p h ar m a c o ki n eti cs  ( P K)  

a n al y s es i n  a d ult p ati e nts wit h s el e ct e d a d v a n c e d s oli d t u m ors ( P art A/ P h as e 1 b); i n a d ult p ati e nts 

wit h a d v a n c e d s oli d t u m ors t h at h a v e pr o gr ess e d o n pri or P D - 1/ P D-L 1 i n hi bit ors,  i n a d ult p ati e nts 

wit h pl ati n u m- r esist a nt  o v ari a n  c a n c er  (pr O V C A ) a n d  i n  p ati e nts  wit h  p a n cr e ati c  d u ct al  

a d e n o c ar ci n o m a (P D A ) ( P h as e 2). T h e p ur p os e of t his S A P is t o e ns ur e t h e cr e di bilit y of t h e st u d y 

fi n di n gs b y s p e cif yi n g t h e st atisti c al a p pr o a c h es f or t h e fi n al a n al ysis of st u d y d at a. T his S A P will 

b e fi n ali z e d a n d si g n e d pri or t o t h e cli ni c al d at a b a s e l o c k .  

St atisti c al a n al ys es d et ail e d i n t his S A P will b e c o n d u ct e d usi n g S A S ® , Versi o n 9. 4 or hi g h er ( S A S 

I nstit ut e, I n c., C ar y, N C U S A). N o n c o m p art m e nt al P K a n al ys es will b e p erf or m e d wit h P h o e ni x ®  

Wi n N o nli n ®  Ve r s i o n  8. 0 or  hi g h er  ( C ert ar a  U S A,  I n c.,  Pri n c et o n,  NJ).  Ori gi n al  s a m pl e  si z e  

c al c ul ati o ns f or P h as e 2 w er e c o n d u ct e d usi n g R, Versi o n 3. 4. 3. 

1. 1  R e s p o n si biliti es  

A n Arr a y or C R O -d esi g n at e d Bi ost atisti ci a n or St atisti c al Pr o gr a m m er will p erf or m a n y st atisti c al 

a n al ys es r e q uir e d f or p ati e nt dis p ositi o n, pr ot o c ol d e vi ati o ns, p ati e nt c h ar a ct eristi cs, effi c a c y a n d 

s af et y; a n Arr a y or C R O -d esi g n at e d Bi ost atisti ci a n is r es p o nsi bl e f or t h e pr o d u cti o n a n d q u alit y 

c o ntr ol  of  all  t a bl es,  fi g ur es  a n d  listi n gs  ass o ci at e d  wit h  t h es e  a n al ys e s.  A n  Arr a y  or  C R O -

d esi g n at e d Cli ni c al P h ar m a c ol o g y r e pr es e nt ati v e will p erf or m a n y P K st atisti c al a n al ys es a n d  is 

r es p o nsi bl e f or t h e pr o d u cti o n a n d q u alit y c o ntr ol of all t a bl es, fi g ur es a n d listi n gs ass o ci at e d wit h 

t h es e a n al ys es. A n Arr a y Tr a nsl ati o n S ci e n c e r e pr e s e nt ati v e will p erf or m a n y  st atisti c al 

a n al ys es  a n d is r es p o nsi bl e f or t h e pr o d u cti o n a n d q u alit y c o ntr ol  of all t a bl es, fi g ur es a n d listi n gs 

ass o ci at e d wit h t h es e a n al ys es.  
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2. 0  S T U D Y O B J E C T I V E S  

2. 1  P ri m a r y O bj e cti v e  

P h as e 1 b/ P art A:  

•  T o d et er mi n e t h e m a xi m u m t ol er at e d d os e ( M T D) a n d/ or r e c o m m e n d e d P h as e 2 d os e 

( R P 2 D) of A R R Y-3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b i n p ati e nts wit h s el e ct e d 

s oli d t u m ors 

P h as e 2: P D - 1 or P D- L 1 I n hi bit or R efr a ct or y:  

•  T o esti m at e t h e effi c a c y of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b i n p ati e nts 

wit h  a d v a n c e d  s oli d  t u m ors  f oll o wi n g  pr o gr essi o n  o n  pri or  P D - 1/ P D-L 1  i n hi bit or  

t h er a p y 

P h as e 2: Pl ati n u m -r esist a nt O v ari a n C a n c er: 

•  T o esti m at e t h e effi c a c y of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b i n p ati e nts 

wit h mi cr os at ellit e st a bl e ( M S S)/ mis m at c h r e p air ( M M R) -pr ofi ci e nt pl ati n u m -r esist a nt 

o v ari a n c a n c er ( pr O V C A) 

P h as e 2: P a n cr e ati c D u ct al A d e n o c ar ci n o m a:  

•  T o esti m at e t h e effi c a c y of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b i n p ati e nts 

wit h M S S/ M M R -pr ofi ci e nt p a n cr e ati c d u ct al a d e n o c ar ci n o m a ( P D A)  

2. 2  S e c o n d a r y O bj e cti v es  

P h as e 1 b/ P art A:  

•  T o  d es cri b e  t h e  pr eli mi n ar y  a ntit u m or  a cti vit y  of  t h e  c o m bi n ati o n  b as e d  o n  t h e  

R es p o ns e Crit eri a I n S oli d T u m ors, v ersi o n 1. 1 ( R E CI S T v 1. 1) 

•  T o d es cri b e t h e pr eli mi n ar y a ntit u m or a cti vit y of t h e c o m bi n ati o n b as e d o n i m m u n e -

r el at e d r es p o ns e crit eri a (ir R C) 

•  T o  c h ar a ct eri z e  t h e  s af et y  a n d  t ol er a b ilit y  of  t h e  c o m bi n ati o n,  i n cl u di n g  a c ut e  a n d  

c hr o ni c t o xi citi es  

•  T o  e v al u at e  t h e  p h ar m a c o ki n eti cs  ( P K)  of  A R R Y -3 8 2  i n  c o m bi n ati o n  wit h  

p e m br oli z u m a b 

P h as e 2: P D - 1 or P D- L 1 I n hi bit or R efr a ct or y:  

•  T o f urt h er esti m at e t h e effi c a c y of t h e c o m bi n ati o n  
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•  T o esti m at e t h e effi c a c y of t h e c o m bi n ati o n, as as s ess e d b y c h a n g es i n t u m or m ar k ers 

fr o m b as eli n e 

•  T o  c h ar a ct eri z e  t h e  s af et y  a n d  t ol er a bilit y  of  t h e  c o m bi n ati o n,  i n cl u di n g  a c ut e  a n d  

c hr o ni c t o xi citi es  

•  T o e v al u at e t h e P K of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b 

P h as e 2: Pl ati n u m- r esist a nt O v ari a n C a n c er:  

•  T o  f urt h er  esti m at e  t h e  effi c a c y  of  t h e  c o m bi n ati o n  i n  p ati e nts  wit h  M S S/ M M R -

pr ofi ci e nt pr O V C A 

•  T o esti m at e t h e effi c a c y of t h e c o m bi n ati o n, as as s ess e d b y c h a n g es i n t u m or m ar k ers 

fr o m b aseli n e  

•  T o  c h ar a ct eri z e  t h e  s af et y  a n d  t ol er a bilit y  of  t h e  c o m bi n ati o n,  i n cl u di n g  a c ut e  a n d  

c hr o ni c t o xi citi es  

•  T o e v al u at e t h e P K of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b 

P h as e 2: P a n cr e ati c D u ct al A d e n o c ar ci n o m a:  

•  T o  f urt h er  esti m at e  t h e  effi c a c y  of  t h e  c o m bi n ati o n  i n  p ati e nts  wit h  M S S/ M M R -

pr ofi ci e nt P D A 

•  T o  c h ar a ct eri z e  t h e  s af et y  a n d  t ol er a bilit y  of  t h e  c o m bi n ati o n,  i n cl u di n g  a c ut e  a n d  

c hr o ni c t o xi citi es  

•  T o e v al u at e t h e P K of A R R Y - 3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b 
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3. 0  I N V E S T I G A T I O N A L P L A N  

3. 1  O v e r all St u d y D esi g n a n d Pl a n  

T his is a n o p e n -l a b el, m ulti c e nt er P h as e 1 b/ 2 st u d y t o d et er mi n e t h e M T D a n d/ or R P 2 D of A R R Y-

3 8 2 i n c o m bi n ati o n wit h p e m br oli z u m a b i n a d ult p ati e nts wit h s el e ct e d a d v a n c e d s oli d t u m ors 

( P art A/ P h as e 1 b); a n d t o esti m at e t h e effi c a c y of t h e c o m bi n ati o n i n p ati e nts wit h a d v a n c e d s oli d 

t u m ors t h at h a v e pr o gr e ss e d o n pri or P D- 1/ P D-L 1 i n hi bit ors, i n p ati e nts wit h pr O V C A a n d i n 

p ati e nts wit h P D A ( P h as e 2). 

P h as e 1 b/ P art A:  

P art A i n cl u d es a d os e-es c al ati o n c o m p o n e nt wit h 2  pl a n n e d d os e c o h orts ( 2 0 0 m g o n c e d ail y [ Q D] 

a n d  4 0 0  m g  Q D).  Or al  d os es  of  A R R Y-3 8 2  will  b e  a d mi nist er e d  Q D  i n  c o m bi n ati o n  wit h  

p e m br oli z u m a b 2  m g/ k g i ntr a v e n o usl y (i v) e v er y 3 w e e ks ( Q 3 W). P ati e nts i n C o h ort 1 will b e 

e nr oll e d o n a r olli n g b asis u p t o 6  e v al u a bl e p ati e nts or u ntil D L Ts ar e o bs er v e d i n m or e t h a n 

1 p ati e nt d uri n g C y cl e 1. If f e w er t h a n 2 of 6  p ati e nts e x p eri e n c e a D L T d uri n g C y cl e 1, p ati e nts 

i n C o hort 2 will r e c ei v e A R R Y -3 8 2 4 0 0 m g Q D. If 2 or m or e p ati e nts i n C o h ort  1 e x p eri e n c e D L Ts 

d uri n g  C y cl e  1,  t h e  d o s a g e  of  A R R Y -3 8 2  i n  C o h ort  2  will  b e  1 0 0  m g  Q D.  If  a  Gr a d e  3 

i m m u n e-r el at e d a d v ers e e v e nt (ir A E) (first o c c urr e n c e) is r e p ort e d i n a gi v e n c o h ort , e nr oll m e nt 

i n t h at c o h ort will c o nti n u e at t h e s a m e d os e u ntil t h e t o xi cit y is e v al u at e d. If a s e c o n d Gr a d e 3 

ir A E is r e p ort e d or a first Gr a d e 3 ir A E is r e p ort e d i n a d diti o n t o a pr e vi o us D L T i n a gi v e n c o h ort, 

e nr oll m e nt of n e w p ati e nt s i n t h at c o h ort will b e st o p p e d u ntil t h e Gr a d e 3 ir A E is e v al u at e d. If t h e 

e v e nt is n ot a D L T ( as d et er mi n e d b y t h e I n v esti g at ors i n c o ns ult ati o n wit h t h e S p o ns or), t h e n 

e nr oll m e nt m a y b e r es u m e d, or t h e c o h ort m a y b e e x p a n d e d t o i n cl u d e u p t o 9  p ati e nts. If t h e Gr a d e 

3 ir A E is d e e m e d a D L T, t h e M T D h as b e e n a c hi e v e d a n d a d diti o n al p ati e nts will b e e nr oll e d at 

t h e pr e vi o us d os e l e v el or at a n i nt er m e di at e d os e l e v el. 

I nt er m e di at e d os es a n d d os es hi g h er t h a n 4 0 0 m g Q D m a y als o b e c o nsi d er e d u p o n r e vi e w of t h e 

s af et y a n d P K  r es ults fr o m t h e pl a n n e d d os e c o h orts. I n t h e a bs e n c e of i d e ntifi c ati o n of a n M T D, 

a d os e of 4 0 0  m g or l o w er m a y b e s el e ct e d as t h e R P 2 D as l o n g as t h e D L T r at e is <  3 3 % ( e. g., 

f e w er t h a n 2 of 6 p ati e nts e x p eri e n c e a D L T).  

P art A h as b e e n c o m pl et e d a n d t h e M T D/ R P 2 D of A R R Y-3 8 2 w as d et er mi n e d t o b e 3 0 0 m g Q D 

i n c o m bi n ati o n wit h p e m br oli z u m a b.  

P h as e 2  

T h e P h as e 2 p art  will c o n sist of 3 s e p ar at e c o h orts of p ati e nts. T h e P h as e 2 P D- 1/ P D- L 1 I n hi bit or 

R efr a ct or y c o h ort will c o nsist of p ati e nts wit h a d v a n c e d s oli d t u m ors w h o pr o gr ess e d o n a P D -

1/ P D- L 1 i n hi bit or -c o nt ai ni n g r e gi m e n as t h eir m ost r e c e nt pri or li n e of t h er a p y ar e w h o ar e n aï v e 

t o  pri or  C S F-1 R  or  C S F -1  i n hi bit ors.  T h e  P h as e  2  pr O V C A a n d  P D A c o h orts  will  c o nsist  of  
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p ati e nt s wit h pr O V C A a n d p ati e nts wit h P D A, r e s p e cti v el y, w h o h a v e h a d at l e ast o n e pri or li n e 

of t h er a p y a n d w h o ar e n aï v e t o pri or c h e c k p oi nt i n hi bit or ( C PI) t h er a p y a n d t o pri or C S F -1 R or 

C S F - 1 i n hi bit ors.  

I n P h as e 2, at b as eli n e, s u b missi o n of ar c hi v e d t u m or tiss u e fr o m t h e most r e c e nt s a m pl e c oll e cti o n 

a v ail a bl e or a fr es h  bi o ps y will b e r e q uir e d.  

All p ati e nts i n P h as e 2 will r e c ei v e A R R Y - 3 8 2 at 3 0 0 m g Q D, t h e M T D/ R P 2 D d et er mi n e d d uri n g 

P art A, i n c o m bi n ati o n wit h p e m br oli z u m a b 2 0 0 m g i v Q 3 W . 

Effi c a c y ass ess m e nts i n cl u d e d et er mi n ati o n of o bj e cti v e r es p o ns e usi n g R E CI S T v 1. 1. F or p ati e nts 

w h o h a v e i niti al e vi d e n c e of r a di ol o gi c al pr o gr es si v e dis e as e ( P D) b y R E CI S T v 1. 1, it will b e at 

t h e dis cr eti o n of t h e I n v e sti g at or t o k e e p  a p ati e nt  o n st u d y tr e at m e nt or  t o st o p st u d y tr e at m e nt 

u ntil r e p e at i m a gi n g i s p erf or m e d a p pr o xi m at el y 4 w e e ks  l at er i n or d er t o c o nfir m P D p er ir R C. 

P ati e nts  wit h  c o nfir m e d  ir P D  s h o ul d  dis c o nti n u e  tr e at m e nt.  P ati e nts  wit h  a  d e cli ni n g  E ast er n 

C o o p er ati v e O n c ol o g y Gr o u p p erf or m a n c e st at us ( E C O G P S ), d et erior ati n g cli ni c al s y m pt o ms or 

r a pi d pr o gr essi o n of dis e as e/ pr o gr essi o n at criti c al a n at o mi c al sit es (i. e., c e ntr al n er v o us s yst e m 

[ C N S]) s h o ul d b e c o nsi d er e d f or tr e at m e nt dis c o nti n u ati o n b as e d   o n cli ni c al  j u d g m e nt. 

 

 

 

 

P h ar m a c o ki n eti c ass ess m e nts i n cl u d e d et er mi n ati o n of pl as m a c o n c e ntr ati o ns of A R R Y -3 8 2 a n d 

its m et a b olit es. 

S af et y ass ess m e nts i n cl u d e m o nit ori n g of A Es, cli ni c al l a b or at or y t ests ( h e m at ol o g y, c o a g ul ati o n, 

cli ni c al  c h e mistr y,  t h yr oi d  p a n el,  a n d  uri n al ysis),  p h ysi c al  e x a mi n ati o ns,  vit al  si g ns,  a n d  

el e ctr o c ar di o gr a ms ( E C Gs). E C O G P S will als o b e ass ess e d.  

3. 2  S a m pl e Si z e C o n si d e r ati o n s  

O v er all, a p pr o xi m at el y  9 0 p ati e nts ar e pl a n n e d f or e nr oll m e nt.  

