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Section # and Name Description of Change | Brief Rationale Substantial/Non-
substantial
1.3 Schedule of Activities on | Modify Exclusion To broaden eligibility | Substantial

Table 1 and Table 2

5.2 Exclusion Criteria
& 6.6.3 Management of
cities Related to Olaparib

Clinical Safety
ratory Assessments

Criteria 8, add new tests
at screening and follow-
up. Update toxicity
management guidance
for hepatitis B.

/\

2.1.3 Olaparib

rmit more
lusive eligibility
] s@dy.
Update olaparib % olaparib

approval information in
China.

to allow patients with
past/resolved or
chronic hepatitis B to
enter the study
provided they meet
certain pre-defined
criteria, and to
provide monitoring
methods and toxicity
management
guidance for these
participants. This
change is based on
the absence of
hepatotoxicity or risk
of hepatitis B
reactivation for
Olaparib
monotherapy based
on current knowledge
and, therefore to

a
in China.

Non-substantial

2.2.3 Overall Benefit:Risk
Conclusion

Removal of data
monitoring committee
description.

5.1 Inclusion Criteria

Inclusion Criteria 9:

Typo correction on

Non-substantial

4

Text regarding
determination of
participant eligibility
updated.

to reinforce
Investigator’s sole
accountability with
determination of
participant eligibility.

Correct the unit of the unit of
Hemoglobin from g/L to | Hemoglobin.
g/dL.
5.2 Exclusion Criteria Exclusion Criteria 6: Clarification needed | Non-substan

5.2 Exclusion Criteria

Modify Exclusion
Criteria 12, to clarify

To simplify
description of

Non-substantial
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what kind of prior anti-
cancer therapy will be
prohibited.

previous treatment
requirement.

5.2 Exclusion Criteria

Updated requirement of
prior palliative
radiotherapy in
Exclusion Criteria 13 .

According to general
clinical practice.

Non-substantial

Continued Access to Study
C tion after the End of

.8 tment ofOverdose
8.3.1 0 of Overdose

Update section name of
6.7.

Separate “overdose”
section into “6.8
Treatment of Overdose”
and “8.3.16 Reporting
of Overdose”.

Clinical study
protocol template
update.

Non-substantial

Added Drug Abuse and
Drug Misuse definition.

Be consistent with
current AZ process.

Non-substantial

8.5.1.1 Mandatory Tumor
Sample Collection

ining tissue

hanged from

Be consistent with
AZ requirements on
sample retention in
China.

Non-substantial

oversight and clinical
reviews.

in China” to “withinfone
year of CSR”.
Appendix Al Regulatory and | Added sub-headin date required to Non-substantial
Ethical Considerations “Regulatory Reportin with
Requirements for ry
Serious Breaches”. regfir, (e.g. EU
CTR)land global
compan
requirement.
Appendix A6 Dissemination Updated information Update require on-substantial
of Clinical Study Data about timelines for comply with EU
submission of trial CTR.
results summaries to EU
CTIS. O
Appendix A7 Data Quality Updated information Update required to Non-substa
Assurance about retention timelines | comply with EU
of records and CTR and global
documents to as company
required by local requirement.
regulations.
Appendix A7 Data Quality Added text for Sponsor | Added for Non-substantial
Assurance role in medical completeness.
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Appendix B4 Medication
Error

Added detailed Drug
Abuse and Drug Misuse
definition and examples.

Be consistent with
current AZ process.

Non-substantial

Table 26 Supportive
Medications/Therapies

Updated description of
bone-targeted treatment.

According to general
clinical practice.

Non-substantial

ndment 1 (12-Apr-2022)

Rationale for the Amendment:

Description of Change

Brief Rationale

Substantial/Non-
substantial

Add wording “approximately”
before “42 participants”.

For operation
flexibility.

Non-substantial

Table 1 Study Sche
Screening (Part 1 and ¢

Deleted empty line in this

Formatting issue in
original protocol.

Non-substantial

2.2.1 Risk Assessment

de of pneumonitis
ortant potential risk

Changed based on
Investigator Brochure
Edition 21 updated
information.

Non-substantial

Figure 1 Study Design

For stratification factdrs,
clarify “measurable’
“measurable disease™:

5.2 Exclusion Criteria

Correct the exclusion critert
number for criteria number 3
to number 6.

Ja ts have been
migsed injoriginal
pro .

Clarify the
stratification factor

Non-substantial

tting issues, 4-6

Non-substantial

Compliance

and carton(s)” and “carton(s)”.

Table 6 Investigational Change description “HDPE The Packag@ Non-substantial
Products bottles with child resistant Olaparib changes4ro
closures” to “blisters and the bottle to cartoj
cartons”. Change “bottle” to blister.
“unit”.
Table 6 Investigational Delete “c. Each dosing Should be deleted, subStantial
Products container will contain dispensing of drug is O
sufficient medication for at managed through the
least each treatment period IRT.
plus overage. Multiple bottles
of study treatment will be
required for dispensing in
order to make up the desired
dose”.
6.4 Study Intervention Change “bottle” to “blisters The package of Non-substantial

Olaparib changes from
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Section # and Name Description of Change Brief Rationale Substantial/Non-
substantial
the bottle to carton and
blister.

Table 13 Laboratory

Remove the "Total white

Both "Leukocyte

Non-substantial

Safety Variables blood cell count" in Table 13. | count" and "Total
white blood cell count”
display in table 13, it is
duplicate.
rse Event Add NCI-CTCAE version To clarify NCI- Non-substantial
Va ia@ number 5.0 in “Severity of CTCAE version being
AE”. used for this study.

Add section number “8.3.7”
efore section name.

Formatting issue,
missing section
information for this
part.

Non-substantial

8.3.11 Adverse Events of
Special Interest

f wording “Adverse
),

Special Interest for
e Important

Identified Risk of MDS/AML,
and the Importa @ tial
Risks of ne AR

malignancy (other tha

MDS/AML) and p
pneumonitis.” to e

Events of Special Interes *
olaparib are the Important

Identified Risk of MDS/AML,
the Important Potential Risk of
new primary malignancy
(other than MDS/AML) and
the Potential Risk of
pneumonitis.”

Changed based on
Investigator Brochure
Edition 21 updated
information.

e

9.2 Sample Size

Add wording “approximately”

For operation

Non-substantial

on-substantial

for safety tests and the Hy’s
Law Laboratory Kit for central
laboratories is not applicable
for this study. "

Determination before “42 randomly”. flexibility.
Appendix D8 Laboratory | Add wording "In this study, a | Central lab is not substantial
Tests local laboratory will be used applicable for Hy’s

Law test.

s

Appendix E Guidelines for
Evaluation of Objective
Tumor Response Using
RECIST 1.1 Criteria
(Response Evaluation

Delete “Plain X-ray:

Plain X-ray may be used as a
method of assessment for bone
NTLs and to identify the
presence of new bone lesions.”

Bone lesions will not
be included in the
RECIST soft tissue
assessment.

Non-substantial
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Section # and Name Description of Change Brief Rationale Substantial/Non-
substantial

Criteria in Solid Tumors)
in Soft Tissue and PCWG-
3 (Prostate Cancer
Working Group Criteria 3)
in Bone Lesions

pendix E Guidelines for
ion of Objective
esponse Using

RECIST 1.

Criteria in §oli 015)
in Soft Tissuefan WG-
3 (Prostate Cai

Working Group Cr
in Bone Lesions

Delete “Bone lesions (see
exception below for soft tissue
component).” in “Non-
measurable Lesions at
Baseline”

Bone lesions will not
be included in the
RECIST soft tissue
assessment.

Non-substantial

Evaluation of Objective
Tumor Response Using
RECIST 1.1 Criteria
(Response Evaluation
Criteria in Solid Tumors)
in Soft Tissue and PCWG-
3 (Prostate Cancer
Working Group Criteria 3)
in Bone Lesions

Appendix E Guidelines for Aal Considerations
.‘ d
Measur:

@ g Lesion
%at Baseline”,
delete “Bone sca T scan,
or plain X-ray, @

considered adequatft
techniques to measurgfbone
lesions; however, these
techniques can be used%o
confirm the presence or
disappearance of bone
lesions.”

Change wording “Blastic
lesions are considered non-
measurable” to “Blastic
lesions are not part of the
RECIST assessment and must
be evaluated via PCWG3 (see
page 120).”

Bone lesions will not
be included in the
RECIST soft tissue
assessment.

e

Non-substantial
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1 PROTOCOL SUMMARY

1.1 Synopsis

Protocol Title: A Randomized, Open-label Study to Assess the Efficacy and Safety of
Olaparib Versus Enzalutamide or Abiraterone Acetate in Chinese Men with Metastatic
Castration-Resistant Prostate Cancer Who Have Failed Prior Treatment with a New Hormonal

t and Have BRCA 1/2 Mutations (PROfound-CN)

itle: Clinical Study to Assess the Efficacy and Safety of Olaparib in Chinese Men
tastatic Castration-Resistant Prostate Cancer Who Have Failed Prior Treatment with a
nal Agent and Have BRCA /2 Mutations

y@m), originally developed by AstraZeneca, is a potent inhibitor of
ine oribose polymerase (PARP). PARP inhibition is a novel approach to

polyadenos
targeting tumors e?es in DNA repair mechanisms. PARP enzymes are essential
C

for repairing single-stran A breaks (SSBs). Inhibiting PARPs leads to the persistence of
SSBs, which are then convg @ o0 double-strand DNA breaks (DSBs) during the process of
DNA replication. During thés f cell division, DSBs can be efficiently repaired in
normal cells by homologous reéombinatigfyrepair (HRR). Tumors with homologous
recombination deficiencies, such as mg @ castration-resistant prostate cancer (mCRPC) in
patients with BRCAI, BRCA2, ATM or oth¢
the DNA damage, which may become letha glls as it accumulates. In such tumor types,
olaparib may offer a potentially efficacious aad | xic cancer treatment compared with

currently available taxane-based chemotherapy ; :QStudy D081DC00007

gene mutations, cannot accurately repair

(PROfound), 15 HRR genes were selected based on anistic role in HRR and/or
preclinical and clinical observations. For this study, oiflyfatiepts with BRCAI and BRCA2
mutations will be included.

Mutations in the BRCA genes are the most prevalent HRR genc'a
BReast CAncer gene 2 [BRCAZ2] more prevalent than BRCA ). EnrichgiCngof BRCA1/2
mutations in advanced prostate cancer has been widely documented in @ramre. BRCA2
mutations are associated with a particular aggressive phenotype, leading l@g
prevalence. A retrospective case-case analysis of BRCA1/2 and ataxia telang i@ mutated
(ATM) germline mutations in advanced and low-risk localized prostate cancer pati

indicated that mutation carrier status was significantly associated with a more adva

prostate cancer diagnosis and progression of the prostate cancer. 0

4n mCRPC (with

In 2018, prostate cancer was estimated to be the fifth/seventh most common cause of canceO/\

death in men and the second/sixth most commonly newly diagnosed cancer in men,
worldwide/in China, respectively. Most early-stage prostate cancer cases are amenable to
curative therapy, however, advanced stages are life-threatening. Globally, for patients with
metastatic disease, the 5-year survival rate is 31%. In China, nearly 54% of the disease is de
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novo metastatic. For decades, androgen deprivation therapy has been the standard treatment
for prostate cancer, achieved by surgical or medical castration. Post-castration, the
development of castration-resistant prostate cancer (CRPC) is only a matter of time. Almost
all patients dying from prostate cancer will have mCRPC with 90% of overall mortality in
mCRPC patients due to the underlying malignant disease.

eloped for a post-new hormonal agent (NHA) setting. Upon progression on NHA therapy,

ngle mCRPC standard of care (SoC) exists; the currently approved agents have not been
\%
ment effect of either a sequential NHA or taxane diminishes substantially. For patients

: approximately 8.6 to 12.5 months. Docetaxel may be administered as second-
line therapy, @er the efficacy of post-NHA docetaxel appears markedly reduced.

Treatment w N A abiraterone had modest effect on efficacy (median OS 14.8 months)
in mCRPC patie @ -chemotherapy. Clinical practice in China is similar to that in Western
countries, however, Mo wsecond-line therapy is listed in the Chinese guidelines.

Furthermore, for BRCA RRC patients no targeted therapy is currently available in China
as limited studies have bee @ ted in Chinese patients.

e ssed on an NHA who have not received taxane chemotherapy, median overall
O

Subgroup analyses in participants with ‘A1 or BRCA2 mutation from the PROfound
study indicate that olaparib provides meaningful and substantial benefit compared to
investigator’s choice of NHA: 6.8 month impgvement in median rPFS (9.8 vs 3.0 months
respectively; HR 0.22; 95% CI 0.15, 0.32),@ improvement in OS (median OS 20.1 vs
14.4 months respectively; HR 0.63; 95% CI Ot sed on the PROfound study results,
olaparib has been approved by the US FDA for ents with deleterious or suspected
deleterious germline or somatic HRRm (including CRPC, who have failed prior
treatment with abiraterone or enzalutamide (de Bono et 4l 2020). In the EU and Japan, the
approved indication is mCRPC patients with BRCA1 or BRCA2 n who have
progressed following prior therapy that included a new hormon Given that no targeted
therapy for BRCAm mCRPC is currently available in China due téulis studies conducted
in this population and the efficacy results in the BRCAm population fi mfound, there is a
clear rationale for evaluating the potential of olaparib for the treatment

BRCAm
mCRPC patients who have failed prior treatment with a new hormonal agen@/

5
?
®
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Objectives and Endpoints

AstraZeneca

Objectives

Outcome measure

Primary

To determine the efficacy (as assessed by rPFS) of
olaparib in participants with mCRPC and deleterious
r suspected deleterious BRCA 1/2 mutations

rPFS by BICR assessment using RECIST 1.1 (soft
tissue) and PCWG3 (bone) criteria

condary

ine the efficacy (as assessed by ORR) of
ibgifparticipants with mCRPC and deleterious

léterious BRCA1/2 mutations

Confirmed ORR by BICR assessment in participants
with measurable disease using RECIST 1.1 (soft
tissue) and PCWG3 (bone) criteria

ufe t icacy (as assessed by OS) of
1 s with mCRPC and deleterious
or suspected d 1/2 mutations

Overall Survival (OS)

olaparib in p

To further assess thi cy of olaparib in
participants with mCRPC and terious or
suspected deleterious BRC.

&

*  Time from first dose to the first SSRE
*  Time from partial or complete response by BICR
assessment in participants with measurable
disease (RECIST 1.1) to progression (DoR)
. Time from randomization to opiate use for
cancer-related pain
*  Proportion of participants achieving a >50%
decrease in PSA from baseline to the lowest
post-baseline PSA result, confirmed by a second
onsecutive PSA assessment at least 3 weeks
ater (PSAS50 response)
e from randomization to second progression
idvesgigator assessment of radiological or

Safety

7pr0gressi0n or death (PFS2)

To evaluate the safety and tolerability of olaparib

Safety and tolerabili e evaluated in terms of
AEs/SAEs, vital

ding blood pressure and
pulse), clinical laboraté

ts (including clinical
chemistry/hematology p: eters)) and ECGs.

Overall Design

C/

Disclosure Statement: This is a Phase IV, randomized, open-label, 2-arm, multice Q
assessing the efficacy and safety of olaparib compared with SoC (enzalutamide or abir

acetate) in Chinese men with mCRPC.

Participant Population:

The target population of interest in this study is participants with mCRPC who have failed
prior treatment with a NHA and have BRCA 1/2 mutations.
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Biomarker selection: All participants must have a documented tumor (tissue) qualifying
mutation(s) in BRCAI or BRCA?2 (referred to as BRCA1/2), predicted to be deleterious or
suspected deleterious. All participants must provide a formalin fixed and paraffin embedded
(FFPE) tumor sample for tissue-based BRCA 1/2 mutation testing (China-based central testing
lab).

ment setting: All participants must have mCRPC and have received and failed prior
cagment with an NHA (eg, abiraterone acetate or enzalutamide). Prior receipt of other
state cancer therapies, including docetaxel, cabazitaxel, radium-223, and sipuleucel-T
is @bu not mandatory. Participants must not have received previous treatment with a
DNA- cytotoxic chemotherapy (eg, prior platinum-based chemotherapy and
mitoxantr@ne Q ot permitted) or a PARP inhibitor, including olaparib.

Number of Partij nes:
Approximately 700 art\wwith mCRPC will be screened to achieve approximately 42

participants with BRCA OC randomly assigned to study intervention. Refer to Section

9.2 for further information.
Intervention Groups and Durgtion:
After all Part 1 eligibility criteria ha et, tissue will be submitted for BRCAm testing.

Participants must have a confirmed qualifyi
Following confirmation of eligibility durin ifig Part 2 (28-day screening period),
enroled participants will be randomized in a 2t @ o Qfaparib or to investigator’s choice of
NHA (enzalutamide or abiraterone acetate). Randefiizati *will be stratified based on prior
receipt of taxane chemotherapy (yes vs no) and pres rj asurable disease at baseline
(yes vs no).Participants in the olaparib group will receivélolaparib 300 mg oral tablets, twice
daily. Participants in the investigator’s choice of NHA group will e either enzalutamide
)0 giora) tablets (plus
prednisone 5 mg oral tablets twice daily). Participants will contin ive study
intervention until Blinded Independent Central Review (BICR)-asse @loglcal
progression, or after the date of data cut-off (DCO) for the primary anal

vestigator-
assessed radiological progression, as long as they do not meet any of the cr1@n reatment
discontinuation.

RCA1/2 status to be eligible for the study.

160 mg oral capsules/tablets once daily or abiraterone acetate

Participants in the investigator’s choice of NHA group will be permitted to sw1tch to o 10,
upon objective radiological progression by BICR or, if after the date of DCO for the pri
analysis, upon investigator-assessed radiological progression.

Participants may continue to receive olaparib as long as they are continuing to show clinical
benefit, as judged by the investigator and in the absence of discontinuation criteria.
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Follow-up of participants post discontinuation of study intervention:

After study intervention discontinuation, all participants will undergo an end-of-treatment visit
(within 7 days of discontinuation) and will be followed up for safety assessments 30 (+ 7)
days after their last dose of study intervention (ie, the safety follow-up visit).

@ Participants who have discontinued study intervention in the absence of objective radiological

a goression will be followed up with tumor assessments every 8 weeks (+ 7 days) according
o ti&Schedule of Activities (SoA) until radiological progression or death regardless of

heth not the participant started a subsequent anticancer therapy, unless they have
witl d@

1] gonsent to study-related assessments.
In additio tervention discontinuation, all participants will be followed up for second
progression wgal status every 12 weeks (+ 14 days) from the date of randomization
until death, with consent, or the end of the study (ie, progression/survival follow-up),
as per the SoA.

See Section 6.7 for a descrf assessments following study DCOs.

Independent Data Monitorin@miﬁ: No

Statistical methods

The primary analysis of radiological progr@re survival (rPFS) will be performed when
approximately 21 rPFS events have occurred@creéshoth intervention groups (50% maturity).
The hazard ratio (HR; olaparib vs. investigator © @ egher with its corresponding 95%
confidence interval (CI) and p-value (descriptive) wi fresented (a HR less than 1 will
favor olaparib). The HR for rPFS will be estimated us Cox Proportional Hazards Model
(with ties=Efron and the stratification variables previous ne [yeswo]| and measurable

disease [yes, no] as covariates) and the 2-sided CI will be calcu 1g a profile likelihood
approach. It is anticipated that this analysis will be performed 2 fter the first
participant has been recruited. The key secondary endpoint of overal\zl will be

analyzed using the same methodology specified for the primary endpoi jective response
rate will be analyzed using a logistic regression model adjusting for the strafifica ariable.

No formal testing of hypotheses will be performed as the study is designed to d e the
same trend of treatment effect in Chinese men as in the PROfound study, and thus

adjustment for multiplicity will be made. 0
Safety data will be summarized descriptively and will not be formally analyzed unless O/\

otherwise specified. @

1.2 Schema
The study design diagram is provided in Figure 1.
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Figure 1 Study Design

'mCRPC with disease Primary Endpoint
S O SO 1Ty pogrrion | O BRRGECTTTE
... i Investigator’s choice )
Stratified by A:lrandamiztion i Cx patients are allowed Secondary Endpoints
Prior Taxane (Yes or No) Opeic i) to cross over fo *ORR, PSA 50 Response
2 urable Disease - - i olaparib .0S
es or No) Investigator’s choice # ‘ ----- & Sty

Tumour assessments gfw

a Ir@ choice of either enzalutamide (160 mg qd) or abiraterone (1000 mg qd plus prednisone

[5 mg bid])
1.3 @ule of Activities

The study flow ¢ rovided in Figure 2. The procedures for this study are presented in
the SoAs: screening®* Part 2 (Table 1), on study treatment and discontinuation (Table 2),
follow-up post disconti 6 study treatment (Table 3) and participants switching to

olaparib (Table 4). :

%
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Figure 2 Study Flow Chart

Screen Part 1

Screening for deleterious or suspected deleterious mutation in BRCA4S, BRCA2
Confirm eligibitity for all inclusion/exclusion criteria marked (*) #

v ¥

Deleterious or suspected No deleterious or suspected
deleterious mutation in deleterious mutation in
BRCAI BRCAZ BRCAIL BRCA2
Screen Part 2 Not eligible for study

Screening for main study (28-day window)
eligibility for all inclusion/exclusion criteria

Randomization 2:1 (open-label)

Ola Investigator choice
(300 Enzalutamide (160 mg qd) or
Abiraterone (1,000 mg gd with 3 mg bid prednisone)

= Visits every 4 weeks (= 7 d) for 24 wed Subs: quently every 8 weeks (= 7 d)
until radiographic progression

* EBone progressionrequires confirmation by secondscan =4 weeks later

= At date of last dose, subjects will be required to 2ften
discoptinuation visit (= 7 d)

h 4 ¥
Subjects who withdraw Subjects who withdraw
from olaparib following from study treatment
radiographic progression prior to radiographic
progression

l Y
Safety Follow-up Visit /
30 days afterlast dose of study treatment (+ 7 d) 0

h 4 :

Off Treatment Follow-up for Progression
Visits every 8 weeks (= 7 d) asper original study schedule until

radiographic progression.
1 * Olaparib treatment (300 mg
¥ h *  Visits every 4 weeks (=7 d
Survival Follow-up 24 weeks, then every 12 week
Visits every 12 weeks (= 14 d) post-discontinuation of study treatment until (=7 d)
end of study = 2 progression and survival
follow-up

a Sections 5.1 and 5.2.
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Table 1 Study Schedule — Screening (Part 1 and 2)
Part1 Part2
All participants
Day -28 to -1
ormed consent X X
ographics X
surgical history X
401 cancer X
including radiotherapy X
Inclusion/exc X (all * criteria) f X
ECOG Performance l 0-2) X
Physical examination, od?/% X
Vital signs (includes BP, pulse, perature) X
O :
Hematology/clinical chemistry/coag@lation * X
Blood sample for testosterone X
Urinalysis X
Tumor tissue sample for BRCA1/2 status®® X
HBs Ag, anti-HBc and anti-HBs X
HBV DNA® ¢ X
Tumor Assessment (Bone scan and CT/MRI) ¢ X
Adverse Events (from time of consent) © Q X
Concomitant medications X

a  Coagulation test should be performed at screening and if clinically inc 1ist of all required
laboratory tests please refer to Section 8.2.4. ‘j

b Participants must have a confirmed qualifying BRCA 1/2 status based on the t8RC. say to be eligible
for the study (Section 8.6.1).

¢ Tissue submitted for central BRCAm status testing with the tBRCAm assay only a
criteria in Part 1 have been met.

d  RECIST 1.1 assessments will be performed using CT scans of the chest, abdomen, and emiv{R I
where CT is contraindicated). Any other areas of disease involvement should be additionally @based

on the signs and symptoms of individual participants. Bone scans will be performed as detailedin
Section 8.1.2, consistent with PCWG3 criteria. Baseline assessments should be performed no more@
28 days before the date of randomization, and ideally, should be performed as close as possible to t
of study treatment.
e  Inscreening part 1, only SAEs related to study procedures must be reported (AEs do not require reportin ﬁ
From screening part 2 onwards - all AEs/SAEs must be reported.
f  See Sections 5.1 and 5.2 for marked eligibility (*) criteria.
Includes all medication being taken from the start of screening part 2 and onwards.
If either HBsAg or anti-HBc is positive, HBV DNA (viral load) must be tested at screening.

509
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Table 2 chedule — On Study Treatment and Discontinuation
Visit number 2 3 4 5 6 7 Visit No. 8 Study treatment Safety
onwards discontinued follow-up
Week 4 8 12 16 20 24, Last dose of study | 30 days after
and every drug last dose
subsequent
8 weeks
Visit window 7dﬁ +7d | £7d | £7d +7d +7d +7d
Randomization X
Physical exam, body weight * XP
Vital signs (includes BP, pulse xb
and temperature) *
ECOG performance status X X X X X X
ECG*® XP
Hematology/clinical chemistry ¢ XP X X X X X X
HBV DNA, HBsAg ! Every 12 weeks (+ 7 days) relative to the onfisation X
Urinalysis ? XP ‘ ‘ ‘ ‘ ‘
Tumor Assessment (bone scan Every 8 weeks (£ 1 week) relative to the date of rando until Xt
and CT/MRI) ¢¢ radiological progression
SSRE Assessment X X X X X X X
PSA:® X X X X X X X X
Adverse Events" X X X X X X X X X
ncomitant medication
i(r::():h(l:c(i)ing bloode?racnsfﬁsiins X X X X X X X X X
Opioid use! X X X X X X X X X
(Siit:[?e}lntsree(?;rrzglried X X X X X X X X
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Table 2 chedule — On Study Treatment and Discontinuation
Visit number 2 3 4 5 6 7 Visit No. 8 Study treatment Safety
onwards discontinued follow-up
Week 4 8 12 16 20 24, Last dose of study | 30 days after
and every drug last dose
subsequent
8 weeks
Visit window 7dﬁ +7d | £7d | £7d +7d +7d +7d
Subsequent cancer therapy
following discontinuation of X

study treatment

a  To be additionally performed if clinically indicated at any other timg
b If assessed within 7 days before randomization and meets the statgll'e

treatment unless investigator believes that it is likely to have changed sig
¢ Safety blood samples do not need to be repeated on Day 1 of study treat:

d  Follow-up assessments will be performed every 8 weeks (+ 7 days) relative te
and post primary analysis, as assessed by investigator. Whole body bone scan a
other sites at which new disease is suspected should also be appropriately imaged.
progressed, every attempt should be made to perform the subsequent assessments at the

e  Bone progression observed by bone scan requires confirmation by bone scan at least 6

CT or MR, according to RECIST 1.1 criteria, does not require a confirmatory scan.

f  Patients who discontinue study treatment before disease progression should continue follow-up
defined by RECIST 1.1 (soft tissue) and PCWG-3 criteria (bone), regardless of initiation of subseg

g PSA values while on the study will not be reported to the site prior to final analysis.

h  All ongoing AEs/SAEs and any new AEs/SAEs identified during the 30 calendar days follow-up perio

followed to resolution .

i Opioid use will be captured by the site in the eCRF.

to last longer in accordance with local practice.

1gsche

C

ty criteria (if applicable), it does not need to be repeated on Day 1 of study
antly.

to have changed significantly. Coagulation test should be performed at
efer to Section 8.2.4.
andomization until radiological progression as assessed by BICR,
f the chest, abdomen and pelvis should be conducted, and any
eduled assessment was performed and the participant has not
led visits.

ks later (segpSection 8.1.2). Soft tissue progression observed by

essments until objective disease progression as

icaficer therapy.
z ash dose of study medication must be

j Sufficient study treatment should be dispensed for at least each treatment period plus overage, however additim@ft can be dispensed to participants

k  All anti-cancer treatments (including, but not limited to, chemotherapy and targeted agents), and the investigator’s opi

discontinuation of study treatment need to be recorded.

I If either HBsAg or anti-HBc is positive at screening, HBV DNA and HBsAg must be tested every 12 weeks (& 7 days) relati
during the interventional period and at 30-day safety follow-up. Refer to sections 5.2 and 8.2.4 for more detail.
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Table 3

AstraZeneca

Study Schedule — Follow-up Post Discontinuation of Study Treatment

Visit number

Off-treatment follow-up for
progression
For participants who discontinue
therapy prior to radiological
progression *

2™ Progression and survival
follow-up
Follow-up after radiological
progression

Every 8 weeks per original schedule
until radiological progression

Every 12 weeks

+=7d +14d
X*® X*®
X C
X d X d
. . X X
including MDS/AML ¢
Subsequent cancer therapy
following discontinuation of / X X
study treatment
Time to second progression & Xs
Survival ! X

a  Visit schedule for participants who discontinu
by BICR. This includes participants with > 2 ni
second scan >6 weeks later (see Section 8.1.2).

gment prior to radiological progression determined
on a bone scan that has not been confirmed by a
ue gvery 8 weeks (+ 7 days) per original study
essed by BICR. Following radiological
ongand survival with visits every 12 weeks

progression participants move to follow-up for 2™ progre
(+ 14 days) relative to the randomization date. Until the pri analysis all imaging assessment and
study treatment should continue until objective disease progression as assessed by BICR. There is no plan
for BICR to read any scans dated after the date of DCO for the ary ang . There will be no need to
request confirmation of BICR PD after this time point, and the investigat0 essed radiological
progression will prevail.

b All ongoing AEs/SAEs and any new AEs/SAEs identified during the 308
after last dose of study medication must be followed to resolution .

¢ Imaging assessments (CT/MRI and bone scan) will be performed as per the ong@edule every 8 weeks
(+ 7 days) relative to date of randomization until radiological progression as asse R and post
primary analysis, by investigator. Bone progression observed by bone scan requires c@' y bone
scan at least 6 weeks later (see Section 8.1.2). Soft tissue progression observed by CT ) rding to
RECIST 1.1 criteria, does not require confirmation.

d  Opioid use will be captured by the site in the eCRF. After treatment discontinuation, only pa saxith
no on-treatment opioid use need to be followed until first opioid use. Continued use does not ne
recorded.

e  Since some cases of MDS/AML or new primary malignancies develop after discontinuing treatment wit
olaparib, investigators will be asked during the regular follow-up if the participant has developed
MDS/AML or a new primary malignancy and prompted to report any cases as a SAE (or AE if at least one
of the criteria for SAE is not met, such as for non-melanoma skin cancers, see Appendix B 2) even after
discontinuation of therapy and regardless of investigator’s assessment of causality or knowledge of the
treatment arm (see Sections 8.3.11 and 8.3.2.1).

f  All anti-cancer treatments post discontinuation of study treatment (including, but not limited to,
chemotherapy and targeted agents), and the investigator’s opinion of response need to be recorded.

argdlays follow-up period

®
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g  Second progression is based on investigator assessment according to local standard clinical practice and
includes both radiological and clinical progression. Second progression status will be reviewed every
12 weeks following the progression event used for the primary variable PFS (ie, first progression).

h  The status of ongoing, withdrawn (from the study) and “lost to follow-up” participants at the time of an
overall survival analysis should be obtained by the site personnel by checking the participants notes,
hospital records, contacting the participants general practitioner and checking publicly available death
registries, if allowable per local regulations. In the event that the participant has actively withdrawn consent
to the processing of their personal data the vital status of the participant can be obtained by site personnel

om publicly available resources where it is possible to do so under applicable local laws (see
Section 7.1.1). In addition to their regular 12 weekly contact, participants will be contacted in the 7 days
owing a specified date (data cut-off date) for the survival analysis.

%

CONFIDENTIAL AND PROPRIETARY 26 of 151



Clinical Study Protocol — 3.0
Olaparib - DO81LC00002

Table 4

Radiological Progression

AstraZeneca

Study Schedule - Participants Switching to Olaparib Following

Visit number and p .
Switch to olaparib Treatment Safety follow- rogre.s ston
. . and survival
treatment visits discontinued up
follow-up
isi ks fi ft E 12 k
Visit Frequency Every 4 weeks for Date last dose of 30 days after very 12 weeks
24 weeks, then ) last dose of after last dose of
a olaparib . R
every 12 weeks olaparib olaparib
+7d +7d +7d +14d
X
X b
X b
ECG"® XP
Hema.tology/chmcal X X X
chemistry
Urinalysis ° g b
HBV DNA, HBsAg X
every 12 %
either HBsA
anti-HBc is positi
Adverse Events ° X X X
'Conco'mitant medication's % . X
including blood transfusions
Opioid use ¢ x4 p d x4
Study treatment X
dispensed/returned
Subsequent cancer therapy L 4
following discontinuation of X X / X
randomized treatment © @
i .
.Seconfiary ma 1gnan01§s x x e x
including MDS/AML
Second Progression & X X X
Survival ! X X X

a  Visit schedule for participants who switch to olaparib post BICR-assessed radiological progressim@
primary analysis by investigator-assessed radiological progression. Visits every 4 weeks (+ 7 days)

24 weeks following initiation of olaparib, then visits every 12 weeks (£ 14 days).

b Only required at initiation of olaparib treatment. To be additionally performed if clinically indicated at an

other time.

¢ All ongoing AEs/SAEs and any new AEs/SAEs identified during the 30 calendar days follow-up period

after last dose of study medication must be followed to resolution .
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d  Opioid use will be captured by the site in the eCRF. After treatment discontinuation, only participants with
no on-treatment opioid use need to be followed until first opioid use. Continued use does not need to be
recorded.

e  All anti-cancer treatments post discontinuation of study treatment (including, but not limited to,

chemotherapy and targeted agents), and the investigator’s opinion of response need to be recorded.

Since some cases of MDS/AML or new primary malignancies develop after discontinuing treatment with

olaparib, investigators will be asked during the regular follow-up if the participant has developed

MDS/AML or a new primary malignancy and prompted to report any cases as a SAE (or AE if at least one

f the criteria for SAE is not met, such as for non-melanoma skin cancers, see Appendix B 2) even after
discontinuation of therapy and regardless of investigator’s assessment of causality or knowledge of the
tment arm (see Sections 8.3.11 and 8.3.2.1).
ond progression is based on investigator assessment according to local standard clinical practice and
oth radiological and clinical progression. Second progression status will be reviewed every
12lwee owing the progression event used for the primary variable PFS (ie, first progression).
h Th ongoing, withdrawn (from the study) and “lost to follow-up” participants at the time of an

—

eir personal data the vital status of the participant can be obtained by site personnel

from publicly avalable res where it is possible to do so under applicable local laws (see
Section 7.1.1). In additio eir regular 12 weekly contact, participants will be contacted in the 7 days

following a specified d -off date) for the survival analysis.
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2 INTRODUCTION

Olaparib (Lynparza™, AZD2281, KU-0059436) is a potent polyadenosine 5’diphosphoribose
[poly (ADP ribose)] polymerization (PARP) inhibitor (PARP-1, -2 and -3) that is being
developed as an oral therapy, both as a monotherapy (including maintenance) and for
combination with chemotherapy and other anti-cancer agents.

Study Rationale

hibition is a novel approach to targeting tumors with deficiencies in DNA repair
me 1sm8. PARP enzymes are essential for repairing single-strand DNA breaks (SSBs).
Inhibi s leads to the persistence of SSBs, which are then converted to double-strand
DNA brea Bs) during the process of DNA replication. During the process of cell
division, DSBssedngb@efliciently repaired in normal cells by homologous recombination
repair (HRR). Tu & ith homologous recombination deficiencies (HRD), such as metastatic
castration-resistant ros%er (mCRPC) in patients with BReast CAncer gene 1
(BRCAI), BRCA2, ataxiafte icctasia mutated (47M) or other HRR gene mutations, cannot
accurately repair the DNA egpwhich may become lethal to cells as it accumulates. In

Afe

such tumor types, olaparib may, r a potentially efficacious and less toxic cancer treatment
compared with currently available taxag @ ed chemotherapy regimens.
BRCA1 and BRCA?2 defective tumors are i sically sensitive to PARP inhibitors, both in

tumor models in vivo (Hay et al 2009, Rotténb 12008) and in the clinic (Fong et al
2009). The mechanism of action for olaparib Te %he trapping of inactive PARP onto

the single-strand breaks preventing their repair ( @11, Murai et al 2012). Persistence
of SSBs during DNA replication results in their conVe m{o the more serious DNA DSBs
that would normally be repaired by HRR. Olaparib has b@own to inhibit selected tumor
cell lines in vitro and in xenograft and primary explant models as g#¢clfas in genetic BRCA
knock-out models, either as a stand-alone treatment or in comb <@ ith established

chemotherapies.

In the Study D0O81DC00007 (PROfound), the following 15 HRR genes@ ted based on
a mechanistic role in HRR and/or pre-clinical and clinical observations: BR€A 1, A2,
ATM, BARDI, BRIPI1, CDK12, CHEKI, CHEK?2, FANCL, PALB2, PPP2R2A,

RADS5I1C, RAD51D and RADS54L. For PROfound-CN (this study), only patients Wil

and BRCA2 mutations will be included, as justified below.

Mutations in the BRCA genes (BRCA 1 and/or BRCA?2) are the most prevalent HRR gene O
mutations in mCRPC (with BRCA2 more prevalent than BRCA 1) (Armenia et al 2018, Chung

et al 2019, Mateo et al 2015, Robinson et al 2015). Enrichment of BRCA 1/2 mutations in @
advanced prostate cancer has been documented in the literature by several studies (Abida et al

2017, Armenia et al 2018, Chung et al 2019, Mateo et al 2018). The high representation of
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BRCA2 mutations in advanced/metastatic prostate cancer is considered to be a consequence of
BRCA2 mutations being associated with a particular aggressive phenotype (Castro et al 2015,
Cheng et al 2015, Mateo et al 2018, Pritchard et al 2016) rather than these mutations being
acquired under treatment with standard therapies (eg, androgen receptor mutations and
amplifications [Mateo et al 2018]). Moreover, when BRCA1/2 and ATM germline mutations
were analyzed in a retrospective case-case study of advanced and low-risk localized prostate
er patients, the mutation carrier status was significantly associated with both a more
@ed prostate cancer diagnosis and progression of the prostate cancer itself (Na et al

In su re is a high unmet medical need for treatment for mCRPC patients with BRCA
mutations

AstraZeneca cont the advanced castration-resistant prostate cancer patient population
involved in this sttidy talls the advanced cancer limited life expectancy definition
outlined in ICH S9 guidelifie _Nonclinical Evaluation For Anticancer Pharmaceuticals” and
meets the requirements out"\ the guideline.

2.1.1 BRCAm Metastaﬂc Castration-resistant Prostate Cancer

Worldwide in 2018, prostate cancer ted to be the fifth most common cause of
cancer death in men (358,989 deaths) and theecond most commonly newly diagnosed cancer
in men (1,276,106 new cases) (Globocan 201 8)#While the majority of prostate cancer cases
are amenable to curative therapy if detected e vancgd stages constitute life-threatening
disease. For patients diagnosed with metastatic dise
(American Cancer Society 2020, Siegel et al 2020). % of the disease is de novo
metastatic in China (Ma et al 2008). For decades, andro@rivation therapy has been the
standard treatment for prostate cancer, which can be achieved eithg urgical or medical
castration. However, post castration, the development of CRP matter of time.
Almost all patients dying from prostate cancer will have mCRP 90% of overall
mortality in mCRPC patients is attributable to the underlying mahgn ease (Scher et al
2015).

4_year survival rate is 31%

(Globocan 2018). There are very limited data on the prevalence of BRCA mutations 1f Q

Chinese patients with mCRPC. According to reports from Wei Y et al and Na R et al, t

germline mutation prevalence of BRCA1/2 and ATM ranged from 7.55% to 18.18%. It shou

be noted that both studies had a limited sample size (53 and 22 patients, respectively). (Na et /‘

al 2017, Wei et al 2018) @
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2.1.2 Current Treatment Options

Currently, no clear single standard of care (SoC) for mCRPC exists as none of the currently
approved agents have been developed for a post-new hormonal agent (NHA) setting. Once the
disease progresses on NHA therapy, the treatment effect of either another sequential NHA or
taxane diminished substantially. The median overall survival (OS) of patients who have
ogressed on an NHA but who have not previously received taxane chemotherapy appears to
etween 8.6 months and 12.5 months (Azad et al 2015, Mezynski et al 2012), reflecting a
et medical need from CRPC patients for whom NHA has failed. Docetaxel may be

a 1 d as secondline therapy. The efficacy of docetaxel appears markedly reduced when
given fafter as compared to first-line use (Mezynski et al 2012, Schweizer et al 2014),
likely attrigut to at least partial cross-resistance between taxanes and NHA (van Soest et al
2013). Simil HA treatment with abiraterone had modest effect on efficacy (median OS
of 14.8 months)i patients post chemotherapy (de Bono et al 2011). Based on the
results of Study C0009%Z (PROfound), olaparib has been approved by the US FDA for
adult patients with delet%r suspected deleterious germline or somatic HRRm (including

BRCAm) mCRPC, who ha @ pd prior treatment with abiraterone or enzalutamide (de Bono
et al 2020). In the EU and Japa#f, pproved indication is mCRPC patients with BRCA! or
BRCA2 mutation who have pro ess%ng prior therapy that included a new hormonal
agent.

Clinical practice in China is similar to that @er countries. In China, both chemotherapy

with docetaxel and NHA (eg, abiraterone) 1 used in the first line treatment of
Based on a subgroup analysis of the DO81DC00007 d) study, which showed that

olaparib demonstrated a substantial improvement in radi@graphic progression-free survival
(rPFS) and overall survival (OS) versus abiraterone or enzalutamid® iten with BRCA1/2
] reatpadult patients with

mutations, olaparib has been granted conditional approval in
germline or somatic BRCA-mutated metastatic castration-resistantp cancer (mCRPC)
who have progressed following treatment that included a new hormofiala (abiraterone,

enzalutamide).PROfound-CN (this study) is a planned bridging trial wit
continued approval.

