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LIST OF ABBREVIATIONS 

The following abbreviations and special terms are used in this study Statistical Analysis Plan.

Abbreviation or 
special term

Explanation

AE Adverse event

ALT Alanine aminotransferase

AML Acute myeloid leukemia

AST Aspartate aminotransferase

Baseline Refers to the most recent assessment of any variable prior to first dosing 
with study treatment

BDRM Blind data review meeting

bid Bis in die (Latin for 'twice a day')

BICR Blinded independent central review

BMI Body mass index

BoR Best overall RECIST response

BRCA Breast cancer susceptibility gene

BRCA mutation Breast cancer susceptibility gene mutation (see gBRCA mutation or 
gBRCAm)

CI Confidence interval 

CIF Cumulative incidence function

CR Complete response

CRF / eCRF Case Report Form (electronic)

CSP Clinical Study Protocol

CSR Clinical Study Report

CT Computed tomography

CTC Common toxicity criteria

CTCAE Common Terminology Criteria for Adverse Events

DAE Discontinuation of investigational product due to adverse event

DBP Diastolic blood pressure

DBL Database lock

DCO Data cut-off

DCO1 Data cut-off for primary PFS analysis

DCO2 Data cut-off for final formal OS analysis
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A b b r e vi ati o n o r 
s p e ci al t e r m

E x pl a n ati o n

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

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

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

 

F A S F ull A n al ysis S e t

g B R C A G er mli n e B R C A

g B R C A m ut ati o n or 
g B R C A m

T h e t er m " g B R C A m ut ati o n " is us e d t o r ef er t o a g er mli n e B R C A 1 or 
B R C A 2 m ut ati o n cl assifi e d as " d el et eri o us " or "s us p e ct e d d el et eri o us " i n 
a c c or d a n c e wit h t h e A m eri c a n C oll e g e of M e di c al G e n eti cs a n d G e n o mi c s
r ec o m m e n d ati o ns f o r st a n d ar ds for i nt er pr et ati o n a n d r e p orti n g of s e q u e n c e 
v ari a nts .

H R H a z ar d r ati o

H R Q o L H e a lt h-r el at e d q u alit y of lif e

I C U I nt e nsi v e c ar e u nit

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

I T T I nt e nti o n t o tr e at

K M K a pl a n -M e i er

L D L o n g est di a m et er

M D S M y el o d ys pl a sti c s y n dr o m e

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

m g Milli gr a m

M M R M Mi x e d m o d el f or r e p e at e d m e as ur es

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

M T P M u lti pl e t esti n g pr o c e d ur e

N A N ot a p pli c a bl e

N E N ot e v al u a bl e

N E D N o e vi d e n c e of d is e as e

N T L N o n- t ar g et l esi o ns

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

C CI

C CI
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A b b r e vi ati o n o r 
s p e ci al t e r m

E x pl a n ati o n

O S O v er all S ur vi v al

p. o. P er os ( b y m o u t h, or all y)

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

P F S Pr o gr essi o n -fr e e s ur viv al

P F S 2 Ti m e fr o m r a n d o mis ati on t o s e c o n d pr o gr essi o n

PI D P er c e nt a g e i nt e n d e d d o s e

P R P arti al r es p o ns e

P R O P ati e nt r e p ort e d o ut c o m e

P T Pr ef err e d t er m

Q o L Q u alit y of lif e

R DI R el ati v e d os e i nt e ns it y

R E CI S T R es p o ns e E v al u ati o n Crit eri a I n S oli d T u m o urs.  T his st u d y w ill us e 
m o dif i e d R E CI S T v ersi o n 1. 1.

R E M L R estri ct e d m a xi m u m li k eli h o o d

R S R a w S c or e

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 B P S yst oli c bl o o d pr ess ur e

S D St a b l e dis e as e

S O C S yst e m or g a n cl ass

St u d y tr e at m e nt Ol a p ari b or m at c hi n g p l a c e b o

T C M D Ti m e t o s ust ai n e d cli ni c all y m e a ni n gf ul d et eri or ati o n (i n H R Q o L)

T D T Ti m e fr o m r a n d o mis ati o n t o st u d y tr e at m e nt dis c o nti n u ati o n or d e at h

T F S T Ti m e fr o m r a n d o m is ati o n t o first s u bs e q u e nt t h er a p y or d e at h

T L T ar g et l esi o ns

T S S T Ti m e fr o m r a n d o mis ati o n t o s ec o n d s u bs e q u e nt t h er a p y or d e at h

U L N U p p er li mit of n or m a l

V A S Vis u al a n al o g u e s c al e

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

C at 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 o f c h a n g e I n li n e wit h 

t h e C S P?

R ati o n al e

3 1 J a n 2 0 2 0

V er si o n 6. 0

 I n cl usi o n of e x pl or at or y a n al ys es fr o m t h e s u p pl e m e nt al S A P i n
t h e n e w f ull S A P v er si o n.

 U p d at es r e q uir e d d u e t o t h e 1 2 m o nt h s e xt e n si o n of st u d y p er t h e
C S P a m e n d m e nt

 E xt e n si o n of t h e m ulti pli cit y s e cti o n t o s h o w r e vi s e d c al c ul ati o n
of t h e si g nifi c a n c e l e v el f or i nt eri m a n al ysi s of O S a n d fi n al
f or m al a n al ysi s of O S b a s e d o n t h e o bs er v e d n u m b er of e v e nt s at
D C O 1



Y

( V er si o n 3. 0,

3 0 A u g 2 0 1 9)

C S P A m e n d m e nt:

Ot h er 1 0 A pr 2 0 1 9

S u p pl e m e nt al

S A P

S e p ar at e S u p pl e m e nt al S A P w a s writt e n aft er D C O 1 t o pl a n t h e
f oll o wi n g a d diti o n al e x p l or at or y a n al ys es t h at h a d b e e n d e ci d e d aft er
D B l o c k a n d u n bli n di n g:

 A d diti o n al s u b gr o u p a n al ysis f or P F S a n d O S b y

 E xt e n si o n of P F S s u b gr o u p a n al ysi s b y c al c ul ati n g m e di a n P F S
a n d a ss ess m e nt of i m b al a n c es b et w e e n tr e at m e nt gr o u ps i n
s el e ct e d s u b gr o u ps b y c al c ul ati n g t h e H R f or tr e at m e nt gr o u p.

 C al c ul ati o n of CIs f or m e di a n d ur ati o n a n d m e di a n ti m e t o o n s et
of o bj e cti v e r es p o n s e.

 P R O a n al ysi s w a s e xt e n d e d t o i n cl u d e t h e f oll o wi n g s c al es:
E O R T C Q L Q- C 3 0 d ys p n o e a, di arr h o e a, a n d c o n sti p ati o n m ulti-
it e m s y m pt o m s c al es



N/ A A d di n g p ost- h o c

a n al ysi s aft er D C O 1

C CI

C CI

C CI

C CI

C CI
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Ot h er 1 4 D e c 2 0 1 8

V er si o n 5. 0

 C h a n g e i n d efi niti o n f or b est r es p o ns e i n H R Q o L.

 A d diti o n al e x p os ur e c a l cul ati o n f o r me a n t ot al d ail y d os e .

  

 A d diti o n al st at isti cs f or tr e at m e nt diff er e n c e esti m at es i n t h e 
c h a n g e fr o m b as eli n e H R Q o L a n al ysis .

N/ A A n al ysi s u p d at es aft er

B D R 2

Ot h er 0 7 A u g 2 0 1 8

V er si o n 4. 0

 A d d e d a n al ysis of ti m e t o s ust ain e d cli ni c all y m e a ni n gf ul 
d et eri or ati o n i n H R Q o L.

N/ A A n al ysi s u p d at es aft er

B D R 1

St a tisti c al a n al ysis 

m et h o d f or t h e pri m ar y 

or  s e c o n d ar y e n d p oi nts

/ Ot h er

0 6 N o v 2 0 1 7

V er si o n 3. 0

 C h a n g es i n li n e wi t h c h a n g es a n d r e d u c ti on s t o t h e T F L s h ells.

 U p d at e t o t h e P R O a n al ys is s et d efi niti o n.

 A d diti o n al s p e cifi c ati o n of i m p ort a nt p r oto c ol d e vi ati o ns.

 L o gisti c r e gr essi o n a n al ysis f or O bj e cti v e R es p o ns e R at e ( O R R) 
a d d e d.

 R e m o v e s el e ct e d O S a n al ysis .

 U p d at e d tim e t o s e c o n d pr o gr es si on ( P F S 2) a n al ysis s e cti o n to 
c o nfir m t h at P F S 2 is b as e d o n in v esti g at or ass ess m e nt. C e ns o ri n g 
r ul es i n ca s e of t w o or m or e miss e d visits als o a d d e d.

N/ A U p d at es f oll o wi n g T F L

r e vi si o n s

Pri m ar y  or s e c o n d ar y 

e n d p oi nts / M ulti pl e 

T es tin g Pr o c e d u r e

2 9 M a y  2 0 1 5

V er si o n 2. 0

I n li n e wit h th e Cl i ni c al St u d y Pr ot o c ol ( C SP) A m e n d m e nt: 

 R e m o v al of t h e i nt eri m s u p eri or ity a n al y sis ( c h a n g e t o f utilit y 
o nl y ) as p er R e g ul at or y A g e n c y r e c o m m e n d ati o n. T his i n cl u d e d 
r e c al c ul ati o n of t h e n u m b er of e ve n ts n e e d e d f or t h e pri m ar y P F S 
a n al y sis.

 C h a n g e t o t h e m e t h o d us e d f or T y p e 1 err or a dj ust m e nt f or t he 
i nt eri m a n d fi nal a n al ys e s o f o v er all s ur vi v al as p er R e g ul at or y 
A g e n c y r e c o m m e n d ati o n.

 I n cl usi o n of a d diti o n al s u b gr o u p a n al ys es as p er R e g ul at or y 
A g e n c y r e c o m m e n dat i o n.

 St a n d ar dis ati o n of t h e a n al ysis of p a tie nt r e p ort e d o ut c o m es t o b e 
i n li n e wit h ot her st u di es i n t h e ol a p ari b pr o gr a m m e a n d t o e ns ur e 
c o nsist e n c y wit hi n t h e pr ot o c ol.

 Mi n or c l arifi c ati o ns f or t h e d eri v ati o n of st atisti c al e n d p oi nts i n 
lin e wit h A Z o n c ol o g y st atisti c al g ui d a n c e.

Y

( V er si o n 2. 0,

2 8 F e b 2 0 1 5)

C S P a m e n d m e nt

C CI
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Ot h er 2 9 M a y  20 1 5

V er si o n 2. 0

F urt h er u p d at e s:

 A d diti o n al d et ail t o cl arif y t h e i n d e p e n d e nt c e ntr al r e vi e w pr o c ess 
f or t u m o ur s c a ns.

 Cl arifi c ati o n of pr o gr a m mi n g of ti me- t o-e v e nt e n d p oi nts i n li n e 
wit h A Z o n c ol o g y st at isti c al g ui d a n c e , i. e. t o a d d o n e d a y t o a v oi d 
iss u es wit h c e ns orin g at D a y 1.

 Cl a rifi c ati o n t hat b est o bj e cti v e r es p o ns e, o bj e cti v e r es p o ns e rat e 
a n d dis e as e c o ntr ol r at e will b e r e p e at e d usi n g i n v esti g at o r-
r e c or d e d ass ess m e nt as w ell as bli n d e d i n d e p e n d ent c e n tral 
r e vi e w d at a.

 A d diti o n a l d et ail t o d es cri be s u m m ari es of d ur ati o n of r esp o ns e 
a n d ti m e t o o ns et of r es p o ns e.



 F urt h er cl arifi c ati o n of d os e i nt e nsit y c al c u l ati ons f or ol a p ari b.

 I n cl usi o n of i nt er a cti o n t esti ng f or pr o gr essi o n -fr e e s ur vi v al.

 I n cl usi o n of o v er all s ur vi v al s u b gr o u p a n al ys e s.

 C orr e cti o n of t y p o gr a p hi c al err ors a n d a d diti o n al mi n or 
cl arifi c ati o n s.

N/ A F urt h er u p d at es ( n ot

r el at e d t o C S P

a m e n d m e nt)

N/ A 2 2 S e p 2 0 1 4

V er si o n 1. 0

I niti al a p pr o v e d S A P N/ A N/ A

* Pr e- s p e cifi e d c at e g ori es ar e 
Pri m ar y  or s e c o n d ar y e n d p oi nts; St a ti stic al a n al ysis m et h o d f or t h e  pri m ar y or s e c o nd ar y  e n d p oi nts; D eri v ati o n of pri m ar y or s e c o n d ar y e n d p oi nts ; M ulti pl e 
T e sti n g Pr o c e d ur e; D at a pr es e nt ati o ns ; Ot h er

C CI
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1. STUDY DETAILS

As described in the protocol.

1.1 Study Objectives

Study objectives will be addressed in patients with deleterious or suspected deleterious 
germline mutation in breast cancer susceptibility gene 1 and/or 2 (BRCA1 and/or BRCA2) and 
metastatic pancreas cancer who have achieved disease control (absence of objective 
progression) after receiving a minimum of 16 weeks of first-line platinum-based 
chemotherapy.

Primary:

To determine the efficacy of olaparib maintenance monotherapy compared to placebo by
progression-free survival (PFS), using blinded independent central review (BICR) according
to modified Response Evaluation Criteria in Solid Tumours (RECIST) version 1.1; in the 
following referred to as RECIST.

Secondary:

1. To determine the efficacy of olaparib maintenance monotherapy compared to placebo 
by assessment of 

 Overall survival (OS).

 Time from randomisation to second progression (PFS2).

 Time from randomisation to first subsequent therapy or death (TFST).

 Time from randomisation to second subsequent therapy or death (TSST).

 Time from randomisation to study treatment (olaparib or matching placebo) 
discontinuation or death (TDT).

 Objective response rate by BICR using modified RECIST criteria.

 Disease control rate (DCR) at week 16 by BICR using modified RECIST criteria.

2. To compare the effects of olaparib maintenance monotherapy compared to placebo on 
the health-related quality of life (HRQoL) as assessed by the European Organization for 
Research and Treatment of Cancer (EORTC) QLQ-C30 global quality of life (QoL) 
scale. 
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S af et y:

T o ass ess t h e s af et y a n d t ol er a bilit y of o l a p ari b m ai nt e na n c e m o n ot h er a p y  b y ass ess m e nt of
a d v ers e e v e nts ( A E s), p h ysi c al e x a mi n at i on, vit al si g ns i n cl u di n g bl o o d pr ess ur e, p uls e, 
el e ctr o c ar di o gr a m  ( E C G) a n d l a b or at ory fi n di n gs in cl u di n g cli ni c al c h e mistr y  a n d 
h a e m at ol o g y .

E x pl o r at o r y:

1.  
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Parts of the exploratory analyses may not be part of the analysis described in this statistical 
analysis plan (SAP) and as such, may not be reported in the Clinical Study Report (CSR). If 
not, they will be reported separately by AstraZeneca.

1.2 Study Design

This is a Phase III, randomised, double-blind, placebo-controlled, multi-centre study to assess 
the efficacy of olaparib maintenance monotherapy in metastatic pancreatic cancer patients
with germline BRCA (gBRCA) mutations (documented mutation in gBRCA1 or gBRCA2) 
that is predicted to be deleterious or suspected deleterious (known or predicted to be 
detrimental/lead to loss of function) and whose tumours have not progressed on at least 
16-weeks of first-line platinum-based chemotherapy.

Approximately 145 patients will be randomised (using an Interactive Voice Response 
System / Interactive Web Response System) in a 3:2 ratio to the treatments as specified below:

 olaparib tablets per os (p.o.) 300 mg twice daily.

 placebo tablets p.o. twice daily.

Eligible patients will be those patients with pancreas cancer previously treated for metastatic
disease gBRCA mutated, who have not progressed following completion of at least 16 weeks 
of first-line platinum-based chemotherapy before randomisation.  All patients must have a 
known deleterious or suspected deleterious germline BRCA mutation to be randomised.  
Determination of gBRCA mutation will be done before enrolment to the study at Myriad 
laboratories.

Patients with known gBRCA mutation prior to randomisation will enter the study based on 
these results (by considering all other eligibility criteria as well), but undergo a confirmatory 
gBRCA test post-randomisation, while patients with unknown gBRCA mutation will enter the
study after confirmation of gBRCA mutation. 

Patients will be randomised within 6 weeks after their last dose of chemotherapy (last dose is 
the day of last treatment) and study treatment will start as soon as possible but no less than 4 
and no more than 8 weeks after the last chemotherapy dose.  At the time of starting study
treatment, all previous chemotherapy treatment should be discontinued.

Following randomisation, patients will attend clinic visits weekly for the first 4 weeks of 
treatment (days 8, 15, 22 and 29).  Patients will then attend clinic visits every 4 weeks whilst 
on study treatment and will continue treatment until objective radiological disease progression 
as per RECIST as assessed by the investigator and as long as in the investigator’s opinion they
are benefiting from treatment and they do not meet any other discontinuation criteria. 

Once a patient has discontinued study treatment, the patient will go into survival follow-up
and clinic visits will be reduced to every 8 weeks.  Following discontinuation of study 
treatment, further treatment will be at the discretion of the investigator.  It is anticipated (but 
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n ot r e q uir e d) t h at p ati e nts wi ll b e r e -tr e at e d wit h th ei r pr e vio u s pl ati n u m -b as e d r e gi m e n.  
D et ails o f a n y f urt h er s y st e mi c a nt i-c a n c er tr e at m e n t will b e c oll e ct e d u ntil d e at h, l oss t o 
f oll ow- u p, or wit h dr a w al of c o ns e nt.  I n a d dit i on t o t h eir r e g ul a r 8 w e ekl y  c o nt a ct s, p ati e nts 
will b e c o nt a ct e d i n t h e 7 d a ys f oll owi n g a s p e cifi e d d a y  ( d at a c ut-off d at e [ D C O]) t o c a pt ur e 
s ur vi v al st atus. T h e s ur vi v al f oll o w- u p fr e q u e n c y of 8 w e e k s will b e f oll o w e d u ntil t h e ti m e of
th e fi n al f or m al O S a n al ysis ( D C O 2). T h er e aft er, d at a will b e c oll e ct e d e v er y 1 2
w e e ks u ntil t h e

P ati e nt s will  ha v e t u mo ur as s ess m e nts a c c or di n g t o R E CI S T at b as eli n e a n d e v er y 8 w e e ks 
( ± 1 w e e k) u p t o 4 0 w e e ks an d t h e n e v er y  1 2 w e e ks ( ± 1 w e e k) rel ati v e t o d at e of r a n d o m i s atio n 
u nt il o bj e cti ve r a di ol o gi c al  di s e a s e pr o gr e s sio n a c c or di n g t o m o difi e d R E CI S T crit eri a.  
R E CI S T will b e m o difi e d t o ass ess p at i ent s wit h cli ni c al c o m p l et e r es p o ns e (C R ) at  e ntr y w h o 
will b e a s s e s s e d as h a vi n g n o e vi d e n c e of dis e a s e ( N E D) u ntil t he y h a v e pr o gr ess e d b as e d o n 
t he a p p e ar a n c e of n e w l esi o ns.

A n y p at i ent  w h o dis c o nt i n u es st u d y tr e at m ent for r e a s o ns ot h er t h a n o bj e ct i v e r a di ol ogi c al 
pr o gr essi o n s h o ul d c o nt in u e t o u n d e r g o s c h e d ul e d o bj e ct iv e t u m o ur ass ess m e nts a c c or di n g t o 
t he st u d y  pla n i n or d er t o ass ess o bj e c ti v e r a diol o gi c al pr o gr essi o n of  dis e as e.  F ail ur e t o d o s o 
m a y r es ult i n bi a s i n t he s t u dy r e s ults.  O n c e a p ati e nt h as pr o gr ess e d, t h e p ati e nt will b e 
f oll ow e d f or s e c o n d pro gr e ssio n e v er y 8 w e e ks a n d f or o v er all sur vi v a l u ntil t he fi n al a n al ysis.   
P ati e nt s will  be c o nt a ct e d i n t h e w e e k f o ll owi n g t h e D C O f or pri m ar y P F S a n al ysis (ti m e p oi nt
for fi n al P F S a n al ysis, D C O 1 ), f oll o wi n g t h e D C O f or fi n al f or m al O S a n al ysis ( D C O 2) a n d
foll o wi n g t h e D C O f or

f or e a c h a n al ysis of s ur vi v al.

T h e fi n al P F S a n al ysis of t he st u d y will o c c ur w h e n a p pr o xi m at el y 8 7 P F S e v e nts h a v e 
o c c u rr e d (c o n fir m e d vi a t h e BI C R, D C O 1), alt ho u g h a n i nt eri m P F S a n al ysis fo r fut ility wi ll 
b e p er f or me d w h e n 5 0 % of t h e P F S e v e nts r e q uir e d f or t h e fi n al P F S a n al ysis h a v e o c c urr e d.
B ot h i nt eri m a n d fi n al P F S a n al ys es will b e b as e d o n BI C R of dis e as e pr o gr e ssi o n b y 
m o difi e d R E CI S T v ers i on 1. 1; h o w e v er, a s e ns iti vity a n al ysis w ill b e p e rfor m e d usi n g t h e 
i n v estig at or -r e c or d e d ass ess m e nt.

A n i nteri m a n al ysis o f O S will b e p erf or m e d at t he ti m e of t h e fin al a n al ys es of P F S ( D C O 1). 
A fi n al a n al ysis of O S will  be p erf or m e d w h e n a p pr o xi m at el y 1 0 6 O S e v e nt s h a v e o c c urr e d
(D C O 2).

U n bli n d e d o u tp ut s f or t h e fu tilit y a n al ysis of P F S wil l b e pr e p ar e d b y t he I nt er n ati on al Dr u g 
D e v el o p m e nt I nst itut e (I D DI) . F or t h e c o m bi n e d a n al ysis o f fi nal P F S a n d i nt eri m O S, t h e 
st u d y will b e u n bli n d e d at P A R E X E L. N o m e as ur es f or k e e pi n g t e a m m e m b er s b li n d e d for t he 
s u bs e q u e nt fi n al OS a n al ysis ar e r e q u ire d. F or d et ails o n h o w t h e b li n di n g is m ai nt ai n e d r ef er
to t h e “ Bli n di n g M ai nt e n a n c e Pl a n ” f or t h e st u d y.

T h e st u d y  fl ow c h art is i n A p p e n di x A: St u d y  Flo w  C h art w hi l e t he st u d y s c h e d ul e is i n 
A p p e n di x C : St u d y S c h e d ul e. 

C CI

C CI

C CI

C CI
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1.3 Number of Patients

The primary endpoint of the study is PFS.  Approximately 145 patients will be randomised 
(3:2 ratio of olaparib:placebo) and the final PFS analysis will occur once approximately 87 
PFS events (confirmed via a central review, DCO1) have occurred.  A single interim PFS 
analysis for futility will be performed when 50% of the PFS events required for the final 
analysis (approximately 44 PFS events) based on BICR have occurred.

The study is sized assuming a true treatment effect that is a PFS hazard ratio (HR) of 0.54 at 
the final analysis, assuming 80% power and 2.5% alpha (1-sided), with 3:2 randomisation 
(olaparib:placebo). Assuming PFS is exponentially distributed, a PFS HR of 0.54 equates to a 
3.4 month improvement in median PFS over an assumed 4 month median PFS for placebo.  

Patients are to be followed for the final analysis of OS and PFS2 (when approximately 106 
death events have occurred, DCO2).  With 106 OS events the study has 80% power to show a 
statistically significant difference in OS at the 1-sided 2.5% level if the assumed true treatment 
effect is a HR 0.57; this translates to an approximate 6-month improvement in median OS 
over an assumed 8 month median OS on placebo, assuming OS is exponentially distributed.  

Assuming that the study accrual period will be approximately 15 months, 87 PFS events are 
anticipated to be observed approximately 18 to 19 months after the first patient is randomised
in the study.  It is estimated that 44 PFS events will occur approximately 13 to 14 months after 
first patient in.  It is estimated that 106 deaths will have occurred approximately 31 months 
after first patient in.

2. ANALYSIS SETS

2.1 Definition of Analysis Sets

Full Analysis Set

Intention to treat (ITT): The primary statistical analysis of the efficacy of olaparib will 
include all randomised patients and will compare the treatment groups on the basis of
randomised treatment, regardless of the treatment actually received or discrepancy between 
local and Myriad gBRCA results.  Patients who were randomised but did not subsequently go
on to receive study treatment are included in the Full Analysis Set (FAS).  Therefore, all 
efficacy endpoints will be summarised and analysed using the FAS on an ITT basis.

In addition, key sensitivity analysis of efficacy endpoints will be performed in the subgroup of 
patients in the FAS that have a gBRCA mutation confirmed by the Myriad test.

Safety Analysis Set 

All patients who received at least one dose of randomised investigational product, olaparib or
placebo, will be included in the safety analysis set.  Throughout the safety results sections, all 
patients who received at least one dose of olaparib will be accounted for in the olaparib
treatment group.  Erroneously treated placebo patients (those randomised to placebo but 
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a ct u all y r e c e i ve d at l e a st o n e d os e of ol a p ari b) will b e a c c o u nt e d f or i n t h e ol a p ari b tr e at me nt 
gr o u p .  A n y mis -r a n d omis at i ons will b e dis c uss e d o n a n i n di vi d u a l b a si s a n d d e cis i ons w ill b e 
d o c u m e nt e d at t h e bli n d d at a r e vi e w m e et i n g ( B D R M) f or t he fi n al a n al ysis o f P F S a n d at t h e 
d at a r e vi e w m e eti n g (D R M) f or t h e fi n a l a n al ysis of O S a n d P F S 2 .

P ati e nt R e p o rt e d O ut c o m e A n al ysis S et

T h e a n al ysis p o p ul at i on f or p ati en t re p ort e d o ut c o m e ( P R O) d at a will b e a s u bs et of t h e F A S 
(I T T) p o p ula tio n w h o h a v e e v al u a bl e b as eli n e E O R T C Q L Q -C 3 0  f or ms
w h er e e v al u a bl e m e a ns t hat at l e ast o n e s u b - s c al e b as eli n e s c or e c a n b e d et er mi n e d fr o m at 
l e ast o n e of t he t w o f or ms .

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 ys is P o p ul ati o ns

O ut c o m e V a ri a bl e P o p u l ati o ns

Eff i c a c y D at a

Pri m ar y a n al ysis : P F S F A S (I T T), M yri a d c o nfir me d Br e ast 
c a n c e r s us c e pti bilit y g e n e m ut ati o n 
( gB R C A m) s u b g r o u p

S e c o n d ar y a n al y s is: 

O S, P F S 2, T F S T, T S S T, T D T 

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

Dis e as e c o ntr ol r at e ( D C R) , D ur ati o n of r es p o ns e ( D o R)

F A S (I T T), M yr i a d c o nfir m e d g BR C A m 
s u b gr o u p

F A S (I T T) ( p ati e nts wit h m e as ur a bl e 
dis e as e at b as eli n e)

F A S (I T T )

 

D e m o g r a p h y F A S (I T T)

S a f et y D at a

E x p os ur e, A Es, L a b or at or y m e as ur e m e nts; E C Gs, V ita l 
sig ns,  , P h ysi c al e x a mi n ati o ns

S af et y

2. 2 Vi ol ati o n s a n d D e vi ati o n s

Im p ort a nt pr ot o c ol  d e vi ati ons ar e th os e t h at c o ul d h a v e a h e a v y i n fl ue n c e o n t he i nt e r pr et ati o n 
of a n y a n al ysis b as e d o n a d dr essi n g t h e pri m ar y  effi c a c y a n d s e c o n d ar y s af et y o bj e cti v es of

C CI

C CI

C CI

C CI
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the trial. This section will define important protocol deviations so that instances can be 
identified and reported in the CSR.

Major protocol deviations are deviations from the protocol that are likely to have an impact on 
the subject’s rights, safety, well-being, and/or on the validity of the data for analysis. This will 
include all important deviations to be reported in the CSR.

Major and important protocol deviations will be listed for the FAS analysis set. Important 
protocol deviations will be summarised by randomised treatment group for the FAS analysis 
set.  None of the deviations will lead to any patients being excluded from any of the analysis 
sets described in Section 2.1.  

A per-protocol analysis excluding patients with important protocol deviations is not planned; 
however, a ‘deviation bias’ sensitivity analysis will be performed excluding patients with 
those important deviations that may affect the efficacy of the trial therapy if >10% of patients:

 did not have the intended disease or indication or

 did not receive any randomised therapy.

The need for such a sensitivity analysis will be determined following review of the protocol 
deviations ahead of database lock or data freeze for the final analysis on PFS (DCO1) and will 
be documented prior to the study being unblinded and the analysis being conducted. 

The full definition of important protocol deviations and any action to be taken regarding the 
exclusion of subjects (for the sensitivity analysis) are defined in the project-specific Protocol 
Deviation Specification. The dataset of protocol deviations that is received from the protocol
deviation system will contain a variable DVACTION that can be used to identify patients to 
be excluded from the sensitivity analysis.

The following general categories will be considered important deviations from a statistical 
perspective and will be summarized, listed and discussed in the CSR as appropriate:

 Patients randomised but who did not receive olaparib/matching placebo.

 Patients who deviate from key study entry criteria (to be determined at the BDRM), 
which will be documented ahead of database lock.

 Baseline RECIST scan missing or > 28 days before start of study treatment.

 Baseline RECIST scan after randomisation.

 RECIST scan not performed according to protocol.

The categorisation of these as important deviations is not automatic and will depend on
duration and the perceived effect on efficacy.
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In addition to the programmatic determination of the deviations above, monitoring notes or 
summaries will be reviewed to determine any important post-entry deviations that are not 
identifiable via programming, and to check that those identified via programming are correctly 
classified.

Mis-randomisations in terms of errors in treatment dispensing, will also be considered as 
important protocol deviations.  A mis-randomisation is when a patient is not randomised or 
treated according to the randomisation schedule.  It is envisaged that there will be 2 
subcategories of this:

(a) Patients who receive no treatment whatsoever for a period of time due to errors in 
dispensing of medication. Note, this is not due to tolerability issues where patients 
may stop taking drug.

(b) The patient receives a treatment pack with a different code from their randomisation 
code.  However, the actual treatment may still match the randomised treatment.  For 
example, a patient is given randomisation code 0001, which according to the 
randomisation schedule is olaparib.  However, at the randomisation visit they are 
given treatment pack 0003, but this still contains olaparib.

The summary will include all patients with a dispensing error but will also include 
information on how many of those patients received at least one dose of the wrong treatment 
(olaparib/placebo) at any time.

Patients who receive the wrong treatment at any time will be included in the safety analysis 
set as described in Section 2.1.  During the study, decisions on how to handle mis-
randomisations will be made on an individual basis with written instruction from the study 
team leader and/or statistician.

The following table summarizes the important deviations discussed above. The last column 
flags the deviations that if observed in >10% of FAS patients would lead to a sensitivity
analysis. For the full specification please refer to the project-specific Protocol Deviation 
Specification.

Table 2 Important protocol deviations

PD term Criteria to identify PD Sensitivity 
analysis

Not the intended disease 
or indication

Relevant in- or exclusion criteria are not fulfilled. Yes

Did not receive any 
randomised therapy

Patient was randomised and did not receive any study 
treatment.

Yes

Deviation from other key Patients who deviate from key entry criteria other than 
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entry criteria the intended disease or indication. 

Baseline RECIST missing RECIST scan on or before first dose of study treatment 
is missing.

Baseline RECIST scan 
too early

Baseline RECIST scan taken more than 28 days before 
start of study treatment.

Baseline RECIST scan 
too late

Baseline RECIST scan taken after randomisation.

RECIST scan not 
performed according to 
protocol

RECIST scan not in scheduled visit window on >2 
occasions post-baseline regardless of whether visits 
were consecutive or not.

Wrong treatment kit but
correct study drug

The patient receives a wrong treatment pack. Actual 
treatment matches the randomised treatment.  

Wrong treatment kit with
incorrect study drug

The patient receives a wrong treatment pack. Actual 
treatment does not match the randomised treatment.  

Treatment interrupted Subject did not receive study treatment for a period of 
28 consecutive days or more due to errors in 
dispensing of medication or non-compliance. This 
excludes drug interruptions due to adverse events or 
due to tolerability issues.

Subject took concomitant 
medications or therapies 
prohibited whilst 
receiving study 
medication 

Subject took disallowed medications or therapies 
starting on or after first dose of treatment. Refer to 
details of medication types in section 7.7 of the CSP.

Non-compliance with 
study treatment

Severe non-compliance with treatment reported by site 
monitor in IMPACT.

Deviation from ICH-GCP Deviation of ICH Good Clinical Practice (GCP) 
reported by site monitor in IMPACT

The categories listed in the table can be identified using the protocol deviation reference IDs 
that are defined for each type of protocol deviation in the project-specific specification.

For the final analysis of PFS / interim analysis of OS, the final classification of deviations will 
be made at the BDRM prior to database lock or data freeze (DCO1) and all decisions
including the requirement of a sensitivity analysis will be made whilst blinded to study 
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tr e at me nt all o c ati o n . D e cisi o n s m a d e at t h e B D R M f or t h e fi n al a n al ysis of P F S wil l b e 
d o c u m e n te d a n d a p pr o v e d b y  Astr a Z e n e c a pri or t o a n al ysis a n d u n bli n di n g.

F or t h e fi n al f or m al a n al ysis o f O S ( D C O 2), n e w pr ot oc o l d e vi at i ons wi ll b e r e vi e w e d a n d 
cl a s sifi e d at a D R M pri or t o D B l o c k. T h e st u d y  will b e u n bli n d e d b y t h at ti m e, h o w e v er, 
t her e is n o s e nsit i vity a n al ysi s pl a n n e d f or t h e a n al ysis o f O S. A ls o, f or

 n e w pr ot o c ol d e viat i ons will b e r ev i e w e d a n d cl assifi ed at a D R M 
pri or t o D B l o c k.

3. P R I M A R Y A N D S E C O N D A R Y V A R I A B L E S

At  e a c h visit p ati ent s will b e assi g n e d a R E CI S T visit r e sp o n s e of c o m pl et e r e s p o n se ( C R), 
p arti al r es p o ns e ( P R), st a bl e dis e as e ( S D), pr o gr essi v e dis e as e ( PD), n o t e v al u a ble (N E) or 
N E D d e p e n di n g o n t h e st at us of t h e ir dis e as e c o m p ar e d t o b as eli n e a n d pr e vi o us ass ess m e nts, 
b as e d o n t h e BI C R.   T hi s will be r e p e a te d usi n g t h e I n v est i g at or ass ess e d R E CI S T d at a.

3. 1 D e ri v ati o n of R E C I S T Visit R es p o ns es

P ati e nt s wi t h m e as ur a bl e or n o n- m e a s ur a bl e di s e as e or N E D ass ess e d at b as e li n e b y c o m p ut e d 
t om o gr a p h y ( C T) / m a g n et i c r es o n a n c e i ma gi n g ( MRI) will b e e nt er e d i n t his st u d y.   R E CI S T 
h as b e e n m o dif ie d t o all o w t h e ass ess m e nt of pr o gr essi o n d u e t o n e w l esi o ns i n p at i ent s w ith 
N E D at b as el i ne (in cl us i on cri t eri a # 4).

F or all p ati e nt s, t h e R E CI S T t u m o u r r es p o ns e d at a will b e us e d t o d et er mi n e e a c h p at i ent ’s 
visit r es p o ns e a c c or di n g t o m o difi e d R E CI S T v e r si o n 1. 1.  It will als o b e us e d t o d et er mi n e if 
a n d w h e n a p ati e nt h as pr o gr e s s e d i n a c c o r da n c e wit h R E C I S T a nd al s o t h eir b est o v er all 
r es p o ns e.  

B as e li n e r a di ol ogi c al  t u mo ur ass ess m e nts ar e t o 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 tre at m e nt  a n d i de a ll y a s cl os e as p ossi bl e t o t h e st art of st u d y tr e at me nt a n d pri or
t o r a n d omi s ati o n.  T u m o ur ass ess m e nts ar e t h e n p erf o r me d e v er y  8 w e e ks ( ± 1 w e e k) u p t o 4 0 
w e e ks a n d t h e n e v e r y 1 2 w ee ks ( ± 1 w e e k ) fol l owi n g r a n d o mis at i on u nt il dis e as e pr o gre ssi o n.

If a n u ns c h e d ul e d ass ess m e nt w as p erf or m e d a n d t h e p at i ent  h a d n ot pr o gr e ss e d, e v er y 
a tt e mpt s h o ul d b e m a d e t o p erf or m  t h e s u bse q u e nt ass ess m e nts at t h ei r s c h e d ul e d visit s.  T his 
s c h ed ul e is t o b e f oll ow e d i n or d er t o mi ni m ise a n y  u ni nt e nti on al bi a s c a us e d b y s o m e p at i ent s 
b ei n g ass ess e d at a diff er e nt fr e q u e n c y t h a n ot h e r p atie nts.

At  ea c h visit, a n o v er all visit r es p o ns e will b e pr o vi d e d b y  t h e BIC R a n d s e p ar at el y b y  t h e 
i n v esti g at or - usi n g t he i nf or m a tio n f r o m t ar g et les i ons ( T L), n o n -t ar g et l esio n s ( N T L) a n d 
n e w l esi o n s.  

3. 1. 1 T a r g et l esi o ns

M e as ur a bl e dis e as e is d efi n e d a s h a v i n g at le a st o n e m e as ur a b l e l esi on, n ot pr e vi o usl y  
irra di at e d, w hi c h is ≥ 1 0 m m i n t h e l o n g est di a m et er ( e x c e p t l y m p h n o d es w hi c h m ust h a v e 

C CI
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short axis ≥ 15 mm) with CT or MRI and which is suitable for accurate repeated 
measurements. 

A patient can have a maximum of 5 measurable lesions recorded at baseline with a maximum 
of 2 lesions per organ (representative of all lesions involved suitable for accurate repeated 
measurement) and these are referred to as TLs.  If more than one baseline scan is recorded, 
then measurements from the one that is closest to and prior to randomisation will be used to 
define the baseline sum of TLs.  It may be the case that, on occasion, the largest lesion does 
not lend itself to reproducible measurement in which circumstance the next largest lesion, 
which can be measured reproducibly, should be selected.

All other lesions (or sites of disease) not recorded as TLs should be identified as NTLs at 
baseline.  Measurements are not required for these lesions, but their status should be followed 
at subsequent visits.

Note: For patients who do not have measurable disease at entry (ie, no TLs) but have 
non-measurable disease, evaluation of overall visit responses will be based on the overall 
NTLs assessment and the absence/presence of new lesions (see Section 3.1.3 of the Clinical
Study Protocol (CSP) for further details).  If a patient does not have measurable disease at 
baseline, then the TL visit response will be not applicable (NA).

For patients with NED at baseline (ie, no TLs and no NTLs), evaluation of overall visit 
responses will be based on absence/presence of new lesions.  If no TLs and no NTLs are 
recorded at a visit, both the TL and NTL visit response will be recorded as NA and the overall 
visit response will be NED.

Table 3 TL Visit Responses

Visit Responses Description

CR Disappearance of all TLs since baseline. Any pathological lymph nodes selected 
as TLs must have a reduction in short axis to <10 mm.

PR At least a 30% decrease in the sum of diameters of TLs, taking as reference the 
baseline sum of diameters.

SD Neither sufficient shrinkage to qualify for PR nor sufficient increase to qualify for 
PD.

PD At least a 20% increase in the sum of diameters of TLs, taking as reference the
smallest sum on study (this includes the baseline sum if that is the smallest on 
study).  In addition to the relative increase of 20%, the sum must also indicate an 
absolute increase of at least 5 mm.

NE Only relevant if any of the TLs were not assessed or not evaluable or had a lesion 
intervention at this visit.

Note: If the sum of diameters meets the PD criteria, PD overrides NE as a TL 
response.

NA No TLs are recorded at baseline.
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Rounding of TL data

For calculation of PD and PR for TLs, percentage changes from baseline and previous 
minimum should be rounded to 1 decimal place before assigning a TL response.  For example 
19.95% should be rounded to 20.0% but 19.94% should be rounded to 19.9%.

Missing TL data 

For a visit to be evaluable, all TL measurements should be recorded.  However, a visit 
response of PD should still be assigned if any of the following occurred:

 A new lesion is recorded.

 A NTL visit response of PD is recorded.

 The sum of TLs is sufficiently increased to result in a 20% increase, and an absolute 
increase of ≥ 5mm from nadir, even assuming the non-recorded TLs have 
disappeared.  Note: the nadir can only be taken from assessments where all the TLs 
had a longest diameter (LD) recorded, including non-missing TLs which have had 
intervention during the study and prior to any scaling of the measurements.

If there is at least one TL measurement missing and a visit response of PD cannot be assigned, 
the visit response is NE.

Lymph nodes

For lymph nodes, if the size reduces to < 10 mm then these are considered non-pathological.  
However, a size will still be given, and this size should still be used to determine the TL visit 
response as normal.  In the special case where all lymph nodes are < 10 mm and all other TLs 
are 0 mm, then although the sum may be > 0 mm the calculation of TL response should be 
over-written as a CR. 

TL visit responses subsequent to CR

A CR can only be followed by CR, PD or NE.  If a CR has occurred then the following rules 
at the subsequent visits must be applied:

 Step 1:  If all lesions meet the CR criteria (ie, 0 mm or < 10 mm for lymph nodes) 
then response will be set to CR irrespective of whether the criteria for PD of TL is 
also met ie, if a lymph node LD increases by 20% but remains < 10 mm. 

 Step 2:  If some lesion measurements are missing but all other lesions meet the CR 
criteria (ie, 0 mm or < 10 mm for lymph nodes), then response will be set to NE 
irrespective of whether when referencing the sum of TL diameters the criteria for 
PD is also met. 
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 Step 3:  If not all lesions meet the CR criteria and the sum of lesions meets the 
criteria for PD, then response will be set to PD.

 Step 4:  If after steps 1 – 3 a response can still not be determined, the response will 
be set to remain as CR.

TL too big to measure

If a TL becomes too big to measure, this should be indicated in the database and a size (‘x’) 
above which it cannot be accurately measured should be recorded.  If using a value of x in the 
calculation of TL response would not give an overall visit response of PD, then this will be 
flagged and reviewed by the study team blinded to treatment assignment.  It is expected that a 
visit response of PD will remain in the vast majority of cases.  

TL too small to measure

If a TL becomes too small to measure a value of 5 mm will be entered into the database and 
used in TL calculations, unless the radiologist has indicated and entered a smaller value that 
can be reliably measured.  If a TL response of PD results, then this will be reviewed by the 
study team blinded to treatment assignment.

Irradiated lesions/lesion intervention

Previously irradiated lesions (ie, lesion irradiated prior to entry into the study) should be 
recorded as NTLs and should not form part of the TL assessment.

Any TL (including lymph nodes), which has had intervention during the study (for example, 
irradiation / palliative surgery / embolization), should be handled in the following way and 
once a lesion has had intervention then it should be treated as having had intervention for the 
remainder of the study, noting that an intervention will most likely shrink the size of tumours:

 Step 1: the diameters of the TLs (including the lesions that have had intervention) will 
be summed and the calculation will be performed in the usual manner.  If the visit 
response is PD this will remain as a valid response category. 

 Step 2: If there was no evidence of progression after step 1, treat the lesion diameter (for 
those lesions with intervention) as missing and if  1/3 of the TLs have missing 
measurements, then scale up as described below.  If the scaling results in a visit 
response of PD then the patient would be assigned a TL response of PD.  

Scaling will be based on the measurements at the nadir visit, to give an estimated sum of 
diameters and this will be used in calculations; this is equivalent to comparing the visit 
sum of diameters of the non-intervention lesions to the nadir sum of diameters excluding 
the lesions with interventions.
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Table 4 Example of scaling

Lesion Longest diameter at nadir visit Longest diameter at follow-up visit

1 7.2 7.1

2 6.7 6.4

3 4.3 4.0

4 8.6 8.5

5 2.5 Intervention

Sum 29.3 26

Lesion 5 has had an intervention at the follow-up visit. 

The sum of lesions 1 to 4 at the follow-up is 26 cm.  The sum of the corresponding 
lesions at baseline visit is 26.8 cm.

Scale up as follows to give an estimated TL sum of 28.4 cm: 

cm4.283.29
8.26

26


 Step 3: If after both steps PD has not been assigned, then if appropriate, a scaled sum of 
diameters will be calculated (as long as  1/3 of the TLs have missing measurements), 
treating the lesion with intervention as missing, and PR or SD, then assigned as the visit 
response.  Patients with intervention are evaluable for CR as long as all non-intervened 
lesions are 0 (or < 10 mm for lymph nodes) and the lesions that have been subject to 
intervention also have a value of 0 recorded.  If scaling-up is not appropriate due to too 
few non-missing measurements then the visit response will be set as NE.

At subsequent visits the above steps will be repeated to determine the TL and overall visit 
response.  When calculating the previous minimum, lesions with intervention should be 
treated as missing and scaled up where appropriate (as per step 2 above).

Lesions that split in two

If a TL splits in two, then the LDs of the split lesions should be summed and reported as the 
LD for the lesion that split.

Lesions that merge

If two TLs merge, then the LD of the merged lesion should be recorded for one of the TL 
sizes and the other TL size should be recorded as 0 mm.
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Change in method of assessment of TLs

Computed tomography (CT) and MRI are the only methods of assessment that can be used 
within the trial.  If a change in method of assessment occurs between CT and MRI, this will be 
considered acceptable and no adjustment within the programming is needed.

If a change in method involves clinical examination (eg, CT changes to clinical examination), 
any affected lesions should be treated as missing.

3.1.2 NTLs and new lesions

At each visit an overall assessment of the NTL response should be recorded.  This section 
provides the definitions of the criteria used to determine and record overall response for NTL 
at each visit.

The NTL response will be derived based on the overall assessment of NTLs as follows:

Table 5 NTL Visit Responses

Visit Responses Description

CR Disappearance of all NTLs present at baseline with all lymph nodes non-
pathological in size (<10 mm short axis).

PD Unequivocal progression of existing NTLs.  Unequivocal progression may be due
to an important progression in one lesion only or in several lesions.  In all cases 
the progression MUST be clinically significant for the physician to consider 
changing (or stopping) therapy.

Non-CR/Non-PD Persistence of one or more NTLs with no evidence of progression.

NE Only relevant when one or some of the NTLs were not assessed and, in the 
investigator's opinion, they are not able to provide an evaluable overall NTL 
assessment at this visit.

Note: For patients without TLs at baseline, this is relevant if any of the NTLs 
were not assessed at this visit and the progression criteria have not been met.

NA Only relevant if there are no NTLs at baseline.

To achieve ‘unequivocal progression’ on the basis of NTLs, there must be an overall level of 
substantial worsening in non-target disease such that, even in presence of SD or PR in TLs, 
the overall tumour burden has increased sufficiently to merit discontinuation of therapy.  A 
modest ‘increase’ in the size of one or more NTLs is usually not sufficient to qualify for 
unequivocal progression status.

The finding of a new lesion should be unequivocal: ie, not attributable to differences in 
scanning technique, change in imaging modality or findings thought to represent something 
other than tumour.
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New lesions will be identified on the electronic case report form (eCRF).  The absence and 
presence of new lesions at each visit should be listed alongside the TL and NTL visit 
responses.

A new lesion indicates progression so the overall visit response will be PD irrespective of the 
TL and NTL response.

A lesion identified at a follow-up assessment in an anatomical location that was not scanned at 
baseline is considered a new lesion and will indicate disease progression.

If the question ‘Any new lesions since baseline’ has not been answered with Yes or No and 
the new lesion details are blank this is not evidence that no new lesions are present and should 
be treated as NE in the derivation of overall visit response.

‘Symptomatic deterioration’ is not a descriptor for progression of NTLs: it is a reason for 
stopping study therapy and will not be included in any assessment of NTLs.  Patients with 
symptomatic deterioration requiring discontinuation of treatment without objective evidence 
of disease progression at that time should continue to undergo tumour assessments where 
possible until objective disease progression is observed.

3.1.3 Overall visit response

Table 6 defines how the previously defined TL and NTL visit responses will be combined 
with new lesion information to give an overall visit response. 

Table 6 Overall Visit Responses

Target lesions Non-target lesions New lesions Overall response

CR CR or NA No (or NE) CR

NA CR No (or NE) CR

CR Non-CR/Non-PD or NE No (or NE) PR

PR Non-PD or NE or NA No (or NE) PR

SD Non-PD or NE or NA No (or NE) SD

NA Non-CR/Non-PD No (or NE) SD

NE Non-PD or NE or NA No (or NE) NE

NA NE No (or NE) NE

PD Any Any PD

Any PD Any PD

Any Any Yes PD

NA NA No (or NE) NED

NA is only relevant if there were no TL/NTL at baseline.
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3.1.4 Independent review

A planned BICR of all radiological imaging data will be carried out using modified RECIST 
version 1.1 and these data will be used for the interim and primary analyses of PFS. All 
radiological scans for all patients (including those at unscheduled visits, or outside visit 
windows) will be collected on an ongoing basis and sent to an AstraZeneca appointed 
Contract Research Organisation (PAREXEL Imaging) for central analysis. Prior radiotherapy 
and location of screening biopsy lesion reports will also be provided to the BICR to allow the 
selection of appropriate TLs. The imaging scans will be reviewed by 2 independent 
radiologists using modified RECIST 1.1 and will be adjudicated, if required. For each patient, 
the BICR will define the overall visit response (ie, the response obtained overall at each visit 
by assessing TLs, NTLs and new lesions) data (for patients with TLs at baseline: CR, PR, SD, 
PD, NE; for patients with NTLs only: CR, SD, PD or NE; for patients with no disease 
identified at baseline: PD, NED, NE). If a patient has had a tumour assessment that cannot be 
evaluated then the patient will be assigned a visit response of NE (unless there is evidence of 
progression in which case the response will be assigned as PD). 

RECIST assessments/scans contributing towards a particular visit may be performed on 
different dates and for the central review the date of progression will be determined based on 
the earliest of the scan dates of the component that triggered the progression, either for the 
adjudicated reviewer selecting PD or of the first reviewer where both select PD as time-point 
response and there is no adjudication.

Results of this independent review will not be communicated to Investigators and the 
management of patients will be based solely upon the results of the modified RECIST 1.1 
assessment conducted by the Investigator.

On an ongoing basis, patients who are determined to have progressed according to modified 
RECIST 1.1 criteria by the investigator will have scans centrally reviewed for confirmation of 
objective disease progression.  Radiological scans will only be sent for BICR up until the date 
of RECIST progression determined by the investigator.  However, if disease progression is not 
confirmed at BICR, an additional RECIST assessment will be requested at the next scheduled 
RECIST visit.  After the final PFS analysis, BICR of scans will no longer be required, 
regardless of progression status.  

Further details of the BICR will be documented in the BICR Charter.

3.2 Outcome Variables

For each patient, an overall RECIST visit response of CR, PR, SD, PD, NED, NE, will be 
determined from the BICR as described in Section 3.1.4 above.  The outcome variables 
involving RECIST data, i.e. PFS, best overall response, ORR and DCR, will be derived using 
overall visit responses and relevant dates from the BICR (which is considered to be the 
primary RECIST dataset), unless otherwise stated.

Separately, investigator-assessed site measurements/assessments (TLs, NTLs, new lesions) 
will be used to programmatically derive an investigator assessment of overall visit response.



Statistical Analysis Plan
Drug Substance Olaparib
Study Code D081FC00001
Edition Number 6.0
Date 31 January 2020

31 of 92

3.2.1 Progression-Free Survival

Progression-free survival is defined as the time from randomisation until the date of objective 
radiological disease progression according to modified RECIST or death (by any cause in the 
absence of disease progression) regardless of whether the patient withdraws from randomised 
therapy or receives another anticancer therapy prior to disease progression (i.e. date of 
RECIST progression/death or censoring – date of randomisation + 1).  Patients who have not 
progressed or died at the time of analysis will be censored at the time of the latest date of 
assessment from their last evaluable RECIST assessment.  However, if the patient progresses 
or dies after two or more missed visits, the patient will be censored at the time of the latest 
evaluable RECIST assessment (prior to the missing visits).  Given the scheduled visit 
assessment scheme, for the first 40 weeks from randomisation, two missing visits will equate 
to more than 18 weeks since the previous RECIST assessment, allowing an extra two weeks 
for early and late visits. After 40 weeks, two missing visits will equate to more than 26 weeks.  
If two missed visits occur over the period when the scheduled frequency of RECIST 
assessments changes (ie, from every 8 weeks to every 12 weeks), this will equate to more than 
22 weeks (allowing for an early assessment at Week 32 and a late assessment at Week 52). 
Please refer to the appendix for a graphical display of the allowed time gap in RECIST 
assessments (Appendix D: Visualisation of Censoring Rule for Progression Free Survival).

The baseline RECIST assessment should be performed prior to randomisation but if an 
evaluable RECIST assessment occurs after randomisation but before treatment then this 
assessment will be used as the baseline assessment. If the patient has no evaluable visits or 
does not have a baseline assessment, they will be censored at day 1 unless they die within two 
tumour assessment visits of randomisation (16 weeks plus 1 week allowing for a late 
assessment within the visit window).  

If a patient has two missing visits between two evaluable RECIST assessments with outcome 
not equal to progression at the second evaluable RECIST assessment, but then subsequently 
progresses, the patient will not be censored when analysing for PFS.  For example, if RECIST 
assessments were performed at week 8 with outcome SD, week 32 with outcome SD and 
week 40 with a progression event (weeks 16 and 24 were missed), the patient will be analysed 
from time of randomisation until progression event at week 40 without considering the 
interruptions.

The PFS time will always be derived based on scan/assessment dates not visit dates.

The RECIST assessments/scans contributing towards a particular visit may be performed on 
different dates.  The following rules will be applied:

(a) For BICR data, the date of progression will be determined based on the earliest of 
the scan dates of the component that triggered the progression for the adjudicated 
reviewer selecting PD or of either reviewer where both select PD as a time point 
response and there is no adjudication.
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(b) For investigational site assessments, date of progression will be determined based 
on the earliest of the RECIST assessment/scan dates of the component that triggered 
the progression.

(c) For both BICR data and investigational site assessments, when censoring a patient 
for PFS, the patient will be censored at the latest of the RECIST assessment/scan 
dates contributing to a particular overall visit assessment.

Overall visit assessments will be determined by the investigator and BICR for each 
assessment (scheduled or unscheduled) and will contribute to the derivation of PFS.

Objective progression is defined as at least a 20% increase in the sum of the diameters of the 
TLs (compared to previous minimum sum) and an absolute increase of > 5 mm, or an overall 
NTLs assessment of progression or a new lesion.

The primary analysis will be based on the programmatically derived PFS based on the BICR 
of the radiological scans, and using all scans regardless of whether they were scheduled or not.  
A sensitivity analysis based on the derived PFS based on investigator-recorded assessments 
will be carried out.

3.2.2 Overall Survival

Overall Survival is defined as the time from the date of randomisation until death due to any 
cause (i.e. date of death or censoring – date of randomisation + 1).  Any patient not known to 
have died at the time of analysis will be censored based on the last recorded date on which the 
patient was known to be alive. This analysis will be based on the “date subject last known to 
be alive” variable which is recorded within the survival status module of the eCRF 
(SURVIVE module).

Note: Survival calls will be made in the week following the date of DCO for the analysis, and 
if patients are confirmed to be alive or if the death date is post the DCO date these patients 
will be censored at the date of DCO.  If a patient has died but the date of death cannot be 
determined, then the patient will be censored based on the last recorded date on which the 
patient was known to be alive (although every effort needs to be made to determine the date of 
death). The status of ongoing, withdrawn (from the study) and “lost to follow-up” patients at 
the time of the final OS analysis should be obtained by the site personnel by checking the 
patient’s notes, hospital records, contacting the patient’s general practitioner and checking 
publicly-available death registries. If the patient has actively withdrawn consent to the 
processing of their personal data, the vital status of the patient can be obtained by site 
personnel from publicly-available resources where it is possible to do so under applicable 
local laws.

3.2.3 Time from randomisation to second progression 

The time from randomisation to second progression (PFS2) is defined as the time from the 
date of randomisation to the earliest of the second progression event as assessed by the 
investigator or death (ie date of PFS2 event or censoring – date of randomisation + 1). The 
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date of second progression will be recorded by the investigator and defined according to local 
standard clinical practice and may involve any of objective radiological or symptomatic 
progression or death. The RECIST assessments will not be collected for assessment of PFS2. 
The date of the PFS2 assessment and investigator opinion of progression status (progressed or 
non-progressed) at each assessment will be recorded in the eCRF.

Second progression status will be reviewed every 8 weeks following the investigator 
assessment of the first objective progression and status recorded (until DCO2). Patients alive
and for whom a second disease progression has not been observed should be censored at the 
last time known to be alive and without a second disease progression, ie, censored at the latest
of the RECIST assessment or PFS2 assessment dates. If a patient progresses for the second 
time or dies after two or more missed visits, the patient will be censored for PFS2 at the time 
of the latest evaluable investigator – recorded assessment.

Censoring will need to be applied for some patients prior to the first progression and for others 
after the first progression, depending if the patient had a first progression at the time of 
analysis or not. The duration of two missed visits is depending on the respective visit 
schedule:

 If the patient was progression-free at the time of analysis, then patients will be censored as 
described for PFS (Section 3.2.1), i.e. using the latest RECIST scan.

 If the patient died in the absence of any progression after two or more missed visits, then 
the censoring visit rule as described for PFS (Section 3.2.1) needs to be applied.

 If a patient is alive and had only the first progression assessed at the time of analysis, then 
the censoring will be based on the latest investigator assessment of no progression in the 
follow-up phase. If there are no follow-up results recorded, then the date of the latest scan 
contributing to the investigator assessment of first progression will be used for censoring.

 If the patient had progressed once and then died or progressed for the second time after
two or more visits, then those two or more missed visits equate to more than 18 weeks, 
since the patient is in the follow-up phase (16 weeks plus allowing an extra two weeks for 
early and late visits), i.e., if the latest follow-up assessment prior to second progression or 
death was are more than 18 weeks ago, then the patient is censored with the date of this 
last investigator assessment. If no follow-up results are recorded, and the investigator 
assessment of first progression is more than 18 weeks ago, then the date of the latest scan 
contributing to this first progression assessment will be used for censoring.

3.2.4 Time to first subsequent therapy or death

As a supportive summary to PFS, TFST will be assessed at the 30-day follow-up visit 
following study treatment discontinuation and then every 8 weeks until DCO2 / every 12
weeks after DCO2, in line with survival follow-up visits.  The TFST is defined as the time 
from randomisation to the earlier of first subsequent cancer therapy start date following study 
treatment discontinuation, or death (i.e. date of first subsequent cancer therapy/death or 
censoring – date of randomisation + 1).  Any patient not known to have died at the time of the 
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analysis and not known to have had a further intervention of this type will be censored at the 
last known time to have not received subsequent cancer therapy, ie, the last follow-up visit 
where this was confirmed.

3.2.5 Time to second subsequent therapy or death

As a supportive summary to PFS2, TSST will be assessed at the 30-day follow-up visit 
following study treatment discontinuation and then every 8 weeks until DCO2 / every 12
weeks after DCO2, in line with survival follow-up visits.  The TSST is defined as the time 
from randomisation to the earlier of the second subsequent cancer therapy start date following 
study treatment discontinuation, or death (i.e. date of second subsequent cancer therapy/death 
or censoring – date of randomisation + 1).  Any patient not known to have died at the time of 
the analysis and not known to have had a further intervention of this type will be censored at 
the last known time to have not received second subsequent cancer therapy, ie, the last follow-
up visit where this was confirmed.

3.2.6 Time to study treatment discontinuation or death

The TDT is defined as the time from randomisation to the earlier of the date of study 
treatment discontinuation or death (i.e. date of study treatment (olaparib/placebo) 
discontinuation/death or censoring – date of randomisation + 1).  Any patient not known to 
have died at the time of analysis and not known to have discontinued study treatment will be 
censored based on the last recorded date on which the patient was known to be alive. Patients 
who were randomised but never exposed to study treatment will be censored at day 1.

3.2.7 Best objective response

Best objective response (BoR) is calculated based on the overall visit responses from each 
RECIST assessment (Table 6).  It is the best response a patient has had following
randomisation but prior to starting any subsequent cancer therapy and prior to RECIST 
progression or the last evaluable assessment in the absence of RECIST progression.

Categorization of BoR will be based on the RECIST criteria using the following order of 
response categories: CR, PR, SD, NED (applies only to those patients entering the study with 
no disease at baseline), PD and NE. Patients entering the study with no measurable disease at 
baseline who would qualify for CR are considered as SD and summarized separately as 
“stable disease (complete response without measurable disease)”.

BoR will be determined programmatically from the overall visit response using BICR data.
In addition, this will also be reported using investigator-recorded assessment.

For determination of a best response of SD, the earliest of the dates contributing towards a 
particular overall visit assessment will be used.  SD should be recorded at least 7 weeks (ie, 8 
weeks minus 1 week to allow for an early assessment within the assessment window), after 
randomisation.  For CR/PR, the initial overall visit assessment which showed a response will 
use the latest of the dates contributing towards a particular overall visit assessment.
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For patients whose progression event is death, BoR will be calculated based on data up until 
the last evaluable RECIST assessment prior to death.

For patients who die with no evaluable RECIST assessments, if the death occurred ≤ 17 weeks 
(ie, 16 weeks +1 week to allow for a late assessment within the assessment window) after 
randomisation then BoR will be assigned to the PD category.  For patients who die with no 
evaluable RECIST assessments, if the death occurred 17 weeks (ie, 16 weeks +1 week) after 
randomisation then BoR will be assigned to the NE category.

Progression events that have been censored due to them being more than two missed visits 
after the last evaluable assessment will not contribute to the BoR derivation.

A patient will be classified as a responder if the RECIST criteria for a CR or PR are satisfied 
at any time following randomisation, prior to RECIST progression and prior to starting any 
subsequent cancer therapy. 

3.2.8 Objective response rate

For each treatment group, the ORR is the number of patients with a BoR of CR and PR
according to the BICR data divided by the number of patients in the treatment group with 
measurable disease at baseline where ‘measurable’ is defined by the BICR data.  Only patients 
with measurable disease at baseline can achieve an objective response of CR or PR.

As supportive summaries, duration and time to onset of objective response in patients with an 
objective response (derived using BICR data) will be calculated using a Kaplan-Meier 
technique.

Duration of response will be defined as the time from the date of first documented response 
until date of documented progression or death in the absence of disease progression.  The end 
of response should coincide with the date of progression or death from any cause used for the 
PFS endpoint (using BICR data).  The time of the initial response will be defined as the latest 
of the dates contributing towards the first visit response of PR or CR.  If a subject does not 
progress following a response, then the patient will be censored at the same timepoint that was 
used for the censored PFS analysis.

Time to onset of objective response will be defined as the time from randomisation to the date 
of first documented response.

ORR, duration of response and time to onset of objective response will also be calculated
using investigator-recorded assessment, with ‘measurable’ disease at baseline defined 
according to investigator assessment.  

3.2.9 Disease control rate

The DCR is defined as the percentage of patients who have at least one visit response of CR 
or PR or have demonstrated SD or NED for at least 15 weeks (ie, 16 weeks minus 1 week to 
allow for an early assessment within assessment window) prior to any evidence of 
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3. 4 S af et y

S af et y a n d t ol er a bilit y will  be a s s e s s e d i n t er m s of A Es (i n cl u di n g s eri o us A Es [ S A Es]), 
d e at hs, l ab or at or y  d at a, vit al si g ns, E C Gs, p h ysi c al e x a mi n ati on,  
a n d e x p os ur e .  T h es e will b e c o ll e ct e d f or all p ati ent s.

3. 4. 1 A d v e rs e e v e nts

A d v ers e e v e nts a n d S A Es will b e c oll e ct e d t hr o u g h o ut t h e st u d y , fr o m inf or m e d c o ns e nt u ntil 
3 0 d a y s aft er t h e last d os e of ol a p ari b/ pl a c e b o.  A n y  u nt o w ar d e v e nt o c c urri n g s u bs e q u e nt t o 
t he 3 0 -d a y f oll ow- u p A E r e p orti n g p eri o d t h at t h e i n v est i g at or ass ess es as p ossi bl y r el at e d t o 
t he st u d y  tr e at me nt s h o ul d als o b e r e p ort e d as a n A E.

A d v e rs e E v e nt of s p e ci al i nt e r est

S o m e A Es t h at f o ll ow cli ni c al c o n c e pt s ar e c o nsi d er e d as a d v ers e e v e nts of s p e ci al i nt er est 
( A E SIs). T h e y ar e gr o u p e d i nt o t h e f oll owi n g t hr e e c at e g ori es: M y el o d y s pl a sti c s y n dr o m e / 
a c ut e m y el o i d le u k e mi a (M D S / AM L ), n e w pri m ar y mali g n a n ci es a n d p n e u m o ni tis. 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 at i on wi t h t h e Glo b al P at i ent  S af ety 
P h ysi ci a n will c o nfir m t h e list of A Es of s p e ci al i nt er est ( gr o u p t er ms a n d t h e s p e cifi c 
pr ef err e d t er ms) a n d pr o vi d e t h e m f or a n al ysis. T h e y  will b e c o nfir m e d at t he B D R M pri or t o 
t he fi n al a n al ysis f or P F S a n d at t h e D R M pri or t o t h e fi n al a n al ysis o f O S a n d P F S 2 .

C CI

C CI
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3.4.2 Treatment exposure

Exposure will be defined as follows:

Total (or intended) exposure of olaparib/placebo:

 Total (or intended) exposure in days = last dose date - first dose date + 1 

Actual exposure of olaparib/placebo:

 Actual exposure = intended exposure – total duration of dose interruptions, where 
intended exposure will be calculated as above.  Dose interruptions are any periods 
when the patient does not take any treatment.

To calculate actual exposure, dose interruptions will include those where a patient forgot to 
take a dose. 

Number of days on 300 mg olaparib/placebo bis in die (bid)

 Number of days on 300 mg olaparib/placebo bid = actual exposure for the dose 
assigned.  Any days with changes in doses will not be counted.

Mean total daily dose per time period

 Sum of the total dose actually received in the time period of interest (considering 
interruptions and dose reductions) divided by number of days patient on dose for 
that time period (including interruptions and reductions).

Compliance will be assessed by calculating the actual exposure in days (total planned days -
days of interruption) divided by the total exposure in days (last dose date - first dose date + 1) 
in percent.  In addition, patient’s individual drug accountability will be listed.

3.4.3 Dose intensity 

Relative dose intensity (RDI) is the percentage of the actual dose intensity delivered relative 
to the intended dose intensity through to treatment discontinuation.  Percentage intended dose 
(PID) is the percentage of the actual dose delivered relative to the intended dose through to 
progression.  Both will be derived using study treatment data up to the date of objective 
disease progression as defined by RECIST using the investigator site assessments.  If the 
investigator considered that it was in the patient’s best interest to continue study treatment 
past this time, this will not be included in the derivation of dose intensity.  

RDI and PID will be defined as follows:

 RDI = 100% * d/D, where d is the actual cumulative dose delivered up to the earlier 
of progression (or a censoring event) or the actual last day of dosing and D is the 
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i nte n d e d ( or pl a n n e d) c u m ul at i v e d os e u p t o t h e e arli er of pr o gr essi o n ( or a 
c e ns ori n g e v e nt) or t h e a ct u al l ast d a y  of d osi n g.

 PI D = 1 0 0 % * d/ D, w h er e d is t h e a ct u al c u m ul at i v e d os e d eli v er e d u p t o 
pr o gr essi o n ( or a c e ns ori n g e v e nt) a n d D is t h e i nt e n d e d ( or pl a n n e d) c u m ul at i v e 
d os e u p t o pr o gr essi o n ( or a c e ns ori n g e v e nt).  D is t h e t ot al d os e t h at w o ul d b e 
d eli v er e d, if t h er e w er e n o m o difi c at i on t o d os e or s c h e d ul e.

F or ol a p ari b a d mi n ist er e d d ail y for t h e first t w o w e e ks of t h e c y cl e, t h e i nt e n d e d c u m ul at i v e 
d os e, D, will i n cl u d e all d os es r e c ei v e d u p t o mi d ni g ht o n t h e d a y  of t h e la st n o n -z er o d os e.
Fi g ur e 1 pr o vi d es e x a m pl es of h o w d os e i nt e nsit y i s c alc ul a t e d for ol a p ari b.

Fi g u r e 1 E x a m pl e of d os e i nt e nsit y c al c ul ati o ns f o r ol a p a ri b

I n t his e x a m pl e, p atie nt s 1 -4 pr o gr ess e d or w er e c e ns or e d o n D a y  1 5.  All fo ur p ati e nts 
r e c ei v e d l ess tr e at m e nt t h a n i nt e n d e d d u e t o:

 Miss e d/f or g ott e n d os es ( P ati e nt 1)

 D os e r e d u cti o n a n d e arl y st o p pi n g ( P ati e nt 2)

 D os e i nt err u pti o n ( P ati e nt 3)

 Pr o gr essi o n w hilst o n d os e i nt err u pti o n ( P ati e nt 4) 

 E arl y st o p pi n g ( P ati e nt 5)

C CI
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3. 4. 4 L a b o r at o r y d at a 

L a b or at or y  d at a will b e c oll e ct e d t hr o u g h o ut t h e st u d y , fr o m s cr e e ni n g t o 3 0-d a y f oll ow- u p 
visit as d es cri b e d i n A p p e n di x C .  Blo o d a n d uri n e s a m pl es f or d et er mi n at i on of pr e g n a n c y , 
h a e m at ol o g y , cli ni c al c h e mistr y, a n d uri n al ysis will b e c oll e ct e d as d es cri b e d i n S e ct i on 5. 2. 1 
of  t h e C S P.  F or d eri v at i on of p ost b as eli n e visit v al u es c o nsi d eri n g visit wi n d o w a n d h o w t o 
h a n dl e m ult i pl e r e c or ds, d eri v ati on r ul es as d es cri b e d i n S e cti o n 3. 4. 9 b el o w will b e us e d.

3. 4. 5 El e ct r o c a r di o g r a m s

El e ctr o c ar di o gr a m d at a will b e c oll e ct e d d uri n g s cr e e ni n g wit hi n 7 d a ys pri or t o st arti n g st u d y 
tr e at me nt a n d w h e n cli ni c all y  in di c at e d aft er w ar ds.  F or d eri v at i on of p ost b as eli n e visit 
v al u es c o nsi d eri n g visit wi n d o w a n d h o w t o h a n dl e m ult i pl e r e c or ds pr es e nt i n a n y visit 
wi n d o w, d eri v at i on r ul es as d es cri b e d i n S e cti o n 3. 4. 9 b el o w will b e us e d.

3. 4. 6 Vit al si g ns

V ital  si g ns d at a i n cl u di n g b o d y t e mp er at ur e, h ei g ht, w ei g ht, p ul s e a n d blo o d pr ess ur e will b e 
c oll e ct e d as d es cri b e d i n A p p e n di x C .  F or d eri v at i o n of p ost b as eli n e visit v al u es c o nsi d eri n g 
visit wi n d o w a n d h o w t o h a n dl e m ult i pl e r e c or ds, d eri v ati on r ul es as d es cri b e d i n S e cti o n 
3. 4. 9 b el o w will b e us e d.

3. 4. 7 P h ysi c al e x a mi n at i o n

P h ysi c al e x a mi n at i on d at a i n cl u di n g t h e f o ll owi n g: g e n er al a p p e ar a n c e, r es pir at or y , 
c ar di o v a s c ul ar, a b d o m e n, s ki n, h e a d a n d n e c k (i n cl u di n g e ars, e y es, n os e a n d t hr o at), l y m p h 
n o d e s, t h y r oid, a b d o m e n, m u s c ul o- s k el et al (i n cl u di n g s pi n e a n d e xtr e miti es), a n d n e ur ol o gi c al 
s y st e ms will  be c oll e ct e d as d es cri b e d i n A p p e n di x C .  

 

3. 4. 9 G e n e r al c o nsi d e r at i o n f o r s af et y ass ess m e nts

Ti m e wi n d o ws

Ti m e wi n d o ws will n e e d d efi ni n g f or a n y  pr es e nt ati ons t h at s u m m aris e s af et y v al u es b y vi sit
(ie. vi t al sig n s [ i n cl w ei g ht a n d h ei g ht ], E C G, la b or at or y , a n d ).  T h e f oll owi n g 
c o n v e nt i ons s h o ul d als o a p pl y:

C CI

C CI

C CI
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 The time windows should be exhaustive so that data recorded at any time point has the 
potential to be summarised.  Inclusion within the time window should be based on the 
actual date and not the intended date of the visit.

 All unscheduled visit data should have the potential to be included in the summaries.

 The window for the visits following baseline will be constructed in such a way that the 
upper limit of the interval falls half way between the two visits (the lower limit of the first 
post-baseline visit will be Day 2, ie. the day after the first dose of study drug).  The visits 
Screening, Cycle 1 Day 1, Treatment Discontinuation, 30-Day Follow-up and Survival 
Follow-up visits will be excluded from remapping. The equation to be used to calculate 
the time windows for each post-baseline visit is:

Lower limit of interval=Upper limit of previous visit’s time window +1

Upper limit of interval=Nominal day at visit + ([nominal day at visiti+1 - nominal day at 
visiti]/2), where i = 3, 4, 5, 5.1, 5.2..., etc.

If an even number of days exists between two consecutive visits then the upper limit will 
be taken as the midpoint value minus 1 day.  

For example, the visit windows for vital signs data with 28 days between scheduled 
assessments are:

 Day 29, visit window 2 – 42

 Day 57, visit window 43 – 70

 Day 85, visit window 71 – 98

 Day 113, visit window 99 – 126

 ...

 For summaries showing the maximum or minimum values, the maximum/minimum value 
recorded on treatment will be used (regardless of where it falls in an interval).

 Listings should display all values contributing to a time point for a patient.

 For visit-based summaries:

 If there is more than one value per patient within a time window, then the closest 
value should be summarised, or the earlier in the event the values are equidistant 
from the nominal visit date.  The listings should highlight the value for that patient 
that went into the summary table, wherever feasible.
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 To prevent very large tables or plots being produced that contain many cells with 
meaningless data, for each treatment group visit data should only be summarised if 
the number of observations is greater than the minimum of 20 and > 1/3 of patients 
dosed.  For example, if 150 patients were dosed in the study (1/3*150 = 50), data at 
a particular visit would be summarised if the number of observations is greater than 
min (20, 50).  This would be in each treatment group.  Eg, if olaparib arm at Visit 6 
has > 20 observations and placebo arm has < 20 observations, the visit data will be 
summarised for the olaparib arm but not the placebo arm.  If both had < 20 patients, 
the data for that visit will be presented as ‘NC’ (Not Calculated). (This does not
apply to PRO data.)

 For summaries at a patient level, all values should be included, regardless of whether they 
appear in a corresponding visit based summary, when deriving a patient level statistic 
such as a maximum. 

 Baseline will be defined as the last non-missing measurement prior to dosing with study 
treatment (olaparib or placebo).  Any assessments made on day 1 will be considered pre-
dose. If an assessment on day 1 is identified as baseline, then it will not be considered as 
“on treatment”.  Where safety data are summarised over time, study day will be 
calculated in relation to date of first treatment (olaparib or placebo).

Imputation of missing safety data

Missing safety data will generally not be imputed.  However, safety assessment values of the 
form of “< x” (ie, below the lower limit of quantification) or “> x” (ie, above the upper limit 
of quantification) will be imputed as “x” in the calculation of summary statistics but displayed 
as “< x” or “> x” in the listings.

Imputation of missing age

 Age at randomisation: Age at randomisation (baseline) will be calculated from the date of 
birth. Due to country specific regulations the full date of birth will not be available for all 
patients. In this case the “age as collected” from the demographics CRF will be used 
instead.

 Age calculation after randomisation: If order to identify reference ranges for laboratory 
parameters during the study, the age of a patient needs to be calculated at the timepoint of 
the collection of the sample. If the date of birth of a patient is only partially collected, then 
the following rule will be applied: (a) if only day is missing, then calculate age using the 
first day of the month; (b) if day and month are missing, then calculate age using the first 
of July. Then use the maximum of this calculated age and of the age as collected at 
screening for identification of reference ranges. If the date of birth is completely missing, 
then age as collected will be used.
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Imputation of missing dates

For AEs, imputation methods will be used on completely missing start dates. Missing AE stop 
dates are not imputed. Imputation for partial dates is not applicable because partial adverse 
event dates are not collected in this study. Imputed start dates are used to decide if an 
observation is treatment emergent and for calculation of the AE event rates. Data listings will 
show actual date values. Missing AE start dates will be imputed with the first dose date unless 
the end date indicates it started prior to first dose date, in which case impute the 1st January of 
the year where the AE stopped as the start date.

For concomitant medications, start and stop dates are captured on the CRF with no partial 
dates being entered in the CRF. If the drug started prior to study start, then this is indicated by 
a flag “Yes” and the start date is missing. If the treatment with the medication continues, then 
this is indicated by a flag “Yes” and the stop date is missing. For the analysis of medications,
it is required to decide if the medication was taken during the time of study treatment. Such a 
medication may have started before, on or after the first dose of study drug and was taken in 
the time frame up to and including 30 days following the last dose of study drug. For patients 
on study treatment at the time of the PFS analysis, the DCO date will be used as the last dose 
of study drug.

Therefore, medications are considered as treatment emergent (taken during study treatment) if 
they:

- started on or before first dose and (stopped on or after first dose or are ongoing) OR
- started after first dose but prior to or on date of last dose plus 30 days.

The following conservative imputation rules will be applied:

 Start and stop date of medication present: apply the rules above

 Start date present but no stop date of medication: assume that medication is ongoing and 
apply the rules above.

 Start date missing and stop date is not missing and “treatment prior to study start” is 
“Yes”: Temporarily set start date to the earliest of (date of first dose of study drug, stop 
date of medication) and apply the rules above

 Start date missing and stop date is missing and “treatment prior to study start” is “Yes”: 
Temporarily set start date to the date of first dose of study drug, assume the medication is 
ongoing and apply the rules above

 Start date missing and stop date is not missing and “treatment prior to study start” is 
missing: Temporarily set start date to the earliest of (date of first dose of study drug, stop 
date of medication) and apply the rules above

 Start date missing and stop date is missing and “treatment prior to study start” is missing: 
Temporarily set start date to the date of first dose of study drug, assume the medication is 
ongoing and apply the rules above
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3.5 Resource Use

Resource use outcome variables include the following:

 Total number of hospitalisations

 Length of hospital stay

 Reasons for hospitalisation

 Total number of ICU admissions

 Length of any time spent in an intensive care unit (ICU) 

 Reasons for ICU admission

The length of hospital stay will be calculated as the difference between the date of hospital 
discharge (or death date when occurred during hospital stay) and the start date of 
hospitalisation (length of hospital stay = end date of hospitalisation – start date of 
hospitalisation + 1). If the start of study drug is after the start of hospitalisation, then the start 
of study drug will be used instead (length of hospital stay = end date of hospitalisation – start 
date of study drug + 1). If a patient was never treated with study drug and the date of 
randomisation is after the start date of hospitalisation, then the date of randomisation will be 
used instead (length of hospital stay = end date of hospitalisation – date of randomisation + 1).
For patients without an end date at the time of the PFS analysis, the date of death will be used 
if available; otherwise the DCO date will be used.

Sum of total duration of hospital stay will be considered for analysis if patient was admitted to
hospital more than one time during study period. 

Hospital and ICU admissions will be counted as a single event if a patient is re-admitted on 
the same day. 

The length of ICU stay will be calculated using the same method as detailed above for the 
length of hospital stay. However, if the end date of the ICU stay is not available, but the end 
date of the corresponding hospitalisation period is given, then the end of the ICU stay will be 
imputed using this date, instead of using the DCO date.

4. ANALYSIS METHODS

4.1 General Principles

Efficacy data will be summarised and analysed using the FAS on an ITT basis while HRQoL 
data will be analysed using the PRO analysis set (see Section 2.1) and will compare the 
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tr e at me nt gr o u ps o n t h e b asis of r a n d o mi s e d tr e at m e nt, r e g ar dl ess of t h e tr e at m e nt  a ct u all y 
r e c ei v e d.  I n a d ditio n, as s e nsit i vity t o t h e mai n a n al ys es of P F S, P F S 2, O S, T D T, T F S T a n d 
T S S T, a n al ys es of t h es e e n d p o i nts will b e r e p e at e d i n t h os e p ati e nts w h os e g B R C A m st at us is 
c o nfir m e d b y t h e M yri a d t est.

R es ults of all st atist i c al an al ysis will b e pr es e nt e d usi n g a 9 5 % c o nfi d e n c e i nt er v al ( CI) a n d 
2- sid e d p -v al u e, u nl ess s p e cifi e d ot h er wis e. M e di a n a n d c orr es p o n di n g 9 5 % CI of ti m e t o 
e v e nt d at a ( P F S, O S , P F S 2, T F S T, T S S T, T D T) will b e c al c ul at e d usi n g a K a pl a n -M ei er 
t e c h ni q u e. 

W h e n ass essi n g s af et y a n d t ol er a bilit y, s u m m arie s will  be pr o d u c e d b as e d o n t h e s af et y 
a n al ysis s et a n d will c o m p ar e t h e tr e at m e nt gr o u ps o n t h e b asis o f tr e at me nt a ct u all y  r e c ei v e d.  
T h e s af et y d a t a will b e s u m m aris e d d es cri pti v el y a n d will n ot b e f or m all y a n al ys e d.

4. 1. 1 P r es e nt ati o n of r es ults i n s u m m a r y t a bl es

If n ot st at e d ot h er wis e, t a b ul at i ons will b e pr es e nt e d b y tr e at m e nt gr o u p as f o ll ows:

 Ol a p ari b 3 0 0 m g bi d

 Pl a c e b o bi d

 T ot al

D at a list i n gs will i n cl u d e at l e ast t he f ol l owi n g d et ails:

 P ati e nt i d e nt ifi er

 C e ntr e i d e nt ifi er

 A ct u al  / r a n d o mis e d tre at m e nt gr o u p

D at a list i n gs will b e s ort e d b y tr e at m e nt gr o u p ( pla n n e d or a ct u al) a n d p at i ent  I D, if n ot st at e d 
ot h er wi s e.

4. 2 A n al y si s M et h o d s

A si n gl e i nt eri m P F S a n al ysis f or f ut ility will b e p erf or m e d w h e n 5 0 % of t h e fi n a l n u m b er of 
pr o gr essi o n e v e nt s h as b e e n r e a c h e d ( a p pr o xi m at el y 4 4 P F S e v e nts).  A fi n al P F S a n al ysis 
will b e p erf or m e d w h e n a p pr o xi m at el y 8 7 pr o gr essi o n e v e nts h a v e o c c urr e d ( 6 0 % m at urit y )
( D C O 1).  No f urt h er a n al ys es of P F S ar e pl a n n e d b e y o n d t his p oi nt.

O n e i nteri m a n al ysis f or O S will b e p erf or m e d at t h e ti m e o f t he fi n al P F S a n al ysis 
( a p pr o xi m at el y 8 7 P F S e v e nts).  A fi n al for m al a n al ysis o f O S will  be p erf or m e d w h e n 
a p pr o xi m at e 1 0 6 d e at h e v e nts h a v e o c c urr e d ( D C O 2). C CI
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I n di vi d u al effi c a c y r es p o ns e d at a will b e list e d i n a b y-p at i ent  listi n g.

A s u m m ar y  of t h e o ut c o me v ari a bl es t o b e a n al ys e d at e a c h D C O is s h o w n i n T a bl e 1 0 b el o w.

T a bl e 1 0 Ti mi n g of St atisti c al A n al ys es

Ti mi n g of a n al ysis O ut c o m e V a ri a bl e

I nt eri m P F S w h e n ~4 4 
P F S e v e nts r e p ort e d

P F S

Fi n al P F S w h e n ~ 8 7 
P F S e v e nts r e p ort e d
( D C O 1)

P F S , P F S 2, T D T, T F S T, T S S T, O S, O R R, B o R , D o R a n d a dj ust e d m e a n 
c h a n g e fr o m b as eli n e i n gl o b al H R Q o L s c or e.

Fi n al f or m al O S w h e n 
~ 1 0 6 O S e v e nts 
r ep ort e d ( D C O 2)

O S, P F S (i n v esti g at or a ss ess m e nt), P F S 2, T D T , T F S T, T S S T, a n d a dj ust e d 
m e a n c h a n g e fr o m b as eli n e i n gl o b al H R Q o L s c or e.

S af et y v ari a bl es will b e a n al ys e d at e a c h a n al ysis ti m e p oi nt. 

T h er e will b e n o f urt h er a n al ys es d o n e u nl es s r e q u est e d b y h e alt h a ut h oriti es.

T h e tr e at m e nt c o m p aris o n is ol a p ari b 3 0 0 m g bi d v ers us pl a c e b o.

T h e f o ll owi n g t a bl e d et ails w hi c h effi c a c y e n d p o i nts ar e t o b e s u bj e ct to f or m al st ati st i cal  
a n al ysis, t o g et h er wit h pr e -pl a n n e d s e nsit i vity a n al ys es m a ki n g cl e ar w hi c h a n al ysis is 
r e g ar d e d as pri m ar y f or t h at e n d p o i nt. 

T a bl e 1 1 F o r m al St atisti c al A n al ys es t o b e C o n d u c t e d a n d P r e -Pl a n n e d 
S e nsiti vit y A n al ys es

E n d p oi nts A n al ys e d N ot es

P F S P ri m a r y a n al ysis : l o g-r a n k t est usi n g BI C R d at a

K e y s e nsiti vit y a n al ys es : l o g-ra n k t est usi n g BI C R d at a i n ra n d o mis e d 
p ati e nts c o nfir m e d as g B R C A m ut ati o n p ositi v e b y t h e M yri a d t est (if 
s u bs et of F A S)

A d diti o n al s e n siti vit y a n al ys es : 

1) E v al u ati o n ti m e bi as a n al ysis; l o g -r a n k t est usi n g BI C R d at a

2) Attriti o n bi as a n al ysis ( u si n g alt er n ati v e c e ns ori n g r u l es); l o g-r a n k t est 
usi n g BI C R d at a

3) As c ert ai n m e nt bi as a n al ysis; l o g -r a n k t est usi n g i n v esti g at or d at a

C CI
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T a bl e 1 1 F o r m al St atisti c al A n al ys es t o b e C o n d u c t e d a n d P r e -Pl a n n e d 
S e nsiti vit y A n al ys es

E n d p oi nts A n al ys e d N ot es

4) D e vi ati o n bi as a n al ysis (if m e a ni n gf ul t o d o); l o g-r a n k t est usi n g BI C R 
d at a

O S P ri m a r y a n al ysis : l o g-r a n k t est 

K e y s e nsiti vit y a n al ysis : lo g- r a n k t est d at a i n r a n d o mis e d p ati e nts 
c o nfir m e d as g B R C A m ut ati o n p osit i v e b y t h e Myri a d t est (if s u bs et of 
F A S)

S u p p o rti v e a n al ysis : K a pl a n-M ei er ( K M) pl ot of ti m e t o c e ns or i n g f or 
O S

P F S 2 P ri m a r y a n al ysis : l o g-r a n k t est usi n g i n v esti g at or ass ess m e n t of s e c o n d 
pr o gr essi o n

K e y s e nsiti vit y a n al ysis : l o g-r a n k t est i n r a n d omis e d p ati e n ts c o nfir m e d 
as g B R C A m ut ati o n p ositi v e b y t h e M yri a d t est (if s u bs et of F A S)

T D T P ri m a r y a n al ysis : l o g-r a n k t est 

K e y s e nsiti vit y a n al ysi s : l o g-r a n k t est i n r a n d o mis ed p ati e nts c o nfir m e d 
as g B R C A m ut ati o n p ositi v e b y t h e M yri a d t est (if s u b s et of F A S)

T F S T P ri m a r y a n al ysis : l o g-r a n k t est 

K e y s e nsiti vit y a n al ysis : l o g-r a n k t est i n r a n d o mis ed p ati e nts c o nfir m e d 
as g B R C A m ut ati o n p ositi v e b y t h e M yri a d t est (if s u bs et o f F A S)

T S S T P ri m a r y a n al ysis : l o g-r a n k t est 

K e y s e nsiti vit y a n al ysis : l o g-r a n k test i n r a n d o mis e d p atie nts c o nfir m e d 
as g B R C A m ut ati o n p ositi v e b y t h e M yri a d t est (if s u bs et of F A S)

O R R P ri m a r y a n al ysis : l o gisti c r e gr essi o n usi n g BI C R d at a 

S e nsit i vit y a n al ysis: l o gisti c r e gr essi o n usi n g i n v esti g at or d at a

A dj ust e d m e a n c h a n g e 
fr o m b as eli n e i n gl o b al 
H R Q o L s c or e

P ri m a r y a n al ysis : mi x e d m o d el f or r e p e at e d m e as ur es ( M M R M) a n al ysis
of all of t h e p ost -b as eli n e s c or es f or e a c h visit

 

Ti m e t o s ust ai n e d 
cli ni c all y m e a ni n gf ul
d et eri or ati o n i n H R Q o L

P ri m a r y a n al ysis : l o g-r a n k t est

S u p p o rti v e a n al ysis : a ttritio n bi as a n al ysis (l o g -r a n k t est usi n g alt er n ati v e 
c e ns ori n g r ul es)

4. 2. 1 M ul ti pli cit y 

In or d er t o d es cri b e t h e n at ur e of t h e b e n efits o f ol a p ari b m ai nt e n a n c e t r e at m e nt, P F S a n d O S 
w ill b e t est e d at a 1 -si d e d si g nifi c a n c e l e v el of 2. 5 %.

C CI
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I n a d diti on t o t h es e p l an n e d a n al ys es, w hi c h will b e p erf or m e d a n d r e p ort e d i n t h e C S R, i n 
or d e r t o str o n gl y c o ntr ol t h e t yp e I err or at 2. 5 % 1 -sid e d f or k e y  la b el  cl ai m s, a mul tipl e 
t esti n g pr o c e d ur e ( M T P) will b e e m pl oy e d a cr oss t h e pri m ar y e n d p oi nt ( P F S) a n d k e y  
s e c o n d ar y  e nd p oi nt ( O S).

A hi er ar c hi c al t esti n g str at e g y will b e e m pl o y e d w h er e P F S is t est e d first usi n g t h e f ull t est 
m ass (f ull t est m ass = al p h a 2. 5 % 1 - si d e d) a n d t he k e y  s e c o n d ar y e n d p oint  of O S will t h e n b e 
t est e d usi n g a M T P wit h a r e c ycli n g str at e g y  (ie, t he M T P will r e c y cl e t h e t est m ass t o t h e 
e n d p o i nt n ot yet r ej e ct e d i n t h e h i er ar c h y o utli n e d i n Fi g ur e 2 ).

T h e M T P is d et ail e d b el o w.

Fi g u r e 2 M ulti pl e T esti n g P r o c e d u r e

T h e O S will o nl y  be t est e d if t h e n ull h y p ot h esis ( of n o differ e n c e) i s r ej e ct e d f or P F S. O n e 
i nteri m a n al ys is for O S will b e p erf or m e d at t h e ti m e of t h e fi n al P F S a n al ysis ( a p pr o xi m at el y 
8 7 P F S e v e nts) ( D C O 1). A fi nal f or m al a n al ysis of O S will b e p erf or m e d w h e n a p pr o xi m at el y
1 0 6 d e at h e v e nt s h a v e o c c urr e d ( D C O 2).

T h e L a n a n d D e M ets a p pr o a c h t h at a p pr o xi m at es t h e O’ Bri e n & Fl e mi n g s p e ndi n g f u n ct i on 
will b e e m pl o y e d t o pr es er v e t h e o v er all 1 -sid e d t y p e-I err or r at e of 2. 5 % ( L a n a n d D e M ets 
1 9 8 3 ).  If t he i nt eri m a n al ysis f or O S o c c urs at e x a ctl y  5 7 % of  t h e 1 0 6 O S e v e nts ( 6 0 O S 
e v e nt s) , st atist i c al si g nifi c a n c e for O S will b e d e cl ar e d if t h e n ull h y p ot h esis f or P F S is 
r eje ct e d a n d t h e o bs er v e d p -v al u e f or O S is p < 0. 0 0 3, w hi c h e q u at es t o a H R ≤ 0. 4 9 .  T h e 
sig nifi c a n c e l e v el at t h e i nteri m ( D C O 1) a n d t h e fi n al for m al a n al ysis ( D C O 2) of O S will b e 
d et er mi n e d b as e d o n t h e o bs er v e d n u m b er of e v e nts at t h e ti m e of t h e i nt eri m a n d t h e pl a n n e d
n u m b er of e v e nt s at t h e fi n al a n al ys es . T h is will b e d o c u m e nt e d i n t h e mi n ut e s of  t h e bli n d 
d at a r e v i e w me eti n g pri or t o D B l o c k at D C O 1 .  If t he i nt eri m a n al ysis f or O S (D C O 1) o c c ur s
at e x a ctl y  5 7 % of O S e v e nts a n d t h e n u m b er of O S e v e nt s at t h e fi n al for m al O S a n al ysis is 
a p pr o xi m at el y 1 0 6 t h e n t h e 1 -sid e d si g nifi c a n c e l e v e l t o b e a p pli e d f or t he fi n al f or m al O S
a n al ysis will b e 2. 4 %.   St ati st i c al sig nifi c a n c e f or O S w o ul d b e d e cl ar e d if t h e o bs er v e d p -
v al u e f or O S is p < 0 .0 2 4, w h i c h e q uat e s t o a H R ≤ 0. 6 8. T his pl a n w as f urt h er r e vis e d as
b el o w.
D C O 1 t o o k p l a c e o n 1 5th J a n 2 0 1 9 at w hi c h ti m e d et ails of t h e al p h a s p e n di n g pl a n w er e
u p d at e d. B as e d o n t h e o bs er v e d 7 1 O S e v e nts at t h e i nt eri m a n al y si s, i . e. 6 7 % of t h e 1 0 6 O S 

C CI
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e v e nts w hi c h ar e pl a n n e d f or t h e fi n al a n al ysis, st atist i cal  si g nifi c a n ce f or O S w as t o b e 
d e cl ar e d if t h e n ull h y p ot h esis f or pr o gr essi o n -fr e e s ur vi v al (P F S) w as r ej e ct ed a n d t h e 
o bs er v e d o n e -si d e d p -v al u e f or O S w a s p < 0. 0 0 6 . Als o, gi v e n t h at t he n u m b er of O S e v e nts at 
t he fi n al a n al ysis is p l a n n e d as 1 0 6 t he o n e -sid e d si g nifi c a n c e l e v el t o b e a p pl i e d for t h e fi n al 
a n al ysis will b e p < 0. 0 2 3.

4. 2. 2 P ri m a r y v a ri a b le - p r o g r essi o n f r e e s u r vi v al

A s u m m ar y of P F S will b e pr e p ar e d t o pr es e nt t h e n u m b er of  p ati e nts with pr o gr e s si o n a n d n o 
pr o gr essi o n.  T a b ul ati o n will d et ail t h e t ot al n u m b er of pr o gr essi o ns a n d n o pr o gr essi o ns, t h e 
n u m b er of p a ti e nt s wit h pr o gr e s sio n i d e nt ifi e d b y R E CIS T (s e p ar at el y f or T Ls, N T Ls, a n d 
n e w l esi o ns) a n d d e at h as w el l as d et ail s a b o ut n o n- p r o gr ess e d p ati e nts i n cl u di n g t h e n u m b er 
of  p atie nts pr o gr essi o n -fre e at ti m e of D C O, l ost t o f oll ow -u p, wi t hdr a w n c o ns e nt, a n d 
pr e m at ur el y  c e n s or e d ( R E CIS T or d e at h) if t he y di d n ot pr o gr ess a n d if t h e l at est s c a n pri or t o 
D C O w as m or e t h a n o n e s c h e d ul e d t u m o ur ass ess m e nt i nt er v al ( + 2 w e e ks) pri or t o t h e D C O 
d at e.  T h e s u m m ar y will b e pr es e nt e d b y  tr e at me nt gr o u p.

T h e P F S as d efi n e d i n S e ct i on 3. 2. 1 will b e a n al ys e d usi n g a l o g -r an k t est f or ge n er at i on of t h e
p- v al u e a n d usi n g t h e Br esl o w a p pr o a c h f or h a n dli n g ti es i n t h e f o ll owi n g m a n n er:

  

B y  u sin g t h e T E S T -St a t e me nt wi t hi n LI F E T E S T pr o c e d ur e t h e t est st atisti cs U a n d t h e 
c o v ar i an c e m atri x wil l b e a v er a g e d o v er t h e p ossi bl e or d eri n gs o f t he ti e d f ail ur e ti m es ( S A S 
Lif et est 2 0 0 8 ).

T h e H R a n d its CI will b e esti m at e d fr o m t h e l og- r a n k ( U a nd V st ati st i cs) f oll ow s di r e ctl y 
fr om t he LI F E T E S T m o d e l as us e d a b o v e f or c al c ul at io n of  p-v al u es ( B err y  et al 1 9 9 9 a n d 
S ell k e et al 1 9 8 3 )

T h e l o g -r a n k t est st atisti c, t h e H R ( ola p ari b v s. pl a c e b o) t o g et h er wit h its c orr es p o n di n g 9 5 % 
CI a n d p -v a l u e will b e pr es e nt e d ( a H R l ess t h a n 1 will f a v o ur ol ap ari b).

C CI

C CI

C CI
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T h e m e di a n a n d 9 5 % -CI of P F S a n d t h e pr o p orti o n of p at i ent s pr o gr essi o n-fr e e at 6 m o nt hs, 
1 2 m o nt h s , 1 8 mo nt hs , 2 4 m o nt hs, 3 6 m o nt hs a n d 4 8 m o nt hs will b e s u m m aris e d a n d 
pr es e nt e d b y tr e at m e nt gr o u p. F urt h er ti m e p oi nt s will b e a d d e d as a p pr o pri at e.

I n a d diti on, d ur ati o n of  fol l ow -u p will b e s u m m a ri s e d u si n g m e di a n ti m e fr om r a nd o mis at i on 
t o d at e of c e ns ori n g ( d at e l ast k n o w n t o b e n o n-pr o gr e s s or) i n c e ns or e d ( n ot pr o gr ess e d) 
p ati e nt s o nl y, pr es ent e d b y tr e at me nt gr o u p.

T h e f o ll owi n g K M pl ot s of  P F S will b e pr es e nt e d b y tr e at m e nt gr o u p.  T h e K M pl o t will be 
pr e p ar e d usi n g LI F E T E S T pr o c e d ur e a n d s el e cti n g O D S gr a p hi cs.  T h e pl ot will i d e ntif y 
c e ns or e d p ati e nts usi n g a diff er e nt s y m b o l a n d i n cl u d e p ati e nt s at ri s k at s p e cifi c ti m e p oi nts:

 P F S

 P F S wi t h ce ns ori n g a n d e v e nt fl a gs r e v ers e d

T h e ass u m pt i on of  pr o p ortio n ali t y will  be a s s e ss e d.  T h e r e s ult s of t h es e m o d el  c h e c ks will
n ot b e pr es e nt e d i n t h e C S R as p art of t h e f or m al o ut p uts; h o w e v er, a n y  d e vi ati o n fr om t his 
ass u m pt i on will b e c o nsi d er e d i n t h e i nt er pr et ati o n. N ot e t h at i n t h e pr es e n c e o f n o n-
pr o p orti o n ali t y, t he H R will b e i nter pr et e d as a n a v er a g e H R o v er t h e o bs er v e d e xt e nt of 
f oll ow- u p.  Pr o p orti o n alit y will  be t e st e d fi r stl y b y pr o d u ci n g pl ot s of  c o mpl e m e nt ar y  lo g -l og
( e v e nt ti m es) v ers us l og (ti m e) a n d, if t h es e r ais e c o n c er ns, a ti m e d e p e n d e nt c o v ari at e w o ul d 
b e fitt e d t o ass ess t h e e xt e nt t o w hi c h t his r e pr es e nts r a n d o m v ari at i on.  T h e c o m pl e m e nt ar y  
l og- l og pl ot will  b e di r e ctl y pr o d u ce d i n S A S LI F E T E S T pr o c e d ur e usi n g O D S gr a p hi cs 
o pti o n P L O T S =( L L S) i n t h e P R O C- St at e m e nt.  T h e gr a p h wil l b e ass ess e d vis u a ll y.  T w o 
p ar all el li n es f a v o ur t h e pr o p orti o n alit y a s s u m pt i on.  T o s u p p ort t h e pr o p orti o n alit y 
ass ess m e nt a C o x pr o p o rtio n al h a z ar d’ s mo d el will b e c o nstr u ct e d c o nt ai ni n g t h e i nt er a cti o n 
of  tr e at me nt a n d t h e l o g ari t h m of P F S_t i m e (tr e atm e nt *l o g ( P F S_ ti m e)).  T h e p-v al u e o bt ai n e d 
fr om t he W al d C hi -s q u ar e d t est f or t h e ti m e d e p e n d e nt c o v ari at e will b e pr es e nt e d.  T h e 
f oll ow i n g S A S-c o d e m a y b e us e d:

  
  
  
  

A f urt h er a na l ysis of P F S ( usi n g i n v est i g at or ass ess e d R E CI S T) w as t o b e p er f or me d at t h e 
ti m e of t h e fi n al O S a n al ys es, if re q u est e d b y h e alt h a ut h ori tie s.  A fi n al d e cisi o n w a s t o b e
m a d e at t he B D R M f or t h e fi n al O S a n al ysis . H o w e v er, a d e cisi o n w a s m a d e aft er t h e a n al ysis
o f P F S at D C O 1 t o c arr y o ut a f ull d e s cri pti v e P F S a n al ysis u si n g i n v esti g at or ass es s e d
R E CI S T at t h e ti m e of t h e fi n al O S a n al ysis at D C O 2 . If p ati e nt s ar e still o n tr e at m e nt at t h e
ti m e of D C O 2 (i. e. i n v esti g at or ass ess m e nt of R E CI S T pr o gr essi o n c o nti n u e s), t h e n t h e
a n al ysis will b e p r es e nt e d a g ai n at D C O 3.
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4.2.2.1 Progression-free survival sensitivity analyses

As a sensitivity analysis to the primary endpoint of PFS, the primary analysis will be repeated 
excluding any patients who did not have a gBRCA mutation status confirmed by the central 
Myriad test.  The same methodology and model will be used as for the primary analysis and 
the HR and associated 95% CI will be reported. A KM plot of PFS in this subset of patients 
will be presented by treatment group. 

a) Attrition bias

Attrition bias will be assessed by repeating the primary PFS analysis except that the actual 
PFS event times, rather than the censored times, of patients who progressed or died in the 
absence of progression immediately following two, or more, non-evaluable tumour 
assessments will be included.  In addition, patients who take subsequent therapy prior to their 
last evaluable RECIST assessment or progression or death will be censored at their last 
evaluable assessment prior to taking the subsequent therapy. 

A by-patient listing will be produced similar to the PFS listing but including only patients who 
progressed but were censored for the primary analysis due to missing of two, or more, non-
evaluable tumour assessments.  The actual PFS times will be reported.

(b) Evaluation-time bias

A sensitivity analysis will be performed to assess possible evaluation-time bias that may be 
introduced if scans are not performed at the protocol-scheduled time points.  The log-rank test, 
as described for the primary analysis of PFS, will be repeated using the midpoint between the 
time of progression and the previous evaluable RECIST assessment to derive PFS time for 
patients with RECIST progression events.  For patients whose death was treated as a PFS 
event, the date of death will be used to derive the PFS time used in the analysis.  This 
approach has been shown to be robust to even highly asymmetric assessment schedules (Chen 
and Sun 2010).  This approach will use the BICR RECIST assessments.  

To support this analysis, the individual mean time difference between RECIST assessments 
(patient inter-assessment times) will be calculated and summarised using descriptive statistics.

(c) Ascertainment bias

The primary analysis of PFS (log-rank test) will be repeated using investigator assessed 
RECIST data.  The HR and 95% CI will be presented.  A KM plot of PFS based on the 
investigator assessed RECIST data will be presented by treatment group.

Ascertainment bias will be assessed through the use of two measures proposed by Amit (Amit, 
et al., 2011): the early discrepancy rate (EDR) and late discrepancy rate (LDR).  The EDR 
represents the positive predictive value of Investigator assessment and quantifies the
frequency with which the Investigators declare progression early relative to BICR within each 
arm as a proportion of the total number of Investigator assessed PD’s.  The LDR quantifies the 
frequency that the Investigators declare progression later than BICR as a proportion of the 
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t ot al n u m b er of dis cr e p a n ci es wi t hi n t h e ar m.  If t h e distri b ut i on of dis cr e p a n ci es is si mil ar 
b e t w e e n th e ar m s, t h e n t his s u g g ests t he a bs e n c e of e v al u ati o n bi as f a v o uri n g a p arti c ul ar ar m.

E D R a n d L D R ar e c al c ul at e d as:

T h e E D R a n d L D R will b e c al c ul at e d f or e a c h tr e at m e nt ar m a n d t h e diff er e nt i al dis c or d a n c e 
ar o u n d e a c h m e as ur e will b e d efi n e d as t h e r at e o n t h e e x p eri m e nt al ar m  mi n us t h e r ate o n t h e 
c o ntr ol  ar m.  

If t h er e is a n i m p ort a nt dis cr e p a n c y b et w e e n t h e pri mar y a n al ysis usi n g BI C R ass ess m e nts a n d 
t his s e n sitivit y a n al ysis usi n g i n v esti g at or ass ess m e nts, t h e pr o p or tio n of  p ati ent s wit h sit e b ut 
n o c e ntr al c o nfi r mat i on of pr o gr essi o n w ill b e s u m m aris e d b y  tr e at me nt gr o u p a n d t h e pri m ar y 
a n al ysis will b e r e p e at e d f or t his s u bs et of p ati e nts.  T h e a p pr o a c h of i m p ut i n g a n e v e nt at t h e 
n e xt visit i n t h e c e ntr al r e vi e w a n al ysis m a y  hel p i nf or m  t h e m o st li k el y H R v al u e, b ut o nl y  if 
a n i m p ort ant dis cr e p a n c y e xists.  Dis cr e p a n c y b et w e e n t h e pri m ar y a n al ysis usi n g BI C R 
a sse s s m e nts a n d i n v est i g at or ass ess m e nts of pr o gr essio n  will b e dis c uss e d at t h e B D R M.  T h e 
st u d y t e a m will de ci d e w h et h er t h e d is cr e p an c y  be t w e e n asse s s m e nt s i s of  im p ort a n c e a n d 
w h et h er or n ot a d di tio n al  a nal ys es ar e r e q ui r e d. 

A b y- p at i ent  listi n g will be pr o d u c e d t o pr es e nt p ati e nts w h er e at l e ast o n e ass ess m e n t diff ers 
b et w e e n i n v esti g at or a n d c e ntr al r e vi e w s of R E CI S T pr o gr es sio n.

( d) D e vi ati o n bi a s

A s a s e nsit i vity a n al ysis t o t h e pri m ar y e n d p o i nt of P F S, a n a n al ysis e x cl u di n g p ati ent s wit h 
“i m p ort a nt ” d e vi at i on s t h at m a y  aff e ct t h e effi c a c y of t h e tri al t her a p y will b e p erf or m e d if t h e 
f oll owi n g d e vi at i ons w er e r e p ort e d f or > 1 0 % of p a tie nt s :

 di d n ot h a v e t h e i n t e n d e d dis e as e or in di c at i on or

 di d n ot r e c ei v e a n y  r a n d o mis e d t h er a p y
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A log-rank test will be repeated using the BICR RECIST data, using the same method as 
described for the primary analysis of PFS.  The HR and 95% CI will be presented.

The treatment status at progression by patients who have progressed / censored including the 
number of patients and percentage of on-treatment or discontinued will be tabulated.  The 
number of days from treatment discontinuation to progression for patients who have 
discontinued treatment will be summarised descriptively.  Data will be presented by treatment 
group.

Patients censored for progression at more than 14 weeks before the DCO (‘censored > 14 
weeks before DCO’, ‘censored <= 14 weeks before DCO’) will be tabulated and presented by 
treatment group.

A by-patient listing will be produced including patients with an important deviation only.

4.2.2.2 Progression-free survival subgroup analyses

Subgroup analyses will be conducted comparing PFS between treatments. The purpose of the 
subgroup analyses is to assess the consistency of treatment effect across potential or expected 
prognostic factors.  KM plots will be produced for each subgroup according to treatment 
group.  

If there are too few events available for a meaningful analysis of a particular subgroup (it is 
not considered appropriate to present analyses where there are less than 5 events in a subgroup 
in at least one treatment group), the results of the subgroup analysis (HR and 95% CI) will not 
be presented, however, all patients with non-missing subgroup data will be included in the 
Cox model used for the analysis (see below).

The following subgroups will be analysed for PFS:

 Previous chemotherapy (FOLFORINOX variants, gemcitabine/cisplatin, other); 
Reference=FOLFORINOX variants

 Type of previous chemotherapy (doublets, triplets, other); Reference=doublets

 Time on first-line treatment till randomisation (≤ 6 months vs > 6 months); 
Reference=≤6 months

 Best response on first-line treatment (SD vs PR/CR); Reference=SD

These will be determined from the “Metastatic Pancreas Cancer Therapy” (CAPRX2) module 
of the eCRF at screening by medical review.

 Presence or absence of biliary stent; Reference=Presence of biliary stent

This will be determined from the “Surgical History” (HISS) module of the eCRF at screening
by medical review.
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 M e as ur a bl e v ers us n o n m e as ur a bl e di s e as e / N E D at b aseli n e; R ef er e n c e = n o n 
m e as ur a bl e dis e as e / N E D at b as eli n e

T his will b e d et er mi n e d pr o gr a m m at i c all y fr om t he b as eli n e BI C R r es ul t s.

 g B R C A m ut ati o n t yp e (B R C A 1 , B R C A 2, B R C A 1/ 2 ( b ot h) , n o n- g B R C A m ); 
R ef er e n c e = B R C A 1

T his will b e d et er mi n e d pr o gr a m m at i c all y fr om t he M y ria d c e ntr al  la b or at or y  t e st r e s ult s.

 A g e at r a n d o mis ati o n ( > = 6 5 vs < 6 5); R ef er e n c e = < 6 5

 R a c e (W hit e vs Ot h er) ; R ef er e n c e= W hi t e

 S e x ( M ale vs F e m al e) ; R ef er e n c e = M al e

T h es e will b e d et er mi n e d pr o gr a m m ati c all y  fr om t he “ D e m o gr a p h y ” ( D E M) mo d ul e of  t he 
e C R F at s cr e e ni n g.

 E C O G p erf or m a n c e st at us ( n or m al  ac ti vity, r e strict e d a cti vit y ); R ef er e n c e = n or m al
a cti vit y

T h e d at a w ill b e d et er m i n e d fr o m th e “ E C O G P e rf or ma n c e St at us ” (P S T A T) m o d ul e of t h e 
e C R F at s cr e e ni n g .

Ot h er b as eli n e v ari a bl es m a y  als o b e asse ss e d if t h er e is cli ni c al j ust ifi c ati on.  A fi n al d e ci sio n  
will b e m a d e at t h e B D R M.

F or e a c h s u b gr o u p, t he H Rs ( ol a p ari b : pl a c e b o) an d a s s o ci at e d CIs will b e c al c ul at e d fr o m a
C o x pr o p orti o n al h a z ar ds m o d el ( TI E S = Efr o n) t h at c o nt ai ns t h e tr e at m e nt gr o u p , f a ct or 
(s u b gr o u p) a n d tr e at m e nt-b y- f act or i nt er a cti o n t er m. All p a tie nt s wi t h no n -missi n g s u b gr o u p 
c a t e g or y d ata will b e i n cl u d e d i n t h e C o x m o d el . St ati st i cs pr o d u c e d b y th e C o x m o d el , i. e. 
H R/ CI will o nl y b e di s pl a y e d i n s u b gr o u p c at e g ori es wit h a s uffi ci e nt n u m b er of e v e nts 
a v ail a bl e ( at l e ast 5 e v e nts i n b ot h tr e at m e nt  gr o u ps), ot h er wis e, o nl y t h e t ot al n u m b er of  
p ati e nt s a n d e v e nt s will be dis pl a y e d . R ef er e n c e c ell c o din g will  be us e d i ntr o d u c e d b y  t h e 
P A R A M = R E F E R E N C E o pti o n i n t h e C L A S S -St at e m e nt. I n di vi d u al r ef er e n c e l e v els will b e 
d efi n e d usi n g t h e R E F = o pti o n wi t hi n t h e C L A S S-St at e m e nt f or e a c h s u b gr o u p.  T h e 
tr ea t me nt eff e ct H Rs f or e a c h tr e at m e n t c o mp aris o n al o n g wi t h t h eir CIs will b e o bt ai n e d f or 
e a c h l e v el of t h e s u b gr o u p fr o m t his si n gl e m o d el .  A n al ysis will b e c arri e d o ut usi n g P H R E G 
pr o c e d u r e i n S A S i n th e f oll owi n g m a n n er:

  
    
   
   

C CI
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T h e H Rs a n d 9 5 % CIs will b e pr es e nt e d i n a n o v er vi e w t a bl e as w ell as o n a f or est pl ot 
i n cl u din g t h e H R a n d 9 5 % CI fr o m t h e o v er all p o p ul at i on ( us i n g t h e H R a n d 9 5 % CI s fr o m 
t he pri m ar y  a nal ysis).

 

T h e p r es e n c e of q u a nt itati v e i nt er a ct i ons will b e ass ess e d b y m e a ns o f a n o v er all gl o b al 
i nter a ct i on t est.  T his wil l b e p erf or m e d i n t h e o v er all p o p ul ati o n b y  c o mp ari n g t h e fit of a 
C o x pr o p orti o n al h a z ar ds m o d el i n cl u d i n g tr e at me nt, al l c o v ari at es, a n d all 
c o v ari at e - b y-tr e at me nt i nt er a ct io n t er ms, wit h o n e t h at e x cl u d es t h e i nt er a cti o n t er ms a n d will 
b e ass ess e d at t h e t wo- sid e d 1 0 % si g nifi c a n c e l e v el.  If a c o v ari at e d o e s n ot h a v e m or e t h a n 5
e v e nts p er l e v el i n b ot h tr e at me nt g r o u ps ( of t he c o v ari at e) i t will b e i n cl u de d as a c o v ari at e in 
t he m o d el  but t h e c o v ari at e - b y-tr e at me nt i nt er a cti o n t er m  will b e o mitt e d.  If th e fit of t h e 
m o d el  is n ot sig nifi c a nt l y i m pr o v e d t h e n it will be c o n cl u d e d t h at o v er all t h e tr e at m e nt eff e ct 
is c o nsist e nt  a cr oss t he s u b gr o u ps .

If t h e glo b al i nt er a ct i on t e st is f ou n d t o b e st atist i call y  si g nifi c a nt, a n att e mpt t o d et er mi n e t h e 
c a us e a n d t yp e of i nt er a ct i on will b e m a d e. St e p wis e b a c k w ar ds s el e ct i on will b e p erf or m e d 
o n t h e s at ur at e d m o d e l, w h er e b y ( usi n g a 1 0 % l e v el  t hr o u g h o ut) t he l e ast sig nifi c a nt 
i nter a c tio n t er m s ar e r e mo v e d o n e - b y-o n e a n d a n y  ne wl y si g nifi c a nt i nt er a cti o ns r e -i n cl ud e d 
u nt il a fi n al m o d el is r e a c h e d w h er e all i n cl u d e d int er a cti o ns ar e si g nifi c a nt a n d all e x cl u d e d 
i nte r a cti ons a r e n o n- si g nifi c a nt. T hr o u g h o ut t his pr o c e ss all m ai n eff e ct s w ill b e i n cl u d e d i n 
t he m o d el  r e g ar dl ess of w h et h er t h e c orr es p o n di n g i nt er a cti on t er m is st ill pr es e nt.  T his 
a p pr o a c h will i d e nt if y th e f act ors t h a t in d e p e n d e nt l y al t er t h e tr e at me nt eff e ct a n d pr e v e n t 
i d e ntifi c atio n of  mul tipl e c orr e l ate d i nt er a cti o ns .

A n y q u a nt itati v e i nt er a cti o ns i d e nt ifi e d usi n g t his pr o c e d ur e will t h e n b e t este d t o r ul e o ut a n y  
q u alit at i v e i nter a cti o n usi n g t h e a p pr o a c h of G ail a n d Si m o n 1 9 8 5 .

F or al l s u b gr o u ps, m e d i a n P FS ti m e a n d 9 5 % c o nfi d e n c e i nt er v als c al c ul at e d usi n g t h e K a pl a n 
M ei er m et h o d will b e s u m m aris e d b y t re at m e nt gr o u p.

I n or d er t o ass ess t h e i m p a ct of i m b al an c es b et w e e n tr e at m e nt gr o u p s i n t er ms of t h e k e y
pr o g n osti c v ar i abl es b est r es p o ns e on first -li n e tr e at me nt ( C R/ P R, S D), ti m e o n first -li n e 
tr e at me nt ( ≤ 6 m o nt hs, > 6 m o nt hs), a g e gr o u p ( < 6 5 y e ars, ≥ 6 5 y e ars), E C O G st at us at 
b as eli n e ( 0 n or m al a ct i vity, 1 r e stri ct e d a cti vit y) , a n d pr e vi o us c h e m ot h er a p y ( F O L F O RI N O X 
v ari a nts, G e m cit a bi n e/ Cis pl at i n, Ot h er), a C o x pr o p orti o n al  ha z ar d s m o d el i n cl u di n g o nl y 
tr e at me nt gr o u p will b e c o m p ar e d wi t h a C o x pr o p o rtio n al  ha z ar d s m o d el  in cl u di n g tr e at me nt 
gr o u p a n d k e y  pr o g n osti c v ari a bl es. T h e h a z ar d r ati o f or tr e at m e nt gr o u p a n d 9 5 % c o nfi d e n c e 
i nter v als will b e pr es e nt e d.

A b y- p at i ent  listi n g will b e pr o d u c e d f or pr es e nti n g i n di vi d u al P F S d at a.

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

A s u m m ar y  of s ur vi v al st at us at t h e ti m e of a n al ysis will b e pr o d u c e d.  T his will s u m m aris e 
t he n u m b er of p ati e nts w h o h a v e di e d, w h o ar e still i n s ur v i v al f oll o w-u p, w h o ar e l o st t o 
f oll ow- u p or w h o h a v e wit h dr a w n c o ns e nt.  R es ul t s will be pr es e nt e d b y  tre at m e nt  gr o u p.  

I nt eri m O S d at a as d efi n e d i n S e ct i on 3. 2. 2 will b e a n al ys e d at t h e ti m e of  t h e fi n al a n al ysis 
f or P F S ( D C O 1) a n d will us e t h e s a m e m et h o d ol o g y  a n d mo d el  ( pr ovi d e d t h er e ar e s uff i ci e nt 
e v e nts a v ail a bl e f or a m e a ni n gf ul a n al ysis [ > 5 d e at h s i n b ot h tr e at m e nt gr o u ps], if n ot 
d es cri pt i v e s u m m ari es o nl y will b e pr o vi d e d).  A fi n al f or m al a n al ysis o f O S will b e 
p erf or m e d w h e n a p pr o xi m at el y 1 0 6 d e at hs h a v e o c c urr e d ( D C O 2).

M e di a n O S ti m e a n d c orr es p o n di n g 9 5 % CI will b e s u m m aris e d i n cl u di n g t h e n u m b er of 
d e a t hs, a n d s ur vi v al at m o nt h 6 , 1 2, 1 8, 2 4, 3 6 a n d 4 8. F urt h er ti m e p oi nt s will b e a d d e d as
a p pr o pri at e.   R es ults will b e pr es e nt e d b y  tr e at me nt gr o u p.

T h e a n al ysis will b e r e p e a te d e x cl u di n g a n y p at i ents w h o di d n ot h a v e a g B R C A m u t atio n 
st at us c o nfir m e d b y t he c e ntr al  M yri a d t est.

T h e s e nsit i vity a n al ys es o utli n e d f or P F S i n S e cti o n 4. 2. 2 will n ot b e r e p e at e d f or O S wit h t h e 
e x c e pti o n of  a K M plot.  T w o K M pl ot s will  be pr o d u c e d.  T h e fi r st K M plot will s h o w ti m e 
t o c e ns ori n g of O S a n d t he s e c o n d K M pl ot will s h o w ti m e t o c e ns ori n g w h er e t h e c e ns ori n g 
i n di c at or is r e v ers e d ( me di a n ti m e t o f oll o w -u p w h er e e v e nts will b e c e ns o r ed a n d pr e vi o usl y 
c e ns or e d p ati e nts will b e tr e a t ed as e v e nts). T h e first K M pl ot will b e r e p e at e d e x cl u di n g a n y  
p ati e nt s w h o di d n ot h a v e a g B R C A m ut ati o n st at us c o nfir m e d b y  t h e c e ntr al M yri a d t est.

O S d at a will b e list e d i n a b y -p at i ent  listi n g.

Si mil a r s u b gr o u p a n al ys es ( e x c e pt t h e i nt er a cti o n t est) w ill b e c o n d u ct e d c o m p ari n g O S 
b et w e e n tr e at m e nt s as d et ail e d f or P F S i n S e cti on 4. 2. 2. 2 , usi n g t h e s a m e m et h o d ol o g y a n d 
m o d el .  K M pl ots will b e pr o d u c e d f or e a c h s u b gr o u p a c c o rd i n g t o tr e at m e nt gr o u p.  If t h er e 
ar e t o o f e w e v e nt s a v ail a bl e f or a m e a ni n gf ul a n al ysis o f a p arti c ul a r s u b gr o u p (it is n ot 
c o nsi d er e d a p pr o pri at e t o pr es e nt a n al ys es w h er e t h er e ar e l ess t h a n 5 e v e nt s in a s u b gr o u p i n 
at l e ast o n e tr e at m e nt gr o u p ), t h e rel at i on s hi p b et w e e n t h at s u b gr o u p a n d O S will n ot b e 
f or mall y a n al ys e d. I n t his c as e, o nl y d e s cri pt i v e s u m m ari es ( n u m b er of p at i ent s, n u m b er ( %) 
of  e v e nts, a n d K M pl ots) will b e pr o vi d e d.

4. 2. 4 Ti m e f r o m r a n d o m is ati o n t o s e c o n d p r o g r essi o n

T h e st at us of P F S 2 a s d efi n e d i n S e ct i on 3. 2. 3 will b e s u m m aris e d b y t h e n u m b er a n d
p er c e nt a g e o f p ati e nts e x p eri e n ci n g a P F S 2 e v e nt a n d t h e t y p e of pr o gr essi o n ( o bj e ct i v e 
pr o gr essi o n b y  R E CI S T, s ym pt o m at i c pr o gr essi o n or d e at h).  R es ults will b e pr es e nt e d b y  
tr e at me nt gr o u p.  

C CI
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The analysis of PFS2 will use the same methodology and model as the primary analysis of 
PFS.  No multiplicity adjustment will be applied as this is viewed as a supportive endpoint.

A KM plot of PFS2 will be provided by treatment group.  A KM plot of the time to censoring 
where the censoring indicator of the PFS2 analysis is reversed will be produced (called 
median time to follow-up where events will be censored and previously censored patients will 
be treated as events).

As a key sensitivity, the analysis of PFS2 will be repeated in those patients whose gBRCAm 
status is confirmed by the Myriad test.  A KM plot of PFS2 in this subset of patients will be 
presented by treatment group.

The median and 95%-CI of PFS2 and the proportion of patients with no second progression at 
6, 12, 18, 24, 36 and 48 months will be summarised and presented by treatment group. Further
timepoints will be added as appropriate.

Days between second progression and last assessment prior to second progression will be 
summarised descriptively by treatment group.

A by-patient listing will be produced including details about time of second progression.

4.2.5 Time to first subsequent therapy or death 

The TFST will be analysed using the same methodology and model as the primary analysis of 
PFS.  The HRs for the treatment effect together with 95% CIs will be presented. A KM plot 
will be presented by treatment group, together with status, median TFST and 95% CI for each 
treatment group.  

As a key sensitivity, the analyses of TFST will be repeated in those patients whose gBRCAm 
status is confirmed by the Myriad test.  In this subset of patients, median TFST and 95% CI
will be reported by treatment group. In addition, a KM plot of TFST will be presented by 
treatment group.

The time between progression and starting subsequent cancer therapy will be summarised.

In addition, best overall RECIST response to first subsequent cancer therapy by treatment 
group will be provided.

Individual TFST will be presented in a by-patient listing.

4.2.6 Time to second subsequent therapy or death

The TSST will be analysed using the same methodology and model as the primary analysis of 
PFS.  The HRs for the treatment effect together with 95% CIs will be presented.  A KM plot 
will be presented by treatment group, together with status, median TSST and 95% CI for each 
treatment group.  
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As a key sensitivity, the analyses of TSST will be repeated in those patients whose gBRCAm 
status is confirmed by the Myriad test.  In this subset of patients, median TSST and 95% CI
will be reported by treatment group.  In addition, a KM plot of TSST will be presented by
treatment group.

In addition, best overall RECIST response to second subsequent cancer therapy by treatment 
group will be provided.

Individual TSST will be presented in a by-patient listing.

4.2.7 Time to study treatment discontinuation or death

The TDT will be analysed using the same methodology and model as the primary analysis of 
PFS.  The HR for the treatment effect together with 95% CIs will be presented.  A KM plot 
will be presented by treatment group, together with status, median TDT and 95% CI for each 
treatment group.

As sensitivity, the analyses of TDT will be repeated in those patients whose gBRCAm status 
is confirmed by the Myriad test.  In this subset of patients, median TDT and 95% CI will be 
reported by treatment group.  In addition, a KM plot of TDT will be presented by treatment 

group.

Individual TDT will be presented in a by-patient listing.

4.2.8 Best objective response and objective response rate

For each treatment group, BoR as defined in Section 3.2.7 will be summarised by n (%) for 
each category (CR, PR, SD, NED, PD, NE) based on the BICR data.  This will also be 
summarised based on the investigator-assessed data.  No formal statistical analyses are 
planned.

ORR as defined in Section 3.2.8 will be summarised descriptively, ie, number of patients (%)
by treatment group, and using logistic regression, based on the BICR data, in patients in the 
FAS (ITT population) with measurable disease at baseline defined according to BICR. The 
results of the analysis will be presented in terms of an odds ratio together with its associated 
profile likelihood 95% CI and p-value (based on twice the change in log-likelihood resulting 
from the addition of a treatment factor to the model). If there are not enough responses for a 
meaningful analysis using logistic regression, then a Fisher’s exact test will be presented.  

ORR will also be summarised based on the investigator-assessed data in the FAS (ITT 
population) with measurable disease at baseline defined according to investigator assessment
using the same methods as for the BICR data. Any patients who experienced CR or PR which 
was first observed whilst receiving subsequent therapy after discontinuation of olaparib will 
be identified and not treated as responders per definition of BoR in Section 3.2.7.  

In addition, the duration and time to onset of objective response in patients with objective 
response (by BICR and by investigator assessment) will be summarised by treatment group. 
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95% confidence intervals for median duration and median time to onset of objective response 
in patients with objective response (by BICR and by investigator assessment) calculated using 
the Kaplan Meier method will be presented by treatment group.

BoR will be presented in a by-patient listing.  In addition, a listing will be prepared including 
objective responders (confirmed CR or PR) only.

4.2.9 Disease control rate

The DCR as defined in Section 3.2.9 will be summarised (ie, n, %) by treatment group.  The 
DCR will be presented based on the BICR data and also the investigator recorded data. 

4.2.10 Target lesion summary and other efficacy

Target lesion size, and percentage change from baseline will be summarised by treatment
group and time point using descriptive statistics.  Lesion data according to BICR and also by 
investigator assessment will be listed in by-patient listings.

Subsequent cancer therapy relative to progression will be summarised using frequency counts 
and percentages. The tabulation will detail any patients receiving any further therapy for 
cancer by time of therapy (‘After progression’, ‘Before progression’, ‘No progression’).  
Tabulation will include the number of patients where no subsequent cancer therapy was
recorded as well.  Data will be presented by treatment group.

4.2.11 Patient reported outcomes

The analysis population for PRO data will be the PRO analysis set as defined in Section 2.1.  
Derivations and rules for transformation of PRO data are defined in Section 3.3.

Impact of olaparib on HRQoL

The impact of olaparib on HRQoL will be assessed through an analysis of the global health 
status / QoL gathered from items 29 and 30 of EORTC QLQ-C30. 

Descriptive statistics including change from baseline score will be produced by time point for 
the EORTC QLQ-C30 global health status / QoL score.  Results will be presented by 
treatment group.  Arithmetic mean (± standard deviation) plots of scores versus time point will
be produced in linear scale. 

Adjusted mean change from baseline in global QoL score will be analysed using a mixed 
model for repeated measures (MMRM) analysis of all of the post-baseline scores for each visit 
and will be presented by treatment group. Only visits with at least 25% of non-missing values 
in both treatment arms (calculated separately by treatment arm) are included in the model.  
The study treatment discontinuation visit and the safety follow-up visit will be excluded from 
this analysis. Restricted maximum likelihood (REML) estimation will be used. The model will 
include randomised treatment group, visit and treatment by visit interaction as explanatory 
variables and the baseline QoL score as a covariate along with a baseline QoL score by visit 
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i nter a ct i on . Tr e at me nt, vi si t a n d tr e at me nt b y  vi sit int er a ct i on will b e fi x e d eff e cts i n t h e 
m o d el .  T h e tr e at m e nt b y vi sit int er a cti o n will r e m a i n i n t h e m o d el r e g ar dl ess of si g nifi c a n c e.

A n u ns tru ct ur e d c o v ari a n c e m atri x will b e us e d t o m o d el  th e w ith i n-s u bj e ct err or a n d t h e 
K e n w ar d -R o g er a p pr o xi m at i on will b e us e d t o esti m at e t h e d e gr e es of fr e e d o m.   T h e 
f oll owi n g pr o vi d es s a m pl e c o d e f or i m p l e me nt i n g t he M M R M a n al ysis: 

   
   
   
   

   
   
   

w h e r e T R T is t h e r a n d omi se d tr e at m e nt gr o u p, VI SI T is t h e visit, C F B is t h e c h a n g e fr om 
b as eli n e i n t h e gl o b al Q o L s c or e, a n d B A S E is t h e b as eli n e gl o b al Q o L s c or e.

If t h e fit of t h e u nstr u ct ur e d c o v ari a nc e st r u ct ur e f ails t o c o n v er g e, t h e f oll o wi n g c ov a ria n c e 
str uct ur es will b e tri e d i n or d er u ntil c o n v er g e n c e is r e a c h e d: T o e plit z wit h h et er o g e n eit y,  
a ut or e gr essi v e wit h h et er o g e n eit y,  T o e plit z, a n d a ut or e gr essi v e. 

T h e a dj ust e d m e a n c h a n g e fr o m b as eli n e e stim a t es ( o bt ai n e d fr om L S M E A N S -St at e m e nt as 
t he c al c u lat e d l e a st s q u ar e m e a ns a dj ust e d f or t h e r a n d o m c o m p o n e nt of t h e m o d el) , st a n d ar d 
err or, a n d c orr es p o n di n g 9 5 % CIs will b e pr es e nt e d b y visit f or e a c h tr eat m e nt  gr o u p.  
C orr es p o n di n g pl ots o v er ti m e wi ll b e pr es e nt e d .

A n o v er all a dj ust e d m e a n est i m at e will al s o b e d eri v e d t h at will est i m at e t h e a v er a g e 
tr e at me nt eff e ct o v er all visits gi vi n g e a c h visit e q u al w ei g ht. F or t his o v er all tr e at m e nt 
c o m p aris o n, a d j ust e d me a n est i m at es p er tr e at m e nt gr o u p a n d co rres p o n di n g 9 5 % c o nfi d e n c e 
i nter v als will b e pr es e nt e d al o n g wi t h a n esti m at e of t h e tr e at m e nt diff er e n c e, 9 5 % c o nfi d e n c e 
i nter v al  a n d p-v al u e. Als o, f or e a c h visit, a n est i m at e of t h e tr e at m e nt diff er e n c e a n d a 9 5 % 
c o nfi d e n c e i nt er v al will b e pr es e nt e d .

A b y- p at i ent  listi n g will b e pr o d u c e d f or t h e E OR T C Q L Q- C 3 0 g l ob al  Q o L s c al e pr es e nt i n g 
r a w s c or es ( o v er all h e alt h a n d o v er all q u alit y of lif e i t e ms) a n d t h e tr a nsf or m e d s c or e b y t i m e 
p oi nt.

As a s u p p orti v e a n al ysis, E O R T C Q L Q- C 3 0 gl o b al  Q o L s c or e i m pr o v e me nt rat e will b e 
a n al ys e d usi n g a l o gist i c r e gr ess i on m o d e l. T h e m o d el will i n cl u d e a bi n ar y v ari a bl e as 
r es p o ns e (i m pr o v e m e nt = 1; n o i m pr o v e m e nt = 0) a n d tr e at m e nt gr o u p as a n e x pl a n at or y 

C CI
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v ari a bl e i n t h e M O D E L -St at e m e nt t o g et h er wi t h t h e o ptio n C L P A R M = P L t o c o m p ut e pr ofil e 
li k eli h o o d CIs a n d p-v al u es.  E x p l an a tor y v a ria bl e s will  be i ntr o d u c e d usi n g a r ef er e n c e c ell 
c o di n g ( o pti o n P A R A M = R E F E R E N C E) w hil e t h e o pti o n R E F = will b e us e d t o i d e ntif y t h e 
r ef er e n c e.  T h e f oll owi n g pr o vi d es s a m pl e S A S c o d e f or i m pl e m e n tin g t he a n al ysis:

   
  

If t h e o v er all i m pr o v e m e nt rat e i s < 5 %, n o a n al ysis will b e p erf or m e d ( n ot e t h a t if t h e 
r es p o ns e r at e i n o nl y o n e of t h e tr eat m e n t gr o ups is < 5 % b ut ≥ 5 % i n t h e ot h er tr e at m e nt 
gr o u p t h e n t h e a n al ysis will still b e p erf or m e d).  If t h e o v er all r es p o ns e r at e is l o w ( < 2 0 %) a 
Fis h e r’s e x a ct t est (f or a n e x a m pl e S A S c o d e s e e b el o w) will b e c o nsi d er e d a n d mi d p -v al u es 
us e d.  T h e r es ult s of t he a n al ysis will b e pr es e nt e d i n t er ms o f a n o d ds r ati o t o g et h er wit h its 
a s s o ci at e d pr ofil e li k eli h o o d CIs a n d p -v al u es ( b as e d o n t wi c e t h e c h a n g e i n l o g -li k eli h o o d 
r e s ultin g fr o m t he a d di tio n of  a tre at m e nt f a ct or t o t h e m o d el ).

  

I n a d diti on, a s u m m ar y  t a bl e of E O R T C Q L Q -C 3 0 gl o b al Q o L s c or e b est o v er all Q o L 
r es p o ns e will b e pr o vi d e d (i m pr o v e m e nt, d et eri or ati o n , n o c h a n g e).

C o m pli a n c e

T h e E O R T C Q L Q -C 3 0 a n d  c o m pli a n c e ( o v er all c o m pli a n c e a n d b y  
visit c o m p li a n c e, s e p ar at el y for e a c h f or m ) will b e s u m m aris e d a n d pr es e nt e d b y tr e at me nt 
gr o u p.

4. 2. 1 2 E x pl o r at o r y a n al ys es

 

 

C CI

C CI

C CI

C CI
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4. 2. 1 3 S af et y

S af et y d at a will b e s u m m aris e d a n d lis t ed o n l y.  N o f or mal  st atist i c al a n al ys es will b e 
p erf or m e d o n t h e s af et y d at a.  All s af et y d a t a will b e s u m m aris e d b y a ct u al tr e at me nt gr o u p
( ola p ari b or pl a c e b o).  H o w e v er, s o m e list i n gs s u c h as A Es listin gs will dis p l a y th e a c tu al  
d o s e t h e p ati e nt r e c ei v e d at o ns et of  a n A E.

A d v e rs e e v e nts

All A Es, b ot h i n t er ms of M e di c al Di ct i on ar y  for R e g ul at or y  A cti viti es ( M e d D R A) pr ef err e d 
t er m ( P T) a n d C o m m o n T o xi ci t y Crit eria f or A d v ers e E v e nts ( C T C A E) gr a d e, will b e list e d 
a n d s u m maris e d d e s cri pt i vel y  b y c o u nt ( n) a n d p er c e nt a g e ( %) f or e a c h tr e at m e nt gr o u p.  
M e d D R A di ct i on ar y  will b e us e d f or c o di n g.  A n y A E o c c urri n g b ef or e ol a p ari b/ pl a c e b o 
tr e at me n t (ie, b ef or e St u d y  D a y 1) will b e i n cl u d e d i n t h e A E listi n gs, but will n ot b e i n c l u d e d
i n t h e s u m mar y t a bl es ( u nl e s s ot h er wis e st at e d).  T h es e will b e r ef err e d t o as ‘ pr e -tr e at me nt’ .

T h e s u m m ar y t a bl es will i n cl u d e all A Es t h at o c c urr e d aft er t h e st art o f tr e at me nt u p u ntil t h e 
e n d of t h e 3 0 d a y  fol l ow- u p p eri o d.  T h e 3 0 d a y  foll o w- u p p eri o d will b e d e fi n e d as 3 0 d a ys 
f ollo wi n g d is c o nti n u ati on of o l a p ari b/ pl a c e b o tr e at m e nt.  A n y u nt o w ar d e v e nt o c c urri n g 
s u bs e q u e nt t o t h e 3 0 -d a y f oll ow- u p A E r e p orti n g p eri o d t h at t h e i n v est i g at or ass ess es as 
p ossi bl y  r el at e d t o t h e st u dy tr e at me nt w ill als o be i n cl u d e d in t h e A E list i ngs, b u t n ot in t h e 
s u m m ar y t a bl es.

All r e p ort e d A Es will b e list e d a l on g wit h t h e d at e of o ns et, d at e of r es o l uti on (if A E is 
r es ol v e d), i n v estig at or’s ass ess m e nt of s e v erit y a n d r el at i ons hi p t o st u d y  dr u g.  Fr e q u e n ci e s

C CI

C CI
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and percentages of patients reporting each PT will be presented (ie, multiple events per patient 
will not be accounted for apart from on the episode level summaries). 

Summary information (the number and percent of patients by actual treatment) will be 
tabulated for:

 All AEs 

 All AEs causally related to study medication

 AEs with CTCAE grade 3 or higher

 AEs with CTCAE grade 3 or higher, causally related to study medication

 AEs leading to dose modification of olaparib/placebo

 AEs leading to dose interruption of olaparib/placebo

 AEs leading to dose reduction of olaparib/placebo

 AEs with outcome of death

 AEs with outcome of death causally related to study medication

 All SAEs

 All SAEs causally related to study medication 

 DAEs

 AEs leading to discontinuation of olaparib/placebo, causally related to study 
medication

An overall summary of the number and percentage of patients in each category will be 
presented.

In addition, a truncated AE table of most common AEs, showing all events that occur in at 
least 5% of patients overall will be summarised by PT, by decreasing frequency.  This cut-off 
may be modified after review of the data. Also, a truncated AE table of most common non-
serious AEs, showing events that occur in at least 5% of patients on the PT level in at least
one treatment group will be summarised by SOC and PT, by decreasing frequency.

Each AE event rate (per 1000 patient years) will be summarised by system organ class (SOC) 
and also by PT within each SOC.  The event rate will be calculated as the number of patients
with an AE in that SOC or with that PT divided by the sum of the duration of therapy (for 
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p ati e nt s wit ho ut s u c h a n e v e nt) a n d t h e ti m e t o t h e A E (f or p ati e nts wit h s u c h a n e v e nt) i n 
e a c h gr o u p m ult i pli e d b y 1 0 0 0.  T h e d e n o mi n at or d e fi n es t h e tim e at r is k fo r a n e v e nt wit h: 

 D ur ati o n of  th er a p y ( d a ys) c al c ul at e d as: 
MI NI M U M([ d at e of l ast d os e + 3 0 - da y  s af et y fol l o w-u p p eri o d], O S d at e, D C O) –
d at e of first d os e + 1

 Ti m e t o t h e A E ( d a y s) c al c ul at e d as d at e of first o c c urr e n c e of t h e A E – d at e of first 
d os e + 1 (i n d a ys) , i mp ut e d A E s t art dat es c a n b e us e d i n c as e of  missi n g st art d at es .

T h e f or m ul a f o r c alc ul at i n g t h e e v e nt r at e f or a s p e cifi c P T is as f o ll ows:

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 nstit ut e C T C A E v ersi o n 4. 0) a n d 
s u m m ari es of t h e n u m b er a n d p er c e nt a g e of p ati e nts will b e pr o vi d e d b y m a xi m u m r e p ort e d 
C T C A E gr a d e, S O C, P T a n d a ct u al tr e at m e nt gr o u p.  T a b ul at i on will b e r e p e at e d t o pr es e nt 
A Es wit h a C T C A E gr a d e 3 or hi g h er a n d s e p ar at el y t h os e A Es, c a us all y r el at e d t o st u d y  
tr e at me nt b y  S O C a n d P T.  Flu ct u ati o ns o bs er v e d i n C T C A E gr a d es wit hi n t h e s a m e P T s 
d uri n g s t ud y will b e list e d.

T a b ul a tio n o f A Es c a u s all y  r el at e d t o st u d y tr e at m e nt will b e s u m m aris e d b y S O C a n d P T a n d 
pr es e nt e d b y tr e at m e nt gr o u p.

S u m m ari es of 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 A Es l e a di n g t o d os e m o difi c ati o n of
ol a p ari b/ pl a c e b o a n d a lso s e p ar at el y wi t h AEs l e a di n g t o d o s e r e d u cti o ns a n d dr u g 
i nterr u pti o n s of  ola p ari b/ pl a c e b o wi ll b e pr es e nt e d b y  P T a n d tr e at me nt gr o u p.  

C CI

C CI

C CI



Statistical Analysis Plan
Drug Substance Olaparib
Study Code D081FC00001
Edition Number 6.0
Date 31 January 2020

74 of 92

A summary table will be prepared presenting AEs which started prior to first dose or > 30 
days following date of last dose by SOC and PT.  Data will be presented by treatment group.

Death

A summary of all AEs resulting in deaths will be provided with number and percentage of 
patients by actual treatment group, categorised as:

 Related to disease under investigation 

 AE outcome=death

 Both related to disease under investigation and with AE outcome=death 

 AE with outcome=death ≥30 days after last treatment dose 

 Deaths ≥ 30 days after last treatment dose, unrelated to AE or disease under 
investigation

 Patients with unknown reason for death 

In addition, AEs with outcome of death will be summarised.  The following summary tables 
will be prepared and presented by treatment group:

 By SOC and PT

 Causally related to study treatment by SOC and PT

 Death will be listed as part of TLFs for part 11 of the CSR

Serious AEs

The following SAE summaries and listings will be prepared.  Summaries will be presented by 
treatment group:

 By SOC and PT

 Causally related to study treatment by SOC and PT

 Listing of key information

Discontinuation

AEs leading to discontinuation of study treatment will be summarised by SOC and PT.  In 
addition, AEs leading to discontinuation of study treatment, causally related to study treatment 
will be summarised by SOC and PT.  Details of AEs leading to discontinuation will be 
presented in a by-patient table.
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Listings

By-patient listings will be produced as following:

 A by-patient listing of AEs, including flags for AESIs

 A by-patient listing of AEs causally related to olaparib

 A by-patient listing of SAEs

 A by-patient listing of AEs with CTCAE grade 3 or higher (separately for causally 
related to olaparib)

 A by-patient listing of AEs leading to dose reduction or dose interruption

 A by-patient listing of AEs presenting any events that occur prior to dosing or 
starting more than 30 days after discontinuing therapy

Laboratory assessments

Laboratory data is collected by local laboratories. Results will be converted to standard units 
for reporting purposes. Reference ranges from the local laboratories are collected in the CRF 
and will be used to determine reference range indicators (low, normal, high). If the same 
parameter is found as measured in serum and in plasma, then the summaries will not 
distinguish between them (e.g. values from plasma Albumin and serum Albumin will be 
summarised under Albumin). If the same parameter is found as measured in serum and in
plasma within the same patient, which would be a rare case, then the change from baseline 
will only be calculated for those post-baseline values using the same source, i.e. only within 
plasma or serum. If one patient has multiple toxicity grades, because they are derived 
separately from serum and plasma, then the maximum value of the two will be considered.

For all continuous laboratory assessments, absolute value, change from baseline and 
percentage change from baseline will be summarised using descriptive statistics at each 
scheduled assessment time by actual treatment group.

Shift tables for laboratory values (excluding electrolytes) from baseline to worst value on-
treatment categorized using the common toxicity criteria (CTC) grading based on local 
reference ranges will be produced. On-treatment is defined as data collected up until the last 
dose of olaparib/placebo. For parameters with no CTC grading, shift tables from baseline to 
worst value on-treatment will be provided using normal ranges for categorization. Shift tables 
for urinalysis values from baseline to worst grade on-treatment will also be provided. 

Box-plots of absolute values for continuous laboratory assessments will be presented, with AZ 
project defined reference ranges indicated.

A scatter plot of alanine aminotransferase (ALT) versus total bilirubin, both expressed as 
multiples of the upper limit of normal (ULN), will be produced with reference lines at 3×ULN 
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for ALT, and 2×ULN for total bilirubin. The scatter plot will be repeated for aspartate
aminotransferase (AST) versus total bilirubin with reference lines at 3×ULN for AST, and 
2×ULN for total bilirubin. In each plot, total bilirubin will be in the vertical axis.

Liver biochemistry test results over time for patients who show elevated ALT or aspartate 
aminotransferase (AST) (≥3xULN) and elevated total bilirubin (≥ 2xULN) (elevated results 
do not need to be present at the same visit), or a total bilirubin of ≥ 5xULN will be tabulated 
and plotted.

All laboratory summaries and listings will be presented by actual treatment group.

By-patient listings of laboratory assessments will be provided showing at least: laboratory 
parameters, actual time point, measurements/results, CTC grade (if available), and the change 
from baseline value (for continuous data) (if appropriate).  In addition, a flag will indicate if 
the value was out of normal range, if appropriate:

 Laboratory reference ranges

 Haematology 

 Serum chemistry

 Urinalysis

 Individual patient data with elevated ALT or AST plus total bilirubin

 Pregnancy report data

Electrocardiograms

If available, overall evaluation of ECG will be summarised by visit as normal, abnormal or 
borderline. 

All ECG data will be listed by actual treatment group.

Vital signs

Vital signs (systolic blood pressure [SBP], diastolic blood pressure [DBP], pulse rate, body 
temperature and weight) will be summarised by time point in terms of absolute values, 
changes from baseline and percentage changes from baseline at each scheduled measurement 
by actual treatment group. A shift table comparing baseline to maximum value on treatment 
will be summarised for SBP, DBP and pulse rate by actual treatment group, using the 
following normal ranges: SBP = 100 - 160 mmHg; DBP = 60 - 95 mmHg; pulse rate = 55 - 95 
bpm.

Box plots for absolute values in SBP, DBP, pulse rate, body temperature, and weight will be 
presented.
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Vital signs data will be listed.

Other

 Any concomitant procedures patients experiencing during the study will be listed in
a by-patient listing

 Patients experiencing a Hy’s Law incident will be tabulated and details will be 
included in by-patient listings.  Hy’s Law incidents are those cases where a patient 
shows an AST or ALT ≥ 3xULN or total bilirubin ≥ 2xULN.  Please refer to 
Appendix D of the CSP for further instructions.

4.2.14 Demographic and baseline characteristics data

The following will be listed and summarised by randomised treatment group using the FAS 
analysis set:

 Listing of patients receiving the various batches of investigational product

 Listing of randomisation scheme and codes

 Patient disposition (including screening failures and reason for screening failure, 
reasons for patients prematurely withdrawing from study, patients with a mis-
randomisation [treatment dispensing error] and patients who were unblinded, 
discontinuation of study treatment), to be repeated also for Myriad confirmed 
gBRCAm subgroup

 Important deviations including patients with a dispensing error and the number of 
patients received at least one dose of the wrong study treatment (see Section 2.2)

 Inclusion and exclusion from analysis populations; exclusions from full, safety and 
PRO analysis set

 Demographics (age in years, age group in years (<35, 35 to 44, 45 to 54, 55 to 64, 
65 to 74, 75 to 84, >= 85), sex, race, and ethnicity), to be repeated also for Myriad 
confirmed gBRCAm subgroup

 Patient characteristics (baseline height [cm], baseline weight [kg], baseline body 
mass index [BMI] [kg/m²], weight group [< 70 kg, 70 kg to 90 kg, > 90 kg], BMI 
group [Normal (< 25), Overweight (25 - 30), Obesity (> 30)]), to be repeated also 
for Myriad confirmed gBRCAm subgroup

 Patient recruitment by country and centre

 All (allowed) concomitant medications on entry and during the study
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 Disallowed concomitant medications on entry and during the study (defined at the 
BDRM)

 Disease characteristics at baseline including BRCA testing (local and Myriad, 
including a comparison of local versus Myriad results) and pathology at time of
diagnosis, to be repeated also for Myriad confirmed gBRCAm subgroup

 Extent of disease

 Disease related medical history per CRF

 Relevant surgical history per CRF

 Pregnancy at baseline (entry)

 Physical examination at baseline (entry)

 Archival paraffin embedded tumour tissue or cytology sample

 Blood transfusion

 Previous radiotherapy and radiotherapy post randomisation (including current and 
subsequent radiotherapy)

 Post-discontinuation cancer therapy, defined as any therapy received after 
discontinuation of study treatment

 Patients who subsequently received a PARP inhibitor or entered a PARP inhibitor 
trial will be summarised and listed by treatment group according to line of 
subsequent therapy, ie, immediately after olaparib or as a later line, in addition to
patients in the placebo arm who subsequently received olaparib

 Previous disease-related treatment modalities (metastatic pancreas cancer therapy)

 Previous non-disease-related treatment modalities

 Initial vomiting and nausea data will be listed only

WHO drug dictionary will be used for concomitant medication coding.

Patients who were unblinded (a) prior to disease progression and (b) prior to or on the day of 
treatment discontinuation will be listed.

Additional analysis for the prevalence of the gBRCA mutation in all screened patients will be 
done. The percentage of screened patients having the gBRCA mutation, as confirmed by 
Myriad, and with previously unknown gBRCA status will be calculated.
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4.2.15 Treatment exposure

The following summaries related to study treatment will be produced for the Safety Analysis
Set by actual treatment group:

 Total exposure of olaparib/placebo

 Actual exposure of olaparib/placebo

 Number of days on 300 mg olaparib/placebo bid = actual exposure for the dose 
assigned

 Reasons for dose reductions, dose interruptions, and dose modifications of 
olaparib/placebo.  Dose reductions and dose interruptions will be based on 
investigator initiated dosing decisions.  Dose interruptions/reductions due to 
“Subject Forgot to Take Dose” will be omitted from these summaries

 Number of dose reductions, dose interruptions, and dose modifications of 
olaparib/placebo that last for a period of three days or more

 PID and RDI of olaparib/placebo (entire intended treatment period)

 Mean total daily dose per time period

For patients on study treatment at the time of the PFS analysis, the DCO date will be used to 
calculate exposure.

Treatment compliance will be summarised by treatment group using descriptive statistics.  
Tabulation will be presented by actual treatment group.

All treatment information data will be listed:

 Study treatment compliance

 Administration of investigational product

 Duration of exposure

 Overdose report

5. INTERIM ANALYSES

A single interim PFS analysis for futility will be performed when 50% of the PFS events 
required for the final PFS analysis have occurred (approximately 44 PFS events) based on 
BICR.  The interim analysis will be performed by an Independent Data Management 
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C o m mitt e e (I D M C) a n d f ull d et ails will b e pr o vi d e d i n t h e I D M C c h art er .  S af et y d at a 
i n cl u di n g d e at h r at es will als o be r e v i ew e d at t his ti m e.

T h e f ut ility ass ess m e nt will b e b as e d o n t h e pr o b a bilit y of  e v e nt u all y s h o wi n g st atisti c al 
sig nifi c a n c e f or t h e pri m ar y  e n d p oi nt w h e n t h e n u m b er of P F S e v e nts r e q uir e d f or fi n al P F S
a n al ysis ( n = 8 7) is r e a c h e d (L a c hi n 2 0 0 5 ).  T h e d et er mi n atio n of  t his pr o b a bilit y will  be 
c o n di tio n al  o n t h e o bs er v e d d at a at t h e ti m e of t h e i nt eri m a n al ysis a n d o n t h e ass u m e d h a z ar d 
r atio f or t h e al t er n ati v e h y p ot h esis ( P F S H R = 0. 5 4).  If t h e pr o b a bilit y is l ess t h a n 2 0 %, t h e
I D M C will c o ns id er t h e o pti o n of  de cl ari n g f ut ility.

T h e e x a ct fi g ur e us e d f or t h e f ut ility b o u n d ar y  will b e c al c ul at e d b y Astr aZ e n e c a a n d s e nt t o 
t he I D M C at t h e ti m e of t h e i nt eri m a n al ysis, b as e d o n t he n u m b er of e v e nts w hi c h h a v e 
o c c urr e d at t h at ti m e .  As a n e x a m p le, if e x a ct ly 5 0 % o f t he P F S e v e nts r e q uir e d f or t h e 
pri m ar y  P F S a n al ysis h a v e o c c urr e d at t h e ti m e of t h e i nt eri m a n al ysis ( 4 4 e v e nts), t h e n t h e 
H R t h at c orr es p o n ds t o 2 0 % c o n dit i on al p o w er f or t h e i nt eri m a n al ysis will b e 1. 0 2.  
T h er ef or e , if t h e obs er v e d H R f or P F S at  t h e i nteri m is m or e t h a n 1. 0 2, t h e I D M C will 
c o nsi d er t h e o pti o n of d e cl ari n g f ut ility.

A n i nteri m a n al ysis of  O S will b e p erf or m e d at t h e ti m e of t h e fi n al a n al ys es of P F S ( ~8 7 P F S 
e v e nts).  A fi n al f or m al a n al ysis o f O S wi ll b e p erf or m e d w h e n a p pr o xi m at el y  1 0 6 O S e v e nts 
h a v e o c c urr e d.

6. C H A N G E S O F A N A L Y S I S F R O M P R O T O C O L

T h e d efi nit i on of t h e P ati e nt R e p ort e d O ut c o m e a n al ysis s et h as b e e n c h a n g e d i n or d er t o a d d 
cl arifi c ati o n . T h e pr e vio u s d efi ni tio n  r e q uir e d a p ati e nt t o h a v e “ e v al u a bl e b a s e li n e E O R T C 
Q L Q -C 3 0 ”. N o w it h as b e e n d e ci d e d t o s p e cif y t his i n m or e d et ail b y 
s a yi n g t h at it m ust b e p ossi bl e t o d et er mi n e at l e ast o n e s u b -s c al e b as eli n e s c or e fr o m a t le a st 
o n e of t h e t w o f or ms.

A n al ysis of ti m e t o s u st ai n e d cli ni c all y me a ni n gf ul d et er i or atio n i n H R Q o L h as b e e n a d d e d.

7. R E F E R E N C E S

A mit et al  2 0 1 1
A mit, O. et al., 2 0 1 1. Bli n d e d i n d e p e n d e nt c e ntr al r e vi e w of pr o gr essi o n i n c a n c er cli ni c al 
trials: r es ults fr om a m et a a n al ysis. E ur o p e a n J o ur n al of C a n c er, 4 7 ( 1 2), p p. 1 7 7 2- 8.

B err y  et al 1 9 9 9
B err y  G, Kit c hi n R M, M o c k P A.  A co m p aris o n of  tw o  si m pl e h a z ar d r atio esti m at ors b as e d 
o n t h e l o gr a n k t est.  St atist i cs i n M e di ci n e 1 9 9 1; 1 0: 7 4 9- 7 5 5.

C CI
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APPENDIX

Appendix A: Study Flow Chart

Figure 3 Study Flow Chart
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Appendix C: Study Schedule

Table 12 Study Schedule

Screen 
PART 1 
(Patients 
with 
unknown 
BRCA 
status 
only)

Screen 
PART 2 
(All 
patients)

Treatment Duration Study 
treatment 
discontinued

30-Day 
follow-
up

Survival Follow-
up v

Cycle/ Visit 1 (28 days) 2 3+ 
(every 
28 days)

Until
DCO2

Between
DCO2 &
DCO3

Day -28 to 0 1 8 15 22 29 57+ Every 
8 
weeks

Every 12
weeks

Visit window ±3d ±3d ±3d ±3d ±3d ±7d ±7d ±7d ±7d

Informed consent X X

Randomisation f X f

Demographics X X

Medical and surgical history, 
including blood transfusions a

X

Prior cancer therapies
including radiotherapy

X

Inclusion/exclusion criteria X (all *
criteria) b

X



St ati sti c al A n al y si s Pl a n
Dr u g S u bst a n c e Ol a p ari b
St u d y C o d e D 0 8 1 F C 0 0 0 0 1
E diti o n N u m b er 6. 0
D at e 3 1 J a n u ar y 2 0 2 0

8 6 of 9 2

T a bl e 1 2 St u d y S c h e d ul e

S c r e e n 
P A R T 1 
( P ati e nts 
wit h 
u n k n o w n 
B R C A 
st at us 
o nl y)

S c r e e n 
P A R T 2 
( All 
p ati e nts)

T r e at m e nt D u r ati o n St u d y 
tr e at m e nt 
di s co nti n u e d

3 0- D a y 
f oll o w-
u p

S u r vi v al F oll o w -
u p v

C y cl e/ Visit 1 ( 2 8 d a ys) 2 3 + 
( e v e r y 
2 8 d a ys)

U ntil
D C O 2

B et w e e n
D C O 2 &
D C O 3

D a y -2 8 t o 0 1 8 1 5 2 2 2 9 5 7 + E v e r y 
8 
w e e ks

E v e r y 1 2
w e e ks

Visit wi n d o w ± 3 d ± 3 d ± 3 d ± 3 d ± 3 d ± 7 d ± 7 d ± 7 d ± 7 d

Bl o o d s a m pl es f or g B R C A 
st at us c

X X d

Ar c hi v al p ar affi n e m b e d d e d 
t u m o ur tiss u e or c yt ol o g y 
s a mpl e e

X  X

C o n c o mit a nt m e di c ati o ns X  X  X  X  X  X  X  X X

 

Vit al si g n s X g  X  
g

X  X  X X

P h ysi c al e x a mi n ati o n h X X  X  X X

E C G i X As cli ni c all y i n di c at e d

C CI
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Table 12 Study Schedule

Screen 
PART 1 
(Patients 
with 
unknown 
BRCA 
status 
only)

Screen 
PART 2 
(All 
patients)

Treatment Duration Study 
treatment 
discontinued

30-Day 
follow-
up

Survival Follow-
up v

Cycle/ Visit 1 (28 days) 2 3+ 
(every 
28 days)

Until
DCO2

Between
DCO2 &
DCO3

Day -28 to 0 1 8 15 22 29 57+ Every 
8 
weeks

Every 12
weeks

Visit window ±3d ±3d ±3d ±3d ±3d ±7d ±7d ±7d ±7d

Tumour assessment (modified 
RECIST) j

X (no 
more 
than 28 
days 
before 
start of 
treatmen
t) j

Every 8 weeks (± 1 week) until week 40 
then every 12 weeks (±1 week), relative to 
the date of randomisation j

If patient 
does not have 
disease 
progression 
at the time of 
treatment 
discontinuati
on tumour 
assessments 
should be 
continued per 
the CSP 
schedule k

Haematology/clinical 
chemistry

X X  
l

X X X X
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T a bl e 1 2 St u d y S c h e d ul e

S c r e e n 
P A R T 1 
( P ati e nts 
wit h 
u n k n o w n 
B R C A 
st at us 
o nl y)

S c r e e n 
P A R T 2 
( All 
p ati e nts)

T r e at m e nt D u r ati o n St u d y 
tr e at m e nt 
di s co nti n u e d

3 0- D a y 
f oll o w-
u p

S u r vi v al F oll o w -
u p v

C y cl e/ Visit 1 ( 2 8 d a ys) 2 3 + 
( e v e r y 
2 8 d a ys)

U ntil
D C O 2

B et w e e n
D C O 2 &
D C O 3

D a y -2 8 t o 0 1 8 1 5 2 2 2 9 5 7 + E v e r y 
8 
w e e ks

E v e r y 1 2
w e e ks

Visit wi n d o w ± 3 d ± 3 d ± 3 d ± 3 d ± 3 d ± 7 d ± 7 d ± 7 d ± 7 d

C o a g ul ati o n m X As cli ni c all y i n di c at e d

Uri n al ysis n X As cli ni c all y i n di c at e d

Pr e g n a n c y t est  o X  X  X

Bi o m ar k er bl o o d s a m pl e p X X ( o nl y 
at 
pr o gr essi
o n)

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

C CI
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Table 12 Study Schedule

Screen 
PART 1 
(Patients 
with 
unknown 
BRCA 
status 
only)

Screen 
PART 2 
(All 
patients)

Treatment Duration Study 
treatment 
discontinued

30-Day 
follow-
up

Survival Follow-
up v

Cycle/ Visit 1 (28 days) 2 3+ 
(every 
28 days)

Until
DCO2

Between
DCO2 &
DCO3

Day -28 to 0 1 8 15 22 29 57+ Every 
8 
weeks

Every 12
weeks

Visit window ±3d ±3d ±3d ±3d ±3d ±7d ±7d ±7d ±7d

Adverse event r SAEs 
related to 
study 
procedure
s only

X X X X X X X X X

Study drug dispensing s X X X 

Study drug return X X X X

Subsequent cancer treatment t X X X

Second progression 
assessment u

X u

Survival status v X v X

a Include history of blood transfusion within previous 120 days from start of study treatment and the reasons eg, bleeding or myelosuppression.
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b T h es e s cr e e n i n g assess m e nts d o n ot n e e d c a pt uri n g o n t h e e C R F, b ut t h e y m ust b e r e c or d e d i n t h e p ati e nt’s n ot es.
c P ati e nts m ust h a v e a k n o w n d el et eri o us or s us p e ct e d d el et eri o us B R C A m ut ati o n t o b e r a n d o mis e d t o t h e st u d y; t his c a n b e ei th er a l o c al l a b res ult or a 

M yr i a d test r es ult.  P ati e nts f or w h o m t h eir g B R C A st at us is alr e a d y k n o w n, s h o ul d b e c o ns e nt e d t o t h e st u d y wit hi n 2 8 d a ys pri or t o d a y 1 of st u d y 
tr e at m e nt.  A n y p ati e nt w h o c o ns e nts t o st u d y r el at e d M yri a d , must als o h a v e a bl o o d s a m pl e t a k e n at t h e s a m e ti m e f or t h e 
p ur p os e of d e v el o pi n g a n d v ali d ati n g a 

d S a m pl es t o b e t a k e n o n D a y 1 o nl y f or p ati e nts wit h k n o w n g B R C A m ut ati o n w h o h a v e n ot c o m pl et e d P A R T 1 S cr e e ni n g.  T h e s cr e e ni n g g B R C A t est 
a n d m et h o d p erf or m e d at sit e m ust b e r e c or d e d i n t h e e C R F.

e C oll e cti o n of a n ar c hi v al t u m o ur s a m pl e is r e q u est e d, if a v ail a bl e, f or all p ati e nts.  T h es e s a m pl es will b e c oll e ct e d fr o m t h e sit e p at h ol o gist d uri n g t he 
s cre e ni n g P art 1 f or p ati e nts wi t h u n k no w n  g B R C A st at us a n d s cr e e ni n g P art 2 f or p ati e nts wit h k n o w n l o c al g B R C A test.

f P ati e nts will b e r a n d o mis e d wit hi n 6 w e e ks aft er t h eir l ast d os e of c h e m ot h er a p y (l ast d os e is t h e d a y of t h e l ast tr e at m e nt) a n d tr eat m e n t start e d as s o o n
as p ossi bl e b ut n o l ess t h a n 4 a n d n o m or e t h a n 8 w e e ks of t h e l ast c h e m ot h er a p y d os e. At t h e ti m e of st arti n g pr ot o c ol tr e at m e nt, all pr e vi o us 
c h e m ot h er a p y tr e at m e nt s h o ul d b e di s c o nti n u e d.

g Vit al si g ns p erf or m e d o n d a y 1 b ef or e e v er y c y cl e.  If vit a l si g ns ass ess e d wit h i n 7 d a ys b ef or e st arti n g st u d y tr e at m e nt, it d o es n ot n e e d t o b e r e p e at e d 
o n D a y  1 of st u d y tr e at m e nt u nl ess i n v esti g at or b eli e v es t h at it is li k el y t o h a v e c h a ng e d si g nifi c a ntl y. 

h P h y si c al e x a mi n ati o n s h o ul d be p erf o r m e d a c c or di n g t o t h e s c h e d ul e.  Aft er t h e b as eli n e ass ess m e nt it is n ot n e c ess ar y t o r e c or d t h e d et ai ls o n t h e e C R F, 
a n y  cli ni c all y si g nifi c a nt c h a n g es n ot u n e q ui v o c all y r el at e d t o dis e as e pr o gr essi o n, s h o ul d b e r e p ort e d as a d v ers e e v e nts.

i E C G ass e ss m en ts to b e c o m pl et e d wit hi n 1 4 d a ys b e f or e st arti n g tr e at m e nt if p ati e nt is eli gi bl e f oll o wi n g c o m pl eti on of all ot h er P A R T 2 ass ess m e nts.  
Aft er s cr e e ni n g, E C Gs will o nl y b e r e q uir e d if cli ni c all y i n di c at e d.

j B as eli n e R E CI S T ass ess m e nts will b e p erf o rm e d u si n g C T s c a ns of t h e c h est, a b d o m e n a n d p el vis ( or M RI w h er e C T is c o ntr ai n di c at e d) a n d 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 tr e at m e nt a n d as cl os e as p ossi bl e t o r a n d o mis a ti o n.  A r a n d o mis ati o n m ust b e wit hi n 6 w e e ks of 
l a st c h e m ot h e r a p y.  Tr e at m e nt s h o ul d be st art e d as s o o n as p ossi bl e b ut n o l ess t h a n 4 w e e ks a n d n o m or e t h a n 8 w e e ks aft er t h eir l ast d os e of 
c h e m ot h er a p y.  R E CI S T f oll o w -u p ass ess m e nts will b e p erf or m e d e v er y 8 w e e ks ( ± 1 w e e k) f or t h e first 4 0 w e e k s, t h e n ev er y  12 w e e ks ( ± 1 w e e k) 
irr es p e cti v e of tre at m e nt d e cisi o ns.  F oll o w -u p ass ess m e nt will i n cl u d e C T ass ess m e n ts of c h est, a b d o m e n a n d p el vis ( or M RI w h er e C T is 
c o ntr ai n di c at e d) f or all p ati e nts.  A n y ot h e r sit es at w hi c h n e w dis e as e is s us p e ct e d sh o ul d als o b e a p pr o pr i at el y i m a g e d.  P ati e nts m ust b e f oll o w e d u ntil 
dis e as e pr o gr essi o n ass ess e d usi n g m o difi e d R E CI S T crit eri a.  If a n u ns c h e d ul e d ass ess m e nt w as p erf or m e d a n d t h e p ati e nt h as n ot pr o gr ess e d, e v e r y 
att e m p t s h o ul d b e m a d e t o p erf or m t h e s ubs e q u e nt a ss essm e nt s at t h eir s c h e d ul e d visits.  Pri or t o pri m ar y a n al ysis f or P F S, all s c a ns will b e s u b mitt e d 
f or in d e p e n d e nt r e vi e w.  If pr o gr essi o n is n ot c o nfir m e d at c e ntr al r e vi e w a n a d diti o n al R E CI S T ass es s m e nt wil l b e r e q u est e d at t h e n e xt s c h e d ule d visit.

k F or p at i e nts w h o dis c o nti n u e st u d y tr e at m e nt pri or t o dis e as e pr o gr essi o n, R E CI S T ass ess m e nts will c o nti nu e u ntil o bj e cti v e dis e as e pr o gr essi o n ( e v er y 
8 w e e ks ( ± 1 w e e k) f or t h e first 4 0 w e e ks, t h e n e v er y 1 2 w e e ks ( ± 1 w e e k) r el ati v e t o d at e of r a n d o mis at i o n, until o bj e cti v e dis e as e pr o gr essi o n as d efi n e d 
b y m o difi e d R E CI S T.).

l H a e m at ol o g y a n d cli ni c al c h e mist r y s h o ul d b e p erf or m e d at s cr e e ni n g a n d d a y  1 of e v ery c y cl e.  S af et y bl o o d s a m pl es d o n ot n e e d t o b e r e p e at e d o n D a y 
1 of st u d y tr e at m e nt if ass ess ed at l e ast 3 w e e ks aft er t h e l ast d os e of c h e m ot h er a p y b ut wit hi n 7 d a ys b ef or e st arti n g st u d y tr e at m e nt, unl ess t h e 
i n v esti g at or b eli e v es t h at it is li k el y t o h a v e c h a n g e d si g nifi c a ntl y.  

m  C o a g ul ati o n t est s h o ul d b e p erf or m e d at s cr e e ni n g a n d if cli ni call y  i n dic at e d. 
n Ur i n al ysis s h o ul d b e p erf or m e d at s cr e e ni n g.  Aft er s cr e e ni n g, uri n al ysis will o nl y b e r e q uir e d if cli ni c all y i n di c at e d. 
o I n t h e e v e nt of s us p e ct e d pr e g n a n c y d uri n g t h e st u d y, t h e t est s h o ul d b e r e p e at e d a n d, if p ositi v e, t h e p ati e nt d is c o nti n ue d fr o m st u d y tr e at m e nt 

i m m e di at el y.
p M a n d at or y bl o o d s a m pl es f or bi o m ar k er a n al ysis t o b e t a k e n pri or t o d osi n g o n C y cl e 1 D a y 1 a n d at dis e as e pr o gr essi o n.

C CI
C CI
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q  

r A d v ers e e v e nts m ust b e c a pt u r e d fr o m ti m e of c on s e nt. O nl y S A E’s r el at e d t o bl o o d s a m pli n g f or t h e M yri a d g B R C A t est will b e c oll e ct e d at t his v isit.
s C o nti n u o us Ol a p ari b 3 0 0 m g/ pl a c e b o t wi c e d ail y d osi n g.  S uffi ci e nt st u d y tr e at m e nt s h o ul d b e dis p e n s e d f or at l e ast e a c h tr e at m e nt p eri o d pl u s o v er a g e, 

h o w e v er a d diti o n al tr e at m e nt c a n b e dis p e ns e d t o p ati e nts t o l ast l o n g er i n a c c or d a n c e wit h l o c a l pr a cti c e. 
t All a nti -c a n c er tr e at m e nts (i n cl u di n g, b ut n ot li mit e d t o, c h e m ot h er a p y a n d t ar g et e d a g e nt s), a n d t h e I n v esti g at or’s o pi ni o n of r es p o n s e t o t h em n e e d t o

b e r e c or d e d u ntil e n d of st u d y p eri o d ( D C O 3) , pl us t h e d at e of pr o gr essi o n p ost dis c o ntin u ati o n of st u d y tr e at m e nt, n e e d t o b e r e c or d e d. 
u S e c o n d dis e as e pr o gr essi o n ( P F S 2) ass ess m e nt will b e p erf or m e d b y t h e I n v esti g at or a n d d efi n e d a c c or d i n g to l o c al st a n d ar d cli ni c al pr a cti c e a n d m a y 

i n v ol v e a n y of; o bj e cti v e r a di ol o gi c al or s y m pt o m ati c pr o gr essi o n or d e at h.  S u bs e q u e nt t h er a p y will b e c ol l e ct e d f or t h es e p ati e nts fr o m t h e ti m e of 
tr e at m e nt dis c o nti n u ati o n u ntil e n d of st u d y p eri o d ( D C O 3).

v T h e st at us of o n g oi n g, wit h dr a w n (fr o m t h e st u d y) a n d ‘l ost t o f oll o w -u p’ p ati e nts at t h e ti m e of a n O S a n al ysis s h o ul d b e o bt ai n e d b y t h e sit e  p ers o n n el 
b y c h e c ki n g t h e p ati e nts n ot e s, h os pit al r e c or d s, c o nt a cti n g t h e p ati e nt’s g e n er al pr a ctiti o n er a n d c h e c ki n g p u bli cl y a v ail a bl e d e at h r e gistri es.  I n t h e 
e v e nt t h at t h e p ati e nt h as a cti v el y wit h dr a w n c o ns e nt t o t h e pr o c essi n g of t h eir p ers o n al d at a t h e vit al st at us of t h e p ati e nt c a n b e o bt ai n e d b y sit e
p ers o n n el fr o m p u bli cl y a v ail a bl e r es o ur c es w h er e it is p ossi bl e t o d o s o u n d er a p pli c a bl e l o c al l a ws (s e e S e cti o n 3. 1 0 of t h e C S P).  I n a d diti o n t o t h eir 
r e g ul ar 8 w e e kl y c o nt a ct, p ati e nts will b e c o nt a ct e d i n t h e 7 d a ys f oll o wi n g a s pe cifi e d d at e ( d at a c ut -off d at e) f or e a c h s ur vi v al a n al ysis u ntil fi n al
f or m al a n al ysi s of O S ( D C O 1 & D C O 2). P ost D C O 2 p eri o d, p ati e nt s will b e c o nt a ct e d e v er y 1 2 w e e ks f or s ur vi v al st at us a n d i n t h e 7 d a ys f oll o wi n g t h e
s p e cifi e d d at e C CI

C CI
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Appendix D: Visualisation of Censoring Rule for Progression Free Survival