F or P art A, t h e s a m pl e si z e of a p pr o xi m at el y 1 8 e v al u a bl e p ati e nts (i. e., 6 t o 9 p ati e nts i n e a c h d os e 

c o h ort) is st a n d ar d f or p ur p os es of d et er mi ni n g t h e M T D a n d R P 2 D. P ati e nts will b e c o nsi d er e d 

e v al u a bl e if t h e y r e c ei v e at l e ast 6 7 % of pr ot o c ol - s p e cifi e d d os es of A R R Y- 3 8 2 d uri n g C y cl e 1 or 

h a v e a n a d v ers e e v e nt ( A E) or ot h er e v e nt as d es cri b e d i n Pr ot o c ol S e cti o n 9. 3 . T h e bi n o mi al 

pr o b a biliti es of o bs er vi n g a D L T i n a c o h ort of 6 a n d 9 p ati e nts, ass u mi n g a tr u e r at e of 3 3 %, ar e 

pr o vi d e d i n Ta bl e 1  a n d  Ta bl e 2,  r es p e cti v el y. 
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T a bl e 1: Bi n o mi al P r o b a biliti es of D os e - Li miti n g T o xi cit y i n a C o h o rt of 6 P ati e nts 

 Bi n o mi al P r o b a bilit y  

K E x a ctl y k D L Ts  ≤ k D L Ts  > k D L Ts  

0 0. 0 8 7 8  0. 0 8 7 8  0. 9 1 2 2  

1 0. 2 6 3 4  0. 3 5 1 2  0. 6 4 8 8  

2 0. 3 2 9 2  0. 6 8 0 4  0. 3 1 9 6  

3 0. 2 1 9 4  0. 8 9 9 8  0. 1 0 0 2  

4 0. 0 8 2 3  0. 9 8 2 1  0. 0 1 7 9  

5 0. 0 1 6 5  0. 9 9 8 6  0. 0 0 1 4  

6 0. 0 0 1 4  1. 0 0 0 0  0. 0 0 0 0  

     D L T = d o s e -li miti n g t o xi cit y; k = n u m b er of d o s e-li miti n g t o xi citi es 

T a bl e 2: Bi n o mi al P r o b a biliti es of D os e - Li miti n g T o xi cit y i n a C o h o rt of 9 P ati e nts  

 Bi n o mi al P r o b a bilit y  

K E x a ctl y k D L Ts  ≤ k D L Ts  > k D L Ts  

0 0. 0 2 6 0  0. 0 2 6 0  0. 9 7 4 0  

1 0. 1 1 7 1  0. 1 4 3 1  0. 8 5 6 9  

2 0. 2 3 4 1  0. 3 7 7 2  0. 6 2 2 8  

3 0. 2 7 3 1  0. 6 5 0 3  0. 3 4 9 7  

4 0. 2 0 4 8  0. 8 5 5 2  0. 1 4 4 8  

5 0. 1 0 2 4  0. 9 5 7 6  0. 0 4 2 4  

6 0. 0 3 4 1  0. 9 9 1 7  0. 0 0 8 3  

7 0. 0 0 7 3  0. 9 9 9 0  0. 0 0 1 0  

8 0. 0 0 0 9  0. 9 9 9 9  0. 0 0 0 1  

9 0. 0 0 0 1  1. 0 0 0 0  0. 0 0 0 0  

      D L T = d o s e -li miti n g t o xi cit y; k = n u m b er of d o s e-li miti n g t o xi citi es 

F or t h e P h as e  2  P D - 1/ P D-L 1  I n hi bit or  R efr a ct or y  c o h ort , t h e s a m pl e  si z e  of  a p pr o xi m at el y  

2 0 p ati e nts  will  b e  e v al u at e d  f or  i niti al  e vi d e n c e  of  a cti vit y  i n  t his  P D - 1/ P D-L 1  r efr a ct or y  

p o p ul ati o n. 

F or t h e P h as e 2 pr O V C A c o h ort, a Si m o n’s 2 -st a g e o pti m al d esi g n ( Si m o n 1 9 8 9 ) will b e us e d i n 

t h e M S S/ M M R-pr ofi ci e nt pr O V C A p o p ul ati o n. T h e n ull h y p ot h esis o f t h e tr u e r es p o ns e r at e is 
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1 5 % will b e t est e d at o n e -si d e d t y p e I err or r at e of 1 0 %. T h e  alt er n ati v e h y p ot h esis is t h e tr u e 

r es p o ns e  r at e  is  at  l e ast  3 5 %.  A c cr u al  of  p ati e nts  i n  St a g e  1  will  c o nti n u e  u ntil  9  e v al u a bl e  

M S S/ M M R - pr ofi ci e nt p ati e nts h a v e b e e n e nr oll e d, wit h e v al u a bl e d efi n e d as h a vi n g r e c ei v e d at 

l e ast o n e d os e of st u d y dr u g. T h e a n al ysis f or St a g e 1 will n ot o c c ur u ntil all e v al u a bl e  p ati e nts i n 

St a g e  1  h a v e  h a d  t h e  o p p ort u nit y  t o  h a v e  at  l e ast  2  p ost-b as eli n e  t u m or  ass ess m e nts  ( or  h a v e  

dis c o nti n u e d  t u m or  ass ess m e nts  b ef or e h a n d).  If  t h er e  ar e  f e w er t h a n  2 r es p o n d ers  i n  t h es e  9  

p ati e nt s, e nr oll m e nt i nt o t his c o h ort of t h e st u d y will b e st o p p e d. Ot h er wis e, 1 4 a d diti o n al p ati e nts 

will  b e a c cr u e d d uri n g St a g e 2, f or a t ot al of 2 3 p ati e nts e nr oll e d i n t his c o h ort. T h e n ull h y p ot h esis 

will b e r ej e ct e d if 6 or m or e r es p o ns es ar e o bs er v e d i n 2 3 p ati e nts. Wit h t his s a m pl e si z e, t h e a ct u al 

T y p e I err o r is 9. 9 %, a n d t h e p o w er is 8 0 %. If t h e n ull h y p ot h esis is tr u e, t h e e x p e ct e d s a m pl e si z e 

i s 1 5 p ati e nts, a n d t h e pr o b a bilit y of st o p pi n g e nr oll m e nt i nt o t his c o h ort of t h e st u d y e arl y is 6 0 %. 

P ati e nts w h o ar e M SI -H/ mis m at c h r e p air -d efi ci e nt ( d M M R) will n o t b e i n cl u d e d i n t h e Si m o n’s 

2- st a g e a n al ys es a n d t h e st u d y will e ns ur e t h at t h e s a m pl e si z e r e q uir e m e nt s ar e m et b y e nr olli n g 

t h e r e q uir e d n u m b er of M S S/ M M R- pr ofi ci e nt pr O V C A p ati e nts. 

F or t h e P h as e 2 P D A c o h ort, a Si m o n’s 2 -st a g e o pti m al d esi g n ( Si m o n 1 9 8 9) will b e us e d i n t h e 

M S S/ M M R - pr ofi ci e nt P D A p o p ul ati o n. T h e n ull h y p ot h esis of t h e tr u e r es p o ns e r at e is 4 %, v ers us 

alt er n ati v e  of  1 5 %.  A c cr u al  of  p ati e nts  i n  St a g e  1  will  c o nti n u e  u ntil  1 5  e v al u a bl e  

M S S/ M M R - pr ofi ci e nt p ati e nts h a v e b e e n e nr oll e d, wit h e v al u a bl e d efi n e d as h a vi n g r e c ei v e d at 

l e ast o n e d os e of st u d y dr u g. T h e a n al ysis f or St a g e 1 will n ot o c c ur u ntil all e v al u a bl e  p ati e nts i n 

St a g e 1 h a v e h a d t h e o p p ort u nit y t o h a v e at  l e ast  2  p ost- b as eli n e t u m or ass ess m e nts   (or h a v e  

dis c o nti n u e d  t u m or  ass e ss m e nts  b ef or e h a n d) . If  t h er e  ar e  n o  r es p o n d ers  i n  t h es e  1 5  p ati e nts,  

e nr oll m e nt i nt o t his c o h ort of t h e st u d y will b e st o p p e d. Ot h er wis e, 1 4 a d diti o n al M S S/ M M R -

pr ofi ci e nt p ati e nts will b e a c cr u e d d uri n g St a g e 2, f or a t ot al of 2 9 p ati e nts e nr oll e d i n t his c o h ort. 

T h e  n ull  h y p ot h esis  will  b e  r ej e ct e d  if  3  or  m or e  r es p o ns es  ar e  o bs er v e d  i n  2 9  M S S/ M M R -

pr ofi ci e nt p ati e nts. Wit h t his s a m pl e si z e, t h e a ct u al T y p e I err or is 9. 9 %, a n d t h e p o w er is 8 0 %. If 

t h e n ull h y p ot h esis is tr u e, t h e e x p e ct e d s a m pl e si z e is 2 1 p ati e nts, a n d t h e pr o b a bilit y of st o p pi n g 

e nr oll m e nt i nt o t his c o h ort  of t h e st u d y e arl y is 5 4 %. P D A p ati e nts w h o ar e M SI -H/ d M M R  will 

n ot b e i n cl u d e d i n t h e Si m o n’s 2 -st a g e a n al ys es a n d t h e st u d y will e ns ur e t h at t h e s a m pl e si z e 

r e q uir e m e nts ar e m et b y e nr olli n g t h e r e q uir e d n u m b er of M S S/ M M R - pr ofi ci e nt P D A p ati e nts.  
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4. 0  S T U D Y E N D P OI N T S  

4. 1  P ri m a r y E n d p oi nt  

P h as e 1 b/ P art A:  

•  I n ci d e n c e of d os e li miti n g t o xi cit y  (D L T ), as a f u n cti o n of t h e d os e of A R R Y-3 8 2 w h e n 

a d mi nist er e d i n c o m bi n ati o n wit h p e m br oli z u m a b  

P h as e 2: P D - 1 or P D- L 1 I n hi bit or R efr a ct or y:  

•  O bj e cti v e r es p o ns e r at e ( O R R ), p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or 

P h as e 2 : Pl ati n u m-r esist a nt O v ari a n C a n c er: 

•  O R R, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or 

P h as e 2: P a n cr e ati c D u ct al A d e n o c ar ci n o m a:  

•  O R R, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or 

4. 2  S e c o n d a r y E n d p oi nt s 

P h as e 1 b/ P art A:  

•  O R R, as d et er mi n e d b y t h e I n v esti g at or 

•  D ur ati o n of r es p o ns e ( D O R), as d et er mi n e d b y t h e I n v esti g at or 

•  Pr o gr essi o n-fr e e s ur vi v al ( P F S), as d et er mi n e d b y t h e I n v esti g at or 

•  O v er all s ur vi v al ( O S )  

•  I m m u n e-r el at e d r es p o ns e (ir R R), as d et er mi n e d b y t h e I n v esti g at or 

•  I m m u n e-r el at e d pr o gr essi o n-fr e e s ur vi v al (ir P F S), as d et er mi n e d b y t h e I n v esti g at or 

•  T y p e,  fr e q u e n c y,  a n d  s e v erit y  of  A Es,  usi n g  t h e  N ati o n al  C a n c er  I nstit ut e  ( N CI)  

C o m m o n Ter mi n ol o g y Crit eri a f or A d v ers e E v e nts ( C T C A E) 

•  S eri o us a d v ers e e v e nts ( S A Es), usi n g t h e N CI C T C A E 

•  Cli ni c al l a b or at or y v al u e s 

•  Vit al si g ns  

•  Pl as m a c o n c e ntr ati o n -ti m e pr ofil es  

•  P K p ar a m et ers ( e. g., ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e o v er t h e d osi n g 

i nt er v al [ A U Cτ ], m a xi m u m o bs er v e d pl as m a c o n c e ntr ati o n [ C m a x ], ti m e of m a xi m u m 

o bs er v e d pl as m a c o n c e ntr ati o n [ T m a x ], pl as m a c o n c e ntr ati o n m e as ur e d j ust b ef or e t h e 
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n e xt d os e of st u d y dr u g [ C tr o u g h], a c c u m ul ati o n r ati o, a n d m et a b olit e- t o-p ar e nt r ati o) 

f or A R R Y- 3 8 2 a n d its m et a b olit es, A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0, a n d A R 0 0 4 7 0 8 7 0 

P h a s e 2: P D - 1 or P D- L 1 I n hi bit or R efr a ct or y:  

•  D O R, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or 

•  P F S, p er R E CI S T v 1. 1, a s d et er mi n e d b y t h e I n v e sti g at or 

•  ir R R, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or 

•  ir P F S, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or  

•  O S   

•  T y p e, fr e q u e n c y, a n d s e v erit y of A Es, usi n g t h e N CI C T C A E 

•  S A Es, usi n g t h e N CI C T C A E  

•  Cli ni c al l a b or at or y v al u e s 

•  Vit al si g ns  

•  Pl as m a c o n c e ntr ati o n -ti m e pr ofil es  

•  P K p ar a m et ers ( e. g., A U C τ , Cm a x , Tm a x , Ctr o u g h, a c c u m ul ati o n r ati o, a n d m et a b olit e -
t o-p ar e nt r ati o) f or A R R Y - 3 8 2 a n d its m et a b olit e s, A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0, a n d 
A R 0 0 4 7 0 8 7 0   

P h as e 2: Pl ati n u m- r esist a nt O v ari a n C a n c er: 

•  D O R, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or  

•  P F S, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v e sti g at o r 

•  ir R R, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or 

•  ir P F S, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or  

•  O S   

•  C h a n g es fr o m b as eli n e i n r el e v a nt t u m or m ar k ers  

•  T y p e, fr e q u e n c y, a n d s e v erit y of A Es, usi n g t h e N CI C T C A E  

•  S A Es, usi n g t h e N CI C T C A E 

•  Cli ni c al l a b or at or y v al u e s 

•  Vit al si g ns  

•  Pl as m a c o n c e ntr ati o n -ti m e pr ofil es 
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•  P K p ar a m et ers ( e. g., A U C τ , Cm a x , Tm a x , Ctr o u g h, a c c u m ul ati o n r ati o, a n d m et a b olit e-
t o-p ar e nt r ati o) f or A R R Y - 3 8 2 a n d its m et a b olit e s, A R 0 0 4 6 9 0 9 9 , A R 0 0 4 6 9 1 0 0  a n d 

A R 0 0 4 7 0 8 7 0 

P h as e 2: P a n cr e ati c  D u ct al A d e n o c ar ci n o m a:  

•  D O R, p er R E CI S T v 1. 1, as d et er mi n e d b y t h e I n v esti g at or 

•  P F S, p er R E CI S T v 1. 1, a s d et er mi n e d b y t h e I n v e sti g at or 

•  ir R R, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or  

•  ir P F S, p er ir R C, as d et er mi n e d b y t h e I n v esti g at or 

•  O S  

•  T y p e, fr e q u e n c y, a n d s e v erit y of A Es, usi n g t h e N CI C T C A E 

•  S A Es, usi n g t h e N CI C T C A E  

•  Cli ni c al l a b or at or y v al u e s 

•  Vit al si g ns  

•  Pl as m a c o n c e ntr ati o n -ti m e pr ofil es  

•  P K p ar a m et ers ( e. g., A U C τ , Cm a x , Tm a x , Ctr o u g h, a c c u m ul ati o n r ati o, a n d m et a b olit e-
t o-p ar e nt r ati o) f or A R R Y - 3 8 2 a n d its m et a b olit e s, A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0, a n d 
A R 0 0 4 7 0 8 7 0 
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5. 0  A N A L Y S I S S E T S  

5. 1  S c r e e n e d  

S cr e e n e d p ati e nts i n cl u d e all p ati e nts w h o si g n t h e I nf or m e d C o ns e nt F or m (I C F). 

5. 2  D os e -D et e r mi ni n g S et  

T h e d os e- d et er mi ni n g  s et ( D D S) i n cl u d es all p ati e nts i n P h as e 1 b w h o re c ei v e at l e ast 6 7 % of t h e 

pl a n n e d c u m ul ati v e d os e of A R R Y - 3 8 2 d uri n g C y cl e 1 or dis c o nti n u e t h e tr e at m e nt b e c a us e of 

D L T .  

5. 3  F ull A n al ysis S et  

T h e full a n al ysis s et ( F A S ) will i n cl u d e all p ati e nts w h o h a v e r e c ei v e d at l e ast 1 d os e ( p arti al or 

f ull) of A R R Y-3 8 2 or p e m br oli z u m a b . T h e F A S will b e us e d f or t h e s u m m ar y of d e m o gr a p hi cs, 

b as eli n e c h ar a ct eristi cs, p ati e nt dis p ositi o n d at a , a n d all effi c a c y a n al ys es.  

5. 4  S af et y S et  

T h e saf et y set  ( S S) i n cl u d es all p ati e nts w h o r e c ei ve at l e ast 1 d os e ( p arti al or f ull) of A R R Y- 3 8 2 
or p e m br oli z u m a b. T h e S S is t h e s a m e as t h e F A S i n t his st u d y. 

U nl ess ot h er wis e s p e cifi e d, t h e S S will b e t h e d ef a ult a n al ysis s et us e d f or all s af et y a n al ys es.  

5. 5  P h a r m a c o ki n eti c S et  

T h e p h ar m a c o ki n eti c s et (P K S ) i n cl u d es all p ati e nts fr o m S S w h o h a v e r e c ei v e d a n y a cti v e st u d y 

tr e at m e nt ( A R R Y-3 8 2), wit h at l e ast o n e p ost -d os e bl o o d dr a w t o d et er mi n e pl as m a c o n c e ntr ati o n 

of A R R Y -3 8 2 a n d its m et a b olit es ( A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0 a n d  A R 0 0 4 7 0 8 7 0), a n d w h o h a v e 

n o pr ot o c ol d e vi ati o ns or ot h er cir c u mst a n c es t h at w o ul d e x cl u d e t h e m fr o m a n al ysis. 
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6. 0  C H A N G E S F R O M T H E S T U D Y P R O T O C O L  

T h er e ar e  n o c h a n g es fr o m t h e st atisti c al a n al ys es d es cri b e d i n t h e st u d y pr ot o c ol at t his ti m e . 
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7. 0  S T A T I S T I C A L M E T H O D S  

7. 1  R e p o rti n g C o n v e nti o n s a n d D efi niti o n s  

7. 1. 1  St u d y D r u g  

St u d y dr u g is d efi n e d as A R R Y - 3 8 2 or p e m br oli z u m a b.  

7. 1. 2  St u d y T r e at m e nt  

St u d y tr e at m e nt is d efi n e d as t h e c o m bi n ati o n of A R R Y - 3 8 2  +  p e m br oli z u m a b  or  si n gl e-a g e nt 

A R R Y - 3 8 2.  

