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LIST OF ABBREVIATIONS
Abbreviation or Explanation
special term
AE Adverse event
yl Adverse event of special interest
Alanine aminotransferase
@ Aspartate aminotransferase
BICIO Blinded independent central review
bid / Twice daily (Latin: bis die)
BoR @ est objective response
BP OEIOOd pressure
BRCA st cancer gene, i.e., BRCA1 and BRCA2
CI (@ce interval
CR C ﬁponse
CRPC Castration—rmostate cancer
CRF Case report 40rm
CRO Contract research Qi€anisatio
CSP Clinical Study Prot
CSR Clinical Study Report / *
CT Computed tomography /
CTCAE Common Terminology Criteria fof Adverse Eyent
Ccv Coefficient of variation
DAE Discontinuation of investigational produ Wrse events
DBL Database lock
DCO Data cut-off &
DoR Duration of response O/
d.p. Decimal place O
ECG Electrocardiogram
ECOG Eastern Cooperative Oncology Group &
eCRF Electronic case report form
EFR Evaluable for response ﬁ
FAS Full Analysis Set @
HR Hazard ratio
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Abbreviation or
special term

Explanation

ICH
ICR
C

?
IVRSO
S

International Conference on Harmonisation
Independent central review

Intensive care unit

Investigational product

Inverse probability of censoring weighting
Important protocol deviation

Interactive Voice Response System

Interactive Web Response System

aplan-Meier
LD t diameter

LLOQ
LRCI
MedDRA
MRI

NA

NE

NED
NHA
NTL
OAE
ORR

(O
PARP
PCS
PCWG-3
PD

PID

PFS
PFS2

PR

PSA
RDI

ogd ratio confidence interval

Medieél Dictionagy for Regulatory Activities
Magnetic maging

Not applicable

;l'imit of quantification

Not evaluable

No evidence of disease
4
New hormonal agent //
Non-target lesion

Other significant adverse events O

Objective response rate

Overall survival

Polyadenosine 5°-diphosphoribose polymel“ase/&

Prostate cancer subscale O
Prostate Cancer Working Group 3 /
Progressive disease

Percentage intended dose &

Progression free survival

Second progression ﬁ
Partial response @
Prostate specific antigen

Relative dose intensity
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Abbreviation or
special term

Explanation

RECIST

Q.
e,
(S

SOC
SSRE
TFST
TL

Response Evaluation Criteria in Solid Tumours
Radiologic progression-free survival

Serious adverse event

Statistical Analysis Plan

A commercially available integrated system of software products,
commonly used for reporting and analysis of Clinical Studies

Stable disease
System organ class
ymptomatic Skeletal —Related Event
Time to first subsequent therapy or death

et lesion
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AMENDMENT HISTORY
Category: Date Change
Changes Description of change | from Rationale
@ refers to CSP?
rivation 23Sept2024 | OS derivation: Date of Given physical exam is
() physical exam removed only captured when
seCondary from censoring N3 clinical indicated, and
end definition (section not mandatory to
3.2.3) perform post-baseline
To align with the study
DoR: Definition of PmtOCOl which only
DoR for unconfirmed includes confirmed
] N3 ORR and to focus
response removed reportine on ke
ection 3.2.5) p gonxey
analyses given the small
/\ sample size
NA3 To le'il.'lfy censoring
definitions
(section 3.2.
Statistical 23Sept2024
analysis |
method for _
I
secondary — foeus reporting of
endpoints I key analyses
Y3
——— (B small sample
st 1al
Sensitivity analyses of
rPFS focused on
ascertainment bias (per O
BICR) (section 4.2.2.2)
Clarified confirmed To focus reporting of
ORR and BoR based response onpthe 1g'imal
on BICR will be Pont ep
. N3 definition given the
summarised only as .
. : small sample size of the
primary analysis trial
method (section 4.2.3).
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Removed reference to
summaries of
concordance (section
4.2.10.2).

All response/DoR data
will be listed (section
4.2.6)

Clarified that unless
otherwise stated,
analysis will not be

To ensure analyses are
performed based on a

population

Removed vital signs
and ECG summaries in
patients who switch
therapy

performed if there are Niv3 sufficient number of

< 5 events/responses events/responses.

across both treatment
Data 23Sept laFiﬁed Iep ort_ing of To align with latest TA
presentations ¢imal points in NA/NA | SAP and AZ output

pary tables standard
section
ﬁ@
updated to To align with the global
summarised 1 PROFOUND study

N3

Given, per CSP, vital
signs and ECG is only
aptured when clinical
icated, and not
datory to perform
ing treatment
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Clarified AE
summarises require a
sufficient number of
events (ie. 5 events
across both arm).
a i%move(_:lbiurm;lar)(; of Updated due to the
ol P O_S_;l ydre ated to small size sample size
aparib an N3 of the trial and to align
summaries of long term :
. : with global PROfound
tolerability (Section reportine format
42.11.2) pOTtng '
Summary table of most
common AEs included.
Clarified format of
ath summary table.
23Sept2024
Other P _ _
NA/NA To align Wl.th AZ
current project standard

Updated the IP P To ensure alignment of
to align with the Gl reporting with the
PROFOUND study Global PROFOUND
(section 2.2) 1al PD plan
Updated terms of AESI | N/v ) aljgn with latest
Minor editorial
clarifications/correction 1 1e
s made to text, tables NA/NA 1 di
and footnotes in case re
Global Product
Statistician transition To update the na
fromPPD o | NANA Y Gatistician
PPD /‘
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1. STUDY DETAILS

This statistical analysis plan (SAP) contains a more detailed description of the analyses in the
clinical study protocol (CSP). This SAP is based on version 3 of the CSP.

1.1 Study Objectives

@ Primary Objective

1 Primary objectives
P ry objeetive Primary outcome measures
To dete efficacy (as assessed by rPFS by BICR assessment using RECIST

and deleterious cted deleterious

rPFS) of olaparib' in patients with mCRPC 1.1 (soft tissue) and PCWG3 (bone) criteria
BRCA1/2 muta@

cancer; PCWG3 = Prostate Can ing Group 3: rPFS = radiological progression-free survival; RECIST =
Response Evaluation Criteria in %&

BRCAL/2 = Breast Cancer g@ast Cancer gene 2; mCRPC = metastatic castration-resistant prostate

1.1.2 Secondary Objectives

Table 2 Key secondary objectives

Key secondary objectives secondary outcome measures

To determine the efficacy (as assessed by ed¥ORR by BICR assessment in
ORR) of olaparib in patients with mCRPC pati ith measurable disease using
and deleterious or suspected deleterious REC .1 (®oft tissue) and PCWG3
BRCA1/2 mutations (bone) ctiteria

To determine the efficacy (as assessed by Overall Surviv ‘@ S
0OS) of olaparib in patients with mCRPC and

deleterious or suspected deleterious
BRCA1/2 mutations

BRCA1/2 = Breast Cancer gene 1 or Breast Cancer gene 2; mCRPC = metastatic castrationostate
L)

cancer; ORR = Objective response rate; PCWG3 = Prostate Cancer Working Group 3; 1PFS = g
progression-free survival;: RECIST = Response Evaluation Criteria in Solid Tumors.

Table 3 Other secondary objectives

Other secondary objectives Other secondary outcome measures

To further assess the efficacy of olaparib in e Time from first dose to the first /
patients with mCRPC and deleterious or Symptomatic Skeletal —Related
suspected deleterious BRCA1/2 mutations Event (SSRE)
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Table 3 Other secondary objectives
Other secondary objectives Other secondary outcome measures
e Time from partial or complete
response by BICR assessment in

(Duration of Response [DoR])

O patients with measurable disease
& (RECIST 1.1) to progression
O e Time from randomization to opiate
@ use for cancer-related pain

e Proportion of patients achieving a
>50% decrease in PSA from baseline
to the lowest postbaseline PSA

/‘ I: result, confirmed by a second

consecutive PSA assessment at least

/\ 3 weeks later (PSAso response)
e Time from randomization to second
progression by investigator
assessment of radiological or clinical
O progression or death (PFS2)
N
BRCA1/2 =BRCAI1 or BRCA2; mCRPC = metastatic cas @ gSistant prostate cancer: PSA = Prostate

i lua.tion Criteria in Solid Tumors.

1.1.3 Safety Objectives

Table 4 Safety objectives
Safety objectives Safety outcome
To evaluate the safety and tolerability of e Adverse event r1ous
olaparib adverse events (S

e Vital signs (including
and pulse)
e Collection of clinical

sure
chemistry/haematology paramt@
e ECGs /‘
ECG = Electrocardiogram. @
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1.2 Study Design

This randomized, multicenter, open-label study (PROfound-CN) 1s designed to assess the
efficacy and safety of olaparib in Chinese men with metastatic castration-resistant prostate
cancer (mCRPC) who have failed prior treatment with a new hormonal agent (NHA) and have
tumor BRCA1/2 mutations.

ible patients will have histologically confirmed mCRPC; BRCA mutation (BRCAm)
s Will be confirmed by central testing of tumour tissue.

Ap r@ 2 patients will be randomized in a 2:1 ratio to olaparib 300 mg twice daily
(bid) ﬁigamr’s choice of either enzalutamide 160 mg once daily (qd) or abiraterone
acetate (1 d plus prednisone 5 mg bid). Randomization will be stratified based on
prior receipt chemotherapy (yes vs no) and presence of measurable disease at

baseline (yes vs

1.3 Number of P nts

Approximately 700 patient @ be screened to achieve approximately 42 randomly assigned
to study intervention. ApproXii 2 patients will be randmoized in a 2:1 ratio to olaparib
tablets (300 mg orally bid) verstis pre-degl@ged investigator choice of either enzalutamide (160
mg orally od) or abiraterone acetate (146 ‘Q. orally od with 5 mg bid prednisone). The
primary endpoint of the study is radiclogic#
blinded independent central review (BICR)

imately 21 rPFS events have
¢hazard ratio (HR) of 0.35,

s on the mvestigator choice
experimental arm ie a 6.3-month
s with &l rPFS events have

b he same trend of
at shown in the

With a recruitment period of approximately 17 months and a minimum period of 4
months assumed, it is anticipated that this analysis will be performed 21 mo@/ne first

occurred (50% maturity). Assuming a true underlys® i
exponentially distributed data and a median rPFS of -
arm, this translates to a median rPFS of 9.7 months o
benefit. It is expected that the target sample size of 42 pafi
occurred (50% maturity) will have >90% probability to demons
treatment effect (at least 50% retention of true HR, 1e. HR <0.6
PROfound study.

patient has been randomized, taking into account study dropout.
2. ANALYSIS SETS &
2.1 Definition of Analysis Sets O/‘

Enrolled analysis set

All patients who sign the ICF will be included in the enrolled analysis set. Disposition will be
displayed using the enrolled analysis set.

CONFIDENTIAL AND PROPRIETARY 14 of 56



Statistical Analysis Plan v2.0 Astrazeneca
Olaparib - DO81LC00002 23Sept2024

Full analysis set (FAS)
The primary statistical analysis of the efficacy of olaparib in comparison to investigator choice

of either enzalutamide or abiraterone acetate will include all patients who were randomized
regardless of the treatment actually received. Patients who were randomized but did not

acy data (except for ORR, DoR and BoR) will be analyzed using the full analysis set. See

@ jubsequenﬂy go on to receive study treatment are included in the full analysis set (FAS).
a

S for details.
ablévfor response (EFR) analysis set

the FAS, who have measurable disease at baseline as per the Response
in Solid Tumors version 1.1 (RECIST 1.1) criteria. Measurable disease

Safety analysis set

treatment will be included in the safety i1s set. If a patient receives at least one dose of
olaparib study treatment they will b

(e.g. olaparib arm will include patients rand
of olaparib or those patients randomized tofinv
dose of olaparib study treatment in error at a f a patient randomized to olaparib
receives only investigator choice of either enzalt i abiraterone acetate then they will
be summarized as part of the investigator choice ar f'y data captured on patients
receiving investigator choice who have subsequently edyto olaparib upon progression
will be summarized per the treatment at the time of the o of safefyy condition or lab result
and reported in a separate section.

All patients who were 1‘and0mi@d reEEved at least one dose of randomized study

ed in the olaparib arm for safety summaries
zed to olaparib who receive at least one dose
or choice arm who receive at least one

Safety switch analysis set ¢

All patients randomised to investigator choice, who received at least or@ of study

treatment, who have subsequently switched to olaparib upon progressio ecaived at least
one dose of olaparib will be included in the safety switch analysis set.
Table S Summary of outcome variables and analysis sets
Outcome variable Analysis set
Efficacy Data FAS
e 1PFS /
e Overall survival @
e Time from randomization to first symptomatic

skeletal-related event
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Table S Summary of outcome variables and analysis sets

Outcome variable Analysis set

e Time from randomization to opiate use for cancer-
related pian

® PSAs Response
O e PFS2
cagy Data EFR

.ka of Response

Demogra

®
Disposition O Enrolled analysis set, FAS, Safety

switch analysis set

Safety analysis set, Safety switch
analysis set
e Compliance and em@ g

Safety data

e Adverse events

e Laboratory measurements A
e Vital signs

e Concomitant medications FAS
EFR = Evaluable for response; FAS = Full analysis se bjective response rate; PSA = Prostate specific
antigen; PFS2 = second progression; 1PFS = radiologica } e survival.

2.2 Protocol Deviations

The important protocol deviations (IPD) will be listed an
treatment group. None of the deviation will lead to any patients k
efficacy or safety analysis set. The following general categorie
protocol deviations (please refer to protocol deviation (PD) plan for d

e Patients who deviate from key inclusion criteria per the Clinical S ol (CSP)
(Deviation 1)

1) Histologically confirmed diagnosis of prostate cancer.

cofisidered important

2) Candidate for treatment with enzalutamide or abiraterone acetate with doc
current evidence of mCRPC where metastatic status is defined as at least 1
documented metastatic lesion on either bone scan or CT/MRI scan. Participants
whose disease spread is limited to regional pelvic lymph nodes or local recurrence /‘
(e.g. bladder, rectum) are not eligible.

3) Participants must have progressed on prior NHA (eg, abiraterone acetate and/or @
enzalutamide) for the treatment of metastatic prostate cancer and/or castration-
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resistant prostate cancer (CRPC). Determination of progression is done per local
investigator.

4) Deleterious or suspected deleterious BRCA1/2 mutation in tumor tissue
@ 5) Eastern Cooperative Oncology Group (ECOG) performance status 0-2

a) Lack of provision of informed consent prior to study related procedures

tients who deviate from key exclusion criteria per the Clinical Study Protocol (CSP)
viation 2)

@ alignancy (including MDS and MGUS) within the last 5 years
2) f CG 1ndicating uncontrolled, potentially reversible cardiac conditions, as
Ju he investigator, or patients with congenital long QT syndrome

3) Previo @ aént with DNA damaging cytotoxic chemotherapy, except if for non-
prostate cane€r indication and last dose > 5 years prior to randomization

4) Patients receivinggé stemic chemotherapy or radiotherapy (except for palliative
reasons) within @ prior to study treatment

5) Concomitant use of K ong CYP3A mbhibitors or moderate CYP3A inhibitors.

The required washout period pri starting olaparib 1s 2 weeks
6) Concomitant use of known stfon oderate CYP3A inducers. The required
washout period prior to starting ola 1s 5 weeks for phenobarbital and 3 weeks for

other agents

7) Exposure to an investigational product @ 30glays or five half-lives (whichever is
the longer) prior to randomization ¢

e Patient meets criteria for the discontinuation of \gational product but was not
discontinued from the study treatment per the CSP s@ctionl 7.1 and potentially had major

impact to patients’ safety according to clinical judgement (Dg !ﬂil 3)

e Patients randomized who received their randomized study giit afan incorrect dose
or received an alternative study treatment to that which they 1zed (Deviation
5.1,5.2)

e Patients randomized but who did not receive olaparib/investigators ¢ 0@\!
(Deviation 5.6)

e Received prohibited other anti-cancer agents during study treatment period (I @ uil
6.1)

e Palliative radiotherapy may be used for the treatment of pain at the site of bony C

metastases that were present at baseline. Study treatment should be discontinued and
restarted per CSP (section 6.5) (Deviation 6.2)

e Patient randomized to investigators choice of NHA and switched to Olaparib before @
disease progression determined by BICR (Deviation 7.1)
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e Persistently missing important protocol required safety assessments (hematology, liver
function test, chemistry panel) and potentially having major impact to patient safety
(clinical review on a case by case base) (Deviation 7.2)

e Baseline RECIST or Bone scan > 42 days before start date of randomized treatment.
@ (Deviation 7.3)

Missing baseline RECIST 1.1 or no bone scan assessment on or before date of
domization. (Deviation 7.5)

o mg PI eCRF signature (Deviation 8)

The catego on of these as IPDs is not automatic and will depend on duration and the
perceived efficacy and safety. In addition to the programmatic determination of the
deviations a onitoring notes or summaries will be reviewed to determine any important

post entry devidti re not identifiable via programming, and to check that those
identified via pro 1ng are correctly classified. The final classification will be made prior

to database lock and all deciSions will be made whilst blinded to study treatment allocation.

For example, details of disz @
physician using blinded data“a

A ‘deviation bias’ sensitivity analyselformed on the rPFS endpoint excluding
t thewe

patients with deviations that may affe cacy (deviation 1, 5.1, 5.2, 6, 7.3, 7.5) of the
trial therapy if > 10% of patients in either trgatment group have IPDs.

oncomitant medication use will be reviewed by a
be determined as important.

ined following review of the protocol
d prior to the primary analysis being

2

3. PRIMARY AND SECONDARY VARIABL

The need for such a sensitivity analysis will
deviations ahead of database lock, and will be da
conducted.

. . ¢ :
The primary assessment of efficacy is tPFS by BICR, defined as rogression
according to RECIST 1.1 (for soft tissue disease) and/or PCWG-3 crx

" bone disease),
or death by any cause, whichever comes first. To ensure comparability_,@‘ imaging
techniques should be used for the assessment of response at baseline an @u e study.
Further details of the methods used to determine the RECIST response and /j
progression are detailed below and also in Appendix E of the clinical study protéc

primary analysis will be based on BICR of the radiological scans. 0
For efficacy analyses, when an event has occurred, every attempt will be made to estab@

exact date of the event and enter this into the database. If this is not possible, partial dates

be accepted. If the date of event is not known, then the patient will have an imputed event dat /‘

as the day of their last known alive event free date prior to date cut-off DCO. @

For the date variables of historical data (i.e., any data referring to the period prior to the
informed consent date), if the year is missing then the value will not be imputed. If the month

CONFIDENTIAL AND PROPRIETARY 18 of 56



Statistical Analysis Plan v2.0 Astrazeneca
Olaparib - DO81LC00002 23Sept2024

or day 1s missing, the value will be imputed: month will be imputed with June; day will be
imputed as 15th.

3.1 Derivation of RECIST Visit Responses — malignant soft tissue

@ For all patients, the RECIST tumour response data will be used to determine each patient’s
y‘esponse according to RECIST version 1.1. It will also be used to determine if and when

ent has progressed in accordance with RECIST and their best objective response to study
@\t
Bastlifie

@' gical tumour assessments are to be performed no more than 28 days before
the da omization, and ideally as close as possible to the start of study treatment.
Tumour aSse ts are then performed every 8 weeks (+ 1 week), relative to the date of
randomizati ilebjective radiological disease progression by BICR, even after the
investigator has d @ objective disease progression, irrespective of treatment decision or

If a patient has been dee[ ve objective disease progression according to investigator
assessment, but not by BI ot eligible to switch to olaparib at that time. Patients
should continue to receive ran ﬁd study treatment until progression determined by BICR.

If an unscheduled assessment is perft the patient has not progressed, every attempt
should be made to perform the subsequent sments at their scheduled visits. This
schedule is to be followed in order to miningise intentional bias caused by some patients
being assessed at a different frequency than 1 Patients.

3.1.1 Target lesions (TLs) — site investiga ¢

Measurable disease is defined as having at least one n{ lesion, not previously
irradiated, which 1s > 10 mm 1in the longest diameter (L ept lymph nodes which must
have short axis > 15 mm) with computed tomography (CT) or maghefig resonance imaging
(MRI) and which is suitable for accurate repeated measuremeni . n,can have a
maximum of five measurable lesions recorded at baseline with a m of two lesions per
organ (representative of all lesions involved and suitable for accurate g€ measurement)
and these are referred to as target lesions (TLs). If more than one baseline ‘ﬁecorded
b

then measurements from the one that is closest and prior to randomization
define the baseline sum of TLs. It may be the case that, on occasion, the lar

1584 to
n does
not lend itself to reproducible measurement. In which circumstance the next lar ,

which can be measured reproducibly, should be selected.

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

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

Table 6 TL Visit Responses (RECIST 1.1)
@ Visit Responses Description
omplete response (CR) Disappearance of all TLs. Any pathological lymph nodes
selected as TLs must have a reduction in short axis to
<10mm.
sponse (PR) At least a 30% decrease in the sum of diameters of TLs,
taking as reference the baseline sum of diameters as long as
criteria for PD are not met.

Progressiye (PD) A > 20% increase in the sum of diameters of TLs and an
absolute increase of > Smm, taking as reference the smallest
sum of diameters since treatment started including the
baseline sum of diameters.

Stable disease (SD) 4 O Neither sufficient shrinkage to qualify for PR nor sufficient

increase to qualify for PD.

Not evaluable (NE) Only rel@yant in certain situations (i.e. if any of the TLs

Q pssed or not evaluable or had a lesion
Y at this visit; and scaling up could not be
- lesions with interventions). Note: If the sum
e progressive disease criteria,
verrides not evaluable as a TL

response. Pe

Not applicable (NA) No TLs are record&siine.

Rounding of TL data

—+

¢
For calculation of PD and PR for TLs percentage changes from Jnd previous

minimum should be rounded to one d.p. before assigning a TL respo: example 19.95%
should be rounded to 20.0% but 19.94% should be rounded to 19.9%

Missing TL data O

For a visit to be evaluable then all TL measurements should be recorded. Howe 1t

response of PD should still be assigned if any of the following occurred &

. A new lesion is recorded O

o A NTL visit response of PD i1s recorded /

o The sum of TLs is sufficiently increased to result in a 20% increase, and an absolute @
increase of 2 Smm, from nadir even assuming the non-recorded TLs have
disappeared
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Note: the nadir can only be taken from assessments where all the TLs had a LD recorded.

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

If all TL measurements are missing then the TL visit response is NE. Overall visit response
also be NE, unless there is a progression of non-TLs or new lesions, in which case the
spense will be PD.

€S

Forl s, if the size reduces to < 10mm then these are considered non-pathological.
However, 111 still be given and this size should still be used to determine the TL wvisit
response as . In the special case where all lymph nodes are < 10mm and all other TLs
are Omm then 3 ltlte sum may be > Omm the calculation of TL response should be over-
written as a CR

TL visit responses subf o CR

Only CR, PD or NE can fo If a CR has occurred then the following rules at the

subsequent visits must be appliéd: C

e Step 1: Ifall lesions meet the CR cr1 1.e. Omm or < 10mm for lymph nodes) then
response will be set to CR irrespective hether the criteria for PD of TL is also met i.e.
if a lymph node LD increases by 20%

e Step 2: If some lesion measurements are aﬂ other lesions meet the CR
criteria (i.e. 0Omm or < 10mm for lymph nodes) onse will be set to NE
irrespective of whether, when referencing the s @ameters, the criteria for PD are
also met.

e Step 3: Ifnot all lesions meet the CR criteria (i.e. a pathol@ nph node selected as

TL has short axis > 10mm or the reappearance of previously dis 1ed lesion) or a new
lesion appears, then response will be set to PD

e Step 4: If after steps 1 — 3 a response can still not be determined the re@ il 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

above which it cannot be accurately measured should be recorded. If using a value of x 1n

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. @
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TL too small to measure

If a TL becomes too small to measure then this will be indicated as such on the case report
form and a value of Smm will be entered into the database and used in TL calculations.
However a smaller value may be used if the radiologist has not indicated ‘too small to
@ measure’ on the case report form and has entered a smaller value that can be reliably
@ured. If a TL response of PD results (at a subsequent visit) then this will be reviewed by

dy team blinded to treatment assignment.
lesions/lesion intervention
Previdusl 1ated lesions (i.e. lesion irradiated prior to entry into the study) should be
recorde and should not form part of the TL assessment.
Any TL (incladingdymph nodes), which has had intervention during the study (for example,
irradiation / pallid @ irgery / embolisation), should be handled in the following way. Once a
lesion has had inters nti(i% it should be treated as having intervention for the remainder

of the study noting that a ention will most likely shrink the size of tumours:

e Step 1: the diameters o including the lesions that have had intervention) will be
summed and the calculati ill be pgeformed in the usual manner. If the visit response is
PD, this will remain as a valid resp@hse @ategory.

those lesions with intervention) as mis it < 1/3 of the TLs have missing
measurements then scale up as describe caling’ section below. If the scaling
results in a visit response of PD then the pa dbe assigned a TL response of PD.

e Step 2: If there was no evidence of pro@n after step 1, treat the lesion diameter (for

e Step 3: If, after both steps, PD has not been assig if appropriate (i.e. if < 1/3 of
the TLs have missing measurements), the scaled sumof diametgrs calculated in step 2

should be used, and PR or SD then assigned as the visit respofiSe. Watients with
fed lesing,are 0 (or <10mm

intervention are evaluable for CR as long as all non-interv:
for lymph nodes) and the lesions that have been subject to infes pn have a value of 0
(or <10mm for lymph nodes) recorded. If scaling up is not appr

QP11 e to too few
non-missing measurements then the visit response will be set as

At subsequent visits, the above steps will be repeated to determine the TL axolﬂ visit

response. When calculating the previous minimum, lesions with intervention s
treated as missing and scaled up (as per step 2 above). &

Scaling (applicable only for irradiated lesions/lesion intervention)

If > 1/3 of TL measurements are missing (because of intervention) then the TL response Wip/‘
be NE, unless the sum of diameters of non-missing TL would result in PD (i.e. if using a value

of 0 for missing lesions, the sum of diameters has still increased by 20% or more compared to

nadir and the sum of TLs has increased by >5mm from nadir).
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If < 1/3 of the TL measurements are missing (because of intervention) then the results will be
scaled up (based on the sizes 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-missing lesions to the nadir sum of diameters excluding the lesions with missing
measurements.
ple of scaling
oflS is missing at the follow-up visit; the nadir TL sum including lesions 1-5 was 74 mm.

Th s@es' ns 1-4 at the follow-up 1s 68 mm. The sum of the corresponding lesions at
the nadiggvisitts 62 mm.

Scale up as @ to give an estimated TL sum of 81 mm:
68x74/62 =281

CR will not be allowed
or PD (or NE) could be ass

esponse for visits where there is missing data. Only PR, SD

@l as the TL visit response in these cases. However, for visits
with <1/3 lesion assessmentSHo! rded, the scaled up sum of TLs diameters will be
included when defining the nadf

y Val% assessment of progression.
Lesions that split in two
If a TL splits in two, then the LDs of the split lesionsgshould be summed and reported as the
LD for the lesion that split. 6
/ :

Lesions that merge

If two TLs merge, then the LD of the merged lesion s recorded for one of the TL
sizes and the other TL size should be recorded as Ocm.

Change in method of assessment of TLs .

CT, MRI and clinical examination are the only methods of assess: an be used within
a trial, with CT and MRI being the preferred methods and clinical ex4mu only used in
special cases. If a change in method of assessment occurs, between C this will be
considered acceptable and no adjustment within the programming is neededi ’

If a change in method involves clinical examination (e.g. CT changes to clinicaJe/@tion

or vice versa), any affected lesions should be treated as missing.

3.1.2 Non-target lesions (NTLs) and new lesions — site investigator data. %

At each visit, the investigator should record an overall assessment of the NTL response. Thi /\
section provides the definitions of the criteria used to determine and record overall response
for NTL at the investigational site at each visit.
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NTL response will be derived based on the investigator’s overall assessment of NTLs as

follows:
Table 7 NTL Visit Responses
@ Visit Responses Description
omplete response (CR) Disappearance of all NTLs present at baseline with all
lymph nodes non-pathological in size (<10 mm short
Q axis).
ressive disease (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- Persistence of one or more NTLs with no evidence of

assessed and, in the investigator's opinion, they are not
able to provide an evaluable overall NTL assessment at
thi :

f progression.
Not evaluable (NE) O Only relevant when one or some of the NTLs were not

patients without TLs at baseline, this is relevant
if any of ghe NTLs were not assessed at this visit and the
progres8ion gritesia have not been met.
Not applicable (NA) Only re 6&1& are no NTLs at baseline.
4

To achieve ‘unequivocal progression’ on the basis of @re must be an overall level of
substantial worsening in non-target disease such that, evénga the presence of SD or PR in

TLs, the overall tumour burden has increased sufficiently to meritfa detfermination of disease
progression. A modest ‘increase’ in the size of one or more 1snally not sufficient to

qualify for unequivocal progression status. /
Details of any new lesions will also be recorded with the date of assessx@épresence of

one or more new lesions is assessed as progression.

A lesion identified at a follow up assessment in an anatomical location that was/ ed at
baseline is considered a new lesion and will indicate disease progression. u@

The finding of a new lesion should be unequivocal: 1.e. not attributable to differences i

scanning technique, change in imaging modality or findings thought to represent somethjnb
other than tumour. /‘

New lesions will be 1dentified via a Yes/No tick box (excluding bone lesions). The absence @
and presence of new lesions at each visit should be listed alongside the TL and NTL wvisit
responses.

CONFIDENTIAL AND PROPRIETARY 24 of 56



Statistical Analysis Plan v2.0 Astrazeneca
Olaparib - DO81LC00002 23Sept2024

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

If the question ‘Any new lesions since baseline (excluding bone lesions)’ has not been
answered with Yes or No and the new lesion details are blank this is not evidence that no new
sions are present, but should not overtly affect the derivation.

omatic progression is not a descriptor for progression of NTLs: it is a reason for
study therapy and will not be included in any assessment of NTLs.

Patie@ Symptomatic progression’ requiring discontinuation of treatment without
objecti e of disease progression at that time should continue to undergo tumour
assessmen @possible until objective disease progression is observed.

3.1.3 Overa @ esponse — site investigator data
Table 8 defines how the;wmf defined TL and NTL visit responses will be combined

with new lesion informag 1ve an overall visit response.
Table 8 RECIS all visit responses
TARGET NON-TARG NEW LESIONS OVERALL VISIT
RESPONSE
CR CR orNA o (or NE) CR
CR Non-CR/Non-PD o r NE) PR
NE
*
PR Non-PD=or NE or NA  No4or NE) PR
SD Non-PD=or NE or NA  No (0r NE) SD
PD Any Any PD
Any PD Any ];D
Any Any Yes /
NE Non-PD or NEor NA  No (or NE)
NA CR No (or NE) O
NA Non-CR/Non-PD No (or NE) SD
NA NE No (or NE) NE O
NA NA No (or NE) NED
2Non PD = CR or Non CR/Non PD.
CR = complete response, PR = partial response, SD = stable disease, PD = progressive disease, NE = not
evaluable, NA = not applicable (only relevant if there were no TL and/or NTLs at baseline), NED = No Evidenc ﬁ

of Disease (only relevant when there is no TL and NTL from baseline).

o
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3.14 Bone Lesion Progression using PCWG3

Bone lesions will be assessed by bone scan and will not be part of the RECIST v1.1 malignant
soft tissue assessment. If more than one baseline scan is recorded then measurements from the
one that is closest and prior to randomization will be used.

1 bone lesions (or sites of disease) should be identified at baseline. Their status should be
owed at subsequent visits. At each visit an overall assessment of the bone lesion
1on should be recorded by the Investigator.

Pro ‘@'? bone scan 1s identified using PCWG3 as follows:

e A

@k 8 scan

Two o etastatic bone lesions are observed on the first 8-week scan
compared baseline assessment. The confirmatory scan, performed at least 6
weeks later and pre y no later than the next scheduled visit for a bone scan (ie,
Week 16), must o0 or more additional new metastatic bone lesions (for a total
of four or more ne astatic bone lesions since the baseline assessment) for
progression to be docCt

Note - The first bone scan com 1 er baseline will be considered the ‘8-week
scan’ regardless if taken at we ek 80t at an unscheduled assessment.

e After the Week 8 scan:

Two or more new metastatic bone lesion Wd compared to the 8-week
assessment. The confirmatory scan, perform t 6 weeks later and preferably at
the next scheduled visit for a bone scan, must th persistence of or an increase in

the number of metastatic bone lesions compared e prioL for progression to be
documented.

The date of progression is the date of the scan that first documen fond lesion.

Table 9 provides the definitions for the visit bone progression status fon@é

Table 9 Bone progression status

Non Progressive Disease (Non-PD) No evidence of progression, or ap
of one new bone lesion, or non-fulfil
the progression criteria including new
lesions without confirmation of progressios

Progressive Disease (PD) Bone lesions fulfilling the requirements for
at least 2 new lesions and confirmation of
progression.
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Not Evaluable (NE) Only relevant if no evaluable follow-up
bone scan is available.

Blinded Independent Central Review (BICR) with RECIST 1.1 and PCWG3
criteria

@ ed BICR of all radiological imaging data will be carried out using RECIST version 1.1
for sOff tissue lesions and PCWG3 for bone lesions. All radiological scans for all patients

(in 1‘1@ at unscheduled visits, or outside visit windows) will be collected on an

ongoi i8"and sent to an AstraZeneca appointed Contract Research Organisation (CRO)
for centra . The imaging scans will be reviewed by two independent radiologists
using both 1 and PCWG3 and will be adjudicated, if required (i.e. two reviewers’
review the scans judication 1s performed by a separate reviewer in case of a
disagreement in a‘@i€point assessment). For each patient, the BICR will define the overall
visit response (i.e. the re% obtained overall at each visit by assessing TLs, NTLs and new
lesions) data and no progra ic derivation of visit response is necessary. RECIST
assessments/scans contribu ds a particular visit may be performed on different dates
and for the central review the ﬁ progtession for each reviewer will be provided based on
the earliest of the scan dates of the cor that triggered the progression. The records
from the selected reviewer will be u rt all BICR information including dates of

progression, visit response, censoring and chastges in target lesion dimensions. Endpoints (of
ORR, rPFS and DoR) will be derived pro icaglly from this information.

AstraZeneca- appointed CRO and has been deve ance at the start of the study. The
BICR will provide RECIST measurements and resp CWG3 progression status for
each visit (1.e. for visits where progression is/is not iden@for each patient at the time of
the primary DCO. After the primary rPFS analysis, BICR Teview s will no longer be
required.

The independent review charter contains the d WCR conducted by the
e \Y

*

3.2 Efficacy Variables

3.2.1 Radiological Progression free survival (rPFS)

derived rPFS based on investigator recorded assessments will be performed.

Radiological progression-free survival is defined as the time from randomization until the date
of objective disease progression (soft tissue or bone) or death (by any cause in the absence of
progression) regardless of whether the patient withdraws from randomized therapy or receives
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another anti-cancer therapy prior to progression (i.e. date of rPFS event or censoring — date of
randomization + 1).

Patients who have not progressed (defined as CR, PR or SD by RECIST 1.1 for soft tissue
disease, or Non-PD for bone disease) or died at the time of analysis will be censored at the
ﬁof the earliest date of their last evaluable RECIST 1.1 assessment (taking the latest target

n, non-target lesion or new lesion scan date) or bone scan assessment that showed Non-
@e the latest of the previous RECIST1.1 assessment and bone scan if done at the same

Howe@ patient progresses or dies immediately after 2 or more consecutive missed

visits fo " tissue or bone assessments, the patient will be censored at the earliest of
BT 1.1 assessment (taking the latest target lesion, non-target lesion or new
us bone scan assessment prior to the two consecutive missed visits
an done at different visits) (Note: NE visit 1s not considered as missed

visit). Else the latest’of the ious RECIST1.1 assessment and bone scan if done at the same
visit. If the patient has n ble visits or does not have baseline data they will be censored
at Day 1 unless they die wi 1sits of baseline (in which case their date of death will be
used).

With 8 weekly scheduled scans, the interval from the previous radiographic
assessment (earliest of the previous RECIS#1 .1 assessment or previous bone scan

assessment) equates to 18 weeks (126 days)gllowing
+ 1 week for an early assessment + 1 week for
after the baseline scan (as no need to allow fof

@ assessment).
¢
The rPFS time will always be derived based on sc ynot visit dates.

When the Investigator is in doubt as to whether PD has @d andhtherefore reassesses the
patient at a later date, the date of the initial scan should be declarg he date of progression
if the repeat scans confirm progression.

for early and late visits (i.e. 2 X 8 weeks
assessment), or 17 weeks if immediately

dates. The following rules will be applied:

e For BICR (RECIST 1.1 and PCWG?3) assessments, the date of progrQ/l 11 be

determined based on the earliest of the scan dates of the component that @ ] the
progression for the adjudicated reviewer selecting PD, or of the reviewer with
earliest date of progression if there is no adjudication for BICR data.

CT/MRI and bone scans contributing towards a particular visit may @ned on different

e For investigator assessments, the date of progression will be determined based on t
earliest of the dates of the component that triggered the progression

e For BICR and investigator assessments, when censoring a patient for rPFS, the patient
will be censored at the earliest of the of the previous RECIST 1.1 assessment (taking
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the latest target lesion, non-target lesion or new lesion scan date) or previous bone scan
assessment.

Table 10 provides the definitions how the visit responses for soft tissue (according to
RECIST1.1 criteria) and bone progression status (according to PCWGS3 criteria) are combined
ve an overall radiological objective visit response.

a 0 Overall radiological visit response
Bone progression Bone lesions at visit Overall radiological
status Present/Absent © visit response
(RECISTAL. (PCWG3)"
Non-PD Absent CR

CR aﬂ’ on-PD Present PR
CR - PR
PR &Naor NE Any PR

SD N r]i Any SD
NED Non- Any Non-PD
NED NE A Any NE
NE Non-PD or NE Any NE

PD Any PD
Any PD ® PD
CR = complete response, PR = partial response, SD = stable digfas = progressive disease, NE = not

evaluable (if an assessment is missing, it will be considered NE). Evidence of Disease (only relevant
if there were no TL and NTLs at all visits)
* See section 3.1.3.

®See section 3.1.4. P
¢ To be categorised as ‘absent’ at a follow-up visit a patient must have no bon ? baseline and no new
bone lesions at each visit up to an including this visit.

In order to derive an overall radiological response, the BICR RECIST 1:
assessments will be merged by the BICR visit number. The investigator asségsme’
merged by visit number, they will instead be merged using windows around the led
visit schedule as described in the ADaM specification. O

3.2.2 Objective Response Rate (ORR) &
For patients in the EFR analysis set (who have measurable disease at baseline determined DO
BICR), objective response rate assessed by BICR (RECIST 1.1 and PCWG3), is defined as /‘
the number (%) of patients with at least one visit response of CR or PR, in their soft tissue

disease assessed by RECIST 1.1, in the absence of progression on bone scan assessed by

PCWGS3. For each treatment group, the objective response rate (ORR) is the number of

patients with a CR and PR divided by the number of patients in the treatment group .
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A confirmed response of CR/PR means that a response of CR/PR is recorded at 1 visit and

confirmed by repeat imaging not less than 4 weeks after the visit when the response was first

observed with no evidence of progression between the initial and CR/PR confirmation visit.

Data obtained up until progression, or last evaluable assessment in the absence of progression,

will be included in the assessment of ORR. Patients who discontinue randomized treatment

ithout progression, receive a subsequent anti-cancer therapy (note that for this analysis
otherapy is not considered a subsequent anti-cancer therapy) and then respond will not be
d as responders in the ORR.

In'Pat: ithout a confirmed response, an unconfirmed response of CR/PR means that a
responge rfPR 1s recorded but either no confirmation assessment is performed or a

confirmat; sment is performed but response 1s not confirmed.

time between the of PR 1s greater than 4 weeks and there is no PD between the PR
visits, the patient will be d
responses of CR, NE, CR

In the case w ? has two non-consecutive visit responses of PR, then, as long as the
S

icd as a confirmed responder. Similarly, if a patient has visit

Overall response rate based on é{i‘ssu
ORR will also be calculated based on i
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3.2.3

Overall survival (OS)

Overall survival is defined as the time from the date of randomization until death due to any
cause regardless of whether the patient withdraws from randomized therapy or receives
another anti-cancer therapy (i.e. date of death or censoring — date of randomization + 1). Any
patient not known to have died at the time of analysis will be censored based on the last

ed date on which the patient was known to be alive (SUR_DAT, recorded within the

VIVE module of the eCRF).

laws/;
contac
alive or if

[@al calls (if agreed to by the patient and in compliance with local data privacy
cti

oenerally occur within 7 days of the DCO). If patients are confirmed to be

ﬁvill be made following the date of DCO for the applicable analysis (these
e '%‘ date 1s post the DCO date, these patients will be censored at the date of

DCO. Death'daté be found by checking publicly available death registries.

For any OS analygl rior to the final DCO, in the absence of survival calls being

made or if the SURVIVE e 1s not completed for a particular patient, it may be necessary
d U

to use all relevant CRF
known to be alive for those
1s defined as the latest among

determine the last recorded date on which the patient was
Q $ still on-treatment. The last date for each individual patient
ollowing dates recorded on the case report forms (CRFs):

AE start and stop dates

Admission and discharge dates of hogpftalization

Study treatment date

End of treatment date é

Laboratory test dates / ¢

Date of vital signs /

Date of ECG O

Disease assessment dates on RECIST CRF

Disease assessment dates on BONESCN CRF *

Date of symptomatic skeletal related event assessment /

Start and stop dates of concomitant medication &
Ue

End of study date (only if the disposition is not “lost to follow u

If a patient is known to have died where only a partial death date is available the of

the death date using the available information provided:-

death will be imputed as the latest of the last date known to be alive +1 from the data &1

If there is evidence of death but the date is entirely missing, it will be treated as missing, i.e.

a. For Missing day only — using the 1* of the month O ;

b. For Missing day and Month — using the 1% of January @

censored at the last known alive date.
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3.24 Time to first Symptomatic Skeletal —Related Event (SSRE)

Time from randomization to first symptomatic skeletal-related event as defined by any of the
following or a combination:

e Use of radiation therapy to prevent or relieve skeletal symptoms

nonvertebral, resulting from minimal or no trauma). Radiologic documentation is
equ1red

O Occurrence of new symptomatic pathological bone fractures (vertebral or

logical fracture, as determined by investigator, is defined as associated with
fo trauma and deemed to have occurred at a site of bone metastasis

of spinal cord compression. Radiologic documentation required
ical intervention for bone metastasis

Patients who have

death, or time of last SS

petienced any of the above conditions will be censored at time of
%ssment.

3.25 Duration of res }R)

For patients in the EFR analysi¢’set (whodiave measurable disease at baseline determined by
BICR) and have a confirmed responseg ﬂ& PR as described in section 3.2.2), duration of
response (DoR) will be defined as th€ tim&#om the date of first documented confirmed
response until date of documented progressigh or death in the absence of disease progression
(1.e. date of rPFS event or censoring — date t g@onfirmed response + 1). The end of
response should coincide with the date of progrg @ or ath from any cause used for the
rPFS endpoint.

The time of the first confirmed response will be defin @atest of the dates contributing
towards the first visit response of confirmed PR or CR. d of igsponse will be defined as
the date of progression or death from any cause used for the rPFSge int. If a patient does
not progress following a response, then their duration of respori§e e ghe rPFS censoring
date as the date at which that patient is censored for DoR. Howevt date of rPFS
censoring is on or before the date of the first confirmed response the efpatient will be
censored at Day 1 for DoR.

The time to response is the time from randomization to the first onset of a co jective
tumor response (1.e. date of first confirmed response — date of randomization +

3.2.6 Time to Opiate Use for Cancer Pain &

Time to Opiate use 1s defined as the time from the date of randomisation until the date of /\
opiate use for cancer-related pain on patients who have not received any opiates at baseline.

Paitents who have not received opiates during the study or died prior to receiving opiates will @
be censored at the last study assessment date prior to DCO where no opiate use was recorded.
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3.2.7 Prostate Specific Antigen (PSA) Response

A patient will be regarded as having a single PSA visit response if their PSA level at any post-
dose wvisit 1s reduced by 50% or more compared with baseline.

A patient will be regarded as having a confirmed PSA response if they have a reduction in

st 3 weeks later (i.e., decrease relative to baseline of at least 50% documented on 2
edutive occasions at least 3 weeks apart).

ylevel of 50% or more compared with baseline that is confirmed at the next assessment at

Fo @W receive a subsequent anti-cancer therapy (note that for this analysis

radiot xmt considered a subsequent anti-cancer therapy), data will only be included
until the s f the subsequent anti-cancer therapy. All patients in FAS will be included,
regardless 0@ baseline PSA measurement. For the calculation of PSA responses,
values of the fo ’ (1.e. below the lower limit of quantification) or > X (i.e. above the
upper limit of qu. atio 11l be imputed as “x”.

3.2.8 PSA changef inuous scale

PSA changes on a continu ill be evaluated in patients in the FAS who have a valid
baseline and post-baseline PS Adfheasurement. Patients without a baseline PSA measurement
and/or a post-baseline PSA measure

receive a subsequent anti-cancer therapy
until the start date of the subsequent anti-c erapy.

e PSA levels will be evaluated in terms ofpercent. hange from baseline which will

be derived for each post baseline visit where fsfa‘[a are available:
e Percentage change from baseline = [(post-dos el — baseline PSA level) /

baseline PSA level] *100

e Best percentage change from baseline in PSA will be de the biggest reduction
in PSA level compared with baseline (or the smallest inCigase absence of a
reduction) taking account of all PSA values collected for eac jﬁ .

below the lower limit of quantification) or > x (i.e. above the upper limit of ation)

For the calculation of PSA changes on a continuous scale, values of the XA (Le.
?ft
will be imputed as “x”.

3.2.9 Time from randomisation to second progression or death (PFS2) Q

Second progression is based on investigator assessment according to local standard clinic

practice and includes radiological, symptomatic progression (but not PSA progression) and /\
clinical progression or death. Second progression status is reviewed every 12 weeks following

the progression event used for the primary variable rPFS (ie, first progression) and the start of @
the next-line anticancer therapy (excluding radiotherapy). Based on two 12-weekly visits plus

two allowed 2 week visit windows, a second progression investigator assessment is not
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evaluable if 1t was greater than 196 days since last evaluable visit; where the last evaluable
visit is the later of the first progression date and any evaluable second progression assessment.
In addition, if next-line anticancer therapy has not started a second progression assessment is
not evaluable and is censored at the date last known not to have received a subsequent
therapy.

ime to PFS2 is defined as the time from date of randomisation to date of second
sion on next-line (immediately after study treatment) anticancer therapy (excluding
rapy) or death, whichever occurs earlier (i.e. date of PFS2 event or censoring — date of
r aton + 1). If a patient had a first progression (radiological progression) and did not

recel t-line anticancer therapy, the second progression would not be counted as a
PFS2 even s because the second progression would still be a marker of the effect of the
first treat >y study treatment). If a patient had a first progression (radiological
progression) Wich s gensored due to 2 missed visits (1.e. was censored for the rPFS

d receive next-line anticancer therapy, and subsequently a second
progression was recorded b investigator, then the patient will be counted as a PFS2
second progression eve: death occurs within 196 days of first progression (radiological
progression), or within 196 @ 0f the last evaluable second progression assessment, the
death will be a PFS2 death eventafréspective of whether next-line anticancer therapy has
started.

Patients alive and for whom a secon& 1on has not been observed should be censored at
the earliest of: date of study termination, d st known alive, DCO or, if a patient has not
had a first subsequent therapy, the date las t to have received a first subsequent
therapy.

¢
However, if the patient experiences a second progre/ is not evaluable, or dies
immediately after two or more visits where there was fio gValuable PFS2 assessment, the
patient will be censored at the time of the later of the firs gressigh date and the latest

evaluable second progression assessment.

¢
Also, if the patient died in the absence of any progression after mére consecutive

missed visits, then the censoring visit rule as described for rPFS (in ' .1) should be
applied.

date of randomisation to the initial therapy or death.

Patients not receiving randomised treatment would have time to PFS2 calcucﬁne from
3.3 Safety Variables &

3.3.1 Exposure and dose interruptions

Study drug exposure (days) for olaparib will be defined as time from first dose of olaparib, u /‘
to and including the, last day of dosing of olaparib. Exposure to investigators choice of

enzalutamide or abiraterone acetate will be calculated in the same way using enzalutamide or

abiraterone acetate only. Exposure to prednisone/prednisolone will not be calculated.
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Exposure (1.e. duration of treatment) will be defined as follows:

Total (or intended) exposure of olaparib/investigators choice of NHA:

o Total (or intended) exposure = min(last dose date where dose > 0 mg, date of death,
date of DCO) — first dose date +1

ure to olaparib for patients randomised to investigator choice of treatment, who have
@enﬂy switched to olaparib upon progression will be defined as:

o (or intended) exposure = min(last dose date of Olaparib where dose>0 mg,
death, date of DCO) — first dose date of olaparib + 1.

Actual expo 1b/investigators choice of NHA:

occurred.

The actual exposure calculatlorﬁc!s no fdjustment for any dose reductions that may have

Missed or forgotten doses

Missed and forgotten doses should be recor gfhe EX, EX1 and EX2 module for Olaparib,
enzalutamide and abiraterone respectively as a @ emiption with the reason recorded as
“Subject forgot to take dose”. These missed or 0 Ses will not be included as dose

interruptions in the summary tables but the informa bear in the listing for dosing.

However, these missed and forgotten doses will be consifleredin the derivation of actual
exposure.

Patients who permanently discontinue during a dose interru @ *

If a patient permanently discontinues study treatment during a dose i/ n, then the date

of last administration of study medication recorded on DOSDISC, DO d
DOSDISC2 will be used in the programming. /
Safety Follow-up
o Total Safety Follow-up = min((last dose date +30 days), date of withdrawal @
consent, date of death, date of DCO) — first dose date +1 O
3.3.2 Dose intensity /‘
Relative dose intensity (RDI) is the percentage of the actual dose delivered relative to the @

intended dose through to treatment discontinuation. RDI will be defined as follows:
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o RDI = 100% * d/D, where d is the actual cumulative dose delivered up to the actual
last day of dosing and D is the intended cumulative dose up to the or the actual last
day of dosing. D is the total dose that would be delivered, if there were no
modification to dose or schedule.

@ jercenta ge intended dose (PID) is the percentage of the actual dose delivered relative to the

ded dose through to progression. PID will be defined as follows:

& PID = 100% * d/D, where d is the actual cumulative dose delivered up to
ogression (or a censoring event) and D is the intended cumulative dose up to
prdgression (or a censoring event). D is the total dose that would be delivered, if
gmicre no modification to dose or schedule.

Intensity of olapali utamide, and abiraterone acetate will be summarised separately.
The intended cu

ve dose 1s defined as 300mg olaparib twice daily, 160mg enzalutamide
once daily and 1000

o wne acetate once daily.
3.33 Adverse events

The definitions of adverse e s) and serious AEs (SAEs) are given in Sections 8.3 of
the clinical study protocol. AEs'and S 11 be collected throughout the study, from date of
informed consent until 30 days after se of study treatment. Events will be defined

y investigator report of a change in intensity),
ok The Medical Dictionary for Regulatory

institute Common Terminology
Other significant adverse events (OAE) /O
During the evaluation of the AE data, an AstraZeneca medically ed expert will review
the list of AEs that were not reported as SAEs and ‘Discontinuatio Inveéstigational Product
due to Adverse Events’ (DAEs). Based on the expert’s judgement, y t adverse events
of particular clinical importance may, after consultation with the Globa t Safety

Physician, be considered other significant adverse events (OAEs) and r uch in the
CSR. A similar review of laboratory/vital signs/ECG data will be performed for ification

of OAEs. O
AEs of special interest

Adverse events of special interest (AESI) are events of scientific and medical interest sp@

to the further understanding of olaparib’s safety profile and require close monitoring and rapi
communication by the investigators to AstraZeneca. An AESI may be serious or non-serious. /‘
Adverse events of special interest for olaparib are: @

as treatment emergent if they onset, or wor
during the treatment period as defined in t
Activities (MedDRA) (using the latest or ciis
AEs. AEs will be graded according to the Natie
Criteria for AEs (using the CTCAE version 5.0).

e Important Identified Risks of myelodysplastic syndrome (MDS)/acute myeloid
leukaemia (AML)
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e Important potential risk of New primary malignancy (other than MDS/AML)
e Potential risk of Pneumonitis

Other categories may be added as necessary or existing terms may be merged. An
AstraZeneca medically qualified expert after consultation with the Global Patient Safety
ysician will review the AEs of interest and identify which higher-level terms and which
erred terms contribute to each AESI. Further reviews may take place prior to database
@BL) to ensure any further terms not already included are captured within the
es.

334 Ofomi‘[ant medications

Concomit ations will be classified according to the current version of the WHO Drug
Dictionary.

Concomitant menajye classed as either:

e Concomitant m Ofis starting prior to first dose (pre-study)
e Concomitant medice Q ing on or after first dose date and up to up to 30 days

following discontinuatioft of randamized treatment or the day before switching to
Olaparib (on study). Medjcatltart on the same day as the first dose of study
treatment will be assumed to Bccurte study treatment has been administered, and be

classified as on-study.

3.3.5 Laboratory assessment
Blood samples for determination of clinical che gtology and coagulation will be
taken at each scheduled visit and urine samples to d ! inalysis will be taken at

screening and Day 1 visits. The laboratory parameters tofbe collected are given in Section
8.2.4 of the protocol.

temperature (°C) and weight (kg), will be assessed at screening, baseli

3.3.6 Vital Signs *
Vital signs, including blood pressure (BP) (mmHg), pulse rate (beatsA body

linically
indicated and will be summarized at baseline. Changes in vital signs shou @yd as an

AE, if applicable.

3.3.7 Physical examination O
Physical examination assessments will be performed at screening, day 1 and as clmica@ :

indicated.

3.3.8 Electrocardiogram (ECG)

Resting 12-lead ECGs will be performed within 7 days prior to starting study treatment and @
when clinically indicated. Measurements should be taken after the patient has been rested in a
semi-supine position for at least 5 minutes. The following ECG variables will be collected:
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ECG heart rate, PR duration, QRS duration,QT duration, QT interval corrected by Fridericia’s
formula (QTcF) and overall ECG evaluation.

All ECGs will be assessed locally to determine whether they are clinically significantly
abnormal / not clinically significantly abnormal. The overall evaluation of an ECG will either
e “normal” or “abnormal” with abnormalities categorized as either “clinically significant” or

clinically significant. If there is a clinically significant abnormal finding, 1t will be

corded as an AE by the Investigator.
3. mr‘Onalyses for crossover patients
t

Su from the AEs sections described above, including causally related AEs, AEs

after the start of crossover ent up until the end of the 30 day follow-up period. The 30

s for crossover patients will include all AEs that occurred or worsen
day follow-up period wiﬁn

ed as 30 days following discontinuation of treatment.

In addition to AE summaries} ies of clinical laboratory parameters and vital signs will

be repeated for crossover patieilts onln

4. ANALYSIS METHODS O
4.1

General Principles

*
This study is comparing olaparib to investigators ¢ / NHA. Results of statistical
analyses will be presented using corresponding 2-side nfidence itervals and 2-sided

p-values, where appropriate.

The hypothesis of interest with regards to the primary endpoin @ sessed by BICR per
RECIST 1.1 (soft tissue) and PCWG3 (bone) criteria, 1s: ¢

e HO: No difference between olaparib and investigator choice o@amide or
abiraterone acetate.

e HI: Difference between olaparib and investigator choice of enzalutaQ/

abiraterone acetate.

No formal testing of hypotheses will be performed as the study is designed to demons@
same trend of treatment effect in Chinese men as that shown in the PROfound study, an

no adjustment for multiplicity will be made and all p-values generated will be regarded as 0
descriptive. /

The DCO date for the statistical analysis for the primary objective of the study will be when @
approximately 21 rPFS events are expected to have occurred (50% maturity).
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The below mentioned general principles will be followed throughout the study:
o All analyses and reporting are by treatment arm.

o Descriptive statistics will be used for all variables, as appropriate. Continuous
variables will be summarised by the number of observations, mean, standard
deviation, median, upper and lower quartiles minimum, and maximum. For log-
transformed data it 1s more appropriate to present geometric mean, coefficient of
& variation (CV), median, minimum and maximum. Categorical variables will be
mmarised by frequency counts and percentages for each category.

therwise stated, percentages will be calculated out of the population total
rresponding treatment group. Overall totals will be calculated for baseline
suL '

. For contimious Athe mean, median and standard deviation will be rounded to 1
additional deci ce compared to the original data. Minimum and maximum
will be displaye he same accuracy as the original data.

o For categorical data, Ae‘ntai:will be rounded to 1 decimal place.

laces and p-values less than 0.001 are
es and Listings (TFLs).

o P-values are presented to 3¢de
presented as <0.001 in Tables, Fi

o In general, unless otherwise stated, will not be performed if there are <35
events/responses across both treatme esgriptive summaries may still be
provided.

) SAS® version 9.4 or later will be used for all @es.

In general, for efficacy endpoints the last observed measuremen @ ra’ndomisation will

be considered the baseline measurement. However, if an evaluable ent is only

available after randomisation but before the first dose of randomised @E’ then this
t

assessment will be used as baseline. For safety endpoints the last obse fore the first

dose of study treatment will be considered the baseline measurement u erivi

specified. For assessments on the day of first dose where time is not capture ﬁxal pre-
C

dose indicator, if available, will serve as sufficient evidence that the assessment: prior

are captured will be considered prior to the first dose if such procedures are required by the
protocol to be conducted before the first dose.

to first dose.
Assessments on the day of the first dose where neither time nor a nominal pre-dose ind%

In all summaries change from baseline variables will be calculated as the post-treatment value @
minus the value at baseline. The percentage change from baseline will be calculated as (post-
baseline value - baseline value) / baseline value x 100.
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Efficacy data will be summarised and analysed based upon the FAS. Safety and treatment
exposure data will be summarised based upon the safety analysis set. Study population and
demography data will be summarised based upon the FAS.

@ 4.2 Analysis Methods
ye 11 Pre-planned statistical and sensitivity analyses to be conducted

ints Analysed Notes
ig progression-free survival e  Primary analysis stratified log-rank test
based on BICR [RECIST 1.1 and PCWG3] assessments
and stratified in accordance with the pooling strategy

defined in section 4.2.2
e Hazard ratio using Cox proportional hazards model (with
ties=Efron and the stratification variables determined by
f the pooling strategy as covariates)

e Plots and summaries of number (%) patients with
O progression or death events using Kaplan-Meier (KM)

method.
1PFS sensitivity analysis Q ied log-rank test stratified in accordance with the
e  Ascertainment bias pufiary pooling strategy

. rafie,using Cox proportional hazards model with
fies=

stratification variables determined by
the poo egy¥as covariates
e KM plot
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Endpoints Analysed

Notes

Confirmed objective response rate

BICR assessment using
RECIST and bone scan data

BICR assessment using
RECIST soft tissue only

L ]
Investigator assessment

using RECIST and bone scan

OQ ator assessment
u 'NST soft tissue
)

Overall Survival .

Time to first Symptomatic Skeletal-
Related Event

Time to Opiate use for Cancer
related Pain

Prostate Specific Antigen (PSA)
Response

CONFIDENTIAL AND PROPRIETARY

Odds ratio using logistic regression adjusted for prior
taxane. If there are not at least 5 responses across both
treatment groups, then a Fisher’s exact test using mid
p-values will be used.

Stratified log rank test stratified in accordance with the
primary pooling strategy

Hazard ratio using a Cox proportional hazards model
(with ties=Efron and the stratification variables
determined by the pooling strategy as covariates)

lots and summaries of number (%) patients with
ents using KM method.

Str; log-rank test stratified in accordance with
'y pooling strategy

ig'using a Cox proportional hazards model
1 n and the stratification variables
it

(wit
determi ooling strategy as covariates)
Plots and st ries of ber (%) patients with
events using me

®

Stratified log-rank te in accordance with

the primary pooling s‘rra‘rej(1
Hazard ratio using a Cox propottio azards model
(with ties=Efron and the stratificaffon variables

c

determined by the pooling strate

Plots and summaries of number (%)
events using KM method.

Summarized using descriptive statistics
Waterfall plots
o Best percentage change from baseline
o Percentage change from baseline at Week 12
Confirmed PSA best response presented with 95% CIs
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Endpoints Analysed Notes
Time from randomization to second e Stratified log-rank test stratified in accordance with
progression or death the primary pooling strategy

e Hazard ratio using a Cox proportional hazards model

(with ties=Efron and the stratification variables
O determined by the pooling strategy as covariates)
e Plots and summaries of number (%) patients with
events using KM method.
4.2.1 iplicity
There’s n: ent for multiplicity for this study.
4.2.2 Analy primary efficacy variable (rPFS)

e
The primary analysis of ra ic progression-free survival will be performed when
approximately 21 rPFS (0% maturity) have occurred based on BICR (RECIST 1.1
and PCWG3) assessment.

The primary analysis will be ba€ed on thefBICR assessment of rPFS using all scans regardless
of whether they were scheduled or no ‘@i. pothesis of superiority of olaparib compared to
investigator choice will be tested usiilg a [0 test with the Breslow method for handling
ties, stratified by the variables determined e pooling strategy described below.

The effect of olaparib versus investigator cho 1ll be estimated by the HR and
corresponding 95% confidence interval. This an Be performed using a Cox
Proportional Hazards Model with the Efron approar 1 ed for handling ties and the
stratification variables determined by the pooling stra g@, used as covariates. The 2-
sided 95% confidence intervals will be calculated using thegprofile lfkelihood method and a
HR less than 1 will favour olaparib.

¢
Any patients mis-stratified in the Interactive Voice Response Sys zractive Web

Response System (IVRS/IWRS) will be included in the stratified log using the
baseline data collected in the [IVRS/ITWRS. o

It is expected that there may not be enough rPFS events in each strata (wher
defined as categories formed from — prior taxane * measurable disease * treatm @ ow a
meaningful analysis, if any stratum for either treatment arm contains less than 5 eventsf'th
pooling strategy will be employed. The order of preference for pooling will be (prior takane
treatment), (measurable disease * treatment), unstratified. Prior taxane and measurable d

will use data collected via IVRS. 6/‘

All sensitivity analyses and secondary endpoints (except for ORR which only includes prior @
taxane) will be conducted in accordance with the primary pooling strategy for the analysis of

rPFS. If a model does not converge when using the stratification variables from the primary

pooling strategy then this will result in collapsing of strata in line with the pooling strategy
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until the minimum 5 event criterion is achieved. Unstratified analyses will be conducted for
any secondary endpoints that still do not conform to the 5-event rule per stratum.

Kaplan-Meier (KM) survival curves (product-limit estimates) of rPFS will be presented by
treatment group, together with a summary of associated statistics (median rPFS time, and

nts experiencing an rPFS event, and the type of event (RECIST progression, PCWG-3

@ urvival rate estimates at appropriate timepoints). Summaries of the number and percentage of
a'o

951011, both or death) will be presented along with the median rPFS for each treatment

The a@ of proportionality will be assessed. Note that in the presence of
nonpropori @ the HR will be interpreted as an average HR over the observed extent of

follow-up. onality will be tested firstly by producing plots of complementary log-log

(event times) versuslog @ime) and, if these raise concerns, a time dependent covariate would
be fitted (adding ent-by-time or treatment-by-In(time) interaction term) to assess the
res

extent to which this%fep ndom variation. If qualitative non-proportionality is observed

then using stratification fa an covariate adjustment will be considered.
4.2.2.1
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4.2.2.2  PFS sensitivity analyses

Sensitivity analyses may be performed to assess the possible presence of time-assessment bias
(1.e., differential assessment times between treatment groups). Summary statistics for the
number of weeks between rPFS time and the last evaluable assessment prior to progression
will be presented for each treatment group. For all sensitivity analyses, the same methodology

The'follow nsitivity analyses will be evaluated:

(a) Ascert: n‘@)ias

Ascertainmen assessed by analysing the investigator assessment data. The
stratified log ra ill be repeated on rPFS using the investigator assessment data based
upon RECISTI.1 and P(ﬁ The HR and CI will be presented.

If there is an important disy between the primary analysis using the BICR data and this
sensitivity analysis using in ﬁassessment data then the proportion of patients with site
ogr

but no central confirmation of essl 11l be summarised; such patients have the
potential to induce bias in the central e to informative censoring. An approach of
imputing an event at the next visit in the ¢ review analysis may help inform the most
likely HR value (Fleischer et al 2011), but é‘m important discrepancy exists.
Disagreements between investigator and cent aés RECIST1.1 and PCWG3
progression will be presented for each treatment @summary will include the early

discrepancy rate which is the frequency of central r ared progressions before the
investigator review as a proportion of all central revie ogressions and the late discrepancy

rate which is the frequency of central review declared pr sion 1 the investigator

review as a proportion of all discrepancies.

/0
Q)
O
5

Ky
¢
®
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4.2.3 Objective response rate (ORR)

Objective response rate will be assessed based on BICR assessed RECIST and bone scan data
(using all scans regardless of whether they were scheduled or not) in patients in the EFR
analysis set (patients with measurable disease at baseline determined by BICR). Both

@ confirmed ORR and unconfirmed ORR will be listed.

@iﬂned ORR will be compared between olaparib and investigator choice using a logistic
ession model adjusting for previous taxane (yes, no) collected via IVRS. The results of the
s auill be presented in terms of an odds ratio, with an odds ratio greater than 1 favouring

ola a@ r with the associated 95% profile likelihood CI (e.g. using the option ‘LRCI”
in SA re GENMOD) and p-value (based on twice the change in log-likelihood

resulting @ddition of a treatment factor to the model).

If there are not at @ Yresponses across both treatment groups then a Fisher’s exact test

using mid p-valu¢ be prgsented. The mid-p-value modification of the Fisher exact test

amounts to subtracting harﬁie probability of the observed table from Fisher's p-value.

Fisher’s exact test mid p-v. @ o sided p-value — (Table probability + 2)
ﬂien

Summaries of number (%) of p ts witht'a, tumor response (BICR and investigator
assessment of CR or PR) will be pres

on BICR assessed RECIST and bone
i1l analysis set. For each treatment group

Best objective response (BOR) will be assesged based
scan data in patients in the EFR analysis sefy
BOR will be summarised by n (%) of patient
formal statistical analyses for BOR are planned.
and percentage of patients who had an unconfirmed
BOR will be repeated based on soft tissue response on

4.2.4 Overall survival (OS)

As there’s no adju
will be made and all p-values generated will be regarded as descriptive
no alpha spending for this interim OS analysis. The final analysis of OS wil
achieving approximately 25 deaths (60% maturity).

The p-value will be based on the stratified log rank test stratified in accordance wit
pooling strategy described in section 4.2.2. HR and 95% CI will be based on the Cox 1 .

A KM plot of OS will be presented by treatment group. Summaries of the number and /\
percentage of deaths and those alive and censored will be provided along with median time to
death for each treatment arm. @
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4241 SR

-

4.2.5 Time t, ymptomatic Skeletal-Related Event (SSRE)

Time to SSRE will B¢ anal 1sing the same methods as in the analysis of the primary
endpoint rPFS.

A KM plot of time to SS esented by treatment group. Summaries of the number

and percentage of patients wit 1ptomatic skeletal related events and those who are
censored will be provided along with 1 ime to symptomatic skeletal related events for

each treatment arm.

4.2.6 Duration of response (DoR)

Duration and onset of response in responding p swilh be listed for patients in the EFR

analysis set (patients with measurable disease at bas€li

/efermined by BICR).
4.2.7 Time to Opiate use for Cancer related Pa Q
T

Time to opiate use will be analyzed at the time of the prim PFSfanalysis using the same
methods as in the analysis of rPFS. The, p-value will be based @ atified log rank test
stratified in accordance with the pooling strategy described in se@fiond

will be based on the Cox model.

A KM plot of time to opiate use will be presented by treatment group.
number and percentage of patients using opiates will be provided along witl

1¢§, of the
. time to
opiate use for each treatment arm. O

4.2.8 Prostate specific antigen (PSA) response

will be presented with 95% CIs. Best PSA percentage change from baseline will be

Proportion of patients achieving a PSA response and patients with a confirmed PSA 1‘e%

summarized as continuous variables using descriptive statistics and will be graphically
displayed using waterfall plots. In addition percentage change from baseline at Week 12 will
be summarized as continuous variables using descriptive statistics and will be graphically
displayed using waterfall plots.
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For the Week 12 visit, a window of +/- 7 days will be applied to the scheduled visit Day 85. If
there is more than one value per patient within the time window, then the closest value to the
scheduled visit date will be summarised.

4.2.9 Time from randomisation to second progression or death (PFS2)

ntical methods as outlined for rPFS and adjusting for the same set of covariates, but no

@@ from randomisation to second progression (PFS2) or death will be analysed using

S p analysis will be performed. The HR for the treatment effect together with its 95%
{ﬁresented. Medians and Kaplan-Meier plots will be presented to support the
an

4.2.10 &ance between BICR and investigator assessments

Concordance R and investigator assessments for rPFS will be summarised by

concordance sta ordant or discordant) and type of concordance (according to timing)
oV

by treatment group and f
The concordance rate w ved as the proportion of patients where BICR and

investigator have agreed o s (event or censored).

4.2.11 Safety
4.2.11.1 General considerations sa ssessments

Time windows will be defined for any presgntati
following conventions will apply:

at summarise values by visit. The

) The time windows will be exhaustive s
potential to be summarised. Inclusion wi
actual date and not the intended date of the vi

.recorded at any time point has the
une window will be based on the

) the summaries.
L 2

o The window for the visits following baseline will be cons such a way that

o All unscheduled visit data have the potential to be ing

the upper limit of the interval falls half way between the two griSitsi(the lower limit
of the first post-baseline visit will be Day 2). If an even numb exists
between two consecutive visits then the upper limit will be taken e mitdpoint
value minus 1 day. For example, the visit windows for laboratory asf data
(with 4 weeks between scheduled assessments) are: O

- Day 29, visit window 2 — 42 &
- Day 57, visit window 43 — 70
- Day 85, visit window 71 — 98 /‘

o For summaries showing the maximum or minimum values, the maximum/minimum @
value recorded on treatment will be used (regardless of where 1t falls in an interval).

o Listings should display all values contributing to a time point for a patient.
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) For visit based summaries

—  If there 1s more than one value per patient within a time window then the
closest value to the scheduled visit date will be summarised, or the earlier, in
the event the values are equidistant from the nominal visit date. The listings

will highlight the value for the patient that contributed to the summary table,

O wherever feasible. Note: in summaries of extreme values all post baseline

values collected are used including those collected at unscheduled visits
regardless of whether or not the value is closest to the scheduled visit date
< —| o prevent very large tables or plots being produced that contain many cells

ith meaningless data, for each treatment group, visit data will only be
narised if the number of observations is greater than 1/3 of patients dosed

o For su@ at a patient level, all values will be included, regardless of whether
they appear in a ponding visit based summary, when deriving a patient level
statistic such 1

um
o Baseline for safeq;nents will generally be the last value obtained prior to the

first dose of study médication. dAlternatively, if two visits are equally eligible to
assess patient status at baseli @ , screening and baseline assessments both on
the same date prior to first"dose With no washout or other intervention in the
screening period), the average canbe taken as a baseline value. For non-numeric
laboratory tests (i.e. some of the i€ parameters) where taking an average is
not possible then the best value wolild s baseline as this is the most
conservative. In the scenario where t dassessments on day 1, one with
time recorded and the other without time #€c the one with time recorded
would be selected as baseline. Where safety d@ summarised over time, study
day will be calculated in relation to date of firs tmeng

The following considerations are made for missing safety data Sdiagnasfic dates and AE dates:

o Missing safety data will generally not be imputed. HowevA ey assessment
values of the form of “< x” (i.e. below the lower limit of quangi ion) or > X (1.e.
above the upper limit of quantification) will be imputed as “x” @c tion of
summary statistics but displayed as “< x” or “> x” in the listings. 1t ,
adverse events that have missing causality (after data querying) will d to
be related to study drug.

o For missing diagnostic dates, if day and/or month are missing use 01 and/or
year is missing, put the complete date to missing.

o For missing AE/concomitant medication start dates, the following will be applied @

a. Missing day- Impute the 1* of the month unless month is the same as month of the
first dose of study drug then impute first dose date
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b. Missing day and month -Impute 1st January unless year is the same as first dose
date then impute first dose date

¢. Completely missing-impute first dose date unless the end date suggests it could
have started prior to this in which case impute the 1st January of the same year as
the end date

Os For missing AE/concomitant medication end dates, the following will be applied:

O. Missing day - Impute the last day of the month

ing — need to look at whether the AE/medication is still
imputing a date and also when it started in relation to study
@ g flag 1s missing, then assume that AE is still

7 till being taken (i.e. do not impute a date). If the
AE/medication ltas stopp d start date is prior to first dose date then impute
the 1st dose date, if it or after first dose date then impute a date that

1s after the last dose date.
If the imputed AE end date is before the A%

ate will set equal to the start
date.

the end d
//
The imputation of dates will be used to decide if an QN 1s treatment emergent for
adverse events or concomitant medications. The imputedidates are not used to calculate
durations. Where partial dates occur, listings will contain t date ted in the partial form.

For laboratory data in particular, the following additionally app *

. Numerical summaries should provide the mean, standard d{@ median,

minimum, maximum, and lower and upper quartile for visit

ar
summaries. /

4.2.11.2 Adverse events (AEs)

Adverse events will be summarized by treatment group. Separate summaries will ’tQ C

for Olaparib post switch from investigator choice. All AEs, both in terms of MedDRA

preferred term and CTCAE grade, will be listed and summarised descriptively by count (n)

and percentage (%) and treatment group. MedDRA dictionary will be used for coding. Any /‘
AE occurring before olaparib/investigators choice of NHA (i.e., before Study Day 1) will be

included in the AE listings, but will not be included in the summary tables (unless otherwise

stated). These will be referred to as ‘pre-treatment’.
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An overall summary of the number and percentage of patients in each category will be
presented as will an overall summary of the number of episodes in each category. Frequencies
and percentages of patients reporting each preferred term will be presented. Total number of
events will also be reported separately.

@ jll reported AEs will be included in listings along with the date of onset, date of resolution (if

s resolved), investigator’s assessment of severity and relationship to study drug. A
e listing will be produced for AEs that are on-going in patients who switch from
' 1gator choice to olaparib at the start date of olaparib.

Su ation (the number and percent of patients by treatment) will be tabulated by
system (SOCQ), preferred term and treatment group if there are sufficient number of
events (1.e across both treatment arm), else they will be listed for:

. All AEO
o All AEs possi ed to olaparib/ investigators choice of NHA
A‘ gl

o AEs with CTC or higher

o AEs with CTCAE glé or higher, causally related to olaparib/ investigators
choice of NHA ‘ >

. AEs with outcome of death

o AEs with outcome of death caus@‘a to olaparib/ investigators choice of
NHA

. All SAEs ¢

o All SAEs causally related to olaparib/ inve rshoice of NHA

o AEs leading to discontinuation of olaparib/ inv atorggheice of NHA

. AEs leading to discontinuation of olaparib, causally @ elated to
olaparib/investigators choice of NHA

o AEs leading to dose reduction of olaparib/ investigators ch(

o AEs leading to dose interruption of olaparib/ investigators choice

o Other significant AEs

o Other significant AEs causally related to olaparib/ investigators choice

. AE’s for COVID-19 infection

Key patient information tables will be produced for: O/‘

. AEs with outcome of death @

. All SAEs

o AEs leading to discontinuation of olaparib/ investigators choice of NHA
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) AE’s for COVID-19 infection
o Other significant AEs

each system organ class. For each preferred term, the event rate will be presented and will be
d as the number of patients with that AE divided by the sum of the duration of therapy
1 patients without the event) and the time to the AE (for patients with the event) in each
djlt

@ Each AE event rate (per 1000 patient years) will also be summarised by preferred term within

ultiplied by 1000.

A al most common AEs, which are those AEs that occur in at least 10% of
patientSui reatment group, will be summarised by PT, by decreasing frequency based on
the total n AESs in Olaparib arm. This cut-off may be modified after review of the
data.

5.0) and summaries of the er and percentage of patients will be provided by maximum
reported CTCAE grade, ferred term and actual treatment group. Fluctuations
observed in CTCAE grade tudy will be listed.

Adverse events a% CTCAE grades (National cancer institute CTCAE version

AEs which started prior to first dose %ays following date of last dose will be listed
only.

Deaths

A summary of deaths will be provided with ntup
treatment group categorised as:

1‘centa ge of patients by actual

¢
e Related to disease under investigation only < ys after last treatment dose

e AE outcome=death only < 30 days after last treatment dog

¢ Both related to disease under investigation and with A
after last treatment dose

e AEs with outcome of death only (AE start date falling after 30 (@ Ww-up)
e Related to disease under investigation only (death after 30 days follogv-u

e Both related to disease under investigation and with AE outcomeZdeath/ 30
days after last treatment date)

e Unrelated to AE or disease under investigation (death > 30 days after last treatr@ :

date)

e Patients with unknown reason for death

e Other deaths (not captured above) @

Causally related adverse events with an outcome of death will be summarised for the number
and percentage of patients by SOC, preferred term and actual treatment group. Causally
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related serious adverse events will be summarised for the number and percentage of patients
by SOC, preferred term and actual treatment group.

Adverse events leading to discontinuation of olaparib/ investigators choice of NHA will be
summarised for the number and percentage of patients by SOC, preferred term and actual
treatment group.

ally related adverse events leading to discontinuation of olaparib/investigators choice of
1ll be summarised for the number and percentage of patients by SOC, preferred term
al treatment group. In addition, AEs with outcome of death, SAEs, OAEs, AEs

will also be produced.
of special interest (AESI)
Preferred terms u Li?AESI will be listed before DBL and documented in the Trial

Master File. Grouped su 'y tables of certain MedDRA preferred terms will be produced
and may also show the 1id: preferred terms which constitute each AESI grouping.
Groupings will be based o terms provided by the medical team prior to DBL, and a

listing of the preferred terms 1n géch ‘grouping will be provided.
4.2.11.4 Exposure 6

Summaries of duration of exposure and cumufative exposure over time will be produced by
treatment group. The number of patients with s g reductions, interruptions, or

discontinuation and the reasons, will be sumr treatment group. These summaries
will be repeated for the subset of patients who s om mvestigators choice of NHA to
olaparib.

These data will also be listed. Summary statistics (mean,§tandard deyiation, median, quartiles,
minimum, maximum) will be presented for RDI and PID.

4.2.11.5 Concomitant and other treatments l/

Concomitant medications will be summarized by the coded terms. T
receiving a medication will be summarized for FAS by treatment group!
from the start of the screening part 2 and onwards 1s considered concomitan
counted once if receiving the medication more than once.

ft 1s only
For the purpose of inclusion in prior and/or concomitant mediation or therapy squ
incomplete medication or radiotherapy start and stop dates will be imputed as detailed
Section 4.2.11.1. O

The following summaries will be produced for all patients in the FAS by coded terms by @

treatment group:

e Summary of allowed concomitant medications
e Summary of disallowed medications
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All concomitant and other treatment data will be listed. Missing coding terms should be listed
and summarised as "Not coded".

4.2.11.6 Laboratory assessments
Laboratory data (clinical chemistry and haematology) will be summarized. Shift tables will be

arized. Laboratory data outside the reference ranges will be indicated.

@jed for select tests, where shift from baseline to the worst value within the study will be

continuous laboratory assessments, absolute value, change from baseline and
per éh e from baseline will be summarised using descriptive statistics at each
sched aggessment time by actual treatment group. For categorical laboratory assessments,
shift fromfa will be summarised using frequency and proportion at each scheduled
assessment t@ tual treatment group.

described in Section 4.2. r visit windows and how to handle multiple records will be

For the derivatio seline and post-baseline visit values, the definitions and rules
used.

The maximum or minimum ent value (depending on the direction of an adverse
effect) will be defined for each Taborato ameter as the maximum or minimum
on-treatment post dose value.

Shift tables for laboratory values by worst
the study and overall, and for specific para
hypo- directionality of change will be produc
according to the CTCAE grading criteria using 1 ; s required, after conversion of
lab results to corresponding SI units. For parameter \/ﬁ TCAE grading, shift tables
from baseline to worst value on-treatment will be pro d@, on-treatment is defined as
data collected up until the last dose of olaparib/ investigatoss choicgféf NHA). The laboratory

parameters for which CTCAE grade shift outputs will be inclu t limited are:
¢

ade will be produced, within each part of
arate shift tables indicating hyper- and
-ades will be defined at each visit

e Hematology:

- Hemoglobin — low {9
- Leukocytes — low
- Lymphocytes, absolute count - low and high /

- Neutrophils, absolute count — low
- Platelets — low

e Clinical chemistry: &
- ALT - high
- AST - high /‘

. ALP - high
- Total bilirubin - high

- Albumin - low
- Magnesium — low and high
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- Sodium — low and high

- Potassium — low and high

- Corrected calcium — low and high

- Creatinine - high

- Gamma-glutamyl transferase — high

Amylase - high
Lipase — high

@lcium will be derived during creation of the reporting database using the
follo

Cfla:
e C alcium (mmol/L) = Total calcium (mmol/L) + ([40 - albumin (g/L)] x 0.02)

Local referencl be used throughout for reporting purposes. The denominator used
in laboratory sumitiafies of AE grades will only include evaluable patients 1.e., those who

had sufficient data to hav ossibility of an abnormality.

For example:

e Ifa CTCAE criterion involves e from baseline, evaluable patients would have
both a pre-dose and at least 1 value

e Ifa CTCAE criterion does not considét changes from baseline, to be evaluable,
patients would need only have 1 po@ ue recorded

A scatter plot of alanine aminotransferase (AL tal bilirubin, both expressed as
multiples of upper limit of normal range, will be pr: ‘Z The scatter plot will be repeated
for aspartate aminotransferase (AST) versus total bilir@tbuf

Shift tables and plots will be repeated for olaparib post switch fromt"inWestigator choice, where
the baseline 1s defined as the last observation before the first dagt D agb (generally the

measurement at the study treatment discontinuation visit). /
4.2.11.7 Vital signs &

Vital signs, including BP (mmHg), body temperature (°C), pulse (beatsfminu@}

will be summarized at baseline by treatment group.

ight(kg),
4.2.12 Demographics and baseline characteristics O&

The following collected data will be listed.

Patient disposition (received treatment and completed the study) O/\
Important deviations @
Inclusion in analysis populations

Demographics (age, age group)
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The following will be summarized for all patients in the FAS (unless otherwise specified) by
treatment group:

Patient disposition (including screening failures and reason for screening failure)
Important protocol deviations
1on in analysis sets

C
y -aphics characteristics

characteristics at baseline (height, weight, weight group)

Previgns di -related treatment modalities
Previous acrapy prior to this study
APashireatment radiotherapy

@ at baseline

Time from most recent (%mrogression to randomisation
Post-discontinuation dis aed anticancer therapy

Past medical history of opioid use A
Relevant surgical history at baseline

The following will be summarized for patigfits itch from investigators choice of NHA
to olaparib:

Previous/c

Disease characte

Past/current medical history

Patient disposition *

4.2.13 COVID-19 Impact /

Depending on the extent of any impact, summaries of dafazglating te,subjects diagnosed with
coronavirus disease 2019 (COVID-19), and impact of COVID-19 ji

particular missed visits, delayed or discontinued treatment, and@© D
be generated, by treatment group, including:

e Disposition (withdrew study due to COVID-19) &

e Important protocol deviations, including both COVID related and C lated

IPDs
e Summary of COVID-19 disruption (visit impact, drug impacted) O
e Listing for subjects affected by the COVID-19 pandemic

e Listing for subjects with reported issues in the Clinical Trial Management Syst%

to the COVID-19 pandemic. s
Additional analyses may be conducted to investigate the impact of COVID-19 on study
endpoints, for example, sensitivity analyses may be performed to censor (or exclude) subjects
who had a death with primary/secondary cause as COVID-19 infection or a COVID-19
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infection reported as a fatal AE, whereby their COVID-19 infection death date would be used
as the censor date.

S. INTERIM ANALYSES

terim analysis for rPFS prior to the primary analysis will be performed. SSIEINNEGEGE

Additiona @ of rPFS and/or OS may be performed to meet Regulatory Agency

requests, as r O
6. CHANGES W

I - sumn

sample size.

NALYSIS FROM PROTOCOL

lyses ﬁf DOR will not be performed due to the small

Fleischer F, Gaschler-Markefski B, Bluhmki E 4]
influenced by investigator-introduced informative
Med. 2011; 30(29):3373-86
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