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L I S T O F A B B R E V I A T I O N S

List a b br e vi ati o ns a n d d efi niti o ns of s p e ci ali z e d or u n us u al t er ms, m e as ur e m e nts, or u nits. 

A b b r e vi ati o n o r 
S p e ci ali z e d 
T e r m

D efi niti o n

A E  A d v ers e e v e nt

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

AJ C C  A m eri c a n j oi nt c o m mitt e e o n c a n c er

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

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

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

B MI  B o d y m ass i n d e x

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

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

c P D  Cli ni c al pr o gr essi v e dis e as e

C R F  C as e r e p ort f or m

C R O  C o ntr a ct r es e ar c h or g a nis ati o n

C S P  Cli ni c al st u d y pr ot o c ol

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

C T C A E  C o m m o n t er mi n ol o g y crit eri a f or a d v ers e e v e nts 

D B L  D at a b as e l o c k

D CI S  D u ct al C ar ci n o m a I n Sit u

D C O  D at a c ut- of f

D N A  D e o x yri b o n u cl ei c a ci d

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

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

E F S  E v e nt-fr e e s ur vi v al

F A S F ull a n al ysis s et

F D A F o o d a n d dr u g a d mi nistr ati o n

F S H F olli cl e-sti m ul ati n g h or m o n e

HI V  H u m a n i m m u n o d efi ci e n c y vir us

I C H I nt er n ati o n al c o nf er e n c e o n h ar m o nis ati o n

I F N g I nt erf er o n g a m m a 

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

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

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

I V I ntr a v e n o us

C CI

C CI

C CI



S T A TI S TI C A L A N A L Y SI S P L A N  Astr a Z e n e c a

D 9 3 1 C C 0 0 0 0 1 – e d 1. 0 2 9- N o v- 2 0 2 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 6 of 5 1

A b b r e vi ati o n o r 
S p e ci ali z e d 
T e r m

D efi niti o n

L L N  L o w er li mit of n or m al

M A X  M a xi m u m

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

MI N  Mi ni m u m

M o A  M e c h a nis m of a cti o n

M RI  M a g n eti c r es o n a n c e i m a gi n g

N / A N ot a p pli c a bl e

p C R P at h ol o gi c al c o m pl et e r es p o ns e

PI Pri m ar y i n v esti g at or

P T Pr ef err e d t er m

Q 1 2 5 % p er c e ntil e

Q 3 7 5 % p er c e ntil e

R C B  R esi d u al c a n c er b ur d e n

R DI  R el ati v e d os e i nt e nsit y

R FI  R e c ur e n c e-fr e e i nt er v al

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

S A P St atisti c al a n al ysis pl a n

S A S ! A c o m m er ci all y a v ail a bl e i nt e gr at e d s yst e m of s oft w ar e pr o d u cts, c o m m o nl y us e d f or 
r e p orti n g a n d a n al ysis of Cli ni c al St u di es

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

S O A S c h e d ul e of ass ess m e nts

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

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

T N M  T u m o ur cl assifi c ati o n of M ali g n a nt T u m o urs

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

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

C CI

C CI
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A M E N D M E N T H I S T O R Y

C A T E G O R Y

C h a n g e r ef e rs t o:
D at e D es c ri pti o n of c h a n g e I n li n e wit h C S P ? R ati o n al e

N/ A 1 1/ 2 9 / 2 0 2 2 I niti al a p pr o v e d S A P N/ A N/ A

C h o os e a n it e m.
Cli c k o r t a p t o 

e nt er a d at e.

C h o os e a n it e m.
Cli c k o r t a p t o 

e nt er a d at e.
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1 I N T R O D U C T I O N

T h e  p ur p os e  of  t his  d o c u m e nt  is  t o  gi v e  d et ails  f or  t h e  st atist i c al  a n al ysis  of  stu d y 

D 9 3 1 C C 0 0 0 0 1  s u p p orti n g  t h e  cli ni c al  st u d y  r e p ort  ( C S R).  T h e  r e a d er  is  r ef err e d  t o  t h e  

cli ni c al st u d y pr ot o c ol ( C S P) a n d t h e c as e r e p ort f or m ( C R F) f or d et ails of st u d y c o n d u ct a n d 

d at a c oll e cti o n. T hi s st atist i c al a n al y si s pl a n (S A P) is b a s e d o n t h e C S P v 3. 0, d at e d 1 0 J u n e 

2 0 2 2.

2  C H A N G E S T O P R O T O C O L P L A N N E D A N A L Y S E S

N ot a p pli c a bl e.

3  D A T A A N A L Y S I S C O N S I D E R A T I O N S

3. 1  Ti mi n g of A n al y s e s

T hr e e a n al ys es will b e p erf or m e d at t h e f oll o wi n g d at a- c ut offs ( D C O).

D C O  A n al ysis  Esti m at e d Ti mi n g

1 I nt eri m 

Ass ess m e nt *

W h e n t h e first   p arti ci p a nts i n e a c h c o h ort 

( A: l o w er-ris k p o p ul ati o n a n d B: hi g h er-ris k 

p o p ul ati o n) h a v e c o m pl et e d n e o a dj u v a nt 

t h er a p y or dis c o nti n u e d st u d y i nt er v e nti o n 

f or a n y r e as o n.

2 Pri m ar y p C R 

a n al ysis * *

A p pr o xi m at el y 6 m o nt hs aft er t h e l ast 

p arti ci p a nt is e nr oll e d (i. e., o n c e all 

p arti ci p a nts h a v e b e e n ass ess e d f or p C R 

f oll o wi n g s ur g er y or e arli er if n o s ur g er y is 

p erf or m e d).

3 Fi n al A n al ysis 3 y e ars aft er l ast p arti ci p a nt d os e d or o n c e all 

p arti ci p a nts h a v e h a d a n E F S e v e nt, or h a v e 

wit h dr a w n c o ns e nt, w hi c h e v er o c c urs first.

* D e p e n di n g o n t h e ti mi n g of w h e n t h e t w o c o h orts ar e r e a d y f or t h eir i nt eri m ass ess m e nt, 
t w o D C O/ D B Ls ( 1 a a n d 1 b) c o ul d e v e nt u all y oc c ur if t h e   p arti ci p a nts e v al u a bl e f or 
i nt eri m ass ess m e nt ar e o bt ai n e d i n o n e c o h ort m u c h e arli er t h a n i n t h e ot h er c o h ort. 
* * D e p e n di n g o n t h e ti mi n g of w h e n t h e t w o c o h orts ar e r e a d y f or t h eir ass ess m e nt of p C R, 
t w o D C O/ D B Ls ( 2 a a n d 2 b) c o uld e v e nt u all y o c c ur if t h e 2 5 p arti ci p a nts e v al u a bl e f or p C R 
a n al ysis ar e o bt ai n e d i n o n e c o h ort m u c h e arli er t h a n i n t h e ot h er c o h ort. 

C
CI

C
CI
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3. 2 A n al ysis P o p ul ati o ns

3. 2. 1 E n r oll e d S et

T h e E nr oll e d S et will i n cl u d e all p arti ci p a nts w h o si g n t h e i nf or m e d c o ns e n t for m . 

“ E nr oll e d ” m e a ns a p arti ci p a nt’s, or t h ei r l e gall y a c c e pt a bl e r e pr es e nt ati v e’s, a gr e e m e nt t o 

p arti ci p at e i n a cli ni c al st u d y f oll owi n g c o m p l eti on o f th e i nf or m e d c o n s e nt pr o c ess. P ot e nti al 

p arti ci p a nts w h o ar e s cr e e n e d f or t h e p ur p os e of d et er mi ni n g eli gi bilit y f or t h e st u d y, b ut ar e 

n ot all o c at e d st u d y int er v e nti o n ( assi g n e d st u d y int er v e nt i on i n C o h ort A or C o h ort B), ar e 

c o nsi d er e d “s cr e e n f ail ur es ”.

3. 2. 2 F ull A n al ysis S et  

T h e F ull A n al ysis S et ( F A S) will i n cl u d e all e nr oll e d p arti ci p a nts w h o r e c eiv e d at l ea st 1 

d os e of  st u d y int er v e nt i on. Tr e at m e nt gr o u p s will b e ass ess e d o n t he st u d y int er v e nt i on 

assi g n e d ( ola p ari b m o n ot h er a p y  in C o h ort A or ol a p ari b pl us d ur v al u m a b c o m bi n at i on 

t her a p y  in C o h ort B), r e g ar dl ess of t h e st u d y  int er v e nt i on r e c ei v e d.

3. 2. 3 p C R E v al u a bl e S et 

T h e p C R e v al u a bl e s et ( p C R E S) will i n cl u d e all p arti ci p a nts i n t h e F A S fr o m C o h orts A a n d 

B t hat u n d er w e nt s ur g er y an d h a d a n e v al u a bl e p C R ass ess m e nt. A n al ys es o n t he p C R E S 

will b e p erf or m e d a c c or di n g t o t he st u d y int er v e nt i on assi g n e d (ol a p ari b m o n ot h er a p y  in 

C o h ort A or ol a p ari b pl u s d ur v al u m a b c o m bi n at i on t her a p y i n C o h ort B), r e g ar dl ess of  t he 

st u d y int er v e nti o n r e c ei v e d.

3. 2. 4 S af et y A n al ysis S et

T h e S af et y A n al ysis S et will c o nsist of all e nr oll e d p arti ci p a nts w h o h a v e r e c ei v e d at l e ast 1

d os e of  st u d y int er v e nt i on. S af et y A n al ysis S et p arti ci p a nts ar e a n al ys e d a c c or di n g t o t he 

a ct u al st u d y  int er v e nti o n r e c ei v e d. P ati e nts w h o r e c ei v e at l e ast o n e d os e of ol a piri b a n d o n e 

d os e of d ur v al u m a b will b e s u m m ari z e d i n t h e c o m bi n at i on c o h ort a n d p ati e nts w h o r e c ei v e 

ol a piri b o nl y  will b e s u m m ariz e d i n t h e m o n ot h er a p y  c o h ort.

A d j u v a nt i nter v e nt i on p eri o d: N u m b er of  pati e nts i n t he S af et y A n al ysis S et w h o e nt er t he 

a dj u v a nt i nt er v e nti o n p eri o d ( d efi n e d as r e c ei vi n g at l e ast o n e d os e of ol a p ari b aft e r s ur g er y) 

will b e s u m m aris e d a n d a d di tio n al  su m m ari es of  saf et y b y p eri o d (i. e., n e o -a dj u v a nt 

i nter v e nt i on p eri o d/ a dj u v a nt p eri o d) m a y als o b e g e n er at e d, as r e q uir e d.
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3. 2. 5

T a bl e 1 pr o vi d es a s u m m ar y of o ut c o m e v ari a bl es a n d c orr es p o n di n g a n al ysis s ets.

T a bl e 1 S u m m a r y of O ut c o m e V a ri a bl es a n d A n al ysis S ets

O ut c o m e V a ri a bl e  A n al ysis S ets

Effi c a c y D at a

P at h ol o gi c al C o m pl et e R es p o ns e ( p C R) F A S + p C R E S

R esi d u al C a n c er B ur d e n ( R C B) F A S + p C R E S

C h a n g e i n t u m o ur v ol u m e fr o m b as eli n e F A S

E v e nt- Fr e e S ur vi v al ( E F S) F A S

R e c urr e n c e- Fr e e I nt er v al ( R FI) F A S p ati e nts w h o a c hi e v e d p C R

D e m o g r a p hi c D at a/ B as eli n e C h a r a ct e risti cs

D e m o gr a p h y F A S

B as eli n e a n d dis e as e c h ar a ct eristi cs F A S

Pr ot o c ol d e vi ati o ns ( pr ot o c ol d e vi ati o ns a n d i m p ort a nt 
pr ot o c ol d e vi ati o ns)

F A S

M e di c al/s ur gi c al hist or y F A S

Pr e vi o us a nti c a n c er t h er a p y F A S

C o n c o mit a nt/ pr e vi o us m e di c ati o ns/ pr o c e d ur es F A S

S u bs e q u e nt a nti c a n c er t h er a p y F A S

S af et y D at a

E x p os ur e S af et y A n al ysis S et

A d v ers e e v e nts S af et y A n al ysis S et

L a b or at or y m e as ur e m e nts S af et y A n al ysis S et

Vit al si g ns S af et y A n al ysis S et

P h ysi c al e x a mi n ati o n S af et y A n al ysis S et

El e ctr o c ar di o gr a m ( E C G; d ur v al u m a b o nl y) S af et y A n al ysis S et

E C O G P erf or m a n c e St at us S af et y A n al ysis S et

C CI

C CI

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

T h e b el o w m e nt i on e d g e n er al pri n ci pl es will b e f o ll ow e d t hr o u g h o ut t he st u d y:

 All a n al ys es a n d r e p orti n g will b e b y st u d y i nter v e nt i on ar ms: ol a p ari b 
m o n ot h er a p y  lo w er ris k ( C o h ort A) a n d ol a p ari b pl us d ur v al u m a b c o m bi n ati o n 
t her a p y  hi g h er ris k ( C o h ort B). 

 T h e st atist i c al a n al ys es of  effi c a c y will  su m m aris e t he tr e at me nt gr o u p s o n t he 
b asis of  all o c at e d st u d y int er v e nt i on. W h e n ass essi n g s af et y a n d t oler a bili t y, 
s u m m ari es will b e pr o d u c e d b as e d o n t h e a ct u al tr e at m e nt r e c ei v e d.

 D es cri pt i v e st atist i cs will b e us e d f or all v ari a bl es, as a p pr o pri at e. C o nt i n u o us 
v ari a bl es wil l b e s u m m aris e d b y t he n u m b er of o bs er v at i ons, m e a n, st a n d ar d 
d e vi at i on, m e d i a n, u p p er a n d l ow er q u artil es, mi ni m u m, a n d m a xi m u m. 
C at e g ori c al v ari a bl es will b e s u m m aris 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 f or 
e a c h c at e g or y . 

 U nl ess ot h er wi s e st at e d, p er c e nt a g es will b e c al c ul at e d o ut of t h e p o p ul at i on t ot al  
f or t he c orr es p o n di n g c o h ort. O v er all t ot als will b e c al c ul at e d f or b as eli n e 
s u m m ari es o nl y.

 F or c o nt i n u o us d at a, m e a n, m e d i a n, u p p er a n d l ow er q u artil es will b e r o u n d e d t o 
1 a d dit i on al d e ci m al pl a c e c o m p ar e d t o t he ori gi n al  dat a. T h e st a n d ar d d e vi at i on 
will b e r o u n d e d t o 2 a d dit i on al d e ci m al pl a c es c o m p ar e d t o t he ori gi n al d at a.  
Mi ni m u m a n d m a xi m u m will b e dis pl a y e d wit h t h e s a m e a c c ur a c y as t h e ori gi n al 
d at a.

 F or c at e g ori c al d at a, p er c e nt a g es will b e r o u n d e d t o 1 d e ci m al pl a c e wi t h th e 
e x c e pti o n of 1 0 0 % w hi c h is pr es e nt e d as a w h ol e n u m b er.

 St ati st i c al a n al ysis S of t w ar e ( S A S ®) v ersi o n 9. 4 or hi g h er will b e us e d f or all 
a n al ys es.

3. 3. 1 G e n e r al St u d y L e v el D efi niti o ns

I n g e n er al, t h e l ast o bs er v e d m e as ur e m ent  pri or t o first st u d y i nt er v e nti on a d mi nistr ati o n (i. e. 
pri or first i nta k e a m o n g ol a p ari b a n d d ur v al u m a b) will b e c o nsi d er e d t he b as eli n e 
m e as ur e m e nt. F or ass ess m e nts o n t he d a y of  first st u d y int er v e nt i on a d mi nistr ati o n w h er e 
ti m e is n ot c a pt ur e d, a n o m i n al pr e -d os e i n di c at or, if a v ail a bl e, will s er v e as s uffi ci e nt 
e vi d e n c e t h at t h e ass ess m e nt o c c urr e d pri or t o first d os e. 

Ass ess m e nts o n t h e d a y  of t h e fir st st u d y int er v e nti o n  a d mi ni str atio n w h er e n ei t her ti m e n or 
a n o mi n al pr e -d os e i n di c at or ar e c a pt ur e d will b e c o nsi d er e d pri or t o t he first d os e if s u c h 
pr o c e d ur es ar e r e q uir e d b y t h e pr ot o c ol t o b e c o n d u ct e d b ef or e t h e first d os e.
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I n all s u m m ari es, c h a n g e fr o m b as eli n e v ari a bl es will b e c al c ul at e d as: 

� ℎ � � � � � � � � � � � ��� � � = � � � � - � �� ��� � � � �� � � − � � � ��� � � � �� � �

T h e p er c e nt a g e c h a n g e fr o m b as eli n e will b e c al c ul at e d w h e n t h e b as eli n e v al u e is > 0 as:

% � ℎ � � � � � � � � � � � ��� � � = 1 0 0 × �
� � � � - � � � ��� � � � �� � � − � � � ��� � � � �� � �

� � � ��� � � � �� � �
�

3. 3. 2 Visit Wi n d o w

Vi sit wi n d o ws f or effi c a c y will o nl y b e a p pli e d f or t h e t u m o ur v ol u m e e n d p oi nt. D et ails ar e 

c o v er e d i n s e ct i on  4. 2. 4 .

G e n e r al c o nsi d e r ati o ns f o r s af et y

Ti m e wi n d o ws will b e d efi n e d f or a n y pr es e nt ati o ns t h at s u m m aris e s af et y d at a b y visit. T h e 
f oll owi n g c o n v e nt i ons will a p pl y: 

 T h e ti m e wi n d o ws will b e e x h a ust i v e s o t hat d at a r e c or d e d at a n y tim e p oi nt h as t he 
p ot e nti al  t o b e s u m m aris e d. I n cl usi on wit hi n t h e ti m e wi n d o w will b e b as e d o n t h e a ct u al 
d at e a n d n ot t h e i nt e n d e d d at e of t h e visit.

 T h e wi n d o w f or t h e visits f oll owi n g b as eli n e will b e c o n str u ct e d i n s u c h a w a y  t hat t h e 
u p p er li mit of  th e i nter v al f alls h alf w a y b et w e e n t he t wo visits (t h e l ow er li mit of  th e 
fir st p ost -b as eli n e visit will b e D a y  2). If a n e v e n n u m b er of  da ys e xists b et w e e n t w o 
c o ns e c ut i v e visits t h e n t h e u p p er li mit will b e t a k e n as t h e mi d p o i nt v al u e mi n us 1 d a y. 

 Vi sit wi n d o w s will be as f o ll ow s: 

D a y  tim e p oi nt / W e e k Mi ni m u m D a y M a xi m u m D a y

D a y  1 / W e e k 1

D a y  2 9 / W e e k 5 2 4 3

D a y  5 7 / W e e k 9 4 4 7 1

D a y  8 5 / W e e k 1 3 7 2 9 9

D a y  1 1 3  / W e e k 1 7 1 0 0 1 2 7

D a y  1 4 1  / W e e k 2 1 1 2 8 1 5 5

D a y  1 6 9 / W e e k 2 5 1 5 6 1 8 3

D a y  1 9 7 / W e e k 2 9 1 8 4 2 1 1
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D a y  2 2 5 / W e e k 3 3 2 1 2 2 3 9

D a y  2 5 3 / W e e k 3 7 2 4 0 2 6 7

Et c...

Wit h D a y c o m p ut e d as: ( c oll e cti o n d at e of t h e v al u e – first n e o a dj u v a nt d os e d at e) + 1.
C y cl e 1, D a y  1 will c o nt ai n 3 ass ess m e nts f or Vit al Si g ns C o h or t B ( pr e-d os e, d uri n g a n d aft er i nf usi o n), f or 
ot h er p ar a m et ers C y cl e 1 D a y 1 is b as eli n e ( pr e -d os e).

I n a d di tio n, f or s af et y ass ess m e nts o nl y , t he s afet y f oll ow- u p visit is d efi n e d a s t he l at est
of  eith er 3 0 d a ys f oll owi n g l a st d os e of  ol a p ari b or 9 0 d a ys f oll owi n g l ast d os e of
d ur v al u m a b, or u ntil t he i niti ati on of  th e first s u bs e q u e nt t her a p y  (i n cl u di n g n o n p alli at i v e 
r a diot h er a p y ), w hic h e v er o c c urs first.

3. 3. 3 H a n dli n g of U ns c h e d ul e d Visits 

 All u ns c h e d ul e d visit d at a h a v e t h e p ot e nti al  t o b e i n cl u d e d i n t h e s u m m ari es.

 B ot h s c h e d ul e d a n d u ns c h e d ul e d ass ess m e nts ar e i n cl u d e d f or visit wi n d o wi n g.

3. 3. 4 M ulti pli cit y/ M ulti pl e C o m p a ris o ns

N ot a p pli c a bl e, as t h er e is n o st atisti c al t esti n g or m o d el f or t his st u d y . 

3. 3. 5 H a n dli n g of P r ot o c ol D e vi ati o ns i n St u d y A n al ysis

T h e f oll owi n g g e n er al c at e g ori e s will b e c o n si d er e d i m p ort a nt pr ot o c ol d e vi at i ons (I P Ds) 

a n d will b e pr o gr a m m at i call y d eri v e d fr om t he e C R F d at a or m a n u all y d et e ct e d. T h e y will 

b e list e d a n d dis c uss e d i n t h e C S R as a p pr o pri at e:

 P ati e nts w h o d e vi at e fr o m k e y e ntr y  crit eria (i n cl u si o n cri t eria 2, 3 a n d
e x cl usi o n cri t eri a 2, 4, 6, 1 2, 1 3, 1 4, 1 5) p er t h e Cli ni c al St u d y Pr ot o c ol ( C S P). 

 R e c ei v e d pr o hi bit e d c o n c o mit a nt m e di c at i ons (i n cl u di n g ot h er a nt i-c a n c er t h er a p y  or 
c hr o ni c us e of i m m u n os u p pr essi v e m e di c ati ons). Pl e as e r ef er t o t h e C S P a p p e n di x H 2 
T a bl e 2 0 f or t h os e m e di c at i ons t h at ar e d et ail e d as b ei n g ‘ e x cl u d e d’ fr o m p er mitt e d us e 
d uri n g t h e st u d y . T his will b e us e d as a g ui di n g pri n ci pl e f or t h e p h ysi ci a n r e vi e w of all 
m e di c at io n s pri or t o d at a b as e l o c k. 

 P ati e nts w h o r e c ei v e d t h e st u d y  tr e at me nt at a n i n c orr e ct d os e or r e c ei v e d a n alt er n at i v e 
st u d y tr e at me nt t o t h at w hi c h t h e y  w er e allo c at e d at e nr ol m e nt.

 P ati e nt s w h o m et di s c o nt i n u ati on cri t eria b ut c o nti n u e d t o b e o n st u d y  tr e at me nt.

N ot e a n y a d di tio n al  im p ort a nt pr ot o c ol d e vi at i ons i d e ntifi e d b e y o n d t hos e list e d a b o v e will 
b e c a pt ur 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.
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P ati e nts w h o r e c ei v e t h e wr o n g tr e at m e nt at a n y t i m e will b e i n cl u d e d i n t h e S af et y A n al ysis 
S et as d es cri b e d i n S e cti o n 3. 2. 4 . D uri n g t he st u d y, d e ci sio n s o n h o w t o h a n dl e err ors i n 
tr e at me nt dis p e nsi n g ( wit h re g ar d t o c o nt i n u ati on/ di s c o nt i n u ati on of  st u d y tr e at me nt or, if 
a p pli c a bl e, a n al yt i c all y) will  b e m a d e o n a n i n di vi d u al b asis with wr itt e n i nstr u cti o n fr o m t h e 
st u d y t e a m le a d er a n d/ or st atist i ci a n.

N o n e of  t he d e vi ati o n s will l e a d t o p atie nts b ei n g e x cl u d e d fr o m t he a n al y si s s et s d e s cri b e d 
i n S e ct i on  3. 2 . A p er-pr ot o c ol a n al ysis e x cl u di n g p ati e nts wit h s p e cifi c I P D s is n ot pl a n n e d.

F urt h er d et ails o n t he cl assifi c at i on c a n b e f ou n d i n t he Pr oj e ct s p e cifi c pr ot o c ol  de vi at i ons 

list.

3. 3. 6 H a n dli n g of Missi n g D at a

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

as missi n g. 

Missi n g s af et y d at a will g e n er all y  not b e i m p ut e d. H o w e v er, s af et y ass ess m e nt v al u es of  

t he f or m  of “< x ” (i . e. b elo w t h e l o w er li mit of q u a nt ifi c ati o n) or “ > x ” (i. e. a b o v e t h e u p p er 

li mit of q u a ntifi c ati on) will b e i m p ut e d as “ x ” i n t h e c al c ul at i on of s u m m ar y  st atist i cs b ut 

di s pl a y e d as “ < x ” or “ > x ” i n t h e list i n gs. N ot e t h at 0 s h o ul d n ot b e us e d as a n i m p ut e d 

v al u e i n c as e t h e e n d p o i nt r e q uir e s a lo g tr a n sf or m ati o n. A d di tio n all y , a d v ers e e v e nts t h at 

h a v e missi n g c a us alit y ( aft er d at a q u er yi n g) will b e ass u m e d t o b e r el at e d t o st u d y dr u g.

G e n er all y, t he i m p ut ati o n of  dat es is us e d t o d e ci d e if a n o bs er v ati o n is tr e at me nt e m er g e nt 
f or a d v ers e e v e nts ( A E) or c o n c o mit a nt m e d i c atio n s ( C M). T h e i m p ut e d d at es ar e n ot a d vis e d 
t o b e us e d t o c al c ul at e d ur ati o ns w h er e t h e r es ults w o ul d b e l ess a c c ur at e. 

1) P arti al  or missi n g A E or C M st art d at es will b e i m p ut e d as f oll o ws:

 Missi n g d a y  - I mp ut e t he 1st of  th e m o nt h u nl ess m o nt h is s a m e as m o nt h of  first 
d os e of st u d y  dr u g t h e n i m p ut e first d os e d at e 

 Missi n g d a y  an d m o nt h – i m p ut e 1st J a n u ar y u nl ess y e ar is t he s a me as first d os e 
d at e t h e n i m p ut e firs t d o s e d at e 

 C o m pl et el y missi n g – i m p ut e first d os e d at e u nl ess t he e n d d at e s u g g ests it co ul d 
h a v e st art e d pri or t o t hi s i n w hi c h c as e i m p ut e t h e 1st J a n u ar y of  t he s a me y e ar as t he 
e n d d at e. 

 P arti al  or missi n g A E or C M e n d d at es will b e i m p ut e d as f oll ow s:

 Missi n g d a y - i m p ut e t he l ast d a y  of th e m o nt h. If th e p ati e nt di e d i n t h e s a m e m o nt h, 
t he n s et t h e i m p ut e d d at e as t h e d e at h d at e

 Missi n g d a y a n d m o nt h – i m p ut e 3 1 st D e c e m b er. If th e p ati e nt di e d i n t h e s a m e y e ar, 
t he n s et t h e i m p ut e d d at e as t h e d e at h d at e

 C o m pl et el y Missi n g – N o i m p ut ati o n 
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 If a p ati e nt is k n o w n t o h a v e di e d w h er e o nl y  a parti al  de at h d at e is a v ail a bl e t he n t he 
d at e of d e at h will  be i m p ut e d as t h e lat e st of  t he l a st d at e k n o w n t o b e ali v e + 1 fr o m  t he 
d at a b as e a n d t h e d e at h d at e usi n g t h e a v ail a bl e i nf or m ati o n pr o vi d e d:

 F or Missi n g d a y  o nl y – usi n g t h e 1st of t h e m o nt h
 F or Missi n g d a y  a n d M o nt h – usi n g t h e 1st of J a n u ar y
 If t her e i s e vi d e n c e of d e at h b ut t h e d e at h d at e i s e ntir el y missi n g, it will b e tr e at e d 
as missi n g. 

3. 3. 7 C O VI D- 1 9 I m p a ct

If a p pli c a bl e, a listi n g of t h e p ati e nts aff e ct e d b y C or o n a vir us Dis e as e of 2 0 1 9 ( C O VI D-1 9) 

a n d t h e t y p e of C O VI D - 1 9 disr u pti o n will b e pr o vi d e d f or t h e F ull A n al ysis S et.

D e p e n di n g o n t h e e xt e nt of C O VI D -1 9 i m p a ct, s u m m ari es of A Es ass o ci at e d wit h n e w o ns et 

of  C O VI D-1 9 i nf e ct i on, dis c o nt i n u ati on of st u d y tr e at m e nt, dis c o nt i n u ati on of st u d y, miss e d 

visit s, C O VI D - 1 9 r el at e d pr ot o c ol d e vi at i ons a n d ot h er missi n g d at a r el ati n g t o i m p a ct of  

C O VI D -1 9 m a y  be g e n er at e d.

4 S T A T I S T I C A L A N A L Y S I S

T his s e ct i on pr o vi d es i nf or m ati on o n d efi nit i ons, d eri v at i on a n d a n al ysis/ d at a pr es e nt ati o n 

p er d o m ai n.

4. 1 St u d y P o p ul ati o n

T h e d o m ai n st u d y po p ul at i on c o v ers p ati e nt dis p osit i on, a n al ysis s ets, pr ot o c ol d e vi at i ons, 
d e m o gr a p hi cs, b as eli n e c h ar a ct eri st i cs m e di c al hist or y , pri or a n d c o n c o mit a nt m e d i c ati on 
a n d st u d y dr u g c o m p li a n c e. T h e F A S will b e us e d f or s u m m arisi n g a n d a n al ysis of  st u d y 
p o p ul at i on d at a u nl ess ot h er wis e st at e d b el o w.

4. 1. 1 P ati e nt Dis p ositi o n a n d C o m pl eti o n St at us

4. 1. 1. 1 D efi niti o ns a n d D e ri v ati o ns

S cr e e n f ail ur es ar e d efi n e d as p arti ci p a nts w h o c o ns e nt t o p arti ci p at e i n t h e cli ni c al st u d y b ut 

ar e n ot s u bs e q u e nt l y a s si g n e d t o st u d y  int er v e nt i on. 

P ati e nts tr e at e d ar e p ati e nts w h o r e c ei v e d a n y  am o u nt of  st u d y int er v e nti o n ( ola p ari b or 

d ur v al u m a b).

4. 1. 1. 2 P r es e nt ati o n

P ati e nt dis p osit i on pr o vi d es d et ails o n p at i ent s s cr e e n e d (i. e. p ati e nts w h o g a v e i nf or m e d 
c o ns e nt), s cr e e n f ail ur e, tr e at e d a n d st u d y int er v e nt i on or st u d y co m pl et i on st at us. P ati e nt 
di s p o sitio n will b e s u m m aris e d b y st u d y int er v e nt i on gr o u p a n d o v er all. T h e f oll owi n g 
i nf or mat i on will b e r e p ort e d: 
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 T ot al  n u m b er of e nr oll e d p ati ent s s cr e e n f ail e d .
 N u m b er a n d p er c e nt a g e of  pati e nts w h o st art e d a n y st u d y tr e at m e nt ( ola p ari b or 

d ur v al u m a b) a n d e a c h tr e at m e nt ( ol a p ari b a n d d ur v al u m a b)
 N u m b er a n d p er c e nt a g e of p ati e nts w h o st art e d ol a p ari b d uri n g a dj u v a nt i nt er v e nt i on 

p eri o d.
 N u m b er a n d p er c e nt a g e of  pati e nts w h o dis c o nti n u e d all st u d y tr e at me nts ( ola p ari b 

a n d d ur v al u m a b) a n d f or e a c h tr e at me nt ( ola p ari b a n d d ur v al u m a b) al o n g wi t h  
r e as o ns f or tr e at m e nt dis c o nt i nu at i on.

 N u m b er a n d p er c e nt a g e of  pat i e nts w h o dis c o nti n u e d ol a p ari b d uri n g a dj u v a nt 
i nter v e nt i on p eri o d al o n g wi t h  r e as o ns f or tr e at m e nt dis c o nti n u ati on.

 N u m b er a n d p er c e nt a g e of  pat i ent s w h o t er mi n at e d st u d y al on g wi t h  re as o ns f or 
st u d y t er mi n ati on.

 N u m b er a n d p er c e nt a g e of  pati e nts assi g n e d t o e a c h st u d y int er v e nt i on c o h ort b y 
c o u ntr y  a n d c e ntr e.

I n a d ditio n, a li sti n g of p ati e nt s aff e ct e d b y  C o vi d- 1 9 ( dis c o nt i n u e d I P d u e t o C O VI D-1 9 or 
wi t hdr e w st u d y  d u e t o C O VI D- 1 9) will b e pr es e nt e d.   

4. 1. 2 A n al ysis S ets

4. 1. 2. 1 D efi niti o ns a n d D e ri v ati o ns

A n al ysis s ets ar e d efi n e d i n s e ct i on  3. 2 .

4. 1. 2. 2 P r es e nt ati 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 cl u d e d a n d e x cl u d e d fr o m e a c h a n al ysis s et t o g et h er 
wi t h t h e r e as o ns f or e x cl usi on fr o m t h e a n al ysis s et will b e pr es e nt e d.

4. 1. 3 P r ot o c ol D e vi ati o ns

4. 1. 3. 1 D efi niti o ns a n d D e ri v ati o ns

I mp ort a nt pr ot o c ol  d e vi ati ons (I P Ds) ar e d efi n e d as a s u bs et of pr ot o c ol d e vi ati o ns t h at m a y 
sig nifi c a nt l y aff e ct t he c o m pl et e n ess, a c c ur a c y , a n d/ or r eli a bility of  th e st u d y dat a or t hat 
m a y sig nifi c a nt l y aff e ct a p ati e nt's rig ht s, s af et y,  or w ell -b ei n g. L ist of  IP Ds is pr o vi d e d i n 
S e cti o n  3. 3. 5 .

4. 1. 3. 2 P r es e nt ati o n

T h e I P Ds will b e list e d a n d s u m m aris e d b y st u d y  int er v e nt i on ar m . 

A s e p ar at e list i n g will als o b e pr o d u c e d f or pr ot o c ol d e vi at i ons r el at e d t o C o r o n a vir us dis e as e 

2 0 1 9 ( C O VI D -1 9).
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4. 1. 4  D e m o g r a p hi cs

4. 1. 4. 1  D efi niti o ns a n d D e ri v ati o ns

T h e f oll o wi n g d e m o gr a p hi c c h ar a ct eristi cs d at a will b e c oll e ct e d fr o m e a c h p ati e nt:

∀ S e x: M al e, F e m al e;
∀ R a c e:  Bl a c k  or  Afri c a n  A m eri c a n,  N ati v e  H a w aii a n  or  Ot h er  P a cifi c  Isl a n d er,  

A m eri c a n I n di a n or Al as k a N ati v e, Asi a n, W hit e, Ot h er, N ot r e p ort e d;
∀ Et h ni cit y: His p a ni c or L ati n o/ N ot His p a ni c or L ati n o;
∀ A g e ( y e ars);
∀ A g e gr o u p

4. 1. 4. 2  P r es e nt ati o n

D e m o gr a p hi cs  d at a  a b o v e  will  b e  s u m m aris e d  f or  all  p ati e nt s  i n  t h e  F A S  b y  st u d y 

i nt er v e nti o n.

4. 1. 5  B as eli n e C h a r a ct e risti cs

4. 1. 5. 1  D efi niti o ns a n d D e ri v ati o ns

B as eli n e c h ar a ct eristi cs d at a i n cl u di n g h ei g ht, w ei g ht a n d w ei g ht gr o u p ( < 5 0, 5 0- 9 0, ≥  9 0 

k g) will b e c oll e ct e d fr o m e a c h p ati e nt.

4. 1. 5. 2  P r es e nt ati o n

B as eli n e c h ar a ct eristi cs d at a f or a b o v e v ari a bl es  will b e s u m m aris e d b y st u d y i nt er v e nti o n 
gr o u p.

4. 1. 6  Dis e as e C h a r a ct e risti cs

4. 1. 6. 1  D efi niti o ns a n d D e ri v ati o ns

T h e f oll o wi n g dis e as e c h ar a ct eristi c s will b e c oll e ct e d f or all p ati e nt s at b as eli n e:

∀ E C O G p erf or m a n c e st at us; 
∀ B R C A m ut ati o n st at us [ B R C A 1, B R C A 2 or B R C A 1/ 2] (l o c al a n d c e ntr al t esti n g);
∀ H E R 2 st at us; 
∀ E R n e g ati v e or E R L o w;
∀ P g R n e g ati v e or p ositi v e;
∀ Pri m ar y t u m o ur l o c ati o n;
∀ Hist ol o g y t y p e;
∀ T u m o ur gr a d e;
∀ e x pr essi o n (l o c al a n d c e ntr al t esti n g);
∀ T N M t u m o ur st a g e;
∀ F a mil y hi st or y of c a n c er ( c a n c er t y p e, B R C A m ut ati o n t y p e, et c.).

C CI
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4. 1. 6. 2 P r es e nt ati o n

B as eli n e dis e as e c h ar a ct erist i cs a b o v e will b e s u m m aris e d b y st u d y i nt er v e nti on gr o u p.

4. 1. 7 M e di c al Hist o r y a n d C o n c o mit a nt Dis e as e

4. 1. 7. 1 D efi niti o ns a n d D e ri v ati o ns

M e di c al hi st or y  is d efi n e d as a n y m e di c al c o n di tio n s pr es e nt u p u nt il j ust pri or t o t he 
p arti ci p a nt st arti n g st u d y  int er v e nt i on. T h e y  ar e e nt er e d i nt o t h e M e dic al Hi st or y  e C R F.

A n y m e di c al hi st or y  whi c h is o n g oi n g at ti m e of i nf or m e d c o n s e nt will b e c o nsi d er e d a n

o n g oi n g c o n dit i on, ot h er wi s e it will b e c o nsi d er e d p ast m e di c al hist or y.

R el e v a nt s ur g eri es pri or t o e nr ol m e nt will b e r e c or d e d i n e C R F.

M e di c al a n d s ur gi c al hist or y will b e c o d e d usi n g t h e l at est v ersi o n o f M e di c al Di cti on ar y f or 
R e g ul at or y  Act i viti es (M e d D R A) [ v ersi o n 2 3. 0 or l at er].

4. 1. 7. 2 P r es e nt ati 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 wit h m e di c al hist or y a n d wit h s ur gi c al hist or y will b e 
s u m m aris e d 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)  a n d pr es e nt e d b y st u d y 
i nter v e nt i on gr o u p.

T a bl es w ill b e s ort e d b y int er n ati o n al or d er f or S O C a n d d es c e n di n g fr e q u e n c y  for P T i n all 
p arti ci p a nts. A p ati e nt c a n h a v e o n e or m o r e P T r e p ort e d u n d er a gi v e n S O C. P arti ci p a nts 
wi t h m ulti pl e oc c asi o ns of  th e s a m e m e di c al hist or y will b e c o u nt e d o n c e p er m e di c a l hist or y.

4. 1. 8 P ri o r a n d C o n c o mit a nt M e di c ati o ns

4. 1. 8. 1 D efi niti o ns a n d D e ri v ati o ns

A n y c o n c o mit a nt tr e at m e nt, s ur gi c al pr o c e d ur e, or ot h er m e di c at i on c o nsi d er e d n e c ess ar y b y 

t he i n v esti g at or f or t he p arti ci p a nt’s s af et y a n d w ell b ei n g, or v a c ci n e (in cl u di n g o v er -t he-

c o u nt er or pr es cri pt i on m e d i ci n es, vit a mi ns, a n d/ or h er b al s u p pl e m e nt s) t h at t h e p arti ci p a nt 

is r e c ei vi n g fr om t he ti m e of  scr e e ni n g or r e c ei v es d uri n g t he st u d y in cl u di n g t he s af et y 

f oll ow- u p p eri o d f oll o wi n g t h e l ast d os e of st u d y  int er v e nt i on will b e r e c or d e d i n t h e e C R F. 

T h er e aft er, o nl y s u bs e q u e nt r e gi m e ns of a nt i-c a n c er t her a p y  will b e r e c or d e d i n e C R F. Ot h er 

a nt i- c a n c er t h er a pi es, i n v esti g ati on al a g e nts, a n d r a di ot h er a p y  s h o uld n ot b e gi v e n w hil e t h e 

p ati e nt is o n st u d y dr u g. F or a d et ail e d list of  re stri ct e d a n d pr o hi bit e d m e d i c atio n s pl e a s e 

r ef er t o C S P A p p e n di x H.

M e d i c ati ons r e c ei v e d pri or t o, c o n c o mit a nt l y, or p ost-tr e at me nt will b e c o d e d usi n g t h e l at est 
v ersi o n of W H O Dr u g. 
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F or t h e p ur p os e of i n cl usi on i n pri or a n d/ or c o n c o mi t a nt me di c at i on s u m m ari es, i n c o m p l et e 
m e di c at i on st art a n d st o p d at es will b e i m p ut e d as d et ail e d i n S e ct i on  3. 3. 6 . 

Pri or m e d i c ati ons, c o n c o mit a nt a n d p o st -tr e at me nt tr e at me nt m e di c at i ons ar e d efi n e d a s 
f oll ows:

 Pri or m e d i c atio n s ar e t ho s e t a k e n pri or t o st u d y tr e at me nt wit h a st o p d at e pri or t o t he 
fir st d o s e of st u d y tr e at me nt.

 C o n c o mit a nt m e di c at i ons ar e t h os e wit h a st o p d at e o n or aft er t he first d os e d at e of  stu d y 
tr e at me nt ( a n d c o ul d h a v e st art e d pri or t o or d uri n g tr e at m e nt).

 P o s t-tr e at me nt m e di c at i ons ar e t h os e wit h a st art d at e aft er t h e s af et y f oll ow -u p p eri o d 

f oll owi n g t h e l ast d os e st u d y  tr e at me nt d at e.

4. 1. 8. 2 P r es e nt ati o n

T h e f o ll owi n g s u m m ari es will b e pr o d u c e d f or t h e F A S:

 Pri or c a n c er t h er a p y
 N u m b er of bl o o d tr a nsf usi o ns
 All o w e d c o n c o mit a nt m e di c ati o n s
 Di s allo w e d c o n c o mit a nt m e di c at i ons
 S u bs e q u e nt c a n c er t h er a pi es/ m e di c ati o n r e c ei v e d. 

C o n c o mit a nt tr e at me nt m e d i c atio n s will b e s u m m aris 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 c at e g or y  na m e ( A T C l ev el 4) a n d g e n eri c t er m (pr ef err e d t er m) b y st u d y 

i nter v e nt i on gr o u p. 

Di s allo w e d m e di c ati o ns will b e list e d.

Missi n g c o di n g t er ms s h o ul d b e s u m m aris e d as " N ot c o d e d ".

4. 1. 9 St u d y D r u g C o m pli a n c e

4. 1. 9. 1 D efi niti o ns a n d D e ri v ati o ns

C o m pli a n c e:
P ati e nts w h o r e c ei v e ol a p ari b will  be ass ess e d f or tr e at me nt c o m p li a n c e.

P er c e nt a g e c o m pli a n c e will b e d efi n e d as:

     {( N o. t a blet s dis p e ns e d i n p eri o d – n o. t a blet s r et ur n e d fr om p eri o d)/ ( n o. d a ys of  st u d y 

dr u g e x p os ur e i n p eri o d × e x p e ct e d t a bl ets p er d a y) } × 1 0 0 %.

W h er e e x p e ct e d t a blet s p er d a y  will t a k e i nto a c c o u nt o n c e d ail y  or bi d d osi n g. O v er all

c o m pli a n c e m a y b e c al c ul at e d o v er v ari o us p eri o ds if t h e d os e h as b e e n m o difi e d, t o c o nsi d er 
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t he diff eri n g e x p e ct e d t a bl et s p er d a y  or t he pr ot o c ol -s p e cifi e d d os e i nterr u pti o n s. A s i n t h e 

d et er mi n at i on of e x p os ur e, miss e d d os es will n ot b e a dj ust e d f or.

B ef or e c al c ul at i on of  su m m ar y m e as ur es, i n di vi d u al c o m p li a n c e r at es will  be c a p p e d at 

1 0 0 %, h o w e v er u n c a p p e d c o m pli a n c e r at es will b e list e d b y s u bj e ct.

P er c e nt a g e c o m pli a n c e will n ot b e ass ess e d f or d ur v al u m a b.

4. 1. 9. 2 P r es e nt ati o n

C o m pli a n c e will  b e s u m m aris e d b y st u d y int er v e nti o n gr o u p.

B r e ast C a n c e r S u r g e r y

4. 1. 1 0. 1 D efi niti o ns a n d D e ri v ati o ns

T h e f oll owi n g br e ast c a n c er s ur g er y  d at a will b e c oll e ct e d f or all p ati ent s:

 A bilit y t o u n d er g o s ur g er y wit h r e as o n f or s ur g er y not d o n e, 
 Ti m e t o br e ast c a n c er s ur g er y  c o mp ut e d a s: ( S ur g er y  d at e – d at e of first d os e) + 1;
 L at er al  lo c ati o n; 
 D e vi at i on fr om s ur gic al  pl a n;
 S ur g er y  d el a y a n d r e as o n; 
 T y p e of s ur g er y; 
 S e nt i n el n o d e s a m pli n g p erf or m e d a n d s e nt i n el n o d e l at er ali t y;N u m b er of A xill ar y 

L y m p h N o d es R e m o v e d, N u m b er of P osit i v e A xill ar y  L y m p h N o d es, N u m b er of 
S e nt i n el L y m p h N o d es R e m o v e d, N u m b er of P ositi v e S e nti n el L y m p h N o d es;

 O v er all P at h o l ogi c al St a g e f or T u m o ur aft er Tr e at m e nt;


4. 1. 1 0. 2 P r es e nt ati o n

Br e ast c a n c er s ur g er y  d at a will b e s u m m aris e d f or t h e F A S b y st u d y int er v e nt i on gr o u p.
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O bj e cti v es E n d p oi nts/ Esti m a n ds

T o e v al u at e t h e effi c a c y, m e as ur e d b y R C B , of 
ol a p ari b m o n ot h er a p y a n d ol a p ari b pl us 
d ur v al u m a b c o m bi n ati o n t h er a p y as ass ess e d b y 
l o c al p at h ol o g y r e vi e w.

R C B is a n i n d e x v al u e usi n g 6 v ari a bl es t o 
c at e g ori z e r es p o ns e i n 1 of 4 cl ass es: R C B 0 ( p C R), 
I ( mi ni m al R C B), II ( m o d er at e R C B), a n d III 
( e xt e nsi v e R C B).

T h e a n al y sis will i n cl u d e all e nr oll e d p arti ci p a nts 
w h o r e c ei v e d at l e ast 1 d os e of st u d y i nt er v e nti o n 
a n d ass ess e d a c c or di n g t o t h e st u d y i nt er v e nti o n 
assi g n e d. T h e m e as ur e of i nt er est is t h e n u m b er a n d 
p er c e nt a g e of p arti ci p a nts i n e a c h cl ass f or e a c h 
st u d y i nt er v e nti o n gr o u p ( ol a p ari b or ol a p ari b pl us 
d ur v al u m a b) w h er e p ossi bl e.

T o e v al u at e t h e effi c a c y of ol a p ari b m o n ot h er a p y 
a n d ol a p ari b pl us d ur v al u m a b c o m bi n ati o n t h er a p y 
i n t er ms of c h a n g e f r o m b as eli n e t u m o u r v ol u m e . 
T u m o ur v ol u m e will b e ass ess e d b y l o c al r a di ol o g y 
r e vi e w.

P er c e nt a g e c h a n g e i n t u m o ur v ol u m e fr o m b as eli n e 
aft er 3 a n d 6 c y cl es of tr e at m e nt will b e m e as ur e d 
usi n g M RI.

B as eli n e is d efi n e d as t h e m ost r e c e nt m e as u r e m e nt 
pri or t o t h e first a d mi nistr ati o n of st u d y i nt er v e nti o n .
P er c e nt c h a n g e fr o m b as eli n e is d efi n e d as: 
( Diff er e n c e i n v al u e b et w e e n p ost-b as eli n e v ol u m e 
a n d b as eli n e v ol u m e) di vi d e d b y b as eli n e v ol u m e 
a n d m ulti pli e d b y 1 0 0.

T h e a n al y sis will i n cl u d e all e nr oll e d p arti ci p a nts 
w h o r e c ei v e d at l e ast 1 d os e of tr e at m e nt a n d 
ass ess e d a c c or di n g t o st u d y i nt er v e nti o n assi g n e d. 
T h e m e as ur e of i nt er est is t h e p er c e nt c h a n g e i n 
t u m o ur v ol u m e fr o m b as eli n e wit hi n e a c h st u d y 
i nt er v e nti on gr o u p ( ol a p ari b or ol a p ar i b pl us 
d ur v al u m a b).

T o e v al u at e t h e effi c a c y of ol a p ari b m o n ot h er a p y 

a n d ol a p ari b pl us d ur v al u m a b c o m bi n ati o n t h er a p y 

b y ass ess m e nt of E F S.

E F S is d efi n e d as ti m e fr o m t h e first d os e of st u d y 
i nt er v e nti on a d mi nistr ati o n t o a n y of t h e f oll o wi n g 
e v e nts: pr o gr essi o n of dis e as e t h at pr e cl u d es 
s ur g er y, l o c al or dist a nt r e c urr e n c e aft er s ur g er y, 
s e c o n d pri m ar y m ali g n a n c y ( br e ast or ot h er i n v asi v e 
c a n c ers), o r d e at h d u e t o a n y c a us e.

N o f or m al a n al ysis of E F S d at a will b e c arri e d o ut. 
T h e n u m b er of e v e nts will b e s u m m aris e d a n d t h e 
E F S d at a will b e list e d i n all e nr oll e d p arti ci p a nts 
w h o r e c ei v e d at l e ast 1 d os e of tr e at m e nt a c c or di n g 
t o t h e st u d y i nt er v e nti o n assi g n e d.
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4. 2. 1 P ri m a r y E n d p oi nt – p C R r at e b y c e nt r al p at h ol o g y r e vi e w 

4. 2. 1. 1 D efi niti o n

T h e p C R r at e ( y p T 0/ Tis y p N 0) is d efi n e d as t h e pr o p orti o n of p arti ci p a nts a m o n g all e nr oll e d 

a n d tr e at e d ( F A S) wit h o ut r esi d u al i n v asi v e c a n c er i n br e ast a n d t h e a xill ar y l y m p h n o d es o n 

e v al u at i on of  t he c o m p l et e r es e ct e d br e ast s p e ci m e n a n d all s a m pl e d r e gio n al  ly m p h n o d es 

f ollo wi n g c o m p l eti on of  ne o a dj u v a nt s yst e mi c t her a p y  per c urr e nt A m er i c a n J o i nt 

C o m mitt e e of  Ca n c er ( AJ C C) st a gi n g cri t eria ass ess e d b y c e ntr al  pat h ol o g y  re vi e w at t he 

ti m e of d efi niti v e s ur g er y. 

4. 2. 1. 2 D e ri v ati o ns

T h e a n al ysis will  in cl u d e all e nr oll e d p arti ci p a nt s w h o r e c ei v e d at l e ast 1 d os e of  st u d y 

i nter v e nt i on ( F A S) a n d ass ess e d a c c or di n g t o t h e st u d y  int er v e nt i on assi g n e d. 

T h e p C R st at us will b e d eri v e d fr om R C B cl ass. p C R will b e ‘ Y es’ if R C B Cl ass is 0; p C R 

will b e ‘ N o’ if R C B Cl ass is I, II or III.  

P arti ci p a nts w h o r e c ei v e d o nl y st u d y i nt er v e nti o n ( at l e ast 1 d os e of  ola p ari b or d ur v al u m a b ) 

as n e o a dj u v a nt tr e at me nt a n d a c hi e v e d p C R a c c or di n g t o c e ntr al p at h ol o g y  re vi e w will b e 

c o nsi d er e d as r es p o n d ers. All ot h er p arti ci p a nts i n t he F A S (in cl u di n g t hos e w h o a c hi e v e d 

p C R b ut aft er a s u bs e q u e nt n e o a dj u v a nt t h er a p y ) will b e r e g ar d e d as n o n- r es p o n d ers (r ef er 

t o T a bl e 2 ).

T a bl e 2 D efi niti o ns of R es p o n d e rs vs. N o n- r es p o n d e rs f o r  p C R Ass ess m e nts i n 
p ri m a r y a n al ysis

Sit u ati o n P ri m a r y A n al ysis

P arti ci p a nts t h at o nl y r e c ei v e d st u d y i nt er v e nti o n ( at l e ast 1 d os e) a n d 

a c hi e v e d p C R

R es p o n d er

P arti ci p a nts dis c o nti n u e d st u d y i nt er v e nti o n, r e c ei v e d a n y s u bs e q u e nt 

n e o a dj u v a nt c a n c er tr e at m e nt, a n d a c hi e v e d p C R

N o n -r es p o n d er

P arti ci p a nts h a d dis e as e pr o gr essi o n or di e d fr o m a n y c a us e pri or t o 

s ur g er y

N o n -r es p o n d er

P arti ci p a nts wit h n o v ali d r e c or ds r e g ar di n g p C R st at us d u e t o a n y r e as o n 

(i n cl u di n g b ut n ot li mit e d t o wit h dr a w al fr o m t h e st u d y, P D or d e at h 

b ef or e s ur g er y, l a c k of s ur gi c al s p e ci m e n, or d efi n e d as n ot e v al u a bl e b y 

c e ntr al p at h ol o g y)

N o n -r es p o n d er

All ot h er p arti ci p a nts N o n -r es p o n d er

A b br e vi ati o ns: p C R = p at h ol o gi c al c o m pl et e r es p o ns e; P D = pr o gr essi o n of dis e as e.

Di s c o nti n u atio n fr om st u d y int er v e nt i on will b e d et er mi n e d usi n g I P _ DI S C C v ari a bl e fr o m 

D O S DI S C a n d D O S DI S C 1 e C R F m o d ul e. Pr o gr essi o n pri or t o s ur g er y will b e d et er mi n e d 
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usi n g DI S T Y P E v ari a bl e fr om t he DI S R E C e C R F m o d ul e. D e at h will b e d et er mi n e d u si n g 

t he D D e C R F m o d ul e. 

4. 2. 1. 3 H a n dli n g of D r o p o uts a n d Missi n g D at a

As d et ail e d a b o v e, all p arti ci p a nts i n cl u d e d i n t he F A S wi t ho ut v ali d r e c or d r e g ar di n g p C R 

st at us f or a n y r e a s o n will be c o nsi d er e d as n o n -r es p o n d ers.

4. 2. 1. 4 P ri m a r y A n al ysis of P ri m a r y E n d p oi nt

T h e n u m b er a n d p er c e nt a g e of p ati e nts w h o m et t h e r es p o n d er d efi nit i on f or p C R a c c or di n g 

t o  T a bl e 2 will b e pr e s e nt e d i n t h e F A S b y  st u d y int er v e nt i on ar m s ( C o h ort s A a n d B) wit h 

2- sid e d e x a ct Cl o p p er -P e ars o n 9 5 % c o nfi d e n c e i nt er v als o f t he p er c e nt a g es.  

4. 2. 1. 5 S e nsiti vit y A n al ys es of t h e P ri m a r y E n d p oi nt

A s e n sitivi t y a n al y si s of  t he pri m ar y  e nd p oi nt will b e p erf or m e d usi n g t he s a m e m et h o d as 

d es cri b e d a b o v e b ut o n a s u bs et of  parti ci p a nts i n t he F A S wi t h co nfi r me d B R C A m b y  

r etr os p e cti v e c e ntr al t est. 

4. 2. 1. 6 S u p pl e m e nt a r y A n al ys es of t h e P ri m a r y E n d p oi nt

T w o s u p pl e m e nt ar y  a n al y s e s will be p erf or m e d.

T h e first s u p pl e m e nt ar y a n al ysis will c o nsist of  re p e ati n g t he pri m ar y a n al ysis as d es cri b e d 

a b o v e o n t h e p C R E S. 

T h e s e c o n d s u p pl e m e nt ar y a n al ysis will c o nsist of r e p e ati n g t h e pri m ar y a n al ysis o n t h e F A S

b ut a c c o u nti n g f or all r es p o n d ers r e g ar dless of w h et h er t he p arti ci p a nts r e c ei v e a n y 

s u bs e q u e nt n o e a dj u v a nt t her a p y . D efi nit i ons of  parti ci p a nts w h o will b e c o nsi d er e d 

r es p o n d ers or n o n-r es p o n d ers f or t his s u p pl e m e nt ar y a n al ysis of p C R ar e pr es e nt e d i n T a bl e 

3 b el o w.

T a bl e 3  D efi niti o ns of R es p o n d e rs vs. N o n- r es p o n d e rs f o r  p C R Ass ess m e nts i n 
s u p pl e m e nt a r y a n al ysis

Sit u ati o n P ri m a r y A n al ysis

P arti ci p a nts t h at o nl y r e c ei v e d st u d y i nt er v e nti o n ( at l e ast 1 d os e) a n d 

a c hi e v e d p C R

R es p o n d er

P arti ci p a nts dis c o nti n u e d st u d y i nt er v e nti o n, r e c ei v e d a n y s u bs e q u e nt 

n e o a dj u v a nt c a n c er tr e at m e nt, a n d a c hi e v e d p C R

R es p o n d er

P arti ci p a nts h a d dis e as e pr o gr essi o n or di e d fr o m a n y c a us e pri or t o 

s ur g er y

N o n -r es p o n d er

P arti ci p a nts wit h n o v ali d r e c or ds r e g ar di n g p C R st at us d u e t o a n y r e as o n 

(i n cl u di n g b ut n ot li mit e d t o wit h dr a w al fr o m t h e st u d y, P D or d e at h 

N o n -r es p o n d er
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b ef or e s ur g er y, l a c k of s ur gi c al s p e ci m e n, or d efi n e d as n ot e v al u a bl e b y 

c e ntr al p at h ol o g y)

All ot h er p arti ci p a nts  N o n-r es p o n d er

A b br e vi ati o ns: p C R = p at h ol o gi c al c o m pl et e r es p o ns e; P D = pr o gr essi o n of dis e as e.

A s wi m m er pl ot will b e pr o d u c e d w h er e e a c h b ar r e pr es e nts t h e ti m e t o s ur g er y f or o n e 

p ati e nt i n t h e st u d y. T h e pl ot will di s p l a y t h e   i nf or m ati o n w h er e a v ail a bl e (i. e. 

 st at us) as w ell as w h et h er p C R w as a c hi e v e d or n ot.

4. 2. 1. 7 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 2. 2 S e c o n d a r y E n d p oi nt – p C R r at e b y l o c al p at h ol o g y r e vi e w

4. 2. 2. 1  D efi niti o n

T h e s e c o n d ar y p C R a n al ysis f or t his st u d y w ill b e b as e d o n t h e l o c al p at h ol o g y r e vi e w of 

hi st o p at h ol o g y sli d e s. T h e l o c al sit e p at h ol o gist will a s s e s s p C R b a s e d u p o n e x a mi n ati o n of 

s ur gi c al s p e ci m e ns p er l o c al i nstit uti o n al st a n d ar ds a n d pr o c e d ur es. P at h ol o g y i nf or m ati o n 

fr o m t h e d efi niti v e br e ast s ur g er y will b e e nt er e d i nt o t h e e C R F w h e n t h e p at h ol o g y r e p ort is 

a v ail a bl e.

T h e p C R r at e ( y p T 0/ Tis y p N 0) is d efi n e d as t h e pr o p orti o n of p arti ci p a nts a m o n g all e nr oll e d 

a n d tr e at e d ( F A S) wit h o ut r esi d u al i n v asi v e c a n c er i n br e ast a n d t h e a xill ar y l y m p h n o d es o n 

e v al u ati o n of t h e c o m pl et e r es e ct e d br e ast s p e ci m e n a n d all s a m pl e d r e gi o n al l y m p h n o d es 

f oll o wi n g c o m pl eti o n of n e o a dj u v a nt  s yst e mi c  t h er a p y p er  c urr e nt  AJ C C st a gi n g  crit eri a  

as s e s s e d b y t h e l o c al p at h ol o g y r e vi e w  at t h e ti m e of d efi niti v e s ur g er y. 

4. 2. 2. 2  D e ri v ati o ns

D eri v ati o ns will f oll o w t h e s a m e r ul es as d et ail e d f or pri m ar y e n d p oi nt i n S e cti o n  4. 2. 1. 2 a n d

T a bl e 2 b ut usi n g l o c al ass ess m e nts i nst e a d of c e ntr al ass ess m e nts.

4. 2. 2. 3  H a n dli n g of D r o p o uts a n d Missi n g D at a

As f or t h e pri m ar y e n d p oi nt, all p arti ci p a nts i n cl u d e d i n t h e F A S wit h o ut v ali d r e c or d f or a n y 

r e as o n  r e g ar di n g  p C R  st at us  b y  l o c al  r e vi e w  will  b e  r e g ar d e d  as  n o n-r es p o n d er  f or  t h e  

s e c o n d ar y e n d p oi nt.

4. 2. 2. 4  P ri m a r y A n al ysis of S e c o n d a r y E n d p oi nt

p C R r at es a c c or di n g t o t h e l o c al p at h ol o gist w ill b e pr es e nt e d i n t h e s a m e w a y a s f or t h e 

pri m ar y a n al ysis of t h e pri m ar y e n d p oi nt d es cri b e d i n S e cti o n  4. 2. 1. 4. 

C CI

C CI
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4. 2. 2. 5 S e nsiti vit y A n al ys es of t h e S e c o n d a r y E n d p oi nt

T h e s e nsit i vity a n al ysis d es cri b e d f or t he pri m ar y  en d p o i nt in S e cti o n 4. 2. 1. 5 will b e 

p erf or m e d si mil arl y usi n g l o c al p at h ol o g y  ass ess m e nts.

4. 2. 2. 6 S u p pl e m e nt a r y A n al ys es of t h e S e c o n d a r y E n d p oi nt

T h e t w o s u p ple m e nt ar y  a nal ys es d es cri b e d f or t he pri m ar y e n d p o i nt in S e ct i on 4. 2. 1. 6 will 

b e p erf or m e d si mil arl y usi n g l o c al p at h o l og y  ass ess m e nts.

4. 2. 2. 7 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 2. 3 S e c o n d a r y E n d p oi nt – R esi d u al c a n c e r b u r d e n ( R C B) b y l o c al 
a n d c e nt r al p at h ol o g y r e vi e w

4. 2. 3. 1 D efi niti o n

T h e R C B is a n u m eri c al i n d e x t o m e as ur e r esi d u al dis e as e i n eit h er t h e br e ast or l y m p h n o d e 

at t he ti m e of  defi nit i v e s ur g er y as ass ess e d b y b ot h c e ntr al a n d l oc al  pat h o l og y  re vi e w b y 

c o m bi ni n g hist o p at h ol o gi c c o m p o n e nts of  re si d u al  dise as e ( c ell ul arity,  ov er all di a m et er, 

n u m b er, a n d e xt e nt of n o d al i n v o l v e m e nt).

T h e R C B is a n i n d e x v al u e usi n g 6 v ari a bl es t o c at e g ori z e r es p o ns e i n 1 of 4 cl ass es: 

 R C B 0 ( p C R), 

 R C B I ( mi ni m al R C B), 

 R C B II ( m o d er at e R C B), 

 R C B III ( e xt e nsi v e R C B).

4. 2. 3. 2 D e ri v ati o ns

T h e f oll owi n g 6 v ari a bl es ar e r e q uir e d f or t he c al c ul at i on of  RC B af t er n e o a dj u v a nt 

tr e at me nt:

1) T h e l ar g est 2 di m e nsi o ns of t h e r esi d u al t u m o ur b e d i n t h e br e ast.

2) S u b missi o n of  th e e nt ire l ar g est cr oss -s e cti o n al ar e a of  th e r e sid u al  tu m o ur b e d f or 
hi st ol o gi c m a p pi n g, wi t h s p e cifi c i d e ntifi c ati o n of t hos e sli d es i n t h e p at h ol o g y  r e p ort.

3) Hi st olo gi c a s s e s s m e nt of t h e p er c e nt a g e of t h e t u m o ur b e d ar e a t h at c o nt ai n s c ar ci n o m a 
( all c ar ci n om a [i e, i n v asi v e a n d i n sit u]).

4) Hi st olo gi c est i m at e of t h e p er c e nt a g e of t h e c ar ci n o m a i n t h e t u m o ur b e d t h at is i n sit u.

5) T h e n u m b er of p osit i v e ( m et ast ati c) l y m p h n o d es.

6) T h e l ar g e st di a m et er ( m m) o f t he l ar g est n o d al m et ast asis.

A d dit i on al p at h ol o g y  d o c u me nt ati o n g ui d eli n es ar e pr o vi d e d i n A p p e n d i x J of t he C S P. 
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T h e R C B will b e c al c ul at e d b y  t h e p at h olo gi st a n d e nt er e d i nt o t h e e C R F P C R O M m o d ul e. 

P ati e nts w h o pr o gr ess e d i n t he n e o a dj u v a nt p eri o d a n d r e c ei v e d s u bs e q u e nt a nti -c a n c er 

tr e at me nt pri or t o s ur g er y  will b e gr a d e d a s R C B III. H o w e v er p at i ent s w h o d e cid e d t o s t o p 

st u d y tr e at me nt e arl y or h a v e t o xi cit y/t ol er a bili t y i s s u e s will h a v e a n R C B of “ missi n g ”.

F or bil at er al p at i ent s wit h 2 R C B s c or es ( 1 p er si d e), t h eir o v er all R C B s c or e will b e d efi n e d 

as t h e hi g h est of t h e t w o s c or es.

4. 2. 3. 3 H a n dli n g of D r o p o uts a n d Missi n g D at a

P arti ci p a nt s wi t ho ut v ali d r e c or d f or R C B b y c e ntr al /lo c al r e vi e w will b e cl assifi e d i n a 

missi n g c at e g or y .

4. 2. 3. 4 P ri m a r y A n al ysis of S e c o n d a r y E n d p oi nt

R C B will b e a n al y z e d i n F A S.

T h e n u m b er a n d p er c e nt a g e of p arti ci p a nts i n e a c h of t he 4 R C B cl ass es will b e pr es e nt e d b y 

st u d y int er v e nti o n gr o u p. 

N u m b er a n d p er c e nt a g e of  parti ci p a nts wi t h lo w r e sid u al dis e as e ( R C B-0 a n d R C B -I 

c o m bi n e d) will b e c al c ul at e d f or e a c h c o h ort , a n d e x a ct Cl o p p er -P e ars o n 9 5 % c o nfi d e n c e 

i nter v al  pr e s e nt e d, w h er e p ossi bl e/ a p pr o pri at e . 

A n al ys es will  be d o n e p er c e ntr al  pat h ol o g y  re vi e w a n d p er l oc al  pat h o l og y  re vi e w 

s e p ar at el y.

4. 2. 3. 5 S e nsiti vit y A n al ys es of t h e S e c o n d a r y E n d p oi nt

N ot a p pli c a bl e.

4. 2. 3. 6 S u p pl e m e nt a r y A n al ys es of t h e S e c o n d a r y E n d p oi nt

T h e s a m e a n al ysis as d es cri b e d a b o v e f or pri m ar y a n al ysis will b e p erf or m e d o n t h e p C R E S. 

T his will b e d o n e p er c e ntr al p at h o l og y  r e vi e w a n d p er lo c al  p at h olo g y  r e vi e w s e p ar at el y.

4. 2. 3. 7 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 2. 4 S e c o n d a r y E n d p oi nt – P e r c e nt a g e c h a n g e f ro m b as eli n e i n 
t u m o u r v ol u m e 

4. 2. 4. 1 D efi niti o n

T u m o ur ass ess m e nts will us e v o l um e i m a g es fro m  MRI wi t h IV c o ntr ast of  th e br e ast 

( bil at er al) c o ll e ct e d d uri n g s cr e e ni n g/ b as eli n e a n d at We e k 1 2 ( C ycl e 4) a n d at We e k 2 4 ( prior 
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t o d efi niti v e s ur g er y, if a p pli c a bl e), a n d will b e ass ess e d lo c all y . If M RI h as b e e n p erf or m e d 

at We e k 1 2 (i e, st art of C y cl e 4) a n d t h e p arti ci p a nt pr o c e e ds t o d efi nit i v e s ur g er y f oll owi n g 

C y cl e 4 or C y cl e 5, t he M RI s c a n d o es n ot n e e d t o b e r e p e at e d pri or t o d efi nit i v e s ur g er y, 

u nl ess cli n i c all y i n di c at e d.

F or M RI t u m o ur v ol u m e ass ess m e nts, o nl y br e ast l esi o ns s h o ul d b e t a k e n i nt o c o nsi d er at i on 

(ie, l y m p h n o d al  in v o l v e m e nt if a n y  sh o ul d b e disr e g ar d e d). I n c as e a p arti ci p a nt h as 

m ult if oc al , m ulti ce ntri c, or bil at er al br e ast l esi o ns, t h e n o n l y th e l ar g est pri m ar y br e ast l esi o n 

at b as eli n e s h o ul d b e c o nsi d er e d f or t his M RI v o l um etri c a n al ysis a n d t h e s a m e l esi o n s h o ul d 

b e ass ess e d at s u bs e q u e nt ti m e p oi nts.

T h e M RI t e c h ni q u e us e d f or b as eli n e s h o ul d b e k e pt t he s a m e c o nsist e nt l y at e a c h s u bs e qu e nt 

f oll ow- u p ass ess m e nt t hr o u g h o ut t h e st u d y  if p ossi bl e.

S cr e e ni n g/ b as eli n e i m a gi n g s h o ul d b e p erf or m e d n o m or e t h a n 2 8 d a ys b ef or e st art of st u d y 

i nter v e nt i on a n d i d e all y s h o uld b e p erf or m e d a s cl o s e a s p o s si bl e t o a n d pri or t o t h e st art of  

st u d y int er v e nti o n. 

4. 2. 4. 2 D e ri v ati o ns

T h e t u mo ur v ol u m e as c al c ul at e d b y t he sit e’s M RI s oft w ar e at e a c h ass ess m e nt ti m e p oi nt 

will b e c al c ul at e d l oc all y  at sit e a n d r e p ort e d o n t h e e C R F. If t he t u mo ur v ol u m e m ust b e 

c al c ul at e d b y h a n d b y t h e sit e it will b e c al c ul at e d as f oll ows:

( � � � � �ℎ × �� � � ℎ × ℎ �� � ℎ � × � ) / 6

T u m o ur v ol u m e will  be d et er mi n e d fr o m  t h e e C R F T A R G R N m o d ul e.

A bs ol ut e a n d p er c e nt c h a n g e fr om b as eli n e i n t u m o ur v ol u m e will b e c o m p ut e d as d efi n e d 

i n S e cti on  3. 3. 1 . T h e p er c e nt a g e c h a n g e i n t u m o ur v ol u m e will b e s et as -9 9 % if t h e t u m o ur 

b e c o m e s t o o s mall t o m e as ur e at t h e p ost -b as eli n e visit. 

T h e f oll owi n g a n al ysis visit wi n d o ws will b e c o n s i d er e d f or We e k 1 2 a n d W e e k 2 4 t u m o ur 

v o l um e ass ess m e nts:

Ass ess m e nt Mi ni m u m D a y T ar g et D a y M a xi m u m D a y

W e e k 1 2 4 3 8 5 1 2 6

W e e k 2 4 1 2 7 1 6 9 2 1 0

Wit h D a y  c o mp ut e d as: ( c oll e ct i on d at e of t h e M RI – first n e o a dj u v a nt d os e d at e) + 1.

Ass ess m e nts ( pla n n e d a n d u ns c h e d ul e d) will b e r e-m a p p e d i nto t he a n al ysis wi n d o ws wit h 

t he f o ll owi n g r ul e s:

- If s e v er al M RIs f all i nt o t h e s a m e a n al ysis wi n d o w, t h e cl os est t o t h e t ar g et d a y will 

b e c o nsi d er e d; 
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- W h e n t h er e ar e 2 M RIs at e q u al dist a n c e t o t h e t ar g et d a y, t h e M RI c orr es p o n di n g t o 

t he m a p p e d vi si t i n t he C R F ( W e e k 1 2 or W e e k 2 4) will b e pr ef err e d c o m p ar e d t o 

a n u ns c h e d ul e d M RI; if n o n e of  t he M RIs ar e m a p p e d t o t h e pl a n n e d visit t he n t he 

a v er a g e o f t he t u m o ur v ol u m es will b e t a k e n.

F or w at erf all pl ots, t h e b est p er c e nt a g e c h a n g e i n t u m o ur v ol u m e, f or a gi v e n p at i ent , will b e 

d eri v e d as ei t her ( a) t he l ar g est p er c e nt a g e ‘ d e cr e as e’ i n t u mo ur v ol u m e fr om b as eli n e (if 

t her e w as a n y t u m o ur s hri n k a g e) or ( b) t h e s m all est p er c e nt a g e ‘i n cr e as e’ i n t u m o ur v ol u m e 

fr om b as eli n e (if  t her e w a s n o t u m o ur s hri n k a g e), at a n y  p o st-b as eli n e ti m e p o i nt (s c h e d ul e d 

or u ns c h e d ul e d) pri or t o s ur g er y or u nt il t he i niti ati on of  th e first s u bs e q u e nt t her a p y 

( w hi c h e v er o c c urs first). If a p ati ent  did n ot u n d er g o s ur g er y  or st art s u bs e q u e nt t h era p y   all  

t u mo ur v ol u m es r e c or d e d i n t he d at a b as e will b e c o nsi d er e d t o c o m p ut e b est p er c e nt a g e 

c h a n g e.

4. 2. 4. 3 H a n dli n g of D r o p o uts a n d Missi n g D at a

All p arti ci p a nts i n cl u d e d i n t he F A S wi t ho ut v ali d r e c or d f or t u m o ur v ol u m e will  b e cl assifi e d 

i n a missi n g c at e g o r y.

4. 2. 4. 4 P ri m a r y A n al ysis of S e c o n d a r y E n d p oi nt

A bs ol ut e v al u e, a bs o l ute c h a n g e a n d p er c e nt a g e c h a n g es fr o m b as eli n e of  tu m o ur v ol u m es 

will b e s u m m aris e d b y st u d y int er v e nti o n gr o u p at B as eli n e, at W e e k 1 2 a n d at W e e k 2 4 

( c o n sid eri n g t h e visit wi n d o ws d es cri b e d a b o v e) usi n g d es cri pt i v e st atisti cs. 

All t u m o ur v ol u m es at a n y  tim e ( pl a n n e d a n d u ns c h e d ul e d) will b e list e d wit h c h a n g es fr o m 

b as eli n e a n d a fl a g i n di c ati n g if t he v al u e w as us e d i n s u m m ari es as w ell a s if t he t u mor 

v o l um e w as p ost p ost s ur g er y  or i niti ati o n of s u bs e q u e nt t h er a p y. 

I n a d di tio n, p er c e nt a g e c h a n g e i n t u mo ur v o l um e will  be pr es e nt e d gr a p hi c all y u si n g 

w at erf all pl ot s f or e a c h st u d y i nter v e nti o n gr o u p, t o pr es e nt e a c h p arti ci p a nt’s b est p er c e nt a g e 

c h a n g e i n t u m o ur v ol u m e as a s e p ar at e b ar, w ith t h e b ars or d er e d fr o m t h e l ar g est i n cr e as e t o 

t he l ar g est d e cr e as e ( H a m m er et al  20 1 0). B est p er c e nt a g e c h a n g e will b e c o m p ut e d as 

d et ail e d i n d eri v at i on s e ct i on.

T h e a n al ysis will b e p erf or m e d o n t h e F A S b y  st u d y int er v e nt i on gr o u p. 

4. 2. 4. 5 S e nsiti vit y A n al y s es of t h e S e c o n d a r y E n d p oi nt

N ot a p pli c a bl e.

4. 2. 4. 6 S u p pl e m e nt a r y A n al ys es of t h e S e c o n d a r y E n d p oi nt

N ot a p pli c a bl e.
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4. 2. 4. 7 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 2. 5 S e c o n d a r y E n d p oi nt –  E v e nt- F r e e S u r vi v al ( E F S) 

4. 2. 5. 1  D efi niti o n

E F S is d efi n e d a s t h e ti m e fr o m t h e d at e of fir st d o s e of st u d y i nt er v e nti o n a d mi ni str ati o n t o 
t h e d at e of pr o gr essi o n of dis e as e t h at pr e cl u d es s ur g er y, l o c al or dist a nt r e c urr e n c e aft er 
s ur g er y, s e c o n d pr i m ar y m ali g n a n c y ( br e ast or ot h er i n v asi v e c a n c ers) aft er s ur g er y, or d e at h 
d u e t o a n y c a us e w hi c h e v er c o m es first. 

4. 2. 5. 2  D e ri v ati o ns

T y p e of e v e nt will b e  d et er mi n e d usi n g DI S T Y P E v ari a bl e fr o m DI S R E C e C R F m o d ul e. 
Ass ess m e nt d at e will b e d et er mi n e d usi n g A S M _ D A T v ari a bl e. D e at h will b e d et er mi n e d 
usi n g D D e C R F m o d ul e. D at e of d e at h will b e d et er mi n e d fr o m D T H D A T v ari a bl e. 

Ti m e will b e c al c ul at e d i n m o nt hs as f oll o ws:

� � � ( � � �� ℎ � )

=
( � � � � � � � � � � � � � � � � � � �� � �  −  � � � � � � �� � �� � � � � � � � � � � � � � � � � � � � �� � � ( �� � � � �� � � � � � � � �� � � � � ) + 1 )

3 0. 4 3 7 5

F or  p ati e nts  wit h  a n  e v e nt,  t h e  e arli est  d at e  a m o n g  d at e  of  pr o gr essi o n  of  dis e as e  t h at  
pr e cl u d es s ur g er y, d at e of l o c al or dist a nt r e c urr e n c e, d at e of s e c o n d pri m ar y m ali g n a n c y 
( br e ast or ot h er i n v asi v e c a n c ers) a n d d at e of d e at h will b e c o nsi d er e d as e v e nt d at e.

P ati e nt s w h o r e a c h e d t h e ti m e p oi nt of a n al y si s or l o st t o f oll o w- u p wit h o ut a k n o w n r e c or d 
of a n y e v e nt will b e c e ns or e d at ti m e of l ast e v al u a bl e ass ess m e nt d at e or at D a y 1 if t h er e is 
n o e v al u a bl e ass ess m e nt p ost- b as eli n e .

4. 2. 5. 3  H a n dli n g of D r o p o uts a n d Missi n g D at a

P arti ci p a nt s wit h missi n g ass ess m e nts will b e h a n dl e d as d et ail e d a b o v e.

4. 2. 5. 4  P ri m a r y A n al ysis of S e c o n d a r y E n d p oi nt

N o f or m al a n al ysis of E F S d at a will b e c arri e d o ut. T h e n u m b er a n d p er c e nt a g e of e v e nts as 
w ell a s t h e n u m b er a n d p er c e nt a g e of c e ns or e d p ati e nts w ill b e s um m aris e d. E F S d at a will 
b e list e d a n d will b e pr es e nt e d i n a s wi m m er pl ot, w h er e e a c h b ar r e pr es e nts t h e E F S ti m e 
f or o n e p ati e nt i n t h e st u d y. T h e pl ots will pr es e nt t h e c e ns or e d p ati e nts as w ell as t h os e w h o 
h a d a n e v e nt as w ell as   i nf or m ati o n w h er e a v ail a bl e (i. e.   st at us).

T h e a n al ysis will b e p erf or m e d o n t h e F A S b y st u d y i nt er v e nti o n gr o u p. 

C CIC CI
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4. 2. 5. 5 S e nsiti vit y A n al ys es of t h e S e c o n d a r y E n d p oi nt

N ot a p pli c a bl e.

4. 2. 5. 6 S u p pl e m e nt a r y A n al ys es of t h e S e c o n d a r y E n d p oi nt

N ot a p pli c a bl e.

4. 2. 5. 7 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 2. 6 Ot h e r E n d p oi nt – R e c c u r r e n c e -F r e e I nt e r v al ( R FI)

4. 2. 6. 1 D efi niti o n

P arti ci p a nt s w h o a c hi e v e p C R a c c or di n g t o l oc al p at h o l ogi st will h a v e t hei r R FI st at us 

r e c or d e d p er l o c al st a n d ar d cli ni c al pr a ct i c e. A p arti ci p a nt’s R FI st at us is d efi n e d as t h e ti m e 

fr om d at e of  sur g er y  at w hi c h p C R is i d e ntifi e d t o t h e d at e of  lo c al  or dist a nt r e c urr e n c e of  

br e ast c a n c er, or d at e of d e at h d u e t o br e ast c a n c er, w hi c h e v er o c c urs first. R FI st at us will b e 

d et er mi n e d e v er y 3 m o nt hs f or t he first 2 y e ars p o s t i nter v e nt i on a n d t he n e v er y  6 mo n t hs 

t her e aft er. D e ri v ati o ns

T y p e of r e c c urr e n c e e v e nt will b e d et er mi n e d usi n g DI S T Y P E v ari a bl e fr o m DI S R E C e C R F 
m o d ul e. Ass ess m e nt d at e will b e d et er mi n e d usi n g A S M _ D A T v ari a bl e. D e at h will b e 
d et er mi n e d usi n g D D e C R F m o d ul e. D at e of  de at h will b e d et er mi n e d fr om D T H D A T 
v ari a bl e. 

Ti m e will b e c al c ul at e d i n m o nt hs as f o ll ows:

� �� ( � � � � ℎ � )

=
( � � � � � � � � � � � � � � � � � � �� � � − � � � � � � � � � � � � � � � � ℎ � �ℎ � � � � � � � � � �� �� � � + 1 )

3 0 .4 3 7 5

F or p ati e nts wit h a n e v e nt, t h e e arli est d at e a m o n g t h e d at e of  lo c al  or dist a nt r e c urr e n c e of  
br e ast c a n c er a n d d at e of d e at h d u e t o br e ast c a n c er will b e c o nsi d er e d as e v e nt d at e.

P ati e nt s w h o r e a c h e d t h e ti m e p oi nt of a n al y si s or l o st t o f oll o w -u p wi t ho ut a k n o w n r e c or d 
of  a n y e v e nt will be c e n s or e d at ti m e of l a st e v alu a bl e a s s e s s m e nt d at e or at d at e of s ur g er y 
( at w hi c h p C R is i d e ntifi e d) if t h er e is n o e v al u a bl e ass ess m e nt p ost -s ur g er y.

4. 2. 6. 3 H a n dli n g of D r o p o uts a n d Missi n g D at a

P arti ci p a nt s wi t h missi n g d at a will b e h a n dl e d as d et ail e d a b o v e.
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4. 2. 6. 4  P ri m a r y A n al ysis of Ot h e r E n d p oi nt

R FI will b e a n al y s e d o n F A S p ati e nt s w h o a c hi e v e d p C R. T h e s a m e a n al y si s a s f or t h e E F S 

will b e p erf or m e d f or R FI as d es cri b e d i n S e cti o n  4. 2. 5. 4. T h e s wi m m er pl ot will disti n g uis h 

p ati e nts w h o r e c ei v e n o a dj u v a nt tr e at m e nt t o t h os e r e c ei vi n g a dj u v a nt tr e at m e nt ( ol a p ari b 

v ers us ot h er c h e m ot h er a p y).

4. 2. 6. 5  A d diti o n al A n al ys es of t h e Ot h e r E n d p oi nt

N ot a p pli c a bl e.

4. 2. 6. 6 S u b g r o u p A n al ys es

N ot a p pli c a bl e.

4. 3  P h a r m a c o d y n a mi c E n d p oi nt 

W h ol e bl o o d s a m pl es a n d w h ol e bl o o d s ol u bl e   ar e p h ar m a c o d y n a mi cs p ar a m et ers i n 

t his  st u d y.  S u m m ar y  a n d  a n al ys es  f or  e x pl or at or y    a n d    d at a  will  b e  

d o c u m e nt e d i n a s e p ar at e a n al ysis pl a n a n d m a y b e r e p ort e d o utsi d e t h e C S R.

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

N ot a p pli c a bl e. 

4. 5  

T his s e cti o n is a p pli c a bl e f or C o h ort B o nl y ( p arti ci p a nts tr e at e d wit h d ur v al u m a b) . 

 r es ult s will b e list e d b y p arti ci p a nt, a n d a s u m m ar y will b e pr o vi d e d b y t h e 

n u m b er a n d p er c e nt a g e of p arti ci p a nts w h o d e v el o p   

( c o nfir m e d p ositi v e) f oll o wi n g st u d y i nt er v e nti o n. T h e   a n d   

 will  b e  list e d  f or  s a m pl es  c o nfir m e d  p o siti v e  f or  t h e  pr es e n c e  of    

T his a n al ysis will b e p erf or m e d o n t h e 

T h e  eff e ct  of    as  w ell  as  t h e  eff e ct  of  it s    o n  

p h ar m a c o d y n a mi cs,  effi c a c y,  a n d  s af et y will b e  e v al u at e d,  if t h e  d at a  all o w  a n d  m a y  b e  

r e p ort e d  o utsi d e  t h e  C S R.  A  d et ail e d  pl a n  will  b e  writt e n  b y  t h e  Astr a Z e n e c a  Cli ni c al  

P h ar m a c ol o g y gr o u p or d esi g n e e.

C CI

C CI

C CI C CI

C CI C CI

C CI

C CI

C CI

C CI

C CI C CI

C CI

C CI
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4. 6 S af et y A n al y s e s 

S af et y d at a will b e pr es e nt e d usi n g d es cri pt i v e st atist i cs u nl ess ot h er wi s e s p e cifi e d. N o 

f or mal st atist i c al c o m p ar is o ns will  be p erf or m e d o n t he s af et y d at a. S af et y a n d t oler a bili t y 

d at a will b e pr es e nt e d b y a ct u al tr e at m e nt gr o u p c o m bi ni n g d at a fr o m all c y cl es of tr e at m e nt.  

S af et y a n d t ol er a bilit y will  be e v al u at e d i n t er ms of A Es/ S A Es, p h ysi c al e x a mi n at i on, vi t al 

sig ns, cli ni c al l a b or at or y a s s e s s m e nt s i n cl u di n g cli ni c al c h e mistr y/ ha e m at ol o g y  p ar a m et er s, 

a n d E C Gs.

G e n er al c o nsi d er at i ons f or s af ety ass ess m e nts:

 Vi sit wi n d o ws f or s af ety ass ess m e nts ar e d es cri b e d i n S e ct i on  3. 3. 2 .

 F or s u m m ari es s h o wi n g t h e w orst v al u es ( E C O G, l a b or at or y p ar a m et ers), t he w orst v al u e 
r e c or d e d o n tr e at me nt (i. e. fr om first d os e of  st u d y int er v e nt i on t o wit hi n 3 0 d a ys 
f oll owi n g dis c o nt i n u ati on wi t h ol a p ari b, i n cl u di n g n e o a dj u v a nt a n d a dj u v a nt 
a d mi nistr ati o ns, or 9 0 d a ys f oll owi n g dis c o nt i n u ati o n wi t h dur v al u m a b, w hi c h e v er is 
l on g er ) will be u s e d (r e g ar dl ess of w h er e i t f alls i n a n i nt er v al).

 List i n gs s h o ul d dis pl a y all v al u es c o ntri b uti n g t o a ti m e p oi nt f or a p ati e nt.

 F or vi sit bas e d s u m m ari es

 If t her e is m o r e t ha n o n e v al u e p er p ati e nt wi t hi n a ti m e wi n d o w t he n t he 
cl os est v al u e t o t h e s c h e d ul e d visit d at e will b e s u m m aris e d, or t h e e arli er, i n 
t he e v e nt t he v al u es ar e e q ui di st a nt fr o m t he n o mi n al visit d at e. T h e listi n gs 
will hi g hli g h t t h e v al u e f or t h e p atie nt t h at c o ntri b ut e d t o t h e s u m m ar y  t a bl e, 
w h er e v er f e asi bl e. N ot e: i n s u m m ari es of  ext r e m e v al u es all  po st b as eli n e 
v al u es c o ll e ct e d ar e us e d i n cl u di n g t hos e c o ll e ct e d at  uns c h e d ul e d visits 
r e g ar dless of w h et h er or n ot t h e v al u e is cl os est t o t h e s c h e d ul e d visit d at e. 

 T o pr e v e nt v er y  lar g e t a ble s or pl ots b ei n g pr o d u c e d t h at c o nt ai n m a n y c ell s 
wi t h me a ni n gl ess d at a , visit d at a will o nl y  be s u m m aris e d or pl ott e d if t he 
n u m b er of o bs er v at i ons is gr e at er t h a n 5 i n at l e ast o n e c o h ort.

 F or s u m m ari es at a p ati e nt l ev el , all v al u es will b e i n cl u d e d, r e g ar dless of  wh et h er t he y 
a p p e ar i n a c orr es p o n di n g visit b as e d s u m m ar y, w h e n d eri vi n g a p ati e nt l ev el st atisti c 
s u c h as a m a xi m u m/ w orst v al u e.

 B as eli n e f or s af et y ass ess m e nts will g e n er all y b e t h e l ast n o n -missi n g m e as ur e m e nt pri or 
t o first d os e of st u d y m e di c ati on. Alt er n at i v el y, if t w o visits ar e e q u all y eli gi bl e t o ass ess 
p ati e nt st at us at b as eli n e ( e. g., s cr e e ni n g a n d b as eli n e ass ess m e nts b ot h o n t h e s a m e d at e 
pri or t o first d os e) t he a v er a g e c a n b e t a k e n a s a b as eli n e v al u e. F or n o n -n u m eri c 
l a b or at or y tests (i. e. s o me of  th e uri n al ysis p ar a m et ers) w h er e t a ki n g a n a v er a g e is n ot 
p ossi bl e t he n t he b est v al u e w o ul d b e t a k e n as b as eli n e as t his is t he m o st c o ns er v ati v e. 
I n t he s c e n ari o w h er e t her e ar e t wo ass ess m e nts o n D a y  1, o n e wit h ti m e r e c or d e d a n d 
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t he ot h er wit h o ut ti m e r e c or d e d, t he o n e wi t h ti m e re c or d e d w o ul d b e s el e ct e d as b as eli n e. 
W h er e s af et y d at a ar e s u m m aris e d o v er ti m e, st u d y d a y will  be c al c ul at e d i n r elat i on t o 
d at e of firs t st u d y tr e at me nt i nt a k e ( d ur v al u m a b or ol a p ari b).

 M et h o ds f or i m p ut ati o n o f missi n g or i n c o m p l et e A E d at es ar e d et ail e d i n S e cti on  3. 3. 6 .

4. 6. 1 E x p os u r e

4. 6. 1. 1 D efi niti o ns a n d D e ri v ati o ns

E x p os ur e (i. e. d ur ati o n of  tr e at me nt) will b e d et er mi n e d s e p ar at el y for d ur v al u m a b a n d f or 

ol a p ari b o v er all  an d b y i nter v e nt i on p eri o d ( n e o a dj u v a nt v ers us a dj u v a nt i nter v e nt i on 

p eri o d). 

T ot al e x p os u r e:

T ot al  ( or i nt e n d e d) e x p os ur e f or d u r v al u m a b ( d a ys) = [ e arli est d at e a m o n g (l ast d ur v al u m a b 

d os e d at e w h er e d os e > 0 [ mg] + 2 7 d a y s, d at e of d e at h, d at e of  DC O) – (first d ur v al u m a b 

d os e d at e) + 1] .

T ot al  (or i nte n d e d) e x p os ur e f or o l a p a ri b i n n e o a dj u v a nt p e ri o d ( d a ys) = [ e arli est d at e 

a m o n g (la st ol a p ari b d os e pri or s ur g er y w h er e d os e > 0 [ mg] d at e, d at e of  de at h, d at e of 

D C O) – first ola p ari b d os e d at e + 1] . 

T ot al  ( or i nt e n d e d) e x p os ur e f or ol a p a ri b i n a dj u v a nt p e ri o d ( d a ys) = [ e arli est d at e a m o n g 

(last ol a p ari b d os e aft er s ur g er y w h er e d os e > 0 [ m g] d at e, d at e of d e at h, d at e of D C O) – first 

ol a p ari b d os e d at e aft er s ur g er y  + 1] .

T ot al  ( or i nt e n d e d) e x p o s ur e f or ol a p a ri b o v e r all ( d a ys) = T ot al ( or i nt e n d e d) e x p o s ur e for 

ol a p ari b i n n e o a dj u v a nt p eri o d + T ot al ( or i nt e n d e d) e x p os ur e f or ol a p ari b i n a dj u v a nt p eri o d. 

A ct u al e x p os u r e:

A ct u al  ex p os ur e f or d u r v al u m a b ( d a ys) = [int e n d e d e x p os ur e – t ot al dur at i on o f dos e d el a y s] 

w h er e i nte n d e d e x p os ur e will b e c al c ul at e d as a b o v e a n d tot al  d ur ati o n of  dos e d el a ys 

c al c ul at e d as: S u m  (for al l d osi n g d at e s) of  (D at e of  t he d os e – D at e of  pr e vio u s d os e – 2 7 

d a y s). T h u s, if n o d el a y s w er e e n c o u nt er e d, t h e d ur ati o n w o ul d s u m  u p t o 0, si n c e i nf usi o ns 

w er e d o n e e v er y 2 8 d a ys. D os e r e du cti o ns of  dur v al u m a b ar e n ot p er mitt e d a n d t he 

c al c ul at i on of  act u al  ex p os ur e m a k es n o a dj ust m e nt f or a n y d os e r e d u cti o ns t hat m a y h a v e 

o c c urr e d.

A ct u al  ex p os ur e f or o l a p a ri b i n n e o a dj u v a nt p e ri o d ( d a ys) = [i nt e n d e d e x p os ur e – t ot al 

d ur ati o n of  d o s e i nter r u ptio n s d uri n g n e o a dj u v a nt p eri o d]  w h er e i nte n d e d e x p os ur e will b e 
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c al c ul at e d as a b o v e a n d a d os e i nt err u pti o n is d efi n e d as a n y l e n gt h of ti m e w h er e t h e p ati e nt 

h as n ot t a k e n a n y of t h e pl a n n e d d ail y d o s e d uri n g t h e n e o a dj u v a nt p eri o d [i . e. s u m of ( e n d 

d at e of  ea c h i nterr u pti o n - st art d at e of  t he i nterr u pti o n + 1)]. T o c al c ul at e a ct u al e x p os ur e, 

d os e i nterr u pti o ns will i n cl u d e t hos e w h er e a p ati e nt f or g ot t o t a k e a d os e. T h e a ct u al 

e x p os ur e c al c ul at i on m a k es n o a dj ust m e nt  for a n y  d o s e r e d u ctio n s t h at m a y h a v e o c c urr e d.

A ct u al  ex p os ur e f or ol a p a ri b i n a dj u v a nt p e ri o d ( d a ys) = [i nt e n d e d e x p os ur e – t ot al 

d ur ati o n of  dos e i nterr u pti o ns d uri n g a dj u v a nt p eri o d]  wh er e i nte n d e d e x p os ur e will b e 

c al c ul at e d as a b o v e a n d a d os e i nt err u pti o n is d efi n e d as a n y l e n gth of ti m e w h er e t h e p ati e nt 

h as n ot t a k e n a n y  of t h e pla n n e d d ail y d os e d uri n g t h e a dj u v a nt p eri o d [i. e. s u m of ( e n d d at e 

of  ea c h i nterr u pti o n - st art d at e of t he i nterr u pti o n + 1)]. T o c al c ul at e a ct u al e x p os ur e, d os e 

i nterr u pti o ns will  in cl u d e t hos e w h er e a p ati e nt f or g ot t o t a k e a d os e. T h e a ct u al e x p os ur e 

c al c ul at i on m a k es n o a dj ust m e nt  for a n y d os e r e d u cti o ns t hat m a y h a v e o c c urr e d.

A ct u al  e xp os ur e f or ol a p a ri b o v e r all ( d a ys) = A ct u al  ex p os ur e f or ola p ari b i n n e o a dj u v a nt 

p eri o d + A ct u al  e x p os ur e f or ola p ari b i n a dj u v a nt p eri o d.

N u m b e r of t r e at m e nt c y cl es r e c ei v e d: 

E x p os ur e of  dur v al u m a b will als o b e m e as ur e d b y t he n u m b er c y cl es (i. e. t ot al nu m b er of 

i nf usi ons r e c ei v e d). A c ycl e c orr e s p o n d s t o a p eri o d of  2 8 d a y s.  If a c ycl e is pr ol o n g e d d u e 

t o t o xici t y, t hi s s h o uld still b e c o u nt e d as o n e c y cl e. A c y cl e will b e c o u nt e d if tr e at me nt is 

st art e d e v e n if t h e f ull d os e is n ot d eli v er e d.

Miss e d o r f o r g ott e n d os es of ol a p a ri b:

Miss e d a n d f or g ott e n d os es of  ol a pari b s h o uld b e r e c or d e d o n t he E X m o d ul e as a d os e 

i nterr u pti o n wi t h th e r e as o n r e c or d e d as “ S u bj e ct f or g ot t o t a k e d os e ”. T h es e miss e d or 

f or g ott e n d os es will n ot b e i n cl u d e d as d os e i nterr u pti o ns i n t he s u m m ar y t a bl es b ut t he 

i nf or mat i on will a p p e ar i n t h e list i n g f or d osi n g.  H o w e v er, t h es e miss e d a n d f or g ott e n d os es 

will b e c o nsi d er e d i n t h e d eri v at i on of a ct u al e x p os ur e.

P ati e nts w h o p e r m a n e ntl y dis c o nti n u e d u ri n g a d os e i nt e r r u pti o n:

If a p ati e nt p er m a n e nt l y dis c o nti n u es st u d y tr e at m e nt d uri n g a d os e i nt err u pti o n, t he n t h e d at e 

of  la st a d mi ni str ati o n of  st u d y me di c at i on r e c or d e d o n D O S DI S C, D O S DI S C 1 or 

D O S DI S C 2 will b e us e d i n t he pr o gr a m mi n g. T h e d os e i nterr u pti o n t hat h a p p e ns 

i m m e di at el y b ef or e p ati e nts p er m a n e nt l y dis c o nti n u e t he st u d y tr e at m e nt will n ot b e i n cl u d e d 

i n t h e s u m m ar y t a bl e as i nt err u pti o n (i. e. a n i nt err u pti o n will o nl y b e i n cl u d e d if t h e dr u g w as 

r est art e d).  
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S af et y F oll o w -u p:

T ot al  S af ety F o ll ow -u p = mi n[(l ast d os e d at e + x x d a ys), d at e of wit h dr a w al of c o ns e nt, d at e 

of  d e at h, d at e of D C O)] – first d os e d at e + 1, w h er e t he ‘l ast d os e d at e + x x d a ys’ will b e t h e 

‘l ast d os e d at e of ol a p ari b + 3 0 d a ys’ or ‘l ast d os e d at e of d ur v al u m a b + 9 0 d a ys’, w hi c h e v er 

is l at er.

D os e r e d u cti o n a n d i nt e r r u pti o n:

D os e r e d u cti o ns a n d d os e i nterr u pti o ns will b e b as e d o n i n v esti g at or i niti at e d d osi n g 
d e cisi o ns. D os e i nterr u pti o ns of  ol a p ari b d u e t o “ S u bj e ct F or g ot t o T a k e D o s e ” will b e 
o mitt e d fr o m t h es e s u m m ari es.

4. 6. 1. 2 P r es e nt ati o n

E x p os ur e will b e s u m m aris e d f or t h e S af et y A n al ysis S et b y a ct u al  st u d y int er v e nt i on. T h e 

f oll owi n g s u m m ari es will b e pr o d u c e d:

 T ot al  e x p os ur e d ur ati o n of d ur v al u m a b a n d ol a p ari b ( o v er all a n d d uri n g t h e n e o a dj u v a nt 
a n d a dj u v a nt p h as es s e p ar at el y );

 A ct u al  ex p os ur e d ur ati o n of  dur v al u m a b a n d ol a p ari b ( o v er all a n d d uri n g t he n e o a dj u v a nt 
a n d a dj u v a nt p h as es s e p ar at el y );

 T ot al  n u m b er of c y cl es will b e pr o d u c e d;
 S u m m ar y  of d os e r e d u cti o ns a n d d os e i nt err u pti o ns/ d os e d el a ys t o g et h er wit h r e as o ns f or 

e a c h d os e m o difi c at i on will b e pr o d u c e d ( o v er all a n d d uri n g t he n e o a dj u v a nt a n d 
a dj u v a nt p h as es s e p ar at el y).

All d osi n g d at a wi ll b e list e d.

4. 6. 2 A d v e rs e E v e nts

4. 6. 2. 1 D efi niti o ns a n d D e ri v ati o ns

A d v ers e e v e nts ( A Es) will b e c o d e d usi n g t h e m ost r e c e nt v ersi o n of t h e M e di c al Di ct i on ar y 

f or R e g ul at or y A cti viti es ( M e d D R A). A Es will b e assi g n e d C T C A E gr a d es ( N ati o n al C a n c er 

I nstitut e ( N CI) C T C A E v ersi o n 5. 0). Gr a d e r ef ers t o t he s e v erit y of  th e A E. T h e C T C A E 

di s pl a ys Gr a d es 1 t hr o u g h 5 wit h u ni q u e cli ni c al d es cri pt i ons of s e v erit y f or e a c h A E.

T r e at m e nt -e m e r g e nt A Es

Tr e at m e n t-e m er g e nt A Es ( T E A Es) ar e t h os e e v e nts wi t h a n o n s et d at e ( or w or s e ni n g) o n or 

af t er t h e first d o s e of  st u d y int er v e nti o n a n d wi t hi n 3 0 d a ys f oll o wi n g dis c o nt i n u ati on wi t h 
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ol a p ari b (in cl u di n g n e o a dj u v a nt a n d a dj u v a nt a d mi nistr ati o ns) or 9 0 d a y s f oll owi n g 

di s c o nti n u at i on wi t h d ur v al u m a b, w hi c h e v er is l o n g er.

M ost c o m m o n T E A Es

M ost c o m m o n T E A Es ar e e v e nts t h at o c c ur i n at l e ast 5 % of p ati e nts i n t he S af et y A n al ysis 

S et. T h e c ut -off v al u e of  5% m a y b e m o difi e d aft er r e vi e w of  t he d at a. W h e n a p pl yi n g t he 

c ut -off v al u e (i. e., 5 %), t he r a w p er c e nt a g e will b e c o m p ar e d t o t he c ut -off v al u e a n d n o 

r o u n di n g will b e a p pli e d (i. e., a n A E wit h fr e q u e n c y of 4. 9 % will n ot b e i n cl u d e d i n t his t a bl e 

if a c ut-off is 5 %).

Ot h e r si g nifi c a nt a d v e rs e e v e nts

D uri n g t h e e v al u ati o n o f th e A E d at a, a n Astr a Z e n e c a m e di c all y q u alifi e d e x p ert will r e vi e w 

t he list of  AEs t hat w er e n ot r e p ort e d as S A Es a n d A Es l ea di n g t o dis c o nt i n u ati on of 

i nter v e nt i on. B as e d o n t he e x p ert’s j u d g e m e nt, A Es of  parti c ul ar cli ni c al i m p ort a n c e m a y,  

af t er c ons ult ati o n wit h t h e Gl o b al  S af et y P h ysi ci a n, b e c o nsi d er e d ot h er si g nifi c a nt A Es a n d 

r e p ort e d i n t he C S R. A si mil ar r e vi e w of  la b or at or y  val u es, vit al  si g ns, E C Gs, a n d ot h er 

s af et y ass ess m e nts will b e p erf or m e d f or i d e nt ifi c ati o n of ot h er si g nifi c a nt A Es.

A Es of s p e ci al i nt e r est ( A E SI)

Ol a p a ri b A Es of s p e ci al i nt e r est

Ol a p ari b a d v ers e e v e nts of  sp e ci al i nt er est ( A E SI) ar e e v e nts of  sci e nt ifi c a n d m e di c al i nt er est

s p e cifi c t o t he f urt h er u n d erst a n di n g of  t he s af et y pr ofil e of  ola p ari b a n d m a y r e q uir e cl o s e

m o nit ori n g a n d r a pi d c o m m u ni c ati o n b y  t he i n v esti g at ors t o Astr a Z e n e c a. A n A E SI m a y be

s erio u s or n o n -s erio u s.

T h es e A E SI s ar e i d e ntifi e d a s a li st of c at e g orie s pr o vi d e d b y t h e p ati e nt s af et y t e a m. Ot h er 

c at e g ori e s m a y b e a d d e d as n e c ess ar y  or e xisti n g t er ms m a y be m er g e d.

A n Astr a Z e n e c a m e di c all y q u alifi e d e x p ert, aft er c o ns ult ati o n wit h t h e Gl o b al P ati e nt S af et y

P h ysi ci a n, h as r e vi e w e d t h e A E s of i nter est a n d i d e ntifi e d w hi c h pr ef err e d t er ms c o ntri b ut e 

t o e a c h A E SI. A f urt h er r e vie w will t a k e pl a c e pri or t o D B L t o e n s ur e a n y furt h er t er m s n ot

al r e a d y i n cl u d e d ar e c a pt ur e d wit hi n t h e c at e g ori es.

D u r v al u m a b A Es of s p e ci al i nt e r est a n d A Es of p ossi bl e i nt e r est

S o m e cli ni c al c o n c e pts (i n cl u di n g s o m e s el e ct e d i n di vi d u al pr ef err e d t er ms a n d hi g h er l e v el

t er ms) h a v e b e e n c o nsi d er e d “ A Es of s p e ci al i nt er est ” ( A E SI) a n d “ A Es o f p ossi bl e i nt er est ”

( A E PI) t o t h e d ur v al u m a b pr o gr a m.
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A E SI ar e d efi n e d as A Es t hat i n cl u d e, b ut ar e n ot li mit e d t o, e v e nts wit h a p ot e nti al

i nfl a m m at or y or i m m u n e m e di at e d m e c h a nis m t h at m a y r e q uir e m o r e fr e q u e nt m o nit ori n g

a n d/ or i nt er v e nt i ons s u c h as c orti c ost er oi ds, i m m u n os u p pr ess a nts, a n d/ or e n d o cri n e t h er a p y.

E n d o cri n e t her a pi e s i n cl u d e st a n d ar d e n d o cri n e s u p ple m e nt ati o n, as w ell a s tr e at me nt of

s y m pt o ms r e s ultin g fr om e n d o cri n e di s or d er s (f or e x a m pl e, t her a pi es f or h y p ert h y r oidi s m

i n cl u d e b et a bl o c k ers [ e. g., pr o pr a n ol o l], c al ci u m c h a n n el bl o c k ers [ e. g., v er a p a mil,

dilt i a z e m], met hi m a z o l e, pr o p ylthi o ur a cil, a n d s o di u m p er c hl or at e).

T h e A E PIs r e p ort e d i n t he Astr a Z e n e c a -s p o ns or e d d ur v al u m a b st u dies ar e d efi n e d as A Es 

t hat c o ul d h a v e a p ot e nti al  infl a m m at or y  or i m m u n e-m e di at e d p at h o p h y siol o gi c al b asis 

r e s ultin g fr om t he m e c h a ni s m  of a ctio n of  d ur v al u m a b b ut ar e mor e li k el y t o h a v e o c c urr e d 

d u e t o ot h er p at h o p h ysi o l ogi c al m e c h a nis ms, t hus, th e li k eli h o o d of  th e e v e nt b ei n g 

i nfl a m m at or y or i m m u n e-m e di at e d i n n at ur e is n ot hi g h a n d/ or is m o st of t e n or us u all y 

e x pl ai n e d b y t h e ot h er c a us es.

T h e A E SIs a n d A E PIs h a v e b e e n c at e g ori z e d i nt o t he f oll owi n g A E SI/ A E PI c at e g ori es:

P n e u m o nit is, H e p at i c e v e nt s, Di arr h o e a/ C o litis, I nt esti n al p erf or ati o ns, A dr e n al 

I ns uffi ci e n c y, T y p e 1 di a b et es m e llit us, H y p ert h yr oi d e v e nts, H y p o p h ysit is, H y p ot h y r oid 

e v e nts, T h y r oidi tis, R e n al e v e nts, D er m at itis/R as h, P a n cr e at i c e v e nts, M y o c ar di tis, 

M y ast h e ni a gr a vis, G uill ai n- B arr e s y n dr o me, M y o si tis, I nf usi on/ h y p ers e nsit i vity r e a cti ons 

a n d Ot h er r ar e/ mis c ell a n e o us. Ot h er c at e g ori es m a y b e a d d e d or e xist i n g t er ms m a y b e 

m er g e d as n e c ess ar y.

A n Astr a Z e n e c a m e di c all y q u alifi e d e x p ert aft er c o ns ult ati o n wit h t h e Gl o b al  P atie nt S af et y

P h ysi ci a n h as r e vi e w e d t he A Es of  int er est a n d i d e ntifi e d w hi c h pr ef err e d t er ms c o ntri b ut e 

t o e a c h A E SI/ A E PI. A f urt h er r e vi e w will t a k e pl a c e pri or t o D at a b as e l o c k ( D B L) t o e ns ur e 

a n y f urt h er t er ms n ot alr e a d y i n cl u d e d ar e c a pt ur e d wit hi n t he c at e g ori e s.

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

i m A E will b e i d e ntifi e d fr om b ot h t h e D ur v al u m a b A Es of s p e ci al i nt er est ( A E SIs) a n d A Es

of  possi bl e i nter e st ( A E PIs) b as e d o n pr o gr a m m at i c r ul es t hat c o nsi d er i nter v e nt i ons 

i n v ol vi n g s yst e mi c st er oid t her a p y , i m m u n os u p pr ess a nt us e, a n d/ or e n d o cri n e t her a p y 

( w hi c h, i n t he c as e of  AE PI s, o c c urs aft er first c o nsi d eri n g a n I n v esti g at or’s c a us alit y 

ass ess m e nt a n d/ or a n I n v esti g at or’s d esi g n ati on o f a n e v e nt as i m m u n e-m e d i at e d). E n d o cri n e 

t her a pi es i n cl u d e st a n d ar d e n d o cri n e s u p pl e m e nt atio n, as w ell a s tr e at me nt of  sy m pt o ms 

r e s ultin g fr o m e n d o cri n e di s or d er s (f or e x a m pl e, t h er a pi es f or h yp ert h y r oidi s m  in cl u d e b et a 

bl o c k ers [ e. g., pr o pr a n ol o l], c al ci u m  ch a n n el bl o c k er s [ e. g., v er a p a mil, dilt i az e m ], 

m et hi m a z o l e, pr o p yl t hi our a cil, a n d s o di u m p er c hl or at e).



S T A TI S TI C A L A N A L Y SI S P L A N Astr a Z e n e c a

D 9 3 1 C C 0 0 0 0 1 – e d 1. 0 2 9- N o v - 2 0 2 2

C O N FI D E N TI A L A N D P R O P RI E T A R Y 4 1 of 5 1

F urt h er d et ails ar e pr o vi d e d i n a s e p ar at e i m A E c h art er. I n a d diti o n, t h e S p o ns or m a y p erf or m

m e di c al r e vi e w of t h os e A E SIs a n d cl assif y t h e m as i m A Es or n ot i m A Es vi a a n i n d e p e n d e nt

m a n u al a dj u di c at i on pr o c ess.

C o u nti n g i n ci d e n c e p r o p o rti o ns of a d v e rs e e v e nts 

K e y g ui d eli n es f or c o u nti n g i n ci d e n c e pr o p orti o ns of a d v ers e e v e nts ar e as f o ll ows:

 W h e n a p ati e nt h as t h e s a m e A E r e p ort e d m ult i pl e ti m es d uri n g a n a n al ysis p eri o d b as e d 

o n S O C a n d P T, t h e p ati e nt will o nl y b e c o u nt e d o n c e wi t hi n a l ev el of  Me d D R A i n a n 

A E i n ci d e n c e t a bl e.

 W h e n ass essi n g i n v esti g at or-r e p ort e d r el ati ons hi p t o st u d y dr u g of  th e A Es, if a n A E  

c h a n g es i n c a u s al  rel at i ons hi p d uri n g a n a n al ysis p eri o d f or a p ati e nt, t he r elat e d e v e nt 

will b e c h os e n. C a us all y r el at e d A Es will i n cl u d e t hos e r e p ort e d as r el at e d b y t he 

i n v esti g at or a n d t h os e wit h a missi n g r el ati ons hi p. A E wit h a missi n g r el ati o ns hi p will b e 

pr es e nt e d as r el at e d i n s u m m ar y ta bl es b ut will b e pr es e nt e d i n t he d at a listi n g wi t h a 

missi n g r el at i ons hi p.

 W h e n s u m m arisi n g i nte nsi t y of t he A Es, if a n A E  ch a n g es i n C T C A E gr a d e d uri n g a n 

a n al ysis p eri o d f or a p ati e nt, t h e A E wit h t h e m a xi m u m C T C A E gr a d e will b e c h os e n. I n 

c as e t he A E t er m (S O C a n d P T) is r e p ort e d m o r e t ha n o n c e, o n e of  th e m wi t h missi n g 

gr a d e, a n d at l e a st a n ot h er wi t h no n -missi n g gr a d e, t h e m a xi m u m  C T C A E gr a d e will be 

c h os e n fr om t he n o n- missi n g gr a d e v al u es a n d t h e missi n g gr a d e c a n b e i g n or e d. If all 

ar e of  missi n g gr a d e, t he n t he A E s e v erit y will  be s u m m aris e d i n a n a d di tio n al 

“ U n k n o w n ” i nt e nsit y c at e g or y . 

4. 6. 2. 2 P r es e nt ati o n

T h e A E s u m m ari es, u nl ess ot h er wis e st at e d, will b e b as e d o n tr e at me nt -e m er g e nt A Es u p 

u nt il t he st art of  su bs e q u e nt a nti -c a n c er t her a p y  (i n cl u di n g n o n- p alli at i v e r a diot h er a p y ) or 

u nt il t h e e n d of s af ety f oll ow- u p p eri o d (l at est of eit h er 3 0 d a y s f o ll o wi n g dis c o nti n u ati on o f 

ol a p ari b or 9 0 d a y s f oll o wi n g dis c o nt i n u ati on of  d ur v al u m a b), w hi c h e v er o c c urs first. T hi s 

will m or e a c c ur at el y d e pi ct A Es attri b ut a bl e t o o nl y t h e st u d y  tr e at me nt as a n u m b er of A Es 

f oll owi n g d is c o nti n u ati on of  th e st u d y tr e at me nt ar e li kel y  to b e attri b ut a bl e t o s u bs e q u e nt 

t her a p y . I n or d er t o ass ess t h e l o n g er-t er m t o xici t y pr ofil e, a s el e cti on o f A E s u m m ari es m a y 

b e pr o d u c e d c o n t ai ni n g A Es o bs er v e d u p u nt il th e e n d o f f oll ow- u p p eri o d (i. e. w ith o ut t a ki n g 

s u bs e q u e nt t h er a p y int o a c c o u nt). 
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All a d v ers e e v e nt s u m m ar y t a bl es will i n cl u d e tr e at m e nt -e m er g e nt A Es o bs er v e d o v er all a n d 

will b e s u m m aris e d b y p h as e: n e o -a dj u v a nt i nter v e nt i on p eri o d (ie, u p t o s ur g er y) a n d 

a dj u v a nt i nt er v e nt i on p eri o d (i e, fr o m first d o s e of ola p ari b aft er s ur g er y  u p t o 3 0 d a ys aft er

di s c o nti n u at i on of o l a p ari b). 

A n o v er vi e w t a bl e will s u m m ari z e t he n u m b er a n d p er c e nt a g e of  pati e nts i n e a c h c at e g or y 
list e d b el o w as w ell  as t he n u m b er of  in di vi d u al  oc c ur e n c es i n t hos e c at e g ori e s b y a ct u al 
st u d y int er v e nt i on gr o u p ( o v er all a n d b y tr e at m e nt p h as e). E a c h A E c at e g or y  will b e 
s e p ar at el y s u m m aris e d b y S O C a n d P T:

 All T E A Es
 T E A Es b y  ma xi m u m  C T C A E gr a d e
 T E A E s wi t h ma xi m u m  C T C A E gr a d e 3 or 4
 T E A Es c a us all y r el at e d t o ol a p ari b/ d u r v al u m a b *
 T E A E s wi t h ma xi m u m  C T C A E gr a d e 3 or 4, c a us all y r el at e d t o ola p ari b/ d ur v al u m a b *
 T E A E s wi t h o ut c o me of  d e at h
 T E A E s wi t h o ut c o me of  d e at h c a us all y r el at e d t o ol a p ari b/ d ur v al u m a b * 
 All s erio u s tr e at m e nt e m er g e nt a d v ers e e v e nts ( S A Es)
 All S A Es c a u s all y r el at e d t o ola p ari b/ d ur v al u m a b * 
 T E A E s l e a di n g t o di s c o nt i n u ati on of st u d y int er v e nt i on
 T E A E s l e a di n g t o di s c o nt i n u ati on of st u d y  int er v e nt i on, c a us all y  r el at e d t o 

ol a p ari b/ d ur v al u m a b *
 A Es l e a di n g t o a d os e i nt err u pti o n of d ur v al u m a b/ ol a p ari b
 A Es l e a di n g t o a d os e r e d u cti o n of ol a p ari b
 Ot h er si g nifi c a nt A Es ( O A Es)
 I mm u n e m e d i at e d A Es as d et er mi n e d b y r e p orti n g i n v e stig at or  
 I nf usi on r el at e d A Es as d et er mi n e d b y  t h e r e p orti n g i n v esti g at or

* C a us alit y as d et er mi n e d b y t h e r e p orti n g i n v esti g at or

S orti n g will b e b y  int er n at i on all y  a gr e e d or d er f or S O C, a n d al p h a b eti call y f or P T wit hi n 

S O C.

A d dit i on all y , t h e mo st c o m m o n  AEs will b e s u m m aris e d b y  P T, b y d e cr e asi n g fr e q u e n c y 

b as e d o n t h e t ot al n u m b er of A Es a cr oss tr e at m e nt gr o u ps. T his c ut -off m a y b e m o difi e d 

af t er r e vie w of t h e d at a. 

Listi n gs 

All r e p ort e d A Es (i n cl u di n g pr e - a n d p ost -tr e at m e nt A Es) will b e list e d i n cl u di n g t h e d at e 

of  o ns et, d at e of r es ol uti on (if A E is r es o l v e d) a n d i n v esti g at or’s ass ess m e nt of C T C A E 

gr a d e a n d r el at i ons hi p t o st u d y tr e at m e nt . 

I n a d di tio n, k e y  pat i ent  inf or m ati o n will  be list e d s e p ar at el y for p arti ci p a nts wi t h AEs wi t h 

o ut c o m e of  d e at h, S A Es, A Es l e a di n g t o dis c o nt i n u ati o n of st u d y int er v e nt i on .
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A fl a g i n di c ati n g t he p h a s e ( n e o a dj u v a nt or a dj u v a nt) d uri n g w hi c h T E A E o c c urr e d will b e 

a d d e d a n d a n y e v e nts t h at o c c ur aft er a p ati e nt h as r e c ei v e d f urt h er t h er a p y f or c a n c er will b e 

fl a g g e d i n t h e d at a listi n gs.

D e at h

A s e p ar at e s u m m ar y of  all d e at h s will  be pr o vi d e d wi t h nu m b er a n d p er c e nt a g e of  pat i ent s 
b y tr e at m e nt gr o u p, c at e g ori z e d as:

 T ot al  n u m b er of d e at h (r e g ar dl ess of d at e of d e at h)
 D e at h r el at e d t o di s e as e u n d er i n v est i g ati on o nl y  as d et er mi n e d b y t h e i n v esti g at or
 A E wi t h o ut c o me of  d e at h o nl y 
 D e at h r el at e d t o di s e as e u n d er i n v est i g ati on a n d a n A E wi t h o ut c o me of  d e at h 
 D e at hs aft er e n d o f s af ety f o ll ow u p p eri o d (l at est of eit h er l ast tr e at me nt d os e of  ol a p ari b 

+ 3 0 d a y s or l ast i nf usi on of  dur v al u m a b + 9 0 d a ys), a n d n ot d u e t o dis e as e u n d er 
i nv e sti g at i on

 U n k n o w n r e as o n f or d e at h 
 Ot h er d e at hs

A list of all d e at hs will als o b e pr o d u c e d.

A d v e rs e e v e nts of s p e ci al i nt e r est ( A E S I) a n d a d v e rs e e v e nts of p ossi bl e

i nt e r est ( A E PI)

Pr ef err e d t er ms us e d t o i d e ntif y A E SI a n d a d v ers e e v e nts p ossi bl e i nter e st ( A E PIs ar e f or 

d ur v al u m a b o nl y ) will b e list e d b ef or e D B L a n d d o c u m e nt e d i n t he St u d y  Mast er Fil e.

F o r D u r v al u m a b : Gr o u p e d s u m m ar y t a bl es of c ert ai n M e d D R A pr ef err e d t er ms will b e 

pr o d u c e d a n d m a y als o s h o w t h e i n di vi d u al pr ef err e d t er ms w hi c h c o nstit ut e e a c h 

A E SI/ A E PI gr o u pi n g. Gr o u pi n gs will b e b as e d o n pr ef err e d t er ms pr o vi d e d b y t h e m e di c al 

t e a m prior t o D B L, a n d a list i n g of t h e pr ef err e d t er ms i n e a c h gr o u pi n g will b e pr o vi d e d.

F o r Ol a p a ri b: A s e p ar at e s u m m ar y t a bl e will als o  b e pr o d u c e d c a pt urin g a n y t o xi cit i es of 

i nter est. N ot e t h e s u m m ar y  t a bl e c a pt uri n g t h e t o xi citi es of i nt er est of M D S/ A M L a n d n e w 

pri m ar y  mali g n a n c y  in cl u d es e v e nts fr o m  first d os e of st u d y dr u g u ntil t h e e n d of t h e st u d y 

(i. e. n ot r estri ct e d t o tr e at m e nt e m er g e nt e v e nts).

T h e t o xi ci ties o f i nter est ar e:

 M y el o d ys pl ast i c s y n dr om e/ A c ut e M y el o i d L e u k a e mi a

 N e w Pri m ar y M ali g n a n c y

 P n e u m o nit is
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I m m u n e -m e di at e d A d v e rs e e v e nts (i m A Es)

T h e i m A Es ( as cl assifi e d b y t he S p o ns or) will b e s u m m ari z e d i n t he si mil ar m a n n er as f or 

t he s u m m ari es f or d ur v al u m a b A E SI/ A E PI d es cri b e d a b o v e. S e e f urt h er d et ails i n t he 

d ur v al u m a b i m A E C h art er wit h r es p e ct t o d eri v at i o n r ul es.

4. 6. 3 Cli ni c al L a b o r at o r y, Bl o o d S a m pl e

4. 6. 3. 1 D efi niti o ns a n d D e ri v ati o ns

Ass ess m e nts of  saf et y l a b or at or y tests will b e p erf or m e d at a l oc a l l a b or at or y at or ne ar t o 

t he i n v esti g at or sit e. P ar a m et ers r el at e d t o bl o o d s a mpl e l ab or at or y  dat a i n cl u di n g 

h a e m at ol o g y , cli ni c al c h e mi str y  a nd c o a g ul at i on (s e e C S P, T a bl es 9 f or a list of  la b or at or y 

t ests) will b e ass ess e d b as e d o n s a m pl es t hat will b e c o ll e ct e d t hr o u g h o ut t he st u d y, fr o m 

s cr e e ni n g t o e n d of s af et y f oll ow -u p visit. 

A bs ol ut e v al u es will b e c o m p ar e d t o t he l oc al  la b or at or y  ref er e n c e r a n g e a n d cl assifi e d as 

l ow ( b el o w r a n g e), n or mal  (wi t hi n r a n g e or o n li mits of  ra n g e) a n d hi g h ( a b o v e r a ng e). All 

v al u es cl assifi e d as hi g h or l o w will b e fl a g g e d o n t h e list i n gs. 

D eri v at i on r ule s f or p ost b as eli n e visit v al u es d et er mi n ati o n i n cl u di n g vi si t wi n d o w a n d 

m ult i pl e r e c or ds ar e d es cri b e d i n S e cti on  3. 3 . 

As a p pli c a bl e, v al u es will  be c o n v ert e d t o st a n d ar d u nits a n d will b e gr a d e d usi n g C T C A E 

v ersi o n 5. 0. M a xi m u m p ost -b as eli n e C T C A E gr a d e will als o b e c al c ul at e d. 

4. 6. 3. 2 P r es e nt ati o ns

D at a o bt ai n e d u p u nt il t h e e n d of s af ety f oll ow- u p p eri o d (l at e st of 9 0 d a y s aft er l ast d os e of 

d ur v al u m a b or 3 0 d a ys af t er t he l ast d os e of  ol a p ari b i nter v e nti o n p eri o d) or u ntil t he 

i niti ati on of  th e s u bs e q u e nt t her a p y  (i n cl u di n g n o n p alli at i v e r a diot h er a p y ) f oll owi n g 

di s c o nti n u at i on of  tr e at m e nt ( w hi c h e v er o c c urs first) will b e us e d f or r e p orti n g. T his will 

m o r e a c c ur at el y  de pi ct l ab or at or y  to xi cit i es attri b ut a bl e t o o nl y  th e st u d y tr e at me nt as a 

n u m b er of  to xi ci ties i n t he f oll ow- u p p eri o d ar e li k el y t o b e attri b ut a bl e t o s u bs e q u e nt 

t her a p y . 

A n y d at a c oll e ct e d aft er t h e e n d of s ur vi v al f o ll ow -u p p eri o d (i. e. aft er t h e l ast s af et y f oll ow-

u p visit) will n ot b e s u m m aris e d.

A s m all s el e ct i on o f s um m ar i es of l a b or at or y d at a m a y als o b e pr o d u c e d c o nt ai ni n g d at a fr o m 

i niti ati on of  th e first s u bs e q u e nt t her a p y  fol l owi n g di s c o nt i n u ati on of  st u d y tr e at me nt u nt il 
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t he l ate st of  90 d a y s f oll owi n g di s c o nti n u ati o n of  dur v al u m a b or 3 0 d a ys f oll owi n g 

di s c o nti n u at i on o f ol a p ari b (i. e. s u m m arisi n g t h e l a b or at or y d at a c oll e ct e d o n p ati e nts t a ki n g 

s u bs e q u e nt t her a p y  duri n g t he s af et y c oll e cti o n f oll o w-u p wi n d o w p ost dis c o nti n u ati o n of 

st u d y tr e at me nt). T h e s e o ut p ut s will o nl y  be pr o d u c e d if t he n u m b er of l a b or at or y t o xici tie s 

o bs er v e d w arr a nt t h e i n cl usi o n of s u c h o ut p uts f or i nt er pr et ati o n al p ur p os es. 

D at a s u m m ari es will b e pr o vi d e d i n I nt er n at i on al S yst e m ( SI) of u nit s.

B o x -pl ot s  of a bs o l ute v al u es a n d c h a n g e fr om b as eli n e f or a s ele ct i on of  co nti n u o us 

l a b or at or y ass ess m e nts will b e pr es e nt e d. 

F or all c o nt i n u o us l ab or at or y  ass ess m e nts, a b s ol ut e v al u e, c h a n g e fr om b as eli n e a n d 

p er c e nt a g e c h a n g e fr om b as eli n e will b e s u m m aris e d usi n g d es cri pti v e st atist i cs at e a c h 

s c h e d ul e d ass ess m e nt ti m e b y a ct u al  st u d y int er v e nt i on gr o u p. F or c at e g ori c al l a b or at or y 

ass ess m e nts, s hift fr o m b as eli n e will b e s u m m aris e d usi n g fr e q u e n c y  a nd pr o p orti o n at e a c h 

s c h e d ul e d ass ess m e nt ti m e b y a ct u al st u d y  int er v e nt i on gr o u p.

S hift t a bl es f or la b or at or y  val u e s b y  w or st c o m mo n  t o xici t y crit eria ( C T C A E) gr a d e will  be 

pr o d u c e d, a n d f or s p e cifi c p ar a m et ers t he i n di c atio n of h y p er - a n d h y p o -dir e cti o n alit y of  

c h a n g e will b e pr o d u c e d. T h e l ab or at or y  par a m et ers f or w hi c h C T C A E gr a d e s hift o ut p uts 

will b e pr o d u c e d ar e:

 H a e m at ol o g y : H a e mo gl o bi n, T ot al  w hit e c ell co u nt ( L e u k o c y t e s), A b s olut e l y m p h o c yt e 
c o u nt, A bs o l ute n e utr o p hil c o u nt, Pl at el et c o u nt 

 Cli ni c al c h e mi str y : Al b u mi n – h y p o a n d – h y p er, A L P, A L T, A m yl as e, A S T, Bilir u bi n 
(t ot al), Cr e ati ni n e, T ot al  cal ci u m  – h y p o a n d – h y p er, G a m m a gl ut a m yl tr a nsf er as e, 
Gl u c os e – h y p o a n d – h y p er, L a ct at e D e h y dr o g e n as e , Li p as e, M a g n esi u m - h y p o a n d -
h y p er, P ot assi u m – h y p o a n d – h y p er, S o di u m  – h y p o a n d – h y p er, T S H. 

T h e d e n o mi n at or us e d i n s hift t a bl es will o nl y i n cl u d e e v al u a bl e p at i ent s, i. e., t h os e w h o h a d 

s uffi ci e nt d at a t o h a v e t h e p ossi bilit y of a n a b n or m alit y.

F or e x a m pl e:

 If a C T C A E crit eri o n i n v ol v es a c h a n g e fr om b as eli n e, e v al u a bl e p at i ent s w o ul d h a v e 
b ot h a pr e -d os e a n d at l e ast 1 p ost -d os e v al u e r e c or d e d.

 If a C T C A E cri t erio n d o es n ot c o nsi d er c h a n g es fr o m bas eli n e t o b e e v al u a bl e, t he 
p ati e nt n e e d o nl y h a v e 1 p ost -d os e v al u e r e c or d e d.

Cli ni c all y si g nifi c a nt l a b or at or y r es ults will b e fl a g g e d a n d list e d. R ef er e n c e r a n g es will als o 
b e list e d. All l a b or at or y s u m m ari es a n d listi n gs will b e pr es e nt e d b y a ct u al st u d y i nt er v e nti on 
gr o u p.
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Li v e r F u n cti o n

F or li v er bi o c h e mistr y , t he f oll owi n g s u m m arie s will i n cl u d e t he n u m b er a n d p er c e nt of  

p ati e nts w h o h a v e:

 El e v at e d A L T, A S T, a n d T ot al bilir u bi n d uri n g t h e st u d y

 A L T ≥ 3 x – ≤ 5 x, > 5 x – ≤ 8 x, > 8 x - ≤ 1 0 x, > 1 0 x - ≤ 2 0 x a n d > 2 0 x U p p er Li mi t of 
N or m al  ( U L N) d uri n g t h e st u d y

 A S T ≥ 3 x- – ≤ 5 x, > 5 x – ≤ 8 x, > 8 x - ≤ 1 0 x, > 1 0 x - ≤ 2 0 x, a n d > 2 0 x U L N d uri n g t h e 
st u d y

 T ot al  bilir u bi n ≥ 2 x - ≤3 x, > 3 x - ≤5 x, > 5 x U L N d uri n g t h e st u d y
 A L T or A S T ≥ 3 x - ≤5 x, > 5 x - ≤8 x, > 8 x - ≤ 1 0 x, > 1 0 x - ≤ 2 0 x, a n d > 2 0 x U L N d uri n g 

t he st u d y
 A L T or A S T ≥ 3 x U L N a n d T ot al bilir u bi n ≥ 2 x U L N d uri n g t h e st u d y ( P ot e nti al H y ’s 

l a w: T h e o ns et d at e of  AL T or A S T el e v at i on s h o uld b e pri or t o or o n t he d at e of 
T ot al  Bilir u bi n el e v ati on)

Li v er bi o c h e mistr y  te st r es ults o v er ti m e f or p ati e nts wi t h el e v at e d A L T or A S T (i. e. ≥ 3 x 

U L N), a n d el e v at e d T ot al  bilir u bi n (i. e. ≥ 2 x U L N) ( at a n y  tim e) will b e pl ott e d. I n di vi d u al 

p ati e nt d at a w h er e A L T or A S T (i. e. ≥ 3 x U L N) pl us T ot al  biliru bi n (i. e. ≥ 2 x U L N) ar e 

el e v at e d at a n y  ti m e will b e list e d als o. 

Pl ot s  of A L T a n d A S T vs. T ot al  bilir u bi n all e x pr ess e d as m ult i pl es of  UL N b y tr e at m e nt 

gr o u p will als o b e pr o d u c e d wit h r ef er e n c e li n es at 3 × U L N f or A L T, A S T, a n d 2 × U L N f or 

T ot al  bilir u bin. I n e a c h pl ot, T ot al  bilir u bi n will be i n t h e v erti c al a xis.

Ass ess m e nt of T h y r oi d F u n cti o n T est R es ults

T h e f oll o wi n g s u m m ari es will i n cl u d e t h e n u m b er a n d p er c e nt a g e of p ati e nts w h o h a v e el e v at e d 
or l o w T S H.

 T S H > U L N
 T S H > U L N wit h T S H ≤ U L N at b as el i n e
 T S H > 3 X U L N
 T S H > 3 X U L N wit h T S H ≤ U L N at b as eli n e
 T S H > 1 0 X U L N
 T S H > 1 0 X U L N wit h T S H ≤ U L N at b as eli n e;
 T S H < L L N
 T S H < L L N wit h T S H ≥ L L N at b as eli n e
 N u m b er of p ati e nts wit h at l e ast o n e b as eli n e a n d p ost -b as eli n e T S H r es ult

o O n -tr e at me nt el e v at e d T S H > U L N a n d a b o v e b as eli n e
o O n -tr e at me nt d e cr e as e d T S H < L L N a n d b el o w b as eli n e

 Gr a d e c h a n g e fr o m b as eli n e t o o n tr e at m e nt mi ni m u m a n d m a xi m u m
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A bs ol ut e v al u e a n d c h a n g e fr o m b as eli n e of T S H, fr e e T 3 a n d fr e e T 4 will b e s u m m aris e d usi n g 
d es cri pti v e st atisti cs at e a c h s c h e d ul e d ass ess m e nt ti m e. 

Ass ess m e nt of R e n al F u n cti o n T est A b n o r m aliti es

I n a d di tio n t o t h e a n al ysis f or s er u m cr e at i ni n e, t h e n u m b er a n d p er c e nt a g e of p ati e nts wit h 

cr e ati ni n e cl e ar a n c e ( Cr Cl) r at e d uri n g tr e at me nt p eri o d m e eti n g t he f o ll owi n g c at e g ori e s will 

b e pr es e nt e d:

 N or m al: Cr Cl  ≥ 9 0 m L/ mi n

 Mil d I m p air m e nt: Cr Cl ≥ 6 0 - < 9 0 m L/ mi n

 M o d er at e I m p ai r me nt: Cr Cl  ≥ 3 0 - < 6 0 m L/ mi n

 S e v er e I m p air m e nt: Cr Cl ≥ 1 5 - < 3 0 m L/ mi n

 Ki d n e y F ail ur e: Cr Cl < 1 5 m L/ mi n

Cr e ati ni n e cl e ar a n c e r at e will b e c al c ul at e d u si n g s er u m  Cr e ati ni n e a n d t h e C o c k cr oft-G a ult 

f or mul a ( C o c k cr oft a n d G a ult 1 9 7 6), as s p e cifi e d i n t h e pr ot o c ol. 

P r e g n a n c y

A listi n g of  pr e g n a n c y re s ul t s a n d, if a p pli c a bl e, a pr e g n a n c y r e p ort will b e pr o vi d e d f or 

s af et y a n al ysis s et.

4. 6. 4 Cli ni c al L a b o r at o r y, U ri n al ysis

4. 6. 4. 1 D efi niti o ns a n d D e ri v ati o ns

Uri n e s a m pl es f or d et er mi n at i on of  urin al ysis i n cl u di n g C o l our a n d a p p e ar a n c e, p H a n d 

s p e cifi c gr a vi t y, Blo o d, Bilir u bi n, Gl u c o s e a n d K et o n es will b e t a k e n at t h e visits i n di c at e d 

i n t h e pr ot o c ol  S O A.

4. 6. 4. 2 P r es e nt ati o ns

C at e g ori c al d at a of uri n al ysis r es ults will b e list e d o nl y.

4. 6. 5 Ot h e r L a b o r at o r y E v al u ati o ns

4. 6. 5. 1 D efi niti o ns a n d D e ri v ati o ns

N ot a p pli c a bl e
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4. 6. 5. 2 P r es e nt ati o ns

N ot a p pli c a bl e 

4. 6. 6 Vit al Si g ns

4. 6. 6. 1 D efi niti o ns a n d D e ri v ati o ns

Vi t al si g ns p ar a m et ers s u c h as s yst oli c bl o o d pr ess ur e ( S B P), di ast oli c bl o o d pr ess ur e ( D B P), 

p ul s e r at e, r es pir at or y r at e, t e mp er at ur e a n d w ei g ht will b e e v al u at e d at  scr e e ni n g, at e a c h 

n e o a dj u v a nt a n d a dj u v a nt c y cl e s, at p ost -n e o a dj u v a nt s af et y f oll ow - u p visit a n d at s af et y 

f oll ow- u p visit. H ei g ht will b e m e as ur e d at s cr e e ni n g o nl y. 

F or C o h ort B o nl y, o n t he first d ur v al u m a b i nf usi o n d a y , vit al  si g ns will  b e c oll e ct e d/r e c or d e d 

i n e C R F at t h e f o ll owi n g ti m es ( b as e d o n a 6 0 -mi n ut e i nf usi o n): 

• Pri or t o t h e b e gi n ni n g of t h e i nf u si o n ( m e a s ur e d o n c e fr o m  a p pr o xi m at el y 3 0 mi n ut e s 

b ef or e u p t o 0 mi n ut es) 

• A p pr o xi m at el y 3 0 mi n ut es d uri n g t h e i nf usi on ( h alf w a y t hr o u g h i nf usi o n) 

• At t h e e n d of t h e i nf usi o n ( a p pr o xi m at el y 6 0 mi n ut es ± 1 0 mi n ut es) 

F or C o h ort B o nl y, o n s u bs e q u e nt i nf usi o n d a ys, bl o o d pr ess ur e, p uls e, a n d ot h er vit al si g ns 

s h o uld b e m e as ur e d, c oll e ct e d/r e c or d e d i n t h e e C R F pri or t o t h e st art of t h e i nf usi o n. 

P arti ci p a nt s s h o uld b e c ar ef ull y  mo ni t or e d, a n d bl o o d pr ess ur e a n d ot h er vit al  si g ns s h o u l d 

b e m e as ur e d d uri n g a n d af t er i nf usi ons, as p er i nstit uti o n st a n d ar ds a n d as cli ni c all y 

i n di c at e d. A n y cli ni c all y si g nifi c a nt c h a n g es i n vit al  si g ns s h o uld b e e nt er e d o nt o a n 

u ns c h e d ul e d vit al si g ns e C R F p a g e. 

F or a n y  AE s of  inf usi o n r e a ct i ons, t h e vit a l sig n s v al u e s s h o ul d b e e nt er e d i nt o t h e e C R F.

F or d eri v at i on of p ost -b as eli n e visit v al u es, visit wi n d o w a n d m ult i pl e r e c or ds h a n dli n g will 

b e h a n dl e d as d es cri b e d i n S e ct i on  3. 3 . 

4. 6. 6. 2 P r es e nt ati o ns

Vi t al si gns p ar a m et ers d efi n e d a b o v e will b e s u m m aris e d o v er ti m e i n t er ms of  abs o l ute 

v al u es a n d c h a n g es fr o m b as eli n e at e a c h s c h e d ul e d visit. 

F or ass ess m e nts r el at e d t o t h e first i nf usi o n of d ur v al u m a b ( c o h ort B o nl y C y cl e 1), d at a f or 

t he 3 ti m e p o i nts ( pr e-d os e, d uri n g a n d aft er i nf usi o n) will als o b e s u m m aris e d. C h a n g e fr o m 

pr e -d os e t o d uri n g/ aft er i nf usi on will  be als o s u m m aris e d f or d uri n g a n d aft er i nf usi on vit al 

sig n s.
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Vi t al si g ns d at a will b e list e d b y a ct u al tr e at m e nt ar m.

4. 6. 7 El e ct r o c a r di o g r a m

4. 6. 7. 1 D efi niti o ns a n d D e ri v ati o ns

Si n gl e 1 2- l e a d el e ctr o c ar di o gr a ms ( E C Gs) will b e p erf or m e d f or p arti ci p a nt r e c ei vi n g 

d ur v al u m a b o nl y at s cr e e ni n g, w h e n cli ni c all y i n di c at e d d uri n g t h e n e o a dj u v a nt i nt er v e nt i on 

p eri o d a n d at p ost -n e o d aj u v a nt s af et y ass ess m e nt ( 9 0 d a ys fr o m l ast i nf usi on o f d ur v al u m a b). 

All E C Gs s h o uld b e ass ess e d b y t he i n v esti g at or, o n t he st u d y d a ys t hat t he E C Gs w er e 

p erf or m e d, as t o w h et h er t he y  ar e cli ni c all y si g nifi c a ntl y ab n or m al . A n y clini c all y  si g nifi c a nt 

a b n or m ali ties d et e ct e d r e q uir e tripli c at e E C G r e s ul t s. At  ea c h ti m e p oi nt at w hi c h tripli c at e 

E C Gs ar e r e q uir e d, 3 i n di vi d u al E C G tr a ci n gs s h o uld b e o bt ai n e d i n s u c c e s sio n, n o m o r e 

t ha n 2 mi n ut es a p art. T h e f ull s et of tri pli c at es s h o ul d b e c o m pl et e d wi t hi n 5 mi n ut es. 

B a s eli n e a n d p o st -b as eli n e v al u es will b e d eri v e d a s a v er a g e of a s s e s s m e nt s c oll e ct e d u si n g 

tripli c at e m e as ur e m e nts.

If t her e is a cli ni c all y si g nifi c a nt a b n or m al fi n di n g, t he i n v esti g at or will r e c or d it as a n A E 

o n t h e e C R F. 

4. 6. 7. 2 P r es e nt ati o ns

E C G d at a o bt ai n e d b ef or e st u d y tr e at m e nt a n d u p u nt il t h e 9 0-d a y s af et y f oll ow- u p visit will 

b e list e d f or t he S af et y A n al ysis S et (ol a p ari b + d ur v al u m a b ar m  onl y ). T h e listi n g will 

i n cl u d e t he E C G i nter pr et ati o n ( N or m al, B or d erli n e, A b n or m al N ot Cli ni c all y Si g nifi c a nt, 

a n d A b n or m al Cli ni c all y Si g nifi c a nt).
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4. 6. 8  Ot h e r S af et y Ass ess m e nts –  E C O G p e rf o r m a n c e st at us

4. 6. 8. 1  D efi niti o ns a n d D e ri v ati o ns

E C O G p erf or m a n c e st at us will b e ass ess e d at s cr e e ni n g a n d t h e fir st d a y of e a c h n e o a dj u v a nt 

a n d a dj u v a nt c y cl e b as e d o n t h e f oll o wi n g:

0. F ull y a cti v e; a bl e t o c arr y o ut all u s u al a cti viti es wit h o ut r estri cti o ns.

1.  R estri ct e d i n str e n u o us a cti vit y, b ut a m b ul at or y  a n d a bl e t o c arr y o ut li g ht w or k or w or k 

of a s e d e nt ar y n at ur e ( e g, li g ht h o us e w or k or offi c e w or k).

2.  A m b ul at or y a n d c a p a bl e of s elf- c ar e, b ut u n a bl e t o c arr y o ut a n y w or k a cti viti e s; u p a n d 

a b o ut m or e t h a n 5 0 % of w a ki n g h o urs.

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

h o urs.

4.  C o m pl et el y dis a bl e d; u n a bl e t o  c a rr y o ut  a n y s elf- c ar e  a n d t ot all y c o nfi n e d t o  b e d or 

c h air.

A n y si g nifi c a nt c h a n g e fr o m b as eli n e or s cr e e ni n g m ust b e r e p ort e d as a n A E.

E C O G p erf or m a n c e st at us will b e d et er mi n e d usi n g E C O G e C R F m o d ul e. 

A n al ysis visit wi n d o ws as d es cri b e d i n s e cti o n  3. 3. 2 will b e a p pli e d.

4. 6. 8. 2  P r es e nt ati o ns

E C O G p erf or m a n c e st at us d at a will b e list e d f or e a c h a ct u al st u d y i nt er v e nti o n gr o u p.

5 I N T E R I M A S S E S S M E N T

A n i nt eri m ass ess m e nt of effi c a c y will b e p erf or m e d  i n C o h ort  A a n d C o h ort B a n d will 

i n cl u d e t h e fir st   p arti ci p a nts i n e a c h c o h ort w h o h a v e c o m pl et e d n e o a dj u v a nt t h er a p y or 

dis c o nti n u e  st u d y  i nt er v e nti o n  f or  a n y  r e as o n.  Wit hi n  e a c h  c o h ort,  if    

p arti ci p a nt e x p eri e n c es cli ni c al pr o gr essi v e di s e as e ( c P D)/ d e at h, e nr ol m e nt will c o nti n u e 

i n t h at s a m e c o h ort u ntil ap pr o xi m at el y 2 5 p arti ci p a nts ar e e nr oll e d. If   of t h e 

i niti al   p arti ci p a nts e x p eri e n c e c P D/ d e at h, e nr ol m e nt will b e p a us e d f or a d diti o n al r e vi e w. 

D e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs will b e  s u m m aris e d f or t his i nt eri m ass ess m e nt 

(i n cl u di n g  t h e  B R C A  st at us  a n d T N M  t u mo ur  st a g e). A s u m m ar y  of t h e n u m b er  ( %)  of 

p ati e nts wit h c P D dis e as e or d e at h will b e p erf or m e d b y c o h ort. I n a d diti o n, t h e i n v esti g at or’s 

d e cisi o n t o c h a n g e n e o a dj u v a nt t h er a p y or pr o c e e d t o d efi niti v e s ur g er y pri or t o c o m pl eti o n 

of n e o a dj u v a nt t h er a p y as a r es c u e i nt er v e nt i o n will b e s u m m aris e d a n d list e d. T his will b e 

r etri e v e d fr o m t h e B C S U R G m o d ul e of t h e e C R F. 
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N o D at a M o nit ori n g C o m mit t e e is pl a n n e d, as t his is a n o p e n-l a b el n o n-r a n d omis e d P h as e II 

st u d y. A St e eri n g C o m mitt e e c o m pri s e d of  th e pri n ci p al i n v esti g at ors f or 

St u d y D 9 3 1 C C 0 0 0 0 1 a n d m e m b ers of  th e Astr a Z e n e c a ol a p ari b a n d d ur v al u m a b 

d e v el o p m e nt p r o gr a ms will c o n v e n e t hr o u g h o ut t h e st u d y to r e vi e w a c cr ui n g effi c a c y a n d 

s af et y d at a a n d t o pr o vi d e a d vi c e o n a n y a s p e ct of  t he st u d y de si g n or c o n d u ct b as e d u p o n 

r e q u ests fr o m t he s p o ns or. T h e St e eri n g C o m mitt e e r e vi e w will b e d es cri b e d i n a s e p ar at e 

c h a rt er. 
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H a m m e r et al 2 0 1 0

H a m m er, S., S o m m er, A., Fi c ht n er, I. D., B e c k er, M. W., R olff, J., M er k, J., Kl ar, U., & 

H off m a n n, J. ( 2 0 1 0). C o m p ar ati v e Pr ofili n g of t h e N o v el E p ot hil o n e, S a g o pil o n e, i n 

X e n o gr afts D eri v e d fr o m Pri m ar y N o n – S m all C ell L u n g C a n c er. Cli ni c al C a n c er R es e ar c h, 

1 6, 1 4 5 2 - 1 4 6 5.

C r u z et al 2 0 1 8

Cr u z, C., Ll o p - G u e v ar a, A., G ar b er, J. E., Ar u n, B. K., P er e z Fi d al g o, J. A., Ll u c h, A., 

T elli, M. L., F er ń a n d e z, C., K a h att, C., G al m ari ni, C. M., S ot o- M at os, A., Alf ar o, V., D e 

L a H a z a, A. P., D o m c h e k, S. M., A nt oli n, S., V a h d at, L., T u n g, N. M., L o p e z, R., Arri b as, 

J., ... Is a k off, S. J. ( 2 0 1 8). M ult i ce nt er p h as e II st u d y  of lur bi n e ct e di n i n B R C A M ut at e d a n d 

u ns el e ct e d m et ast ati c a d v a n c e d br e ast c a n c er a n d bi o m ar k er ass ess m e nt s u bst u d y . J o ur n al 

of  Cli ni c al O n c olo g y , 3 6( 3 1), 3 1 3 4-3 1 4 3.
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