7. 1. 3  B as eli n e  

B as eli n e is d efi n e d as t h e l ast a v ail a bl e a n d v ali d ass ess m e nt b ef or e or at d at e of st art of st u d y 

tr e at m e nt. If a n ass ess m e nt is pl a n n e d t o b e p erf or m e d pri or t o t h e first d os e of st u d y dr u g i n t h e 

pr ot o c ol a n d t h e ass ess m e nt is p erf or m e d o n t h e s a m e d a y as t h e  first a d mi nistr ati o n of st u d y dr u g 

a n d  t h e  ti m e  is  u n k n o w n,  it  will  b e  ass u m e d  t h at  it  w as  p erf or m e d  pri or  t o  st u d y  dr u g  

a d mi nistr ati o n  u nl ess t h e pr ot o c ol s p e cifi es it ot h er wis e. U ns c h e d ul e d ass ess m e nts will b e us e d i n 

t h e d et er mi n ati o n of b as eli n e. D at a r e p ort e d at t h e E n d of Tr e at m e nt ( E O T) visit ar e n ot eli gi bl e 

f or b as eli n e s el e cti o n.  T h e E C G  b as eli n e will  b e t h e a v er a g e of tri pli c at e E C G  m e as ur e m e nts  

o bt ai n e d at pr e - d os e o n D a y 1 of t h e st u d y tr e at m e nt.  

7. 1. 4  L ast C o nt a ct D at e  

L ast c o nt a ct d at e will b e d eri v e d f or p ati e nts n ot k n o w n t o h a v e di e d o n or b ef or e t h e a n al ysis 
c ut off d at e. I m p ut e d d at e s will n ot b e c o nsi d er e d f or t h e d et er mi n ati o n of l ast c o nt a ct d at e. O nl y 
d at es ass o ci at e d wit h p ati e nt visits or t h e a ct u al ass ess m e nt of t h e p ati e nt will b e us e d i n t h e 
d eri v ati o n. D at es ass o ci at e d wit h a t e c h ni c al o p er ati o n u nr el at e d t o p ati e nt st at us ( e. g. t h e d at e a 
bl o o d s a m pl e w as pr o c es s e d) will n ot b e us e d. As s ess m e nt d at es aft er t h e c ut off d at e will n ot b e 
us e d  t o d eri v e t h e l ast c o nt a ct d at e. L ast c o nt a ct d at e will o nl y b e d eri v e d u si n g t h e l at est c o m pl et e 
d at e a m o n g  t h e f oll o wi n g: 

•  St u d y dr u g st art a n d e n d d at es wit h n o n- missi n g d os e ( d os es of 0 ar e all o w e d) 

•  R E CI S T ass ess m e nt d at e wit h e v al u ati o n m ar k e d as d o n e 

•  L a b or at or y/ P K c oll e cti o n d at e wit h s a m pl e c oll e cti o n m ar k e d as d o n e 

•  Vit al si g n , E C G , p h ysi c al e x a m, d er m at ol o gi c e x a m  a n d o p ht h al mi c e x a m ass ess m e nt d at e 
wit h n o n- missi n g p ar a m et er v al u e  

•  P erf or m a n c e st at us d at e wit h n o n- missi n g p erf or m a n c e st at us 

•  St art/ e n d  d at e of a d v ers e e v e nts wit h n o n-missi n g v er b ati m t er m  
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•  St art/ e n d d at e of a nti c a n c er  t h er a pi es a d mi nist er e d aft er st u d y tr e at m e nt; dis c o nti n u ati o n 
wit h n o n- missi n g m e di c ati o n/ pr o c e d ur e t er m 

•  D at e  of  c o nt a ct  f or  m ost  r e c e nt  p ost -tr e at m e nt  s ur vi v al  ass ess m e nt  wit h  t h e  st at us  as   
“ Ali v e ”  

•  C ar di a c i m a gi n g ass ess m e nt d at e  

  

7. 1. 5  T r e at m e nt St a rt D at e  

Tr e at m e nt st art d at e is d efi n e d as t h e d at e p ati e nt r e c ei v es t h e first n o n - z er o d os e of st u d y dr u g.  

7. 1. 6  St u d y D a y  

St u d y d a y is d efi n e d i n t h e f oll o wi n g m a n n er:  

•  O n or aft er t h e st art d at e of st u d y tr e at m e nt: ( d at e of ass ess m e nt) – ( tr e at m e nt st art d at e) + 
1. St u d y d a y 1 will t h er ef or e b e t h e first d a y of st u d y tr e at m e nt. 

•  B ef or e t h e st art d at e of st u d y tr e at m e nt: ( d at e of as s ess m e nt) – ( tr e at m e nt st art d at e).  

7. 1. 7  R e p o rti n g C o n v e nti o n s 

U nl ess s p e cifi e d ot h er wi s e, d ur ati o ns of e v e nts ( e. g., d ur ati o n of tr e at m e nt) will b e c al c ul at e d i n 
d a ys as (st o p d at e – st art d at e + 1).  

T h e f oll o wi n g c o n v ersi o n f a ct ors will b e us e d t o c o n v ert d a ys i nt o w e e ks, m o nt h s or y e ars:  

1 w e e k = 7 d a ys, 1 m o nt h = 3 0. 4 3 7 5 d a ys, 1 y e ar = 3 6 5. 2 5 d a ys. 

D e m o gr a p hi cs a n d p h ysi c al m e as ur e m e nts : 

•  A g e ( y e ars):  

­  ( d at e of gi v e n i nf or m e d c o ns e nt - d at e of birt h + 1) / 3 6 5. 2 5 

­  I n c as e of o nl y y e ar a n d m o nt h gi v e n: A g e ( y e ars): ( y e ar/ m o nt h of gi v e n i nf or m e d 

c o ns e nt – y e ar/ m o nt h of birt h) 

­  I n c as e o nl y y e ar of birt h is gi v e n: A g e ( y e ars): ( y e ar of gi v e n i nf or m e d c o ns e nt – 

y e ar of birt h)  

­  T h e i nt e g er p art of t h e c al c ul at e d a g e will b e us e d f or r e p orti n g p ur p os es.  

All d at a c oll e ct e d i n t h e d at a b as e will b e us e d f or t h e st atisti c al a n al ysis.  F or e a c h a n al ysis a c ut off 
d at e will b e  d et er mi n e d. O nl y d at a wit h a n ass e ss m e nt d at e or e v e nt st art d at e ( e. g. vit al si g n 
ass ess m e nt d at e or st art d at e of a n a d v ers e e v e nt) b ef or e  or o n t h e c ut off d at e will b e i n cl u d e d i n 
t h e a n al ysis.  

C
C
I
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All e v e nt s wit h a st art d at e b ef or e or o n t h e c ut off d at e a n d a n e n d d at e aft er t h e c ut off d at e will 
b e c o nsi d er e d as c o nti n ui n g at t h e c ut off d at e. T h e s a m e r ul e will b e a p pli e d t o e v e nts st arti n g 
b ef or e or o n t h e c ut off  d at e a n d n ot h a vi n g a d o c u m e nt e d e n d d at e.  

I n g e n er al, missi n g v al u e s will b e h a n dl e d as f oll o ws u nl ess ot h er wis e s p e cifi e d. F or c o nti n u o us 
v ari a bl es at B as eli n e, missi n g v al u es will b e e x cl u d e d fr o m c al c ul ati o n of s u m m ar y st atisti cs, a n d 
t h e n u m b er a n d p er c e nt of p ati e nts wit h missi n g v al u es will b e dis pl a y e d. F or c at e g ori c al v al u es 
at B as eli n e, t h e n u m b er a n d p er c e nt of p ati e nts wit h a missi n g v al u e will b e dis pl a y e d. F or missi n g 
p ost- B as eli n e  v al u es, t h e m et h o d f or r e p orti n g missi n g v al u es will d e p e n d o n t h e s u m m ar y t a bl e. 

Q u alit ati v e / 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 c o u nts a n d p er c e nt a g es. P er c e nt a g es 
will b e c al c ul at e d usi n g t h e n u m b er of p ati e nt s or s u b gr o u p as t h e d e n o mi n at or. C o nti n u o us d at a  
will b e s u m m ari z e d usi n g a p pr o pri at e d es cri pti v e st atisti cs ( e. g. m e a n, st a n d ar d d e vi ati o n, m e di a n, 
mi ni m u m, a n d m a xi m u m). 

F or  r e p orti n g  c o n v e nti o ns,  mi ni m u m  a n d  m a xi m u m  v al u es  will b e  pr e s e nt e d  wit h t h e  s a m e  
d e ci m al pr e cisi o n as c oll e ct e d i n t h e r a w d at a; m e a n , m e di a n , a n d q u artil es s h o ul d g e n er all y b e 
pr es e nt e d t o o n e m or e d e ci m al pl a c e t h a n t h e r a w d at a ; st a n d ar d d e vi ati o n  s h o ul d b e dis pl a y e d t o 
t w o m or e d e ci m al pl a c es t h a n t h e r a w d at a. P er c e nt a g es will b e r e p ort e d t o o n e d e ci m al pl a c e. 
U nl ess ot h er wis e n ot e d, f or all p er c e nt a g es, t h e n u m b er of p ati e nts i n t h e a n al ysis s et w h o h a v e a n 
o bs er v ati o n will b e t h e d e n o mi n at or. 

Al l a n al ys es will b e p erf or m e d a n d s u m m ari z e d f or P h as e 1 b a n d P h as e 2 s e p ar at el y. All P h as e 
1 b t a bl es will b e pr es e nt e d b y t h e f oll o wi n g 4 gr o u ps, a n d t h e listi n gs will b e pr es e nt e d b y t h e 
first 3 gr o u ps: 

2 0 0 m g A R R Y - 3 8 2 

+ 2 m g/ k g P e m br o 
4 0 0 m g A R R Y - 3 8 2 

+ 2  m g/ k g P e m br o  

3 0 0 m g A R R Y - 3 8 2 

+ 2 m g/ k g P e m br o  

All P h as e 1 b  

P ati e nts   
 

All P h as e 2 t a bl es , listi n gs a n d fi g ur es will b e pr es e nt e d b y t h e f oll o wi n g 3 gr o u ps: 

P D - 1/ P D- L 1 I n hi bit or R efr a ct or y pr O V C A  P D A  

 

D at a li sti n gs will b e cr e at e d f or P h as e 1 b a n d P h as e 2 s e p ar at el y, a n d will b e s ort e d b y p ati e nt 
i d e ntifi er, p ar a m et er, a n d t h e c orr es p o n di n g d at e of ass ess m e nt.  T h e listi n g s o ur c e will b e i n cl u d e d 
i n t h e f o ot er of t h e listi n gs.  
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7. 1. 8  U n s c h e d ul e d Visits  

G e n er all y, d at a c oll e ct e d at u ns c h e d ul e d visits will b e i n cl u d e d a n d a n al y z e d f or b ot h s af et y a n d 
n o n- s af et y a n al ys es i n t h e s a m e f as hi o n as t h e d at a c oll e ct e d at s c h e d ul e d visits e x c e pt w h er e 
ot h er wis e  n ot e d  i n  t h e  s e cti o ns  t h at  f oll o w.  D e s cri pti v e  st atisti cs  ( m e a n,  st a n d ar d  d e vi ati o n,  
m e di a n, mi ni m u m, m a xi m u m, q u artil es) b y n o mi n al visit or ti m e p oi nt f or s af et y e n d p oi nts s u c h 
as l a b or at or y m e as ur e m e nts, E C Gs a n d vit al si g ns will i n cl u d e d at a fr o m s c h e d ul e d visits o nl y. 

7. 1. 9  I m p ut ati o n R ul es f o r P a rti al o r Missi n g D at es 

7. 1. 9. 1  P ri o r  a n d C o n c o mit a nt M e di c ati o n s   

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

M e di c ati o n st a rt d at e  

•  If o nl y d a y  of t h e m o nt h is missi n g,  

−  If m o nt h a n d y e ar m at c h t h at of t h e tr e at m e nt st art d at e,  t h e n i m p ut e as (tr e at m e nt st art 
d at e + 1).  

−  If m o nt h a n d y e ar f all b ef or e t h e st u d y tr e at m e nt st art d at e, t h e n i m p ut e t h e c o n c o mit a nt 
m e di c ati o n st art d at e  as t h e  1 5t h d a y of t h e m o nt h. 

−  If m o nt h a n d y e ar f all aft er t h e tr e at m e nt st art d at e, t h e n i m p ut e as t h e 1st d a y of t h e 
m o nt h.  

•  If b ot h d a y a n d m o nt h ar e missi n g,  

−  If t h e y e ar m at c h es t h at of t h e tr e at m e nt st art d at e, t h e n i m p ut e as t h e st art d at e f or 
c o n c o mit a nt m e di c ati o n  (tr e at m e nt st art d at e + 1). 

−  If t h e y e ar is pri or t o t h e tr e at m e nt st art d at e, t h e n i m p ut e st art of t h e c o n c o mit a nt 
m e di c ati o n as J ul y 1 st.  

−  If t h e y e ar is aft er t h e tr e at m e nt st art d at e, t h e n i m p ut e as J a n u ar y 1st.  

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

M e di c ati o n e n d  d at e  

•  If o nl y d a y is missi n g,  

−  If m o nt h a n d y e ar m at c h t h at of l ast c o nt a ct d at e, a n d t h e m e di c ati o n w a s o n g oi n g, t h e n 
i m p ut e t h e e n d d at e t o b e t h e l ast d a y of t h e m o nt h. Ot h er wis e, i m p ut e as l ast c o nt a ct 
d at e.  
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−  If m o nt h a n d y e ar ar e pri or t o  t h e l ast c o nt a ct d at e, t h e n i m p ut e as t h e l ast d a y of t h e 
m o nt h. 

•  If b ot h d a y a n d m o nt h ar e missi n g,  

−  If t h e y e ar m at c h es t h at of l ast c o nt a ct d at e, a n d t h e m e di c ati o n is o n g oi n g, t h e n i m p ut e 
as D e c e m b er 3 1 st. Ot h er wi s e, i m p ut e as l ast c o nt a ct d at e.  

−  If t h e y e ar is pri or t o or aft er l ast c o nt a ct d at e, t h e n i m p ut e as D e c e m b er 3 1st.  

•  If t h e m e di c ati o n e n d d at e is c o m pl et el y missi n g a n d t h e m e di c ati o n is o n g oi n g, i m p ut e as 
l ast c o nt a ct d at e.  

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

Ta bl e 3  a n d  Ta bl e 4  pr o vi d e e x a m pl es f or diff er e nt s c e n ari os f or i m p uti n g c o n c o mit a nt m e di c ati o n 
st art a n d e n d d at es, r es p e cti v el y. T h e i m p ut ati o n of t h e st art d at e of pri or a n d c o n c o mit a nt n o n -
dr u g t h er a p y will f oll o w t h e s a m e c o n v e nti o ns as f or c o n c o mit a nt m e di c ati o n st art d at e.  H o w e v er, 
i m p ut ati o n of n o n-dr u g t h er a p y e n d d at e will b e diff er e nt, as t h e d at a c oll e ct e d o n n o n -dr u g t h er a p y 
d o es n ot i n cl u d e w h et h er t h e t h er a p y is o n g oi n g. T h e i m p ut ati o n of n o n -dr u g t h er a p y e n d d at e is 
as f oll o ws: c o m pl et el y missi n g e n d d at es will n ot b e i m p ut e d, e n d d at es wit h o nl y d a y missi n g 
will b e i m p ut e d t o t h e l ast d a y of t h e m o nt h, a n d e n d d at es wit h b ot h d a y a n d m o nt h missi n g will 
b e i m p ut e d t o D e c e m b er 3 1.  

T a bl e 3: C o n c o mit a nt M e di c ati o n  St a rt D at e I m p ut ati o n E x a m pl e S c e n a ri o s  

P a rti al  
c o n m e d st a rt d at e  

Tr e at m e nt  
st a rt d at e 

Te m p o r al r el ati o ns hi p 
c o m p a r e d t o t r e at m e nt 
st a rt  I m p ut e d D at e  

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

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

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

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

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

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

D D N O V 2 0 0 1  2 0 O C T 2 0 0 1  Aft er  0 1 N O V 2 0 0 1  
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T a bl e 4: C o n c o mit a nt M e di c ati o n  E n d D at e I m p ut ati o n E x a m pl e S c e n a ri o s  

P a rti al  
c o n m e d e n d d at e  

L a st c o nt a ct d at e  O n g oi n g  I m p ut e d D at e  

Missi n g  2 0 O C T 2 0 0 1  Y es  2 0 O C T 2 0 0 1  

D D M M M 2 0 0 0  2 0 O C T 2 0 0 1  N o  3 1 D E C 2 0 0 0  

D D M M M 2 0 0 2  2 0 O C T 2 0 0 1  N o  3 1 D E C 2 0 0 2  

D D M M M 2 0 0 1  2 0 O C T 2 0 0 1  N o  2 0 O C T 2 0 0 1  

D D M M M 2 0 0 1  2 0 O C T 2 0 0 1  Y es  3 1 D E C 2 0 0 1  

D D S E P 2 0 0 1  2 0 O C T 2 0 0 1  N o  3 0 S E P 2 0 0 1  

D D O C T 2 0 0 1  2 0 O C T 2 0 0 1  N o  2 0 O C T 2 0 0 1  

D D O C T 2 0 0 1  2 0 O C T 2 0 0 1  Y es  3 1 O C T 2 0 0 1  

7. 1. 9. 2  A d v e rs e E v e nts  

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

A Es  t h at ar e c o m pl et el y missi n g a st art d at e will b e c o nsi d er e d as  tr e at m e nt e m er g e nt if t h e e n d 
d at e of t h e A E is  eit h er missi n g or o c c urs aft er t h e tr e at m e nt st art d at e.  I n t his c as e, i m p ut e A E 
st art d at e t o b e tr e at m e nt st art d at e.  

7. 1. 9. 3  D e at h D at e  

Missi n g or p arti al d e at h d at es will b e i m p ut e d b as e d o n t h e l ast c o nt a ct d at e : 

•  If t h e d at e is c o m pl et el y missi n g, it will be i m p ut e d as t h e d a y aft er l ast c o nt a ct d at e .  

−  N ot e: A s p e ci al c as e is t h e p ati e nt’s l ast c o nt a ct d at e is t h e s a m e as t h e d at a c ut off d at e. 

I n  t his  c as e,  his  d e at h  d at e  will  b e  i m p ut e d  as  t h e  d a y  aft er  t h e  l ast  c o nt a ct  d at e.  

T h er ef or e, h e w o ul d b e still ali v e as of t h e d at a c ut off d at e.  

•  If t h e d a y or b ot h d a y a n d m o nt h ar e  missi n g, d e at h d at e will b e i m p ut e d t o t h e m a xi m u m 

of  t h e  f ull  ( n o n -i m p ut e d)  [l ast  c o nt a ct  d at e  ( e x cl u di n g  t h e  d at e  of  d e at h)  +  1]  a n d  t h e  

f oll o wi n g: 

­  Missi n g d a y: 1 5 t h d a y of t h e m o nt h a n d y e ar of d e at h 

­  Missi n g d a y a n d m o nt h: J ul y 1 st of t h e y e ar of d e at h 

7. 1. 9. 4  E x p os u r e D at e  

N o i m p ut ati o n will b e d o n e f or st art d at e of tr e at m e nt . D at e of l ast d os e of st u d y dr u g if u n k n o w n 
or p arti all y u n k n o w n will b e i m p ut e d as f oll o ws: 
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•  If t h e l ast d at e of st u d y dr u g is c o m pl et el y missi n g a n d t h er e is n o EO T e C R F p a g e a n d n o 
d e at h d at e, t h e p ati e nt s h o ul d b e c o nsi d er e d t o b e o n -g oi n g a n d t h e d at a c ut off d at e will b e 
us e d as t h e l ast d osi n g d at e f or t h e a n al ysis.  

•  If t h e l ast d at e of st u d y dr u g is c o m pl et el y or p arti all y missi n g a n d t h er e is eit h er a n E O T 
e C R F  p a g e or a d e at h d at e a v ail a bl e ( wit hi n t h e d at a c ut off d at e), t h e n i m p ut e d l ast d os e 
d at e will b e as f oll o ws:  

o  = 3 1 D E C Y Y Y Y, if o nl y Ye a r  is a v ail a bl e a n d Ye ar < Ye ar of mi n ( E O T d at e, d e at h 
d at e)  

o  = L ast d a y of t h e m o nt h, if b ot h Ye a r a n d M o nt h  ar e a v ail a bl e a n d Ye a r = Ye a r  
of mi n ( E O T d at e, d e at h d at e) a n d M o nt h < t h e m o nt h of mi n ( E O T d at e, d e at h  
d at e)  

o  = L ast d a y of t h e m o nt h, if b ot h Ye a r a n d M o nt h  ar e a v ail a bl e a n d Ye a r < Ye a r  
of mi n ( E O T d at e, d e at h d at e)  

o  = mi n ( E O T d at e, d e at h  d at e), f or all ot h er c as es  

T h e i m p ut e d d at e will b e c o m p ar e d wit h st art d at e of st u d y tr e at m e nt:  

•  If t h e i m p ut e d d at e < st art d at e of st u d y dr u g, t h e n l ast d at e of st u d y dr u g is s et t o st art d at e 
of st u d y dr u g; 

•  Ot h er wis e, us e t h e i m p ut e d d at e.  

7. 1. 9. 5  D at e of I niti al  Di a g n osis of C a n c e r  

I n c o m pl et e d at es of i niti al di a g n osis of c a n c er will b e i m p ut e d as f oll o ws:  

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

•  If  b ot h  d a y  a n d  m o nt h  ar e  missi n g  a n d  t h e  y e ar  is  pri or  t o  t h e  y e ar  of  t h e  first  st u d y  
tr e at m e nt, i m p ut e as J ul y 1st. 

•  If  b ot h  d a y  a n d  m o nt h  ar e  missi n g  a n d  t h e  y e ar  is  s a m e  as  t h e  y e ar  of  t h e  first  st u d y  
tr e at m e nt, i m p ut e as J a n u ar y 1 st.  

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

 

7. 1. 9. 6  D at es of A nti c a n c e r  T h e r a pi es  

P ri o r t h e r a pi es :  

I n c o m pl et e st art d at es will b e h a n dl e d b y a p pl yi n g t h e s a m e i m p ut ati o n r ul es as A E/ c o n c o mit a nt 
m e di c ati o ns st art d at e e x c e pt:  

•  If o nl y d a y is missi n g, a n d m o nt h a n d y e ar m at c h t h at of t h e tr e at m e nt st art d at e, i m p ut e as 
d at e of first d os e of st u d y dr u g - 1; 
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•  If b ot h d a y a n d m o nt h ar e missi n g, a n d t h e y e ar m at c h es t h at of t h e tr e at m e nt st art d at e, 
t h e n i m p ut e as d at e of fir st d os e of st u d y dr u g – 1; 

•  C o m pl et el y missi n g st art d at e is i m p ut e d as d at e of first d os e of st u d y dr u g – 1. 

I n c o m pl et e e n d d at es a n d d at es of pr o gr essi o n  o n t h e pri or a nti c a n c er  t h er a pi es will b e h a n dl e d 
usi n g t h e f oll o wi n g r ul e: 

•  If o nl y d a y is missi n g , im p ut e d d at e = mi n (first d os e of st u d y dr u g  -1, l ast d a y of t h e m o nt h);  

•  If b ot h m o nt h a n d d a y ar e missi n g, i m p ut e d d at e = mi n ( first d os e of st u d y dr u g  -1, 3 1 D E C) ; 

•  C o m pl et el y missi n g e n d d at es will n ot b e i m p ut e d.  

If t h e e n d d at e or t h e d at e of pr o gr essi o n is n ot missi n g,  a n d t h e i m p ut e d st art d at e is aft er t h e e n d 
d at e or aft er t h e d at e of pr o gr essi o n, us e t h e mi n  ( e n d d at e, d at e of pr o gr essi o n) as t h e i m p ut e d 
st art d at e.  

S u b s e q u e nt  t h e r a pi es:  

I n c o m pl et e s u bs e q u e nt a nti c a n c er  t h er a py st art d at es will b e i m p ut e d usi n g t h e f oll o wi n g r ul e: 

•  I m p ut e d d at e = m a x (E O T d at e  + 1, first d a y of t h e m o nt h), if d a y is missi n g; 

•  I m p ut e d d at e = m a x (E O T d at e  + 1, 0 1J A N), if d a y a n d m o nt h ar e missi n g; 

•  Im p ut e d at e = E O T d at e + 1 if t h e d at e is c o m pl et el y missi n g.  

E n d of Tr e at m e nt D at e i s t h e d at e of tr e at m e nt dis c o nti n u ati o n as c oll e ct e d fr o m t h e dis p ositi o n 
e C R F p a g e.  

T h er e will b e n o i m p ut ati o n f or missi n g e n d d at es. 

7. 2  P ati e nt Dis p ositi o n  

P ati e nt dis p ositi o n a n al ys es will us e t h e F A S u nl es s ot h er wis e st at e d.  

T h e f oll o wi n g dis p ositi o n c at e g ori es will b e s u m m ari z e d:   

•  N u m b er ( %) of p ati e nts e nr oll e d 

•  N u m b er ( %) of p ati e nts e nr oll e d b ut n ot tr e at e d 

•  N u m b er ( %) of p ati e nts w h o r e c ei v e d at l e ast o n e d os e of st u d y dr u g 

•  N u m b er ( %) of p ati e nts w h o ar e still o n tr e at m e nt  

•  N u m b er ( %) of  p ati e nts w h o dis c o nti n u e d t h e tr e at m e nt 

o  Pri m ar y r e as o ns f or tr e at m e nt dis c o nti n u ati o n  

•  N u m b er ( %) of p ati e nts w h o dis c o nti n u e d t h e tr e at m e nt b ut ar e still i n f oll o w - u p 
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•  N u m b er  ( %)  of  p ati e nt s  w h o  w er e  n o  l o n g er  b ei n g  f oll o w e d  f or  st u d y  e v al u ati o n  
c o m pl eti o n  

o  Pri m ar y r e as o ns f or st u d y e v al u ati o n c o m pl eti o n 

I n cl usi o n a n d e x cl usi o n f or e a c h of t h e a n al ysis s ets will als o b e s u m m ari z e d. 

P ati e nt dis p ositi o n d at a will als o b e list e d.  

S cr e e n f ail ur e p ati e nts ar e t h os e w h o w er e s cr e e n e d, b ut n e v er st art e d t h e st u d y tr e at m e nt f or a n y 
r e as o n. T h e d at a c oll e ct e d o n t h es e p ati e nts will n ot b e i n cl u d e d i n a n y a n al ys es. A listi n g of 
r e as o ns f or s cr e e n f ail ur e will b e pr es e nt e d.  

A s e p ar at e listi n g will d es cri b e e a c h p ati e nt’s i n cl usi o n or e x cl usi o n st at us f or e a c h of t h e a n al ysis 
s ets d efi n e d i n S e cti o n  5. 0 . 

7. 3  P r ot o c ol D e vi ati o n s 

Pr ot o c ol d e vi ati o ns will b e d et er mi n e d a n d d o c u m e nt e d pri or t o d at a b as e l o c k  as o utli n e d i n t h e 
S p e cifi c ati o ns of Pr ot o c ol D e vi ati o ns . 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 i n t h e F A S wit h a n y 
pr ot o c ol  d e vi ati o ns  will  b e  t a b ul at e d  b y  d e vi ati o n  c at e g or y ,  st u d y  p art  a n d  c o h ort.  Pr ot o c ol 
d e vi ati o ns will b e pr es e nt e d i n a d at a listi n g.  

7. 4  P ati e nt C h a r a ct e risti cs  

P ati e nt c h ar a ct eristi c a n al ys es will b e p erf or m e d u si n g t h e F A S.  

7. 4. 1  D e m o g r a p hi cs a n d P r et r e at m e nt C h a r a ct e risti cs  

D e m o gr a p hi c a n d ot h er pr etr e at m e nt c h ar a ct eristi cs  i n cl u di n g a g e, g e n d er, r a c e, et h ni cit y, h ei g ht, 
w ei g ht, a n d E C O G p erf or m a n c e s t at us, will b e s u m m ari z e d . 

A d e m o gr a p hi cs l isti n g b y p ati e nt will b e cr e at e d.  

7. 4. 2  M e di c al a n d Dis e as e Hist o r y  

S u m m ar y of dis e as e hist or y will b e cr e at e d i n cl u di n g  d at e of i niti al di a g n osis, st a g e at di a g n osis  
a n d  st a g e at st u d y e ntr y. 

M e di c al a n d d is e as e hist or y will also b e list e d f or e a c h p ati e nt . 

7. 4. 3  S u b st a n c e Us e  

D at a o n t o b a c c o us e a n d al c o h ol us e as c oll e ct e d o n t h e S u bst a n c e Us e e C R F p a g e will b e i n cl u d e d 
i n a listi n g. 
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7. 4. 5  P ri o r A nti c a n c e r  T h e r a p y  

Pri or a nti c a n c er  t h er ap y  will  b e  s u m m ari z e d  f or  t hr e e disti n ct  s u bt y p es   - s yst e mi c  tr e at m e nt , 
r a di ot h er a p y a n d  s ur g er y.  Nu m b er ( %) of p ati e nt s w h o r e c ei v e d, s e p ar at el y, a n y pri or s yst e mi c 
tr e at m e nt, r a di ot h er a p y, or s ur g er y will b e s u m m ari z e d.  

F or  p ri or s yst e mi c  tr e at m e nt ,  t h e  f oll o wi n g  d at a  as c oll e ct e d  o n  t h e  “ Pri or  S yst e mi c  C a n c er  
Tr e at m e nts ” e C R F p a g e will b e s u m m ari z e d:  

•  N u m b er of p ati e nts wit h at l e ast o n e pri or s yst e mi c tr e at m e nt  

•  T ot al n u m b er of r e gi m e n s (t h er e c a n b e m or e t h a n o n e m e di c ati o n p er r e gi m e n) 

•  T y p e of pri or tr e at m e nts  

•  I n di c ati o n at t h e l ast pri or t h er a p y  ( b as e d o n t h e e n d d at e) 

•  B est r es p o ns e at t h e l ast pri or  t h er a p y ( d efi n e d as t h e b est r es p o ns e d uri n g t h e l ast tr e at m e nt 
r e gi m e n r e c or d e d) 

Pri or s yst e mi c tr e at m e nts will als o b e s u m m ari z e d b y A n at o mi c al T h er a p e uti c C h e mi c al ( A T C) 
cl ass a n d P T . 

F or pri or a nti c a n c er  r a di ot h er a p y, t h e f oll o wi n g i nf or m ati o n a b o ut t h e l ast r a di ot h er a p y ( b as e d o n 
e n d d at e) will b e s u m m ari z e d : l o c ati o n, i nt e nt of t he r a di ati o n a n d b est r es p o ns e .  

F or pri or a nti c a n c er  s ur g er y, t y p e of pr o c e d ur e a n d r es ult of pr o c e d ur e will b e s u m m ari z e d.  

All pri or a nti c a n c er  t h er a pi es will b e list e d s e p ar at el y f or s yst e mi c tr e at m e nt, r a di ot h er a p y, a n d 
s ur g er y. 

I n c o m pl et e d at es will b e h a n dl e d as d es cri b e d i n S e cti o n 7. 1. 9. 6  . 

C CI
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7. 4. 6  Ot h e r P ri o r M e di c ati o n s  a n d P r o c e d u r es  

Pri or  m e di c ati o ns  ( d efi n e d  as  a n y  m e di c ati o ns,  e x cl u di n g  st u d y  dr u g  a n d  pri or  a nti c a n c er  
tr e at m e nts)  a n d  si g nifi c a nt  n o n-dr u g  t h er a pi e s  (i n cl u di n g  p h ysi c al  t h er a p y,  h er b al/ n at ur al  
m e di c ati o ns , a n d bl o o d tr a nsf usi o ns) r e c or d e d i n t h e “ Pri or a n d C o n c o mit a nt M e di c ati o ns ” e C R F  
will  b e  s u m m ari z e d.  T h es e  m e di c ati o ns  a n d  t h er a pi es  will  b e  c o d e d  usi n g  t h e  W orl d  H e alt h  
Or g a ni z ati o n  Dr u g  R ef er e n c e  Listi n g  ( W H O  D R L)  di cti o n ar y  t h at  e m pl o ys  t h e  W H O  A T C  
cl assifi c ati o n s yst e m.  

T h e n u m b er a n d p er c e nt a g e of p ati e nts will b e s u m m ari z e d  f or m e di c ati o ns/ n o n-dr u g t h er a pi es 
t h at w er e st o p p e d pri or t o st art of st u d y dr u g.   

A listi n g will b e pr o d u c e d f or m e di c ati o ns/ n o n -dr u g t h er a pi es t h at w er e st o p p e d pri or t o st art of 
st u d y dr u g. 

I n c om pl et e d at es will b e h a n dl e d as d es cri b e d i n  S e cti o n 7. 1. 9 . 

7. 5  Effi c a c y A n al ysis 

Effi c a c y a n al ys es will b e p erf or m e d usi n g t h e F A S .  

7. 5. 1  O bj e cti v e R es p o n s e R at e 

O R R is  d efi n e d as t h e pr o p orti o n of p ati e nts w h o h a v e a c hi e ve d a b est o v er all r es p o ns e ( B O R) of 

c o m pl et e  r es p o ns e  ( C R) or p arti al  r es p o ns e  ( P R) as  d et er mi n e d  b y  I n v esti g at or  r e vi e w  of  

r a di o gr a p hi c dis e as e ass e ss m e nts p er R E CI S T v 1. 1 . B ot h c o nfir m e d a n d u n c o nfir m e d O R R will 

b e s u m m ari z e d, b ut t h e pri m ar y a n al ysis will b e b as e d o n c o nfir m e d r es p o ns es. 

T h e B O R is d efi n e d as t h e b est r es p o ns e  r e c or d e d fr o m t h e st u d y st art d at e u ntil pr o gr essi o n a n d 

will b e d et er mi n e d pr o gr a m m ati c all y b as e d o n t h e I n v esti g at or’s ass ess m e nt of t u m or r es p o ns e at 

e a c h  ti m e p oi nt  p er  R E CI S T v 1. 1. O nl y t u m or ass ess m e nts p erf or m e d b ef or e t h e st art  of a n y  

s u bs e q u e nt a nti c a n c er t h er a pi es a n d n ot l at er t h a n 3 0 d a ys aft er l ast d os e of st u d y dr u g will b e 

c o nsi d er e d i n t h e ass ess m e nt of b est o v er all  r es p o n s e. Cli ni c al d et eri or ati o n or cli ni c al pr o gr essi o n 

n ot e d o n t h e E n d of Tr e at m e nt Dis p ositi o n  e C R F will n ot b e c o nsi d er e d as d o c u m e nt e d dis e as e 

pr o gr essi o n f or t h e p ur p o s es of t h e O R R  c al c ul ati o n . 

T h e c o nfir m e d B O R f or e a c h p ati e nt is d et er mi n e d fr o m t h e s e q u e n c e of o v er all ti m e p oi nt (l esi on) 

r es p o ns es a c c or di n g t o t h e f oll o wi n g r ul es b el o w: 

C R = at l e ast t w o d et er mi n ati o ns of C R at l e ast 4 w e e ks a p art b ef or e pr o gr essi o n, w h er e 

c o nfir m ati o n  r e q uir e d,  or  o n e  d et er mi n ati o n  of  C R  pri or  t o  pr o gr essi o n,  w h er e  

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

( a n d n ot q u alif yi n g f or a C R), w h er e c o nfir m ati o n r e q uir e d, or o n e d et er mi n ati o n of P R 

pri or t o pr o gr essi o n, w h er e c o nfir m ati o n n ot r e q uir e d. 

S D = a n ass ess m e nt of S D or b ett er > 6 w e e ks aft er st art of tr e at m e nt ( a n d n ot q u alif yi n g 

f or P D, P R or C R). 

P D = pr o gr essi o n ≤ 9 w e e ks aft er st art of tr e at m e nt  ( a n d n ot q u alif yi n g f or C R, P R, or S D). 

N E ( N ot E v al u a bl e) = all ot h er c as es (i. e. n ot q u alif yi n g f or c o nfir m e d C R or P R a n d 

wit h o ut S D aft er m or e t h a n 6 w e e ks or e arl y pr o gr essi o n wit hi n t h e first 9 w e e ks).  

P ati e nts wit h c o nfir m e d b est o v er all r es p o ns e ‘N ot E v al u a bl e’ will b e s u m m ari z e d b y r e as o n f or 

h a vi n g u n k n o w n st at us. T h e f oll o wi n g r e as o ns will b e us e d: 

•  N o b as eli n e ass ess m e nt  

•  N o a d e q u at e  p ost-b as eli n e ass ess m e nt  

•  All p ost- b as eli n e ass ess m e nts h a v e o v er all r es p o ns e of “ N E ”  

•  N e w a nti c a n c er  t h er a p y st art e d b ef or e first p ost-b a s eli n e ass ess m e nt  

•  S D o c c urr e d ≤  6 w e e ks aft er t h e st art of tr e at m e nt  

•  Pr o gr essi o n  > 9 w e e ks  aft er  t h e  st art  of  tr e at m e nt  (i. e.  t u m or  ass ess m e nt  of  P D  w as 
> 9 w e e ks aft er st art of tr e at m e nt a n d t h er e w as n o t u m or ass ess m e nt i n b et w e e n)  

S p e ci al ( a n d r ar e) c as es w h er e B O R  is ‘N ot e v al u a bl e’ d u e t o b ot h S D o c c urri n g ≤  6 w e e ks aft er 

st art of tr e at m e nt  a n d pr o gr essi o n > 9 w e e ks aft er t h e st art of tr e at m e nt will b e cl assifi e d as “ S D 

o c c urr e d ≤  6 w e e ks aft er t h e st art of tr e at m e nt ”.   

T h e O R R will b e c al c ul at e d  wit h a n e x a ct t w o -si d e d 9 5 % CI.  T h e 9 5 %  CI will b e d eri v e d usi n g 

t h e Cl o p p er- P e ars o n 4  e x a ct bi n o mi al CI m et h o d. I n a d diti o n, t h e n u m b er a n d p er c e nt a g e of p ati e nts 

i n  e a c h  B O R  c at e g or y  (i. e.,  C R,  P R,  st a bl e  dis e as e  ( S D ), pr o gr essi v e  dis e as e  ( P D ),  a n d N ot 

E v al u a bl e ) will b e s u m m ari z e d . 

A fi g ur e f or d ur ati o n of e x p os ur e a n d b e st o v er all r es p o ns e ( c o nfir m e d) will b e cr e at e d.  

A w at erf all pl ot will b e cr e at e d t o s h o w t h e b est p er c e nt a g e c h a n g e fr o m t h e b as eli n e i n t h e s u m 

of l o n g est di a m et ers. P ati e nts wit h b as eli n e a n d at l e ast o n e p ost -b as eli n e t u m or ass ess m e nt will 

b e i n cl u d e d i n t h e w at erf all pl ot. 

I n di vi d u al l esi o n m e as ur e m e nts a n d o v er all r es p o ns e ass ess m e nts p er R E CI S T v 1. 1 will b e list e d 

b y p ati e nt a n d ass ess m e nt d at e.  
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7. 5. 2  D u r ati o n of R es p o n s e  

D O R  is d efi n e d as t h e ti m e fr o m t h e d at e of t h e first d o c u m e nt e d r es p o ns e ( C R or P R) t o t h e 

e arli est d at e of dis e as e pr o gr essi o n, as d et er mi n e d b y I n v esti g at or r e vi e w of r a di o gr a p hi c dis e as e 

ass ess m e nts p er R E CI S T v 1. 1, or d e at h d u e t o a n y c a us e . If a p ati e nt wit h a C R or P R h as n eit h er 

pr o gr ess e d n or di e d at t h e ti m e of t h e a n al ysis c ut off or at t h e st art of a n y n e w a nti c a n c er t h er a p y, 

t h e p ati e nt will b e c e ns or e d at t h e d at e of l ast a d e q u at e t u m or ass ess m e nt. D O R will b e c al c ul at e d 

f or p ati e nts w h o h a v e a c hi e v e d a c o nfir m e d o v er all r es p o ns e (i. e., C R or P R). 

A n esti m at e of t h e  D O R s ur vi v al f u n cti o n will b e c o nstr u ct e d usi n g t h e K a pl a n -M ei er ( pr o d u ct -

li mit) m et h o d (K a pl a n & M ei er, 1 9 5 8 ) as i m pl e m e nt e d i n P R O C LI F E T E S T. T h e 2 5 %, m e di a n, 

a n d 7 5 % D O R (i n m o nt hs) will b e s u m m ari z e d al o n g wit h 9 5 % CIs  as c al c ul at e d fr o m t h e P R O C 

LI F E T E S T o ut p ut ( usi n g m et h o d of [ Br o o k m e y er & Cr o wl e y, 1 9 8 2 ]).   

Fr e q u e n c y c o u nts a n d p er c e nt a g es of p ati e nts wit h e a c h e v e nt t y p e ( P D or d e at h) a n d c e ns ori n g 

r e as o ns will b e s u m m ari z e d. C e ns ori n g r e as o ns ar e as f oll o ws:  

•  O n g oi n g i n t h e st u d y wit h o ut a n e v e nt  

•  N o b as eli n e ass ess m e nt  

•  N o p ost- b as eli n e ass ess m e nt  

•  N e w a nti c a n c er t h er a p y w as gi v e n  

•  Pr o gr essi o n aft er 2 or m or e miss e d ass ess m e nts  

•  D e at h aft er 2 or m or e miss e d ass e ss m e nts  

•  A d e q u at e ass ess m e nt n o l o n g er a v ail a bl e  

•  Wit h dr a w al of c o ns e nt 

•  L ost t o f oll o w- u p 

A K a pl a n - M ei er pl ot of t h e s ur vi v al f u n cti o n will b e pr o vi d e d as w ell. 

D ur ati o n of r es p o ns e will b e list e d. 

7. 5. 3  P r o g r essi o n -f r e e S u r vi v al 

P F S  is d efi n e d as t h e ti m e fr o m t h e d at e of first d os e of st u d y dr u g  t o t h e e arli est d at e of dis e as e 

pr o gr essi o n,  as  d et er mi n e d  b y  I n v esti g at or  r e vi e w  of  r a di o gr a p hi c  dis e as e  ass ess m e nts  p er  

R E CI S T v 1. 1, or d e at h d u e t o a n y c a us e.  

If a p ati e nt h as n ot h a d a P F S e v e nt at t h e ti m e of t h e a n al ysis c ut off or at t h e st art of a n y n e w 

a nti c a n c er t h er a p y, P F S will b e  c e ns or e d at t h e d at e of l ast a d e q u at e t u m or ass ess m e nt.  If a P F S 

e v e nt  is  o bs er v e d  aft er  m or e  t h a n  o n e  missi n g  or  i n a d e q u at e  t u m or  ass ess m e nt,  P F S  will  b e  
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c e ns or e d at t h e l ast a d e q u at e t u m or ass ess m e nt. If a P F S e v e nt is o bs er v e d aft er a si n gl e missi n g 

or n o n -a d e q u at e t u m or ass ess m e nt, t h e a ct u al d at e of e v e nt w ill b e us e d. P ati e nts w h o d o n ot h a v e 

b as eli n e or p ost- b as eli n e t u m or ass ess m e nts will b e c e ns or e d at t h e st u d y st art d at e . 

T h e l ast a d e q u at e t u m or a ss ess m e nt is d efi n e d as a t u m or ass ess m e nt  r es ult t h at is n ot “ N E ”, “ N D ”, 

“ N A ” or missi n g . 

T h e s ur vi v al distri b uti o n f u n cti o n f or P F S will b e esti m at e d usi n g t h e K a pl a n -M ei er  (K M ) m et h o d 

as d es c ri b e d f or D O R i n S e cti o n 7. 5. 2 . Th e P F S  r at e at 2, 4 a n d 6  m o nt hs will b e esti m at e d wit h 

c orr es p o n di n g t w o-si d e d 9 5 % CIs. 

Fr e q u e n c y c o u nts a n d p er c e nt a g es of p ati e nts wit h e a c h e v e nt t y p e ( P D or d e at h) a n d c e ns ori n g  

r e as o ns will b e s u m m ari z e d as d es cri b e d i n S e cti o n 7. 5. 2 .  

I n a d diti o n, ti m e t o pr o gr essi o n/ c e ns ori n g, e v e nt a n d c e ns ori n g r e as o ns will b e list e d.   

7. 5. 4  O v e r all S u r vi v al 

O S  is d efi n e d as t h e ti m e fr o m t h e d at e of first d o s e of st u d y dr u g t o t h e d at e  of d e at h d u e t o a n y 

c a us e.  If a d e at h h as n ot b e e n o bs er v e d b y t h e d at e of t h e a n al ysis c ut off, O S will b e c e ns or e d at 

t h e d at e of l ast c o nt a ct.  

T h e  s ur vi v al distri b uti o n f u n cti o n f or O S will b e e sti m at e d usi n g t h e K M  m et h o d as d es cri b e d f or 

D O R i n S e cti o n 7. 5. 2 . Th e O S  r at e at 2, 4, 6, 8 a n d 1 0 m o nt hs will b e esti m at e d wit h c orr es p o n di n g 

t w o-si d e d 9 5 % CIs. 

Fr e q u e n c y c o u nts a n d p er c e nt a g es of p ati e nts wit h a n e v e nt ( d e at h) a n d c e ns ori n g r e as o ns will b e 

s u m m ari z e d. C e ns ori n g r e as o ns ar e as f oll o ws:  

•  O n g oi n g a n d n o d e at h 

•  L ost t o f oll o w- u p 
 

7. 5. 5  I m m u n e-r el at e d R es p o n s e R at e  

I m m u n e-r el at e d R R (ir R R) is d efi n e d as t h e pr o p orti o n of p ati e nts w h o a c hi e v e i m m u n e-r el at e d 

b est o v er all   res p o ns e  (ir B O R)  of i m m u n e-r el at e d  C R  (irC R) or i m m u n e-r el at e d  P R (ir P R),  as  

d et er mi n e d b y t h e I n v esti g at or p er  ir R C, w h er e ir B O R is t h e b est r es p o ns e usi n g ir R C r e c or d e d 

fr o m t h e st art of st u d y tr e at m e nt u ntil t h e e n d of tr e at m e nt.   

T h e  c o nfir m e d  ir B O R  f or  e a c h  p ati e nt  is  d et er mi n e d  fr o m  t h e  s e q u e n c e  of  o v er all  ti m e p oi nt  

(l esi o n) r es p o ns es p er ir R C as s u m m ari z e d i n A p p e n di x 6 i n t h e st u d y pr ot o c ol. T h e d eri v ati o n of 

B O R wit h c o nfir m ati o n r e q uir e m e nt as d efi n e d i n S e cti o n 7. 5. 1  will b e us e d t o d et er mi n e t h e 
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ir B O R. I n a d diti o n, I m m u n e-r el at e d P D  (ir P D) n e e ds t o b e c o nfir m e d b y a r e p e at, c o ns e c uti v e 

ass ess m e nt n o l ess t h a n 4 w e e ks fr o m t h e first d o c u m e nt e d d at e. 

T h e ir RR will b e c al c ul at e d al o n g wit h t h e t w o -si d e d  e x a ct  Cl o p p er-P e ars o n  9 5 % CIs. I n a d diti o n, 

t h e n u m b er a n d p er c e nt a g e of p ati e nts i n e a c h B O R  c at e g or y, i. e., irC R, irP R, i m m u n e-r el at e d S D 

(irS D ), ir P D, a n d i m m u n e-r el at e d U n e v al u a bl e (ir U n e v al u a bl e) will b e s u m m ari z e d . 

7. 5. 6  I m m u n e-r el at e d P r o g r e ssi o n -f r e e S ur vi v al 

I m m u n e-r el at e d P F S  (ir P F S) is d efi n e d as t h e ti m e fr o m t h e st art of tr e at m e nt t o t h e ti m e of first 

d o c u m e nt e d pr o gr essi o n p er ir R C, as d et er mi n e d b y t h e I n v esti g at or or d e at h d u e t o a n y c a us e.  

F or t h e a n al ysis of ir P F S, t h e K a pl a n -M ei er m et h o d as d efi n e d i n  S e cti o n 7. 5. 3  will b e p erf or m e d, 

a n d t h e s a m e c e ns ori n g r ul es as d es cri b e d i n S e cti o n 7. 5. 3  will b e a p pli e d.  

 

7. 6  S af et y A n al ysis 

All s af et y a n al ys es will b e p erf or m e d usi n g t h e a p pr o pri at e d at a f or all p ati e nts i n t h e S S  u nl ess 

ot h er wis e st at e d.  

7. 6. 1  E xt e nt of St u d y D r u g E x p os u r e  

D ur ati o n of e x p os ur e is d efi n e d as f oll o ws a n d will b e s u m m ari z e d wit h  d es cri pti v e st atisti cs ( n, 
m e a n, m e di a n, mi ni m u m, m a xi m u m) .  

A R R Y - 3 8 2: 

D u r ati o n of e x p os u r e  ( d a ys) = d at e of l ast ( n o n -z er o) d os e of A R R Y - 3 8 2 – d at e of first 
d os e of A R R Y - 3 8 2 + 1  

P e m br oli z u m a b : 

D u r ati o n of e x p os u r e  (w e e ks ) = ( d at e of l ast ( n o n-z er o) d os e of p e m br oli z u m a b  - d at e of 
first d os e of p e m br oli z u m a b  + 2 1)/ 7 

C u m ul ati v e d os e is d efi n e d as: 

A R R Y - 3 8 2: 

•  Pl a n n e d c u m ul ati v e d os e  ( m g) = s u m of all pr ot o c ol s p e cifi e d d os es a cr os s e a c h pl a n n e d 
d a y of d osi n g 

•  A ct u al c u m ul ati v e d os e  ( m g) = s u m of all a ct u al d os es t a k e n d uri n g t h e d o si n g p eri o d 

P e m br oli z u m a b : 



A R R Y -3 8 2 ( C S F -1 R i n hi bit o r)   A r r a y Bi o P h a r m a I n c.  
A R R A Y -3 8 2 -2 0 1 St atisti c al A n al y sis Pl a n   

 

 

 

V er si o n 1. 0  3 9  C o nfi d e nti al  
2 0 F e br u ar y 2 0 2 0  

•  Pl a n n e d c u m ul ati v e d os e  ( m g/ k g) = s u m of all pr ot o c ol s p e cifi e d d os es a cr oss t h e d osi n g 
p eri o d 

•  A ct u al c u m ul ati v e d os e  ( m g/ k g) = s u m of all a ct u al d os es t a k e n d uri n g t h e d osi n g p eri o d 

T h e d os e of p e m br oli z u m a b  t a k e n at e a c h visit is c al c ul at e d as t ot al ( pl a n n e d a n d a ct u al) d os e 
a d mi nist er e d  ( m g) at e a c h visit / w ei g ht ( k g) at t h at visit.  

F or p ati e nts w h o di d n ot t a k e a n y dr u g t h e a ct u al c u m ul ati v e d os e is b y d efi niti o n e q u al t o z er o.  

D os e i nt e nsit y a n d r el ati v e d os e i nt e nsit y ar e d efi n e d as f oll o ws:  

A R R Y - 3 8 2: 

•  Pl a n n e d d os e i nt e n sit y  ( m g/d a y ) = pl a n n e d c u m ul ati v e d os e ( m g) / [ d ur ati o n of e x p os ur e 
( d a ys)] 

•  A ct u al d os e i nt e n sit y  ( m g/d a y ) = a ct u al c u m ul ati v e d os e ( m g) / [d ur ati o n of e x p os ur e 
( d a ys)] 

•  R el ati v e d os e i nt e n sit y  = 1 0 0 *[ a ct u al d os e i nt e n sit y ( m g/ d a y ) / pl a n n e d d os e i nt e nsit y 
( m g/ d a y)] 

P e m br oli z u m a b : 

•  Pl a n n e d d os e i nt e n sit y  ( m g/k g/ c y cl e ) = pl a n n e d c u m ul ati v e d os e ( m g/ k g) / [d ur ati o n of 
e x p os ur e ( w e e ks)/ 3] 

•  A ct u al  d os e  i nt e n sit y   ( m g/ k g/ c y cl e)  =  a ct u al  c u m ul ati v e  d os e  ( m g / k g)  /  [ d ur ati o n  of  
e x p os ur e ( w e e ks)/ 3] 

•  R el ati v e  d os e  i nt e n sit y  =  1 0 0 *[ a ct u al  d os e  i nt e nsit y  ( m g/ k g/ c y cl e )  /  pl a n n e d  d os e  
i nt e nsit y ( m g/ k g/ c y cl e)] 

A s u m m ar y of e x p os ur e, i n cl u di n g d ur ati o n, c u m ul ati v e d os e, a ct u al d os e i nt e nsit y, a n d r el ati v e 
d os e i nt e nsit y (i n cl u di n g c at e g ori es < 5 0 %, 5 0 % -< 7 5 %, 7 5 % -< 9 0 %, 9 0 % -< 1 1 0 %, a n d ≥ 1 1 0 %, if 
a p pli c a bl e), will b e pr es e nt e d f or e a c h st u d y dr u g.  D ur ati o n of e x p os ur e, c u m ul ati v e d os e, a ct u al 
d os e i nt e nsit y, a n d r el ati v e d os e i nt e nsit y will als o b e list e d  f or e a c h p ati e nt. 

7. 6. 1. 1  D os e M o difi c ati o n s 

D os e r e d u cti o n:  

D os e r e d u cti o ns ar e p er mitt e d f or  A R R Y - 3 8 2.  A d os e r e d u cti o n is d efi n e d as a d e cr e as e i n d os e 
fr o m  t h e  pr ot o c ol  pl a n n e d  d os e  a n d  a  d e cr e as e  fr o m  t h e  pr e vi o us  n o n -z er o  d os e,  e v e n  if  t his  
d e cr e as e h as b e e n dir e ctl y pr e c e d e d b y a n i nt err u pti o n.  
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If a p ati e nt’s d os e d e cr e a s es fr o m a hi g h er t h a n pr ot o c ol pl a n n e d d os e t o t h e pl a n n e d d os e, t his is 
n ot c o u nt e d as a r e d u cti o n ; h o w e v er, if t h e d os e is r e d u c e d  dir e ctl y fr o m a hi g h er t h a n pl a n n e d 
d os e t o a l o w er t h a n pr ot o c ol pl a n n e d d os e or t h e pl a n n e d d os e o n a l ess fr e q u e nt r e gi m e n, t his is 
c o u nt e d as a r e d u cti o n. 

If t h e d os e o n t h e first d osi n g r e c or d is l o w er t h a n pr ot o c ol pl a n n e d d os e t his is als o c o u nt e d as a 
r e d u cti o n. 

D os e r e d u cti o n will b e s u m m ari z e d b as e d o n t h e d os e m o difi c ati o n d at a c oll e ct e d o n t h e e C R F 
p a g e.  

D os e i nt e r r u pti o n:  

A d os e i nt err u pti o n will b e i n di c at e d i n t h e e C R F b y a d osi n g r e c or d wit h a t ot al d ail y d os e of 
0 m g f or o n e or m or e d a y s.  

D os e i nt err u pti o n will b e s u m m ari z e d b as e d o n t h e d os e m o difi c ati o n d at a c oll e ct e d o n t h e e C R F 
p a g e. H o w e v er, i n or d er n ot t o o v er c o u nt i nt err u pti o ns, d osi n g r e c or ds wit h 0 m g e nt er e d as l ast 
d osi n g  r e c or d  will  n ot  b e  c o u nt e d  as  i nt err u pti o ns.  T h os e  r e pr es e nt  t h e  r e as o n  f or  p er m a n e nt  
dis c o nti n u ati o n a n d will t h er ef or e b e pr es e nt e d i n t h e r e as o n f or tr e at m e nt di s c o nti n u ati o n a n al ysis.  

Fr e q u e n c y  c o u nts  a n d  p er c e nt a g es  of  p ati e nts  w h o  h a v e  d os e  r e d u cti o ns  or  a n y  st u d y  dr u g  
i nt err u pti o ns, a n d t h e c orr es p o n di n g r e as o ns, will b e pr o vi d e d. T h e n u m b er of d os e i nt err u pti o ns 
p er p ati e nt, a n d t h e d ur ati o n of d os e i nt err u pti o ns ( d a ys) will als o b e  s u m m ari z e d f or e a c h st u d y 
dr u g. 

7. 6. 2  C o n c o mit a nt M e di c ati o n s 

C o n c o mit a nt  m e di c ati o ns  ar e d efi n e d  as  a n y  m e di c ati o ns  ( e x cl u di n g  st u d y  dr u g  a n d  pri or  
a nti c a n c er  tr e at m e nts)  a n d  si g nifi c a nt  n o n-dr u g  t h er a pi es  (i n cl u di n g  p h ysi c al  t h er a p y,  
h er b al/ n at ur al m e di c ati o n s a n d bl o o d tr a nsf usi o ns) a d mi nist er e d i n t h e st u d y a n d r e c or d e d i n t h e 
Pri or a n d C o n c o mit a nt M e di c ati o ns e C R F .  

C o n c o mit a nt m e di c ati o ns will  b e c o d e d usi n g t h e l at est v ersi o n of  t h e W H O  Dr u g R ef er e n c e  
Listi n g  di cti o n ar y a v ail a bl e at t h e ti m e of r e p orti n g  a n d will b e s u m m ari z e d b y A T C (l e v el 2) a n d 
P T  (l e v el 4).  T h es e s u m m ari es will i n cl u d e:  

1.  m e di c ati o ns st arti n g o n or aft er t h e st art of st u d y tr e at m e nt b ut n o l at er t h a n 3 0 d a ys aft er 
l ast d os e of st u d y tr e at m e nt, a n d 

2.  m e di c ati o ns st arti n g pri or t o t h e st art  of st u d y tr e at m e nt a n d c o nti n ui n g aft er t h e st art of 
st u d y tr e at m e nt.  

All c o n c o mit a nt m e di c ati o ns will b e list e d.  
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I n c o m pl et e d at es will b e h a n dl e d as d es cri b e d i n S e cti o n 7. 1. 9. 1 . 

7. 6. 3  S u b s e q u e nt A nti c a n c e r  T h e r a pi es  

S u bs e q u e nt a nti c a n c er t h er a pi es i n cl u d e a nti c a n c er s yst e mi c t h er a p y, a nti c a n c er r a di ati o n or 
a nti c a n c er s ur g er y. 

S u bs e q u e nt a nti c a n c er s y st e mi c t h er a p y  will b e s u m m ari z e d b y A T C cl ass  (l e v el 2 ) a n d P T . 

S u bs e q u e nt a nti c a n c er s y st e mi c t h er a p y, r a diot h er a p y, a n d s ur g er y will b e list e d.  

I n c o m pl et e d at es will b e h a n dl e d as d es cri b e d i n S e cti o n 7. 1. 9. 6 . 

7. 6. 4  A d v e rs e E v e nts  

A Es  a n d s eri o us a d v ers e e v e nts ( S A Es) will b e c o d e d b y P T a n d S O C usi n g t h e l at est a v ail a bl e 
M e d D R A  v ersi o n.  

T h e s e v erit y of  a n A E will b e ass ess e d b y t h e i n v esti g at or usi n g t h e N CI  C T C A E , V ersi o n 4. 0 3. 
F or p ati e nts wit h m or e t h a n 1 A E wit hi n a S O C or P T, o nl y t h e hi g h est gr a d e will b e i n cl u d e d i n 
b y- s e v erit y s u m m ari es.  

T h e i n v esti g at or will als o ass ess w h et h er t h e A E is s us p e ct e d t o b e r el at e d t o st u d y dr u g (i. e., a 
tr e at m e nt-r el at e d A E). F or p ati e nts wit h m or e t h a n 1 A E wit hi n a S O C or P T, t h e hi g h est l e v el of 
r el ati o ns hi p (r el at e d is hi g h er t h a n n ot r el at e d) will b e i n cl u d e d i n t h e b y-r el ati o ns hi p s u m m ari es.  

F or s u m m ari es b y S O C a n d P T, e a c h p ati e nt will b e c o u nt e d at m ost o n c e p er S O C a n d at m ost 
o n c e p er P T. F or s u m m ari es b y P T, e a c h p ati e nt will b e c o u n t e d at m ost o n c e p er P T. 

Tr e at m e nt -e m er g e nt A Es ( T E A Es) will b e d efi n e d as : 

•  A n y n e w e v e nt t h at st arts aft er a d mi nistr ati o n of st u d y dr u g  a n d ≤ 3 0 d a ys aft er tr e at m e nt 
dis c o nti n u ati o n. 

•  A n y e v e nt t h at w as o n g oi n g w h e n tr e at m e nt wit h st u d y dr u g st art e d a n d t h e s e v erit y/ gr a d e 
aft er  tr e at m e nt  w as  hi g h er  t h a n  t h e  B as eli n e  v al u e  (fl u ct u ati o ns  b el o w  t h e  B as eli n e  
s e v erit y/ gr a d e ar e n ot c o nsi d er e d as tr e at m e nt e m er g e nt).  

•  A n y n e w e v e nt t h at st arts > 3 0 d a ys aft er tr e at m e nt dis c o nti n u ati o n a n d is a ss ess e d b y t h e 
I n v esti g at or as r el at e d t o st u d y tr e at m e nt.  

E v er y eff ort s h o ul d b e m a d e t o o bt ai n st art d at es f or a d v ers e e v e nts ( A Es).  If a n A E is missi n g 
t h e st art d at e, a n d t h e ti mi n g of t h e st art d at e r el ati v e t o tr e at m e nt st art is n ot k n o w n, it s h o ul d b e 
c o nsi d er e d as t r e at m e nt e m er g e nt f or r e p orti n g a n d a n al ysis p ur p os es. 
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U nl ess ot h er wis e st at e d, o nl y T E A Es will b e pr es e nt e d i n s u m m ar y t a bl es. H o w e v er, all A Es will 
b e pr es e nt e d i n listi n gs.  

O v er all s u m m ar y of s af et y t a bl e will i n cl u d e n u m b ers a n d p er c e nt a g es of t h e f oll o wi n g:   

•  P ati e nts w h o di e d o n st u d y or wit hi n 3 0 d a ys of l ast tr e at m e nt 

•  P ati e nts wit h at l e ast 1 T E A E r e g ar dl ess of c a us alit y  

•  P ati e nts wit h at l e ast 1 tr e at m e nt  r el at e d T E A E 

•  P ati e nts wit h tr e at m e nt  r el at e d T E A Es b y w orst s e v erit y 

•  P ati e nts wit h at l e ast 1 tr e at m e nt-e m er g e nt S A E ( T E S A E)  

•  P ati e nts wit h at l e ast 1  tr e at m e nt-r el at e d T E S A E 

•  P ati e nts w h o dis c o nti n u e d st u d y dr u g d u e t o a T E A E r e g ar dl ess of c a us alit y 

•  P ati e nts w h o dis c o nti n u e d st u d y dr u g d u e t o a tr e at m e nt- r el at e d T E A E 

•  P ati e nts wit h a d os e r e d u cti o n d u e t o a T E A E 

•  P ati e nts wit h a d os e i nt err u pti o n d u e t o a T E A E 

All  T E A E  s u m m ari es  will  b e  dis pl a y e d  (fr e q u e n c y  c o u nts  a n d  p er c e nt a g es)  al p h a b eti c all y  b y  
s yst e m or g a n cl ass ( S O C) a n d pr ef err e d t er m ( P T) b y d es c e n di n g fr e q u e n c y wit hi n S O C , if n ot 
ot h er wis e n ot e d.  I n di vi d u al s u m m ar y t a bl es s h o wi n g t h e i n ci d e n c e of p ati e nts wit h t h e f oll o wi n g 
s u bs ets of T E A Es will b e g e n er at e d: 

•  T E A Es , r e g ar dl ess of c a u s alit y, b y S O C, P T a n d m a xi m u m s e v erit y 

•  T E A Es , r e g ar dl ess of c a u s alit y, b y S O C a n d  P T  

•  T E A Es, r e g ar dl ess of c a u s alit y, b y P T 

•  Tr e at m e nt -r el at e d T E A E s wit h sus p e ct e d rel ati o n s hi p t o A R R Y - 3 8 2 b y S O C, P T a n d 
m a xi m u m s e v erit y  

•  Tr e at m e nt -r el at e d T E A E s wit h sus p e ct e d rel ati o n s hi p t o p e m br oli z u m a b b y S O C, P T a n d 
m a xi m u m s e v erit y  

•  Tr e at m e nt -r el at e d T E A E s wit h s us p e ct e d rel ati o n s hi p t o A R R Y - 3 8 2 b y P T 

•  Tr e at m e nt -r el at e d T E A E s wit h sus p e ct e d rel ati o n s hi p t o p e m br oli z u m a b b y P T  

•  T E S A Es, r e g ar dl ess of c a us alit y, b y S O C, P T a n d m a xi m u m s e v erit y 

•  T E S A Es, r e g ar dl ess of c a us alit y, b y S O C a n d P T 

•  T E S A Es, r e g ar dl ess of c a us alit y, b y P T 

•  T E S A Es  wit h sus p e ct e d r el ati o ns hi p t o A R R Y- 3 8 2 b y S O C, P T a n d m a xi m u m s e v erit y  

•  T E S A Es  wit h sus p e ct e d r el ati o ns hi p t o p e m br oli z u m a b b y S O C, P T a n d m a xi m u m 
s e v erit y  
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•  T E A Es, r e g ar dl ess of c a u s alit y, t h at l e d t o dis c o nti n u ati o n of st u d y dr u g, b y S O C a n d P T 

•  Tr e at m e nt -r el at e d T E A E s wit h sus p e ct e d rel ati o n s hi p t o A R R Y - 3 8 2 l ea di n g t o st u d y 
dr u g dis c o nti n u ati o n b y S O C a n d P T 

•  Tr e at m e nt -r el at e d T E A E s wit h sus p e ct e d rel ati o n s hi p t o p e m br oli z u m a b l ea di n g t o st u d y 
dr u g dis c o nti n u ati o n b y S O C a n d P T 

•  T E A Es t h at l e d t o d os e r e d u cti o n i n A R R Y - 3 8 2 b y S O C a n d P T 

•  T E A Es t h at l e d t o  d os e i nt err u pti o n / d el a y of A R R Y - 3 8 2 b y S O C a n d P T 

•  T E A Es t h at l e d t o  d os e i nt err u pti o n / d el a y of p e m br oli z u m a b b y S O C a n d P T 

•  N o n -s eri o us T E A Es, r e g ar dl ess of c a us alit y, b y S O C a n d P T 

•  T E A Es t h at r es ult e d i n d e at h o n st u d y or wit hi n 3 0 d a ys of l ast st u d y tr e at m e nt b y S O C 
a n d P T 

S e p ar at e listi n gs f or A Es, s eri o us A Es ( S A Es), A Es r e q uiri n g d os e i nt err u pti o n, A Es l e a di n g t o 
a n y st u d y dr u g dis c o nti n u ati o n, a n d d e at h r e c or d e d d uri n g t h e st u d y will b e pr o vi d e d. 

All A Es a n d t h eir attri b ut es will b e pr es e nt e d i n d at a li sti n gs s ort e d b y p ati e nt i d e ntifi er, A E a n d 
d at e of o ns et of t h e A E. 

7. 6. 5  Cli ni c al L a b o r at o r y E v al u ati o n s 

R e q uir e d  h e m at ol o g y,  c o a g ul ati o n,  cli ni c al  c h e mistr y , t h yr oi d  p a n el a n d  uri n al ysis  t ests  ar e  
d es cri b e d i n T a bl e  9 of t h e pr ot o c ol.  H e m at ol o g y, cli ni c al c h e mistr y, c o a g ul ati o n , t h yr oi d p a n el 
a n d uri n al ysis t est r es ults will b e pr es e nt e d usi n g t h e I nt er n ati o n al S yst e m of U nits ( SI u nits) a n d, 
w h er e a p pr o pri at e, will b e gr a d e d usi n g N CI C T C A E, V ersi o n 4. 0 3.  

F or l a b or at or y d at a, b as eli n e is t h e  l ast a v ail a bl e as s ess m e nt p erf or m e d pri or t o  t h e tr e at m e nt st art 
d at e/ti m e . If m or e t h a n o n e v al u e is a v ail a bl e, pri orit y is gi v e n t o t h e c e ntr al ass ess m e nt v ers us t h e 
l o c al ass ess m e nt. If m or e t h a n o n e c e ntr al s a m pl e is a v ail a bl e, pri orit y is gi v e n t o t h e ass ess m e nt 
m ar k e d as U ns c h e d ul e d or R e p e at ass ess m e nt. P ati e nts w h o st art tr e at m e nt a n d dis c o nti n u e fr o m 
t h e st u d y o n t h e s a m e d a y m a y h a v e 2 diff er e nt s ets of d at a c oll e ct e d o n st u d y d a y 1, o n e b ei n g 
r e p ort e d t o t h e c y cl e 1 d a y 1 visit, t h e ot h er r e p ort e d t o t h e E O T visit. D at a r e p ort e d at t h e E O T 
visit ar e n ot eli gi bl e f or b as eli n e s el e cti o n.  

T h e f oll o wi n g l a b or at or y p ar a m et ers will b e s u m m ari z e d b y C T C A E gr a d e:   

•  H e m at ol o g y :  

H e m o gl o bi n ( a n e mi a/ h e m o gl o bi n i n cr e as e d), Pl at el ets ( pl at el et  c o u nt  d e cr e as e d), W B C  
( w hit e  bl o o d  c ell  d e cr e as e d/i n cr e as e d),  N e utr o p hils  ( n e utr o p hil  c o u nt  d e cr e as e d),  
L y m p h o c yt es (l y m p h o c yt e c o u nt i n cr e as e d/ d e cr e a s e d). 

•  C h e mistr y:  
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Al b u mi n  ( h y p o al b u mi n e mi a),  Al k ali n e  p h os p h at as e  ( A L P) ( al k ali n e  p h os p h at as e  
i n cr e as e d), Al a ni n e a mi n otr a nsf er as e (A L T ) ( A L T i n cr e as e d), A s p art at e a mi n otr a nsf er as e 
(A S T ) ( A S T  i n cr e as e d),  T ot al  bilir u bi n  ( T B L) ( bl o o d  bilir u bi n  i n cr e as e d),  Cr e ati ni n e  
(cr e ati ni n e i n cr e as e d), C orr e ct e d c al ci u m  ( h y p o c al c e mi a/ h y p er c al c e mi a), Cr e ati n e Ki n as e 
( C P K  i n cr e as e d), Gl u c os e  ( h y p o gl y c e mi a/ h y p er gl y c e mi a), A m yl as e  (s er u m  a m yl as e  
i n cr e as e d), Li p as e  (li p as e  i n cr e as e d),   P h os p h at e ( h y p o p h os p h at e mi a),  M a g n esi u m  
( h y p o m a g n es e mi a/ h y p er m a g n es e mi a),  P ot assi u m  ( h y p o k al e mi a/ h y p er k al e mi a),  S o di u m  
( h y p o n atr e mi a/ h y p er n atr e mi a). 

•  C o a g ul ati o n: I N R (I N R i n cr e as e d), P T T or a P T T ( A cti v at e d p arti al t hr o m b o pl asti n, ti m e 
pr ol o n g e d) 

T h e f oll o wi n g r ul es will b e us e d f or gr a di n g el e v at e d gl u c os e: 

•  If a gl u c os e v al u e f alls wit hi n n or m al r a n g es it s h o ul d b e gr a d e d as z er o, irr es p e cti v e of 
f asti n g st at us.   

•  If f asti n g st at us is u n k n o w n a n d t h e r es ult f alls wit hi n t h e r a n g es f or h y p er gl y c e mi a gr a d es 
1 or 2, gr a d e s h o ul d b e s et t o missi n g. 

•  If f asti n g st at us is k n o w n a n d f asti n g di d n ot o c c ur, a n d t h e r es ult f alls wit hi n t h e r a n g es f or 
h y p er gl y c e mi a gr a d es 1 or 2, gr a d e s h o ul d b e s et t o 0. 

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

•  H e m at ol o g y:  

H e m at o crit , R B C, M o n o c yt es ( a bs ol ut e), E osi n o p hils ( a bs ol ut e), B as o p hils ( a bs ol ut e). 

•  C h e mistr y:  

Bi c ar b o n at e ( C O 2), B U N or ur e a , C hl ori d e, Gl u c os e ( n o n -f asti n g), L D H, T ot al pr ot ei n, 
Dir e ct bilir u bi n . 

•  Uri n al ysis:  

S p e cifi c gr a vit y, Gl u c os e, K et o n es, Bl o o d, Nitrit e, L e u k o c yt es. 

•  T h yr oi d p a n el:   

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

Trii o d ot h yr o ni n e ( T 3), fr e e 

T h yr o xi n e ( T 4), fr e e 

T h e C orr e ct e d  C al ci u m will b e d eri v e d fr o m C al ci u m a n d Al b u mi n r es ults as p er t h e f oll o wi n g 
f or m ul a:  

C orr e ct e d c al ci u m ( m m ol/ L) = [ 4 * c al ci u m( m m ol/ L) – 0. 8 *( 0. 1 * al b u mi n( g/ L) – 4)]/ 4  



A R R Y -3 8 2 ( C S F -1 R i n hi bit o r)   A r r a y Bi o P h a r m a I n c.  
A R R A Y -3 8 2 -2 0 1 St atisti c al A n al y sis Pl a n   

 

 

 

V er si o n 1. 0  4 5  C o nfi d e nti al  
2 0 F e br u ar y 2 0 2 0  

T h e n or m al r a n g e of t h e C al ci u m will b e us e d as n or m al r a n g e f or C orr e ct e d C al ci u m.  

T h e  f oll o wi n g s u m m ari es will b e pr o d u c e d f or t h e h e m at ol o gy, c o a g ul ati o n, cli ni c al c h e mistr y, 
t h yr oi d p a n el a n d uri n al y sis l a b or at or y d at a ( b y l a b or at or y p ar a m et er): 

•  S hift t a bl es usi n g C T C A E gr a d es t o c o m p ar e b as eli n e t o t h e w orst p ost -b a s eli n e v al u e f or 
la b or at or y  p ar a m et ers  wit h  C T C A E  gr a d es.  F or  t h e  l a b or at or y  p ar a m et ers  li k e  bl o o d  
gl u c os e w h er e p ati e nts c a n b e gr a d e d f or d e cr e as e d or i n cr e as e d v al u es, t h e w orst p ost -
b as eli n e  C T C A E  gr a d e  will  b e  pr es e nt e d  f or  d e cr e as e  a n d  i n cr e as e  s e p ar at el y  ( e. g.  
h y p er g l y c e mi a a n d h y p o gl y c e mi a). I n t h e d es cri pti o n of w orst gr a d e i n cr e a s e, a d e cr e as e of 
a gr a d e > = 1 will b e d es cri b e d as gr a d e 0. T h e r e ci pr o c al will b e a p pli e d f or gr a d e d e cr e as e 
c at e g ori z ati o n.  

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

•  T h e f oll o wi n g listi n gs will b e pr o d u c e d f or t h e l a b or at or y d at a f or all l a b or at or y p ar a m et ers 
w h er e C T C A E  gr a d es ar e d efi n e d:  

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

­  Listi n g of p ati e nts wit h l a b or at or y a b n or m aliti es of C T C A E  gr a d e 3 or 4. 

S er ol o g y t est r es ults will b e s u m m ari z e d.  

All l a b t est r es ults will b e pr es e nt e d i n listi n gs s ort e d b y  p ati e nt i d e ntifi er, l a b t est , a n d d at e/ti m e 
of c oll e cti o n. V al u es o utsi d e l a b or at or y n or m al r a n g es will b e fl a g g e d w h er e a p pr o pri at e.  

H e p ati c T o xi cit y  

H e p ati c t o xi cit y will b e a ss ess e d b as e d o n t h e f oll o wi n g Li v er F u n cti o n Te sts ( L F Ts): A L T, A S T, 
A L P , a n d T B L . 

L F Ts will  b e s u m m ari z e d as f oll o ws: 

•  Fr e q u e n c y  c o u nts  a n d  p er c e nt a g es  of  p ati e nts  h a vi n g  a  n e wl y  o c c urri n g  v al u e  i n  t h e  
c at e g ori es i n Ta bl e 3  will b e pr o vi d e d. 

I n a d diti o n, a listi n g of all L F Ts v al u es f or p ati e nts h a vi n g a n e wl y o cc urri n g v al u e i n t h e c at e g ori es 
pr es e nt e d i n Ta bl e 3  will b e pr o vi d e d.  
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T a bl e 3: H e p ati c T o xi cit y C rit e ri a  

P a r a m et e r  C rit e ri o n  

A L T  > 3 x U L N; > 5 x U L N; > 8 x U L N; > 1 0 x U L N; > 2 0 U L N  

A S T  > 3 x U L N; > 5 x U L N; > 8 x U L N > 1 0 x U L N; > 2 0 U L N  

A T ( A L T or A S T)  > 3 x U L N; > 5 x U L N; > 8 x U L N > 1 0 x U L N; > 2 0 U L N  

T B L  > 1. 5 x U L N, > 2 x U L N  

A L P  > 2 x U L N, > 3 x U L N  

A T & T B L  A T > 3 x U L N & T B L > 2 x U L N;  

A T > 5 x U L N & T B L > 2 x U L N;  

A T > 1 0 x U L N & T B L > 2 x U L N  

A L P & T B L  A L P > 3 x U L N & T B L > 2 x U L N  

A T & T B L & A L P  A T > 3 x U L N & T B L > 2 x U L N & A L P < 2 x U L N  

7. 6. 6  P r e g n a n c y T ests  

R es ults of all pr e g n a n c y t ests will b e pr es e nt e d i n a d at a listi n g. 

7. 6. 7  Vit al Si g n s  a n d B o d y M e as u r e m e nts  

T h e f oll o wi n g crit eri a d efi n e cli ni c all y n ot a bl e vit al si g n a b n or m aliti es:  

Cli ni c all y n ot a bl e el e v at e d v al u es  

•  S yst oli c Bl o o d Pr ess ur e ( B P ): ≥  1 6 0 m m H g a n d a n i n cr e as e ≥  2 0 m m H g fr o m b as eli n e 

•  Di ast oli c B P: ≥  1 0 0 m m H g a n d a n i n cr e as e ≥  1 5 m m H g fr o m b as eli n e 

•  H e art r at e ( c oll e ct e d as p uls e r at e i n t h e vit al si g ns e C R F): ≥  1 2 0 b p m wit h i n cr e as e fr o m 

b as eli n e of ≥ 1 5 b p m 

•  Wei g ht: i n cr e as e fr o m b a s eli n e of ≥  1 0 % 

•  B o d y t e m p er at ur e [ C]: ≥  3 7. 5 C 

Cli ni c all y n ot a bl e l o w v al u es  

•  S yst oli c B P: ≤ 9 0 m m H g wit h d e cr e as e fr o m b a s eli n e of ≥ 2 0 m m H g  

•  Di ast oli c B P: ≤ 5 0 m m H g wit h d e cr e as e fr o m b as eli n e of ≥ 1 5 m m H g  

•  H e art r at e ( c oll e ct e d as p uls e r at e i n t h e vit al si g ns e C R F): ≤ 5 0 b p m wit h d e cr e as e fr o m 

b as eli n e of ≥ 1 5 b p m 

•  Wei g ht: ≥ 2 0 % d e cr e as e fr o m b as eli n e  

•  B o d y t e m p er at ur e [ C]: ≤ 3 6 C 



A R R Y -3 8 2 ( C S F -1 R i n hi bit o r)   A r r a y Bi o P h a r m a I n c.  
A R R A Y -3 8 2 -2 0 1 St atisti c al A n al y sis Pl a n   

 

 

 

V er si o n 1. 0  4 7  C o nfi d e nti al  
2 0 F e br u ar y 2 0 2 0  

N u m b er a n d p er c e nt a g e of p ati e nts wit h at l e ast o n e p ost -b as eli n e vit al si g n a b n or m alit y will b e 

s u m m ari z e d.  

D es cri pti v e st atisti cs will b e t a b ul at e d f or b as eli n e a n d c h a n g e fr o m b as eli n e t o w orst p ost -b as eli n e 

v al u e ( b ot h dir e cti o n s) f or e a c h vit al si g n p ar a m et er.  

P ati e nts wit h cli ni c all y n ot a bl e vit al si g n a b n or m aliti es  will b e list e d. All vit al si g n ass ess m e nts  

will b e list e d b y p ati e nt a n d vit al si g n p ar a m et er.  Cli ni c all y n ot a bl e v al u es will als o b e fl a g g e d i n 

t his listi n g. 

7. 6. 8  E C G  

P ot e nti al eff e cts of tr e at m e nt wit h st u d y dr u g o n E C G p ar a m et ers will b e as s ess e d b y E C G i nt er v al 
a n al ysis  of  h e art  r at e,  p uls e  r at e,  Q R S,  Q T,  a n d  Q T  i nt er v al  c orr e ct e d  f or  h e art  r at e  ( Q T c).  
Tri pli c at e  m e as ur e m e nts  will  b e  o bt ai n e d  at  e a c h  ass ess m e nt  a c c or di n g  t o  t h e  s c h e d ul e  of  
ass ess m e nts i n t h e pr ot o c ol. R es ults fr o m tri pli c at e r e a di n gs will b e a v er a g e d.  

T h e a v er a g e of t h e m a c hi n e -r e a d tri pli c at e E C G m e as ur e m e nts c oll e ct e d cl os est t o b ut pri or t o t h e 
first  d os e  of  st u d y  dr u g  will  s er v e  as e a c h  p ati e nt’s  B as eli n e -Q T c  v al u e  f or  all  p ost - d os e 
c o m p aris o ns. T h e Q T c F d at a c oll e ct e d o n t h e e C R F p a g e will b e us e d i n t h e s u m m ar y.  

D at a fr o m E C G s will b e list e d, n ot a bl e v al u es will b e fl a g g e d , a n d a n y ot h er i nf or m ati o n c oll e ct e d 
will b e list e d as a p pr o pri at e. T h e f oll o wi n g s u m m ari es will b e pr o vi d e d f or e a c h a p pli c a bl e E C G 
p ar a m et er:  

•  Fr e q u e n c y c o u nts a n d p er c e nt a g es of p ati e nts h a vi n g n ot a bl e E C G v al u e s a c c or di n g t o 
Ta bl e 4 . 

•  F or e a c h  Q T i nt er v al ( Q T, Q Tc F), s hift t a bl es b a s e d o n n ot a bl e Q T i nt er v al c at e g ori es 
( ≤ 4 5 0, > 4 50 - ≤ 4 8 0, > 4 8 0 - ≤ 5 0 0, > 5 0 0 ms ) at b as eli n e t o t h e w orst p ost -b as eli n e v al u e 
o bs er v e d. 

T a bl e 4: C rit e ri a f o r N ot a bl e E C G C rit e ri a  

P a r a m et e r  C rit e ri o n  

Q T, Q T c F  i n cr e as e fr o m b as eli n e > 3 0 m s 

 i n cr e as e fr o m b as eli n e > 6 0 m s 

 n e w > 4 5 0 m s  

 n e w > 4 8 0 m s  

 n e w > 5 0 0 m s  

H e art r at e  I n cr e as e fr o m b as eli n e > 2 5 % t o a v al u e > 1 0 0 b p m 

 D e cr e as e fr o m b as eli n e > 2 5 % a n d t o a v al u e < 5 0 b p m  
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7. 6. 9  P h ysi c al E x a mi n ati o n s 

P h ysi c al e x a mi n ati o n d at es will b e pr es e nt e d i n a d at a listi n g. A n y a b n or m al fi n di n gs w er e t o 
h a v e b e e n r e p ort e d as A Es a n d will b e r e p ort e d i n t h e a p pr o pri at e A E listi n gs a n d s u m m ar y 
t a bl es. 

7. 6. 1 0  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 u s P e rf o r m a n c e St at u s  

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 ) p erf or m a n c e st at us is us e d t o ass ess t h e p h ysi c al 

h e alt h of p ati e nts, a n d r a n g es fr o m 0 ( m ost a cti v e) t o 5 ( d e a d). Fr e q u e n c y c o u nts a n d p er c e nt a g es 

of p ati e nts i n e a c h s c or e c at e g or y will b e pr o vi d e d b y ass ess m e nt visit . 

I n a d diti o n, t h e E C O G s hift fr o m b as eli n e t o hi g h e st s c or e d uri n g t h e p ost-b as eli n e p eri o d will b e 

s u m m ari z e d .  

E C O G p erf or m a n c e st at us  at e a c h ti m e p oi nt will b e list e d.  

7. 6. 1 1  Cli ni c all y Si g nifi c a nt P r o c e d u r es  

All cli ni c all y si g nifi c a nt pr o c e d ur es r el at e d t o c a n c er w hil e o n st u d y (fr o m first d os e t hr o u g h e n d 

of st u d y) will b e list e d.  

7. 6. 1 2  T r a n sf u si o n 

D at a  o n tr a nsf usi o ns of bl o o d pr o d u cts r e c ei v e d w hil e o n st u d y will b e list e d.  

7. 7  P h a r m a c o ki n eti c A n al ysis  

T h e P h ar m a c o ki n eti c A n al ysis S et will b e us e d f or all P K a n al ysis, listi n gs a n d fi g ur es.  C 1 D 1 is 

d efi n e d as si n gl e d os e (i. e., first d os e), a n d C 2 D 1 is d efi n e d as st e a d y st at e.  

7. 7. 1  Pl as m a C o n c e nt r ati o n s of A R R Y - 3 8 2 a n d its t h r e e m et a b olit es ( A R 0 0 4 6 9 0 9 9, 
A R 0 0 4 6 9 1 0 0 a n d A R 0 0 4 7 0 8 7 0) 

Pl as m a c o n c e ntr ati o ns of A R R Y - 3 8 2 a n d its t hr e e m et a b olit es ( A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0 a n d 
A R 0 0 4 7 0 8 7 0) will b e c oll e ct e d a n d t h e n d et er mi n e d usi n g a v ali d at e d bi o a n al yti c al m et h o d at 
t h e ti m e p oi nts as s p e cifi e d i n pr ot o c ol. All pl as m a c o n c e ntr ati o n v al u es f or e a c h p ati e nt i n t h e 
P K s et  will b e i n cl u d e d i n t h e bi o a n al yti c al pl as m a c o n c e ntr ati o n listi n gs.  I n di vi d u al 
c o n c e ntr ati o n r e c or ds will b e fl a g g e d f or t h e aff e ct e d visit if a n y of t h e f oll o wi n g o c c ur: 

a.  P ati e nt h a d v o miti n g  wit hi n 4 h o urs f oll o wi n g st u d y  dr u g a d mi nistr ati o n o n t h e d a y of 

s eri es P K s a m pli n g . 
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b.  Pl as m a l e v els w er e n ot c o nsi d er e d t o b e at st e a d y -st at e (i. e. d osi n g w as n ot p erf or m e d f or 

at l e ast 4  c o ns e c uti v e d a y s pri or t o C 2 D 1).  

c.  S u bj e ct r e c ei v e d a hi g h er or l o w er d os e c o m p ar e d t o pl a n n e d tr e at m e nt .  

d.  P K s a m pli n g ti m e w as o utsi d e t h e all o w e d wi n d o w or t h e el a ps e d ti m e w as n ot c al c ul a bl e.   

T h e pl as m a c o n c e ntr ati o ns of A R R Y -3 8 2 a n d its t hr e e m et a b olit es ( A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0 

a n d A R 0 0 4 7 0 8 7 0) will  b e s u m m ari z e d b y p h as es, d os e l e v els a n d c o h orts f or all n o mi n al ti m e 

p oi nts, i n cl u di n g pr e d os e (tr o u g h) c o n c e ntr ati o n s f or C 1 D 1 5, C 3 D 1, C 4 D 1, C 5 D 1 a n d C 6 D 1 , 

usi n g  t h e  f oll o wi n g  d es cri pti v e  st atisti cs:   n  ( n u m b er  of  p ati e nts  wit h  n o n -missi n g  v al u es),  m  

( n u m b er of n o n-z er o c o n c e ntr ati o ns), arit h m eti c m e a n, st a n d ar d d e vi ati o n , c o effi ci e nt of v ari ati o n 

( C V),  g e o m etri c  m e a n,  g e o m etri c  st a n d ar d  d e vi ati o n,  g e o m etri c  C V,  mi ni m u m,  m e di a n  a n d  

m a xi m u m.  A n  i n di vi d u al  c o n c e ntr ati o n -ti m e  d at a  p oi nt  b e  e x cl u d e d  fr o m  t h e  c al c ul ati o n  of  

s u m m ar y st atisti cs if a n y of t h e a b o v e fl a gs [ a -d] a p pl y. F or e a c h ti m e p oi nt, st atisti c al v al u es will 

o nl y b e c al c ul at e d if at l e ast t w o -t hir ds of t h e i n di vi d u al c o n c e ntr ati o n d at a m e as ur e d ar e a b o v e 

t h e li mit of q u a ntit ati o n. B L Q s will b e s et t o z er o f or t h e c al c ul ati o n  of arit h m eti c m e a n, S D, C  V,  

mi ni m u m, m e di a n a n d m a xi m u m.  F or t h e c al c ul ati o n of g e o m etri c m e a ns a n d g e o m etri c C V s, 

B L Q c o n c e ntr ati o ns will b e r e pl a c e d b y ½ L L O Q.   W h e n gr e at er t h a n o n e-t hir d of d at a p oi nts ar e 

B L Q, t h e m e a ns, st a n d ar d d e vi ati o ns a n d C Vs will b e r e p ort e d as n ot c al c ul at e d ( N C). W h e n all 

d at a p oi nts ar e B L Q, t h e m e a n will b e r e p ort e d as B L Q a n d st a n d ar d d e vi ati o ns  a n d C Vs will b e 

re p ort e d as N C. If t h er e ar e l ess t h a n 3 v al u es f or c al c ul ati o n of st a n d ar d d e vi ati o n or C V, t h e v al u e 

will b e r e p ort e d as N C.  

T h e g e o m etri c  m e a n wit h st a n d ar d d e vi ati o n pl as m a c o n c e ntr ati o n -v ers u s -ti m e pr ofil es will b e 

pr es e nt e d gr a p hi c all y f or e a c h a n al yt e usi n g b ot h li n e ar a n d s e mi -l o garit h mi c s c al es o n C 1 D 1 a n d 

C 2 D 1 f or P h as e 1 b/ P art A a n d P h as e 2 . Ge o m etri c m e a n  pl as m a c o n c e ntr ati o ns will o nl y b e pl ott e d 

f or  a  s p e cifi c  ti m e  p oi nt  if  at  l e ast  t w o-t hir ds  of  t h e  c o n c e ntr ati o ns  ar e  a b o v e  t h e  li mit  of  

q u a nti t ati o n  a n d  t h e  a ct u al  ti m e  of  s a m pl e  c oll e cti o n  w as  wit hi n  t h e  pr ot o c ol-s p e cifi e d  ti m e  

wi n d o w. I n di vi d u al pl as m a c o n c e ntr ati o n -ti m e pr ofil es will als o b e pr es e nt e d gr a p hi c all y usi n g 

li n e ar a n d s e mi-l o garit h mi c s c al es b y st u d y d a y. F or e as e of pr es e nt ati o n,  n o mi n al ti m e will b e 

us e d t o pr es e nt r es ults i n s u m m ar y a n d a ct u al ti m e  f or i n di vi d u al fi g ur es. 

7. 7. 2  Pl as m a P h a r m a c o ki n eti c P a r a m et e rs f o r A R R Y - 3 8 2 a n d its t h r e e m et a b olit es 
( A R 0 0 4 6 9 0 9 9, A R 0 0 4 6 9 1 0 0 a n d A R 0 0 4 7 0 8 7 0) 

P K p ar a m et ers  f or p ati e nts i n t h e P K s et  will b e d eri v e d f or A R R Y -3 8 2 a n d its t hr e e m et a b olit es 

( A R 0 0 4 6 9 0 9 9,  A R 0 0 4 6 9 1 0 0  a n d  A R 0 0 4 7 0 8 7 0) o n  C 1 D 1  a n d  C 2 D 1  w h e n  p ossi bl e  a n d  

a p pr o pri at e. P ar a m et ers m a y  i n cl u d e b ut n ot li mit e d t o A U Cτ , Cm a x , Tm a x , Ctr o u g h, a c c u m ul ati o n 

r ati o, a n d m et a b olit e-t o-p ar e nt r ati o. 
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T h e  i n di vi d u al  pl as m a  c o n c e ntr ati o n -ti m e  d at a  f or  e a c h  a n al yt e  will  b e  e v al u at e d  wit h  

n o n c o m p art m e nt al  a n al ysis  ( N C A ) usi n g  P h o e ni x  Wi n N o nli n  ,  Versi o n  8. 0 or hi g h er. A ct u al 

bl o o d c oll e cti o n ti m es a n d d os es will b e us e d f or P K c al c ul ati o ns. All B L Q v al u es b ef or e t h e 

o bs er v e d m a xi m u m pl as m a c o n c e ntr ati o n ( C m a x ) will b e s et t o 0; all B L Q v al u es aft er C m a x  will 

b e c o nsi d er e d as missi n g.  T h e A U C p ar a m et ers will b e c al c ul at e d a c c or di n g t o t h e li n e ar -u p l o g -

d o w n  tr a p e z oi d al  r ul e.  A d diti o n al  P K  p ar a m et ers  m a y  b e  c al c ul at e d  at  t h e  dis cr eti o n  of  t h e  

p h ar m a c o ki n eti cist.  

All P K p ar a m et er v al u es will b e pr es e nt e d i n d at a listi n gs b y p h as es, d os e l e v els a n d c o h orts f or 

a n al yt e , c y cl e  a n d st u d y d a y. E a c h p ar a m et er will b e s u m m ari z e d i n t a bl es b y p h as es, d os e l e v els 

a n d c o h orts f or  a n al yt e, c y cl e  a n d st u d y d a y usi n g t h e f oll o wi n g d es cri pti v e st atisti cs:  n, arit h m eti c 

m e a n, st a n d ar d d e vi ati o n, C V, g e o m etri c m e a n, g e o m etri c C V, mi ni m u m, m e di a n a n d m a xi m u m. 

S u m m ar y  d es cri pt i v e  st atisti cs  f or  i n-t e xt  s u m m ar y  t a bl es  will  i n cl u d e  g e o m etri c  m e a n  wit h  

g e o m etri c C V f or A U C, C m a x , a n d R A U C . F or Tm a x  a n d t1/ 2  v al u es, m e di a n, mi ni m u m a n d m a xi m u m 

will b e pr es e nt e d. P h ar m a c o ki n eti c p ar a m et ers  will b e e x cl u d e d fr o m  t h e c al c ul ati o n of s um m ar y 

st atisti cs if a n y of t h e a b o v e fl a gs [ a-c] a p pl y.  
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T a bl e 5: D efi niti o n s of P h a r m a c o ki n eti c P a r a m et e r s  

P K P a r a m et e r  D efi niti o n  

C 1 D 1  

A U C 0- 8  
Ar e a  u n d er  t h e  pl as m a  c o n c e ntr ati o n -ti m e  c ur v e  fr o m  z er o  t o  8 h o ur s  aft er  dr u g  

a d mi nistr ati o n  

A U C l ast 
Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e fr o m z er o t o t h e l ast m e as ur a bl e ti m e 

p oi nt  

C m a x  M a xi m u m o b s er v e d pl as m a c o n c e ntr ati o n aft er dr u g a d mi nistr ati o n  

T m a x  Ti m e t o r e a c h C m a x   

T l ast Ti m e of l a st P K s a m pl e  

M R C m a x  
R ati o of C m a x  v al u e s of t h e m et a b olit e c o m p ar e d t o p ar e nt , c orr e ct e d f or m ol e c ul ar 
w ei g ht,  

M R A U Cl ast  
R ati o of A U C l ast v al u e s of t h e m et a b olit e c o m p ar e d t o p ar e nt , c orr e ct e d f or m ol e c ul ar 
w ei g ht,  

C 2 D 1  

A U C 0- 8, ss  
Ar e a  u n d er  t h e  pl as m a  c o n c e ntr ati o n -ti m e  c ur v e  fr o m  z er o  t o  8 h o ur s  aft er  dr u g  

a d mi nistr ati o n at st e a d y -st at e  

A U C l ast, ss 
Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e fr o m z er o t o t h e l ast m e as ur a bl e ti m e 

p oi nt at st e a d y -st at e  

A U C t a u, ss 

Ar e a u n d er t h e pl as m a c o n c e ntr ati o n -ti m e c ur v e o v er a d o si n g i nt er v al at st e a d y-st at e  

T o esti m at e A U C t a u, ss, t h e c o n c e ntr ati o n m e as ur e d at pr e d o s e o n st e a d y st at e ( C 1 D 1 5 f or 

P h as e 1 b/ P art A a n d P h as e 2)  will b e i m p ut e d as t h e c o n c e ntr ati o n at t h e e n d of t h e d o si n g 

i nt er v al (i. e., 1 2 or 2 4 h o ur s, as a p pr o pri at e) ass u mi n g st e a d y-st at e h as b e e n att ai n e d  

C m a x, ss  M a xi m u m o b s er v e d pl as m a c o n c e ntr ati o n aft er dr u g a d mi nistr ati o n  

C tr o u g h, ss M e a s ur e d c o n c e ntr ati o n at t h e e n d of a d o si n g i nt er v al at st e a d y -st at e  

T m a x, ss  Ti m e t o r e a c h C m a x  

T l ast, ss Ti m e of l a st P K s a m pl e  

M R C m a x, ss  
R ati o  of  C m a x, ss  v al u e s  of  t h e  m et a b olit e  c o m p ar e d  t o  p ar e nt , c orr e ct e d  f or  m ol e c ul ar  

w ei g ht,  

M R A U Ct a u, ss  
R ati o of A U C t a u, ss v al u e s of t h e m et a b olit e c o m p ar e d t o p ar e nt, c orr e ct e d f or m ol e c ul ar 

w ei g ht,  

R A U C  A c c u m ul ati o n r ati o, c al c ul at e d as: A U C 0- 8, ss  / A U C0- 8  

R C m a x  A c c u m ul ati o n r ati o, c al c ul at e d as: C m a x, ss  / Cm a x  

 

  

  

C C
I



A R R Y -3 8 2 ( C S F -1 R i n hi bit o r)   A r r a y Bi o P h a r m a I n c.  
A R R A Y -3 8 2 -2 0 1 St atisti c al A n al y sis Pl a n   

 

 

 

V er si o n 1. 0  5 2  C o nfi d e nti al  
2 0 F e br u ar y 2 0 2 0  

7. 9  I nt e ri m A n al ysis 

N o f or m al i nt eri m a n al ysis is pl a n n e d i n t his st u d y.  
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8. 0  D A T A A N D A N A L Y S I S Q U A L I T Y A S S U R A N C E  

T his pr ot o c ol w as c o n d u ct e d u n d er t h e s p o ns ors hi p of Arr a y Bi o P h ar m a. P ers o n n el wit hi n Arr a y 
Bi o P h ar m a or C R O d esi g n e e pr o vi d e d st atisti c al a n d d at a m a n a g e m e nt i n p ut f or t h e d esi g n of t h e 
cli ni c al tri al pr ot o c ol; d at a m a n a g e m e nt, st atisti c al a n al ysis a n d g e n er ati o n of t a bl es, listi n gs a n d 
fi g ur es; a n d m e di c al writi n g s u p p ort f or t h e cli ni c al st u d y r e p ort.   

All p arti es m e nti o n e d a b o v e will w or k dili g e ntl y a n d c oll a b or ati v el y t o e ns ur e t h at d at a c oll e cti o n 
a n d  a n al ysis  f or  t his  st u d y  ar e  of  t h e  hi g h est  q u alit y.  T his  will  b e  a c c o m plis h e d  t hr o u g h  
pr o gr a m m e d  e dit  c h e c ks,  q u alit y  c o ntr ol  pr o c ess es,  a n d  cli ni c al  a n d  st atisti c al  r e vi e w  of  d at a  
dis pl a ys. Q u alit y a n d a c c ur a c y of st atisti c al a n al ys es will b e v erifi e d t h o u g h est a blis h e d st atisti c al 
pr o gr a m mi n g v ali d ati o n pr o c ess es. 
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9. 0  R E F E R E N C E S  
 

1.  E. A. Eis e n h a u er. N e w r e s p o ns e e v al u ati o n crit eri a i n s oli d t u m ors: R e vis e d R E CI S T 
g ui d eli n e ( v ersi o n 1. 1) 

2.  J e d d D. W ol c h o k. G ui d eli n es f or t h e E v al u ati o n of I m m u n e T h er a p y A cti vit y i n S oli d 
T u m ors: I m m u n e- R el at e d R es p o ns e Crit eri a  

3.  Si m o n R. O pti m al t w o -st a g e d esi g ns f or P h as e II Cli ni c al Tri als. C o ntr ol Cli n Tri als 
1 9 8 9; 1 0( 1): 1- 1 0.  

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



A R R Y -3 8 2 ( C S F -1 R i n hi bit o r)   A r r a y Bi o P h a r m a I n c.  
A R R A Y -3 8 2 -2 0 1 St atisti c al A n al y sis Pl a n   

 

 

 

V er si o n 1. 0  5 5  C o nfi d e nti al  
2 0 F e br u ar y 2 0 2 0  

1 0. 0  S T A N D A R D  O P E R A T I N G P R O C E D U R E S, F O R M S A N D W O R K 
I N S T R U C T I O N S  

Arr a y Bi o p h ar m a S O P s will b e utili z e d.  


	Table of Contents
	Signature Page
	List of Abbreviations
	1.0 Introduction
	1.1 Responsibilities

	2.0 Study Objectives
	2.1 Primary Objective
	2.2 Secondary Objectives

	3.0 Investigational Plan
	3.1 Overall Study Design and Plan
	3.2 Sample Size Considerations
	Table 1: Binomial Probabilities of Dose-Limiting Toxicity in a Cohort of 6 Patients
	Table 2: Binomial Probabilities of Dose-Limiting Toxicity in a Cohort of 9 Patients


	4.0 Study Endpoints
	4.1 Primary Endpoint
	4.2 Secondary Endpoints

	5.0 Analysis Sets
	5.1 Screened
	5.2 Dose-Determining Set
	5.3 Full Analysis Set
	5.4 Safety Set
	5.5 Pharmacokinetic Set

	6.0 Changes From the Study Protocol
	7.0 Statistical Methods
	7.1 Reporting Conventions and Definitions
	7.1.1 Study Drug
	7.1.2 Study Treatment
	7.1.3 Baseline
	7.1.4 Last Contact Date
	7.1.5 Treatment Start Date
	7.1.6 Study Day
	7.1.7 Reporting Conventions
	7.1.8 Unscheduled Visits
	7.1.9 Imputation Rules for Partial or Missing Dates
	7.1.9.1 Prior and Concomitant Medications
	7.1.9.2 Adverse Events
	7.1.9.3 Death Date
	7.1.9.4 Exposure Date
	7.1.9.5 Date of Initial Diagnosis of Cancer
	7.1.9.6 Dates of Anticancer Therapies


	7.2 Patient Disposition
	7.3 Protocol Deviations
	7.4 Patient Characteristics
	7.4.1 Demographics and Pretreatment Characteristics
	7.4.2 Medical and Disease History
	7.4.3 Substance Use
	7.4.5 Prior Anticancer Therapy
	7.4.6 Other Prior Medications and Procedures

	7.5 Efficacy Analysis
	7.5.1 Objective Response Rate
	7.5.2 Duration of Response
	7.5.3 Progression-free Survival
	7.5.4 Overall Survival
	7.5.5 Immune-related Response Rate
	7.5.6 Immune-related Progression-free Survival

	7.6 Safety Analysis
	7.6.1 Extent of Study Drug Exposure
	7.6.1.1 Dose Modifications

	7.6.2 Concomitant Medications
	7.6.3 Subsequent Anticancer Therapies
	7.6.4 Adverse Events
	7.6.5 Clinical Laboratory Evaluations
	7.6.6 Pregnancy Tests
	7.6.7 Vital Signs and Body Measurements
	7.6.8 ECG
	7.6.9 Physical Examinations
	7.6.10 Eastern Cooperative Oncology Group Performance Status Performance Status
	7.6.11 Clinically Significant Procedures
	7.6.12 Transfusion

	7.7 Pharmacokinetic Analysis
	7.7.1 Plasma Concentrations of ARRY-382 and its three metabolites (AR00469099, AR00469100 and AR00470870)
	7.7.2 Plasma Pharmacokinetic Parameters for ARRY-382 and its three metabolites (AR00469099, AR00469100 and AR00470870)

	7.9 Interim Analysis

	8.0 Data and Analysis Quality Assurance
	9.0 References
	10.0 Standard Operating Procedures, Forms and Work Instructions