2.1.3 Olaparib O
Olaparib (Lynparza™), originally developed by AstraZeneca, is a potent inhibitor of P@[O

which, compared to normal cells, kills cancer cells with DNA repair pathway deficiencies

using these defects. Olaparib traps PARP at the sites of DNA SSBs damage and prevents its /\
repair (Murai et al 2012). During replication, the SSBs trapped with PARP are converted to

DNA DSBs. DSBs are normally repaired by HRR, which is a high-fidelity process. In cancer @
cells with homologous recombination deficiency (HRD), DSBs cannot be effectively repaired

resulting in preferential killing of cancer cells over normal cells. Defects in BRCAI or BRCA2
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(key HRR proteins) lead to the increase of sensitivity to PARP inhibitors (Farmer et al 2005).
Several clinical trials are evaluating the efficacy of olaparib (monotherapy or combination
therapy) in cancers with HRD including BRCA1 or BRCA2 mutations (germline and somatic).

Commission. The majority of completed studies were performed with olaparib capsules;
@Ver most new olaparib studies, including Phase III registration studies and all studies in

i re being performed with olaparib tablets.
I§ >olaparib monotherapy is approved for the maintenance treatment of platinum-

sensitiye relap§ed (PSR) ovarian cancer (August 2018; SOLO2) and first-line maintenance
treatment m ovarian cancer (November 2019; SOLO1). Olaparib in combination with
bevacizumabyis il ved as first-line maintenance treatment for adult patients with advanced

@ Olaparib capsules were approved in December 2014 by the US FDA and the European

epithelial ovaria gpian tube or primary peritoneal cancer who are in complete or partial
response to first-lifigfplatin

ased chemotherapy and whose cancer is associated with

homologous recombinati ciency (HRD)-positive status (September 2022; PAOLA-1).

A detailed description of th , pharmacology, mechanism of action, efficacy, and
safety of olaparib is provided i

e IB/pCribing information.
2.2 Benefit:Risk Assessmen

2.2.1 Risk Assessment
Data from the available pre-clinical studies a uent clinical development programme
demonstrate that olaparib appears to be active an a f well tolerated in patients with

solid tumors including those with BRCAm cancers. fam, cancer, responses have been
seen in all patient groups, including platinum resistant and reffactory, cancer.
From the available data to date in patients with advanced cances
unexpected toxicity following long-term olaparib monotherapy cXpe

19 evidence of any

Adverse laboratory findings and/or clinical diagnoses considered to be ssociated
with administration of olaparib monotherapy include hematological effects @nemia
neutropenia, lymphopenia, leukopenia, thrombocytopenia, mean corpuscular
elevation), nausea and vomiting, decreased appetite, diarrhea, dyspepsia, stomatiti
abdominal pain, dysgeusia, fatigue (including asthenia), increase in blood creatining; 0
headache, dizziness, hypersensitivity, rash, dermatitis, cough, dyspnea, angioedema,

myelodysplastic syndrome (MDS)/ acute myeloid leukemia (AML), erythema nodosum anO 5

eMCV]

venous thromboembolic events.

MDS/AML is an important identified risk for olaparib that occurs uncommonly in patients on @
treatment and during the 30-day safety follow-up, and < 1.5% at any time after starting
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olaparib, including cases actively solicited during the long-term follow-up for OS. In the
majority of cases, the event is fatal. The risk of MDS/AML is greatest in patients with PSR
ovarian cancer and a higher chemotherapy burden at baseline. Considering the benefits of
olaparib, this risk is not considered to impact the positive benefit risk profile of olaparib

@ across the indications.

elatively small number of patients, pneumonitis (potential risk) and new primary
w ancies (important potential risk) have been observed. Evidence from across the
@men‘[ programme for olaparib does not support a conclusion that there is a causal
e o@be ween olaparib and these events. These events remain adverse events of special
intere for olaparib and are being kept under close surveillance. Similarly, MDS/AML
remains a espite being considered an adverse drug reaction, and is still subject to

I

additional re uirements.

Furthermore, the w ability profile of olaparib in the Study DO81DC00007
(PROfound), was consist ith the known safety and tolerability profile of olaparib and
considered to be acceptabl n with mCRPC who had failed prior treatment with a NHA
and had HRR gene mutation$®

2.2.2 Benefit Assessment

In Study DO81DC00007 (PROfound), subgro@p analyses indicated the greatest efficacy
benefit of olaparib in the BRCAm subgroupicompared to other subgroups. Subgroup analyses
in participants with a BRCAI or BRCA2 mut ated that olaparib provides clinically
meaningful and substantial benefit compared to % s choice of NHA: 78% reduction

in risk of progression of disease (PD) or death with fne iological progression-free
survival (rPFS) of 9.8 months for the olaparib group conjpared with median rPFS of
(hazard rati

3.0 months for the investigator’s choice of NHA group ra 10.22; 95%
confidence interval [CI] 0.15, 0.32); substantial improvement i @ e(xobjective response
rate (ORR; 43.9% with olaparib vs 0% with NHA), 37% reductio r1sk of death and 5.7
month improvement in OS (median OS 20.1 vs 14.4 months respecti 0.63; 95% CI
0.42, 0.95). Considering that 69% of participants in the NHA arm recei ib as a
subsequent treatment following PD, the analysis of OS adjusting for investi@ oice of
NHA-treated participants receiving subsequent olaparib further supports the clipiCal#b®pefit of
olaparib observed (HR 0.29; 95% CI 0.10, 0.86). These results suggest that the tru
olaparib is likely to be greater than observed in the unadjusted final OS analysis. &

Furthermore, subgroup analysis in the Asian population indicated a consistent treatment eﬂQ g

compared with global population in terms of rPFS, OS and ORR. In addition, a trend of
substantial improvement of ORR, rPFS and OS for Asian participants with a BRCA or @
BRCA2 mutation was maintained with more than 1 year median OS improvement with

olaparib treatment compared to NHA.
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2.2.3 Overall Benefit:Risk Conclusion

Results of subgroup analyses from the PROfound study indicate that the BRCAm subgroup of
mCRPC participants are considered sensitive to olaparib, that olaparib is anticipated to be
effective for Chinese BRCAm mCRPC participants and a similar olaparib safety profile in
Global and Asian BRCAm participants. Therefore, as olaparib has been found to be well

file is expected and no ethical issues are identified from exposing participants to olaparib

&yted across various cancer entities including the PROfound study, a positive benefit/risk

ithimithe planned registration trial.
More @ mformation about the known and expected benefits and risks of olaparib may
be fou ¢ current version of the olaparib IB/prescribing information.

The emergen '@él coronavirus disease 2019 (COVID-19) could present a potential
an

risk for participa mitigation factors have been implemented related to study conduct
during the COVID-19 p w (see Appendix H) and for patient management in an event of
COVID-19 infection andgactions, to be taken on study treatment administration (see

Appendix I). O
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AstraZeneca

3 OBJECTIVES AND ENDPOINTS

Table 5 Objectives and Endpoints
Objectives Outcome measure
Primary

0 determine the efficacy (as assessed by rPFS) of
parib in participants with mCRPC and deleterious
ected deleterious BRCA 1/2 mutations

rPFS by BICR assessment using RECIST 1.1 (soft
tissue) and PCWG3 (bone) criteria

efﬁcacy (as assessed by ORR) of
icipants with mCRPC and deleterious

Confirmed ORR by BICR assessment in participants
with measurable disease using RECIST 1.1 (soft

suspected deleterious BRCA1/2 1

us BRCA1/2 mutations tissue) and PCWG3 (bone) criteria
ssessed by OS) of Overall Survival (OS)
olaparib in particip mCRPC and deleterious
or suspected deleterio BRCA tations
To further assess the efﬁca ib in *  Time from first dose to the first SSRE
participants with mCRPC and u or *  Time from partial or complete response by BICR

assessment in participants with measurable
disease (RECIST 1.1) to progression (DoR)
. Time from randomization to opiate use for
cancer-related pain
Proportion of participants achieving a >50%
crease in PSA from baseline to the lowest
Ost- basehne PSA result, confirmed by a second
tive PSA assessment at least 3 weeks
PS5, response)

r randomization to second progression
b tigator assessment of radiological or
clini¢al progression,or death (PFS2)

Safety

To evaluate the safety and tolerability of olaparib

eyaluated in terms of
ood pressure and
ing clinical

Safety and tolerabilit
AEs/SAEs, vital signs (i
pulse), clinical laboratory r (1
chemistry/hematology parameter
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4 STUDY DESIGN

4.1 Overall Design

This randomized, multicenter, open-label study (PROfound-CN) is designed to assess the
efficacy and safety of olaparib in Chinese men with mCRPC who have failed prior treatment

@&a NHA and have tumor BRCA 1/2 mutations.
i

ed by central testing of tumor tissue.

Appro@% 42 participants will be randomized in a 2:1 ratio to olaparib 300 mg twice

daily (bid estigator’s choice of either enzalutamide 160 mg once daily (qd) or
abiraterone 000, mg qd plus prednisone 5 mg bid). Randomization will be stratified
taxane chemotherapy (yes vs no) and presence of measurable disease

@ participants will have histologically confirmed mCRPC; BRCAm status will be

based on prior re¢e
at baseline (yes vs 1

All participants must have
(eg, abiraterone acetate or €

C and have received and failed prior treatment with an NHA
ide). Prior receipt of other anti-prostate cancer therapies,

including docetaxel, cabazitaxel, radiu
mandatory. Participants must not haveffégeived previous treatment with a DNA-damaging

All participants must have a documented tumoléfa&fying mutation(s) in BRCAI or
-

BRCA?2 (referred to as BRCA1/2), predicted to be de fus or suspected deleterious. All
participants must provide a formalin fixed and parafti e@ied (FFPE) tumor sample for
tissue-based BRCA 1/2 mutation testing (China-based centuab testingglab

Participants will receive study intervention until BICR-assessed @ aplic progression or,
if after the date of DCO for the primary analysis, until investigator-ass%&

progression.

adiological
Subjects Who Switch to Olaparib < /l
QD

Once participants receiving investigator’s choice of NHA are determined to ha e
radiological progression by Blinded Independent Central Review (BICR) or, if afte

of DCO for the primary analysis, participants are determined to have radiological progfgssion

by the investigator, they will be eligible to receive olaparib (300 mg bid), see Section 6.1 fo
further details.
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4.2 Scientific Rationale for Study Design

Based on data from the TOPARP A study (Mateo et al 2015) a decision was made for Study

D081DC00007 (PROfound) to require the presence of a qualifying tissue HRR gene mutation

as an inclusion criterion for participants with mCRPC who have failed prior therapy with an
@ NHA. Subjects in Cohort A had gene mutations in either BRCA 1, BRCA2, or ATM whereas

bjects in Cohort B had mutations in BARDI, BRIP1, CDK12, CHEKI, CHEK2, FANCL,
@32, PPP2R2A, RAD51B, RAD51C, RAD51D or RADS54L.

‘@ le for only using BRCA 1 and BRCA?2 in this study in Chinese men, is based upon
the pr@ f these mutations and/or how well mutations in these genes are characterized
to date. f ted that qualifying mutations will be detectable in the tissue of about one
out of 10 @yarticipants. Additionally, based on results from Study D081 DC00007
(PROfound) 1 d that olaparib will be effective in Chinese BRCAm mCRPC
participants (Sect@e
The other main design elmef$yof this study will be consistent with Study DO81DC00007
(PROfound). While the TO & trial was limited to participants who had failed both NHA
and a taxane, this study (like St 081 I C00007 [PROfound]) will also enroll patients not

yet having received taxane chemotherap CRPC as there is a medical need for
participants failing NHA both pre- afid postsfaxane (see Section 2.1.2) and as the biological
activity of olaparib is expected to be indepeaflent of prior taxane therapy. In Study
D081DC00007 (PROfound), both particip ithfprevious taxane use (72/106 [67.9%]) and
no previous taxane use (34/56 [60.7%]) experie kbeneﬁt with olaparib treatment.
The randomization will be 2:1 (olaparib vs. enzalut / iraterone acetate).
Enzalutamide and abiraterone acetate were chosen as comparators for the following reasons:

@ ] e%tment of mCRPC.

Switch to the alternate NHA mirrors a relevant real-world scé r a situation in
which no single standard of care exists (Vogelzang et al 2016).

e Similar efficacy compared to docetaxel in post-NHA setting (Sun a mOIO and

e Enzalutamide and abiraterone acetate are broadly approved

Suzman et al 2014), but oral availability and superior tolerability compaked t anes
make them the preferred treatment of choice. O
0

e Documented effectiveness both pre and post docetaxel (Beer et al 2014, de B

2011, Ryan et al 2013 and Scher et al 2012). @:

Due to the open-label design of the study, rigorous methodology will be employed to ensure

robustness of the primary endpoint assessment with the primary analysis of rPFS based on @
BICR of all scans. Also, acknowledging the bone predominance of mCRPC and the particular

challenges of determining bone progression in participants with high skeletal tumor burden
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(Kluetz et al 2013), progression in bone will require confirmation by a repeat scan at least
6 weeks later as outlined in detail by Prostate Cancer Working Group 3 (PCWG3) criteria
(Scher et al 2016).

4.2.1 Rationale for the tBRCAm Assay in China

n Study D0O81DC00007 (PROfound), the molecular analysis was performed by a designated
ral diagnostic provider (Foundation Medicine, Inc.) using a next-generation sequencing
assay, the investigational Lynparza HRR Assay.

In 1@, BRCA1/2 mutation testing will be performed using an investigational tumor
tissue- S assay (tBRCAm assay - formal name to be confirmed in the clinical study
report [C entral testing laboratory. The assay has been evaluated and shown high

concordance yy used in Study DO81DC00007 (PROfound).
t

4.3 Justi inose
The dose used in TOPA mg tablets bid) was chosen at a time when information on
the relative clinical activitm tablet formulation was not fully complete; as a 300 mg
bid tablet dose is now consider&dma effective, is used across the ongoing olaparib
development program, and is currently, @ ed, this dose was chosen for Study
D081DC00007 (PROfound) and subSequchtdy for this study.

4.4 End of Study Definition O
A participant is considered to have completed t /13 has completed all phases of the

study including the last visit.

The study may be stopped if, in the judgment of AstraZefieca, study participants are placed at
undue risk because of clinically significant findings.

*
The end of the study is defined as the date of the last visit of the a iEant in the study.

See Section 6.7 for details on participant management following the fin! well as

following study completion. @/

5 STUDY POPULATION

The target population of interest in this study is Chinese men with mCRPC who have fail
prior treatment with a NHA and have a qualified BRCA 1/2 mutation in their tumor sample. O

Prospective approval of protocol deviations to recruitment and enrolment criteria, also known Y @

as protocol waivers or exemptions, is not permitted.

Participants who do not meet the eligibility criteria requirements are screen failures; refer to
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Section 5.4.

5.1 Inclusion Criteria

Patients that already know they have a mutation in BRCA 1 or BRCA2 gene that is predicted to
be deleterious or suspected deleterious (known or predicted to be detrimental/lead to loss of
nction) must fulfil all of the criteria below. Patients that do not know their mutation status,

& who are being considered for this trial should be identified early so that the appropriate

B utation screening procedures can be put in place in a timely manner. Patients that do
l&" eir BRCA mutation status must fulfil all of the criteria marked with an asterisk (*)
RCA mutation testing being carried out. Prior to performing the BRCA testing,
judgement of a patient’s potential eligibility for the study should be made
according to within Table 1 and by reviewing the inclusion/exclusion criteria. All
inclusion crit @ be assessed following confirmation that they harbor an appropriate

BRCA mutation.

Any patients that fulfil tw @hty criteria for the BRCA test, are required to have their

eligibility assessed again p randomization.

Participants are eligible to be included@tudy only if all of the following criteria apply:

Age
1 *Participant must be >18 years at the tifne of sefCening.

Type of Participant and Disease Characteri /‘
e

2 *Histologically confirmed diagnosis of prosta

3 *Candidate for treatment with enzalutamide or ab a@ acetate with documented
current evidence of mCRPC where metastatic status fine t least 1 documented
metastatic lesion on either bone scan or computed tomogra, /magnetic resonance
imaging (MRI) scan. Participants whose disease spread is It 0 ‘gional pelvic
lymph nodes or local recurrence (eg, bladder, rectum) are not eli%é

4  Participants must have progressed on prior NHA (eg, abiraterone a& or
enzalutamide) for the treatment of metastatic prostate cancer and/or casfratiofi-géSistant
prostate cancer (CRPC). Determination of progression is done per local inv,

5  Serum testosterone levels < 50 ng/dL (< 1.75 nmol/L) within (<) 28 days befoD
randomization.

6 *Participants without prior surgical castration must be currently taking and willing to
continue luteinizing hormone-releasing hormone (LHRH) analog (agonist or antagonist
therapy throughout the duration of study treatment. @

7  Radiological progression at study entry while on androgen deprivation therapy (or after
bilateral orchiectomy). Determination of progression is done per local investigator.

CONFIDENTIAL AND PROPRIETARY 39 of 151



Q

Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

8  Deleterious or suspected deleterious BRCA 1/2 mutation in tumor tissue (see
Section 8.6.1).

9 Participants must have normal organ and bone marrow function measured within
(<) 28 days prior to administration of study treatment as defined below

— Hemoglobin > 10.0 g/dL with no blood transfusions in the past 28 days.

Absolute neutrophil count (ANC) > 1.5 x 10%/L.
9 Platelet count > 100 x 10°/L.

tal bilirubin (TBL) < 1.5 x upper limit of normal (ULN)
- A /e aminotransferase (ALT) and aspartate aminotransferase (AST) < 2.5 x ULN;
ati

i ipants with hepatic metastases, ALT and AST <5 x ULN.
—  Calcul atinine clearance (CrCL) of >51 mL/min, as determined by
Cockcro (using actual body weight) or based upon a 24-hour urine test or

another va

ated t per local practice
Estimated CrCL @%‘)-age [vears]) x weight (kg)

deterioration over the previous 2 ior to baseline or day of first dosing.

freatinine (mg/dL) x 72
10 *Eastern Cooperative Oncdlogy Gro@fECOG) performance status 0-2 with no

(Section 8.2.5.1).

11 *Minimum life expectancy of > 16 weé
Sex
12 *Male é‘

Reproduction

13 Contraceptive use should be consistent with local reQ)ns ding the methods of
contraception for those participating in clinical studies.

- .. . .. ®
14 Non-sterilized male participants who intend to be sexually a: zl a female partner of
b thod of

childbearing potential must be surgically sterile or using an acce
contraception (see Appendix F) from Cycle 1 Day 1 throughout th

Female partners of male participants should also use a highly effective form
contraception (see Appendix F) if they are of childbearing potential. 0

Informed Consent

15 *Capable of giving signed informed consent as described in Appendix A which include@\
compliance with the requirements and restrictions listed in the informed consent form
(ICF) and in this protocol.
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5.2 Exclusion Criteria

Patients should not enter the study if any of the following exclusion criteria are fulfilled (any

asterisked* are also applicable as an exclusion criteria for patients that are being screened to

determine their BRCA mutation status via central testing); to perform the BRCA testing,

investigator judgement of patient’s potential eligibility to the study should be assessed as per
e SoA and by reviewing the exclusion criteria.

ants are excluded from the study if any of the following criteria apply:

itions

the investigator, any evidence of a serious, uncontrolled medical disorder,
non- systemic disease or active, uncontrolled infection (examples include, but
are not li C pgeontrolled ventricular arrhythmia, recent [within 3 months]
myocardial 1 9 on, uncontrolled major seizure disorder, unstable spinal cord

compression, superio a cava syndrome, extensive interstitial bilateral lung disease on
high resolution CT $Ca y psychiatric disorder) which, in the investigator’s opinion,
makes it undesirable fi icipant to participate in the study or that would jeopardise

compliance with the proto

2 *Refractory nausea and vomiting @ gastrointestinal disease or inability to swallow
the formulated product that would preclude adequate absorption, distribution,
metabolism, or excretion of olaparib.

3 *History of another primary malignancy r malignancy treated with curative
intent with no known active disease for >5 oréthe first dose of study
intervention and of low potential risk for recurr ptions include basal cell

carcinoma of the skin and squamous cell carcinoma @f the/skin that has undergone
potentially curative therapy and ductal carcinoma in s

4 *Participants with MDS/AML or with features suggestive €

AML.
Resting electrocardiogram (ECG) indicating uncontrolled, potet % versible cardiac
conditions, as judged by the investigator (eg, unstable ischemia, tngoftrélled
symptomatic arrhythmia, congestive heart failure, QTcF prolongatio @s,
electrolyte disturbances, etc.), or patients with congenital long QT synd ,

6  *Persistent toxicities (Common Terminology Criteria for Adverse Events [ T’
Grade >2) caused by previous anticancer therapy, excluding alopecia or toxicittes

S
to the use of LHRH agonist or antagonist. Participants with irreversible toxicity th&&

reasonably expected to be exacerbated by study intervention in the opinion of the
Investigator may be included (eg, hearing loss).

7  *Spinal cord compression or brain metastases unless asymptomatic, stable, and not @
requiring steroids for at least 4 weeks prior to start of study intervention.
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8  *Participants with known active hepatis (ie, heptaitis B or C), participants are eligible if
they

a. Are negative for HBsAg (HBV surface antigen) and anti-HBc (hepatitis B core
antibody) or

@ b. Are anti-HBc positive, HBs-Ag negative (past, resolved hepatitis B), and have

undetectable HBV DNA viral load or
O Are HBsAg positive(chronic hepatitis B), and meet all of the conditions below:

HBYV DNA viral load <2000 IU/mL
i ave normal aminotransferase values, or, if liver metastases are present, abnormal
otransferase, with a result of AST/ALT < 3 x ULN, which are not attributable

infection.
Note: any participl gith chronic hepatitis should be under the care of a hepatologist as per
local standard pracCtigée.

for HCV RNA.

Participants positive forﬁeC virus (HCV) antibody are eligible only if PCR negative

9 *Immunocompromized participants, ose who are known to have tested positive for

human immunodeficiency virus (HIV) gt active tuberculosis infection (clinical evaluation
ation and radiological findings, or

that may include clinical history, physi

tuberculosis testing in line with local practi .
Prior/Concomitant Therapy

10 *Any previous treatment with PARP inhibitor, including ©laparib.

11 *Any previous treatment with DNA-damaging cytotoxic cheg apy, except if for non-
prostate cancer indication and last dose > 5 years prior to

tign. For example,
participants who have received prior mitoxantrone or platinuri=h chemotherapy for
prostate cancer are excluded.

- Prior estramustine is allowed
12 Patients receiving any systemic chemotherapy or radiotherapy (except {
reasons) within 3 weeks prior to study treatment. (Bone-targeted therapy with/

tive
umab
or zoledronic acid is allowed.)
13 Patients who receive palliative radiotherapy need to stop radiotherapy 1 week befo@C

randomisation.

14 Major surgical procedure (excluding placement of vascular access) or significant
traumatic injury within 3 weeks of the first dose of study intervention or an anticipated @
need for major surgery during the study.
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15 *Concomitant use of known strong cytochrome P450 (CYP)3A inhibitors (eg,
itraconazole, telithromycin, clarithromycin, protease inhibitors boosted with ritonavir or
cobicistat, indinavir, saquinavir, nelfinavir, boceprevir, telaprevir) or moderate CYP3A
inhibitors (eg, ciprofloxacin, erythromycin, diltiazem, fluconazole, verapamil). The
required washout period prior to starting olaparib is 2 weeks (see Appendix G).

rifapentine, carbamazepine, nevirapine and St John’s wort) or moderate CYP3A inducers

%Concomitam use of known strong (eg, phenobarbital, phenytoin, rifampicin, rifabutin,

, bosentan, efavirenz, modafinil). The required washout period prior to starting

b is 5 weeks for phenobarbital and 3 weeks for other agents (see Appendix G).

llogeneic bone marrow transplant or double umbilical cord blood

transpl@ntatien (dUCBT).
Prior/Conu@‘ inical Study Experience

18 *Previous rand

19 Exposure to an nve:Wnal product within 30 days or five half-lives (whichever is the
longer) prior to ran i

ation in the present study.

20 *Participants with a kn sensitivity to any of the agents included in the study

intervention, including olagarib, any @f the excipients of olaparib or the comparator agent.
Diagnostic assessments

21 Subjects inevaluable for both bone and tissue progression as defined by meeting both
of the following criteria:

bones.

- No soft tissue lesion (measurable or non-mea{@hat can be assessed by

Response Evaluation Criteria in Solid Tumors (

- A bone scan referred to as a superscan § Eltense symmetric activity in the

T
Other Exclusions
. . *
22 *Involvement in the planning and/or conduct of the study (a yboth AstraZeneca

staff and/or staff at the study site).

23 Judgment by the investigator that the participant should not partici@ study if the
participant is unlikely to comply with study procedures, restrictions andirequirgients.

5.3 Lifestyle Considerations %

Restrictions relating to concomitant therapies are described in Appendix G.

The following restrictions apply while the participant is receiving study intervention and for : /‘
the specified times before and after.
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5.3.1 Meals and Dietary Restrictions
It is prohibited to consume grapefruit juice while on olaparib therapy.

5.3.2 Contraception

Non-sterilized male participants who intend to be sexually active with a female partner of
childbearing potential must be surgically sterile or using an acceptable method of

aception (see Appendix F) from the time of screening throughout the total duration of the
and the drug washout period (3 months after the last dose of study intervention) to
eigt pregnancy in a partner. Male participants must not donate or bank sperm during this
ée ‘e

rigd. Female partners of male participants should also use a highly effective form
(see Appendix F) if they are of childbearing potential.

For details ofjac le methods of contraception refer to Appendix F.

5.3.3 Bloo nati

Participants should not defiatesblood or blood components while participating in this study and
for 3 months after the last ¢ @ siudy intervention.

5.4 Screen Failures
Screen failures are defined as particigant consent to participate in the clinical study but
are not subsequently randomly assigned to y intervention. A minimal set of screen failure

information is required to ensure transpare fifig of screen failure participants to meet
the Consolidated Standards of Reporting Trials g @ ingrequirements and to respond to
queries from regulatory authorities. Minimal info Cludes demography, screen failure
details, eligibility criteria, and any serious adverse evJ .

ill be screen failed in
sgem (IWRS) and
Raiging screening

Participants who are ineligible for the study based on BRQ stath

the interactive voice response system (IVRS)/interactive web rg 4@
electronic case report form (eCRF), should not continue with an
evaluations and are not permitted to enter the main study phase or bedc;s€regned for study.

In exceptional cases, where a participant has met BRCA /2 status and has saffeen
eligibility for other criteria, the participant may be re-evaluated for study eligiBili

determined by the AstraZeneca physician, provided that they have not previously
randomized, assigned or received treatment.

Where a participant is permitted to re-screen (by the AstraZeneca study physician), the sano
E-code initially assigned by the [IVRS/IWRS should be used. The rationale and approval wil /‘

be documented in the investigator site file.

Participant enrolment and randomization is described in Section 6.3.
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AstraZeneca

6 STUDY INTERVENTION

Study intervention is defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according to
the clinical study protocol (CSP).

Study Intervention(s) Administered

I

locall
including
accordance
necessary).

%neca will supply olaparib.
nvesti

’s choice of NHA agents (abiraterone acetate and enzalutamide) will be sourced
m lly and should be administered according to local prescribing information,
ent restrictions. Abiraterone acetate must be dosed with prednisone in

\@U roved label (prednisolone is permitted for use instead of prednisone if

Dose modifications are degcribed in Section 6.6.
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Table 6 Investiga ducts
ARM Name Olaparib estigator’s choice of Investigator’s choice of
NHA
Intervention Olaparib? Abj b Enzalutamide
Name
Type drug drug
Dose tablet tablet L 4 capsule/tablet
Formulation
Unit Dose 150 mg; 250 mg and/or 500 mg 40 mg
Strength(s) 100 mg available if dose
reductions are required
Dosage Level(s) | 300 mg (2 x 150 mg | 1,000 mg qd gqd
tablets) bid /
Route of oral oral or:
Administration
Use experimental active comparator active compagdto
IMP and NIMP | IMP IMP IMP
Sourcing Provided centrally by Provided centrally by Provided centrally b
AstraZeneca AstraZeneca or locally by AstraZeneca or locall
the study site, subsidiary, or | the study site, subsidiary,
designee. designee. ﬁ
Packaging and Study intervention will If provided by AstraZeneca, | If provided by AstraZeneca, @
Labeling be provided in blisters study treatment will be study treatment will be
and cartons. Each unit labeled in accordance with labeled in accordance with
will be labelled per GMP
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Annex 13 and local GMP Annex 13 and per GMP Annex 13 and per
regulatory guidelines. country requirements country requirements

a

Descriptive information for olaparib can be found in the olaparib IB/prescribing information. Manufacturer
will be included in the quality section of the IMPD.
With prednisone.

@ Olaparib

parib is available as film-coated tablet containing 150 mg or 100 mg of olaparib.

b

ipants will be administered olaparib orally twice daily at 300 mg bid continually.
Twi 50 laparib tablets should be taken at the same times each day, approximately
12 ho ith one glass of water. If required, dose reductions to 250 mg bid and a
further do ion to 200 mg bid are permitted, however once dose is reduced, no return to
the higher do

aldlowed.

The tablets should be swall whole and not chewed, crushed, dissolved or divided.
Olaparib tablets can be t ith or without food.

If vomiting occurs shortly a parib tablets are swallowed, the dose should only be
replaced if all of the intact tablets can begeen and counted. Should any subject enroled on the
study miss a scheduled dose for whan (eg, as a result of forgetting to take the
tablets or vomiting), the subject will be allowgd to take the scheduled dose up to a maximum
of 2 hours after that scheduled dose time. Ifigreagér gitan 2 hours after the scheduled dose time,

the missed dose is not to be taken and the su 1d take their allotted dose at the next
scheduled time. / .

Abiraterone acetate /

Abiraterone acetate will be administered orally at 1,000 nce g |!E Four x 250 mg or two

% 500 mg tablets should be taken at a similar time each day in ¢ ation with prednisone

5 mg administered orally twice daily (each prednisone dose appr@ teby 12 hours apart).
Participants should take abiraterone acetate doses at a similar time ea¢h d@y-¥Abiraterone
acetate must be taken on an empty stomach. No food should be consum ast two
hours before the dose of abiraterone acetate and one hour after the dose of aBirat acetate.
The tablets should be swallowed whole with water and not crushed or chewed,

accordance with local prescribing information. D

Enzalutamide 0

Enzalutamide will be administered orally at 160 mg once daily. Four x 40 mg capsules/tabl
should be taken at a similar time each day. Capsules/tablets should be swallowed whole and /
can be taken with or without food, in full accordance with local prescribing information. @
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Duration of Treatment

Participants will continue to receive study intervention until BICR-assessed radiographic
progression, or after the date of DCO for the primary analysis until investigator-assessed
radiological progression, as long as they do not meet any of the criteria for treatment
discontinuation.

icipants Who Switch to Olaparib

rticipants receiving investigator’s choice of NHA, are determined to have objective
tQprogression by BICR or, if after the date of DCO for the primary analysis, upon
ato

inves ssed radiological progression, they will be eligible to receive olaparib

(300 mg f

If a participa emed to have objective disease progression according to
investigator asses , but not by BICR, he is not eligible to switch to olaparib at that time.
Participants should Contin eceive randomized study treatment until progression
determined by BICR.

The following criteria must be WOrde for a participant to switch to olaparib:

e No intervening anti-cancer ther ing discontinuation of randomized treatment

e Any unresolved toxicities from prior thefapy should be controlled, and be no greater than
CTCAE grade 1 at the time of starting ibftreatment

L 4
If subjects are not eligible to switch to olaparib, or c Ynot to switch, they will enter into
the follow-up phase of the study (see Table 4), and sh. is@uss other treatment options

with the investigator.

Participants may continue to receive olaparib as long as they arg ing to show clinical

benefit, as judged by the investigator and in the absence of disc

% criteria
(Section 7.1). )&
Dose Reductions O/

For guidance on dose reductions refer to Section 6.6.

6.2 Preparation/Handling/Storage/Accountability of Interven

The investigator or designee (eg, unblinded pharmacist) must confirm appropriate

temperature conditions have been maintained during transit for all study intervention O/‘

received and any discrepancies are reported and resolved before use of the study
intervention.

2 Only participants enroled in the study may receive study intervention and only authorized
site staff may dispense study intervention. At site, all study intervention must be stored in
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a secure, environmentally controlled, and monitored (manual or automated) area at the
site in accordance with the labeled storage conditions with access limited to the
investigator and authorized site staff.
3 The investigator, institution, or the head of the medical institution (where applicable) is
responsible for study intervention accountability, reconciliation, and record maintenance
ie, receipt, reconciliation, and final disposition records).
Further guidance and information for the final disposition of unused study interventions
provided in the Study Reference Manual.

ator’s choice of NHA agent(s) will either be locally sourced by the study site or
centra’ ‘%d by AstraZeneca and will be administered according to Prescribing

Informati tment guidance in general use by the investigating site. Under certain
circumstanc cal sourcing by the study site is not feasible, AstraZeneca will centrally
supply the drug, ill be labeled with local language translated text in accordance with
regulatory guideli f
6.3 Measures to mise Bias: Randomization and Blinding
Participant Enrolment an mization
Study using All participants wi @ ally assigned to randomized study intervention using an
IVRS/IWRS IVRS/IWRS. Before thegstirdy is initiated, the call/log-in directions and user guides

for the IVRS/IWRS will bgfprovided to each site.
Study intervention will bg di at the study visits summarized in SoA or per
investigator’s choice of N ﬁf E;IO.

05 reédispensed to the participants.
If a participant withdraws from the study, then his enrolerd tion code cannot be
reused. Withdrawn participants will not be replaced.

Returned study intervention shi

4
Investigators should keep a record (ie, the participant screening log (% icipants who
entered screening.

At screening/baseline (Days -28 to -1), the investigators or suitably trained c@%ﬂl:

e Obtain signed informed consent before any study-specific procedures are peri@.
laboratory or imaging procedures were performed for alternate reasons prior to sigfi

consent, these can be used for screening purposes with consent of the participant.

However, all screening laboratory and imaging results must have been obtained within /‘
28 days of randomization.

e Participants will be identified to the IVRS/IWRS per country regulations. Obtain a unique @

7-digit enrolment number (E-code), through the IVRS/IWRS in the following format
(ECCNNXXX: CC being the country code, NN being the center number, and XXX being
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the participant enrolment code at the centre). This number is the participant’s unique
identifier and is used to identify the participant on the eCRFs.

Obtain sample and send for centralized BRCA1/2 testing. Obtaining the sample should be
given the highest priority and, as such, the sample may be obtained and sent for central
@ testing prior to the 28-day screening window (after obtaining signed informed consent) in

rder to permit analysis prior to randomization. Screening procedures may be performed
mhile BRCA1/2 status is being assessed.

@ermine participant eligibility (see Sections 5.1 and 5.2).

At randomi n, once the participant is confirmed to be eligible, the investigator or suitably
trained del€g ill:

Select the ent (abiraterone acetate or enzalutamide, based on the most

appropriate o for articipant) that the participant would receive if randomized to
the investigator’s chai NHA group, prior to randomization of the participant. This
or

f
must be completed @ticipants. The information will be recorded in the
IVRS/IWRS system.

e  Assign a randomized treatment gro 12 the IVRS/IWRS. Randomization codes will be
assigned strictly sequentially wi tratum as participants become eligible for
randomization. The system will randomjiz€ the eligible participant to 1 of the 2 treatment

groups.

If the participant is ineligible, the IVRS/IWRS s / &essed to terminate the participant
in the system. /

Participants will begin treatment on Day 1. Participants m&§t not domized and treated
unless all eligibility criteria have been met. °
Procedures for Handling Incorrectly Enroled or Randomized Pa% ts

Participants who fail to meet the eligibility criteria should not, under an§ citcumstances, be
enroled or receive study medication. There can be no exceptions to this rule@' nts who
are enroled but subsequently found not to meet all the eligibility criteria must

randomized or started on study intervention and must be withdrawn from the studO

Where a participant does not meet all the eligibility criteria but is randomized in error, 0

incorrectly started on treatment, the investigator should inform the AstraZeneca study

physician immediately, and a discussion should occur between the AstraZeneca study

physician and the investigator regarding whether to continue or discontinue the participant @
from treatment. The AstraZeneca study physician must ensure all decisions are appropriately
documented and that the potential benefit/risk profile remains positive for the participant.
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Methods for Assigning Treatment Groups

The actual treatment given to participants will be determined by the randomization scheme in
the IVRS/IWRS. The randomization scheme will be produced by a computer software
programme that incorporates a standard procedure for generating randomization numbers. One
randomization list will be produced for each of the randomization strata. A blocked

central level. Participants will be randomized in a 2:1 ratio to olaparib or investigator’s

@y)mimﬁon will be generated and randomization will be balanced within the IVRS/IWRS
e

cheicqof NHA (enzalutamide or abiraterone acetate). The randomization will be stratified by
ane use (yes, no) and whether subject had measurable disease (yes, no).
Rando codes will be assigned strictly sequentially, within each stratum and country,

1dentification
subsequent treat

Methods for Ensuring f
Not applicable. P
6.4 Study Intervention Cg

When participants self-administer study in ntion(s) at home, patients should be given
clear instructions on how and when to take gheir gtudy treatment and compliance with study
intervention will be assessed at each visit. idghec will be assessed by counting returned
tablets/capsules during the site visits and docu ingthe,source documents and eCRF.

A record of the number of tablets/capsules dispense @en by each participant must be
1

ANCe

maintained and reconciled with study intervention and c iance rgcords. Intervention start
and stop dates, including dates for intervention delays and/or dosg
recorded in the eCRF.

After the tablet count has been performed, the remaining tablets will o/@turned to the
patient but will be retained by the investigative site until reconciliation d by the
study monitor. All patients must return their blisters and carton(s) of study trgat at the
appropriate scheduled visit, when new carton(s) will be dispensed. Patients willdpc 4 cted
to notify study site personnel of missed doses. @

The Investigational Product Storage Manager is responsible for managing the study

Deviation(s) from the prescribed dosage regimen should be recorded in the eCRF. 0:

intervention from receipt by the study site until the destruction or return of all unused study
intervention. The investigator(s) is responsible for ensuring that the participant has returned all
unused study intervention.
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6.5 Concomitant Therapy

Any concomitant treatment, procedure, or other medication considered necessary by the
investigator for the participant’s safety and wellbeing, or vaccine (including over-the-counter
or prescription medicines, vitamins, and/or herbal supplements) that the participant is
receiving from the time of screening or receives during the study including the 30-day

with:

@yw-up period following the last dose of study intervention must be recorded in the eCRF
n

for use.
o te?ministration including start and end dates.

@ation including dose and frequency.

The Medical Mold be contacted if there are any questions regarding concomitant or
prior therapy.

e Dosa

If any concomitant therapyinistered due to new or unresolved AE, it should be
recorded.

Participants must be instructed not to @ medications, including over-the-counter
products, without first consulting with the tigator.

Restricted, prohibited, and permitted concomi ications/therapies are described in more

detail in Appendix G 2. .

For agents in the investigator’s choice of NHA (abir. t{ tate or enzalutamide) group,
refer to the local Prescribing Information with regard to Warninhgs, precautions, and

contraindications.

Drug-drug Interactions

4
Guidance regarding potential interactions with concomitant medicati(@wided in
Appendix G 1.

Strong or moderate CYP3A inhibitors are restricted (see Appendix G 2). If ther/ itable
alternative concomitant medication, then the dose of olaparib should be reduced fi iod

of concomitant administration (see Appendix G 2). Strong or moderate CYP3A induce&
restricted (see Appendix G 2). Co-administration of enzalutamide with strong CYP2C8

inhibitors may increase exposure to enzalutamide and thus should be avoided if possible; fi A
enzalutamide dose modification guidance if participants must be co-administered a strong

CYP2CS inhibitor, see Appendix G 2. @
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Anti-emetics/Anti-diarrheals

From screening Part 2 onwards, should a patient develop nausea, vomiting and/or diarrhea,
then these symptoms should be reported as AEs (Section 8.3) and appropriate treatment of the
event given.

equent Therapies for Cancer

s of first and subsequent therapies for cancer and/or details of surgery for the treatment
ncer, after discontinuation of treatment, will be collected.

6.5.1 (@ ncomitant Medication

Medication other at described above, which is considered necessary for the patient’s
safety and wellbeing, may wen at the discretion of the investigator and recorded in the
appropriate sections of th¢'e

In addition, any unplanned , therapeutic or surgical procedure performed during the
study period must be recorded in the %
6.6 Dose Modification

6.6.1 Dose Reductions for Olapagib

In case a dose reduction is necessary, olaparib '%istered as described in Table 7,
Table 8 and Table 9.

Table 7 Dose Reductions for Olaparib to Ma@dver e Events

Initial dose Following re-challenge post- pduction 2
interruption: Dose reduction 1

300 mg twice daily 250 mg twice daily

Table 8 Dose Reduction for Olaparib if Patient Develops @%e Renal

Impairment

Initial dose Moderate renal impairment dose reduction *

300 mg twice daily 200 mg twice daily
2 Calculated CrCL by Cockcroft-Gault equation or based on a 24 hour urine test between 31 and 50 mL/niin)

®
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Table 9 Dose Reductions for Olaparib if Patient Has to Start Taking a Strong or
Moderate CYP3A Inhibitor
Initial dose Strong CYP3A inhibitor Moderate CYP3A inhibitor
300 mg twice daily 100 mg twice daily 150 mg twice daily

uldance on dose reductions for management of adverse events (AEs; including renal
ent) refer to Table 7, Table § and Section 6.6.3.

@e dose reductions when concomitant strong or moderate CYP3A inhibitors
canno ed see Table 9 and Appendix G.

6.6.2

For agents in the gator’s choice of NHA (abiraterone acetate or enzalutamide) group,
refer to the local Préscribi ormation with regard to dose reductions.

uctions for Abiraterone Acetate and Enzalutamide

6.6.3 Management@ ities Related to Olaparib

Dose modification guidelines fi olaparlb elated toxicities are shown below. Appropriate and
@ ior to considering dose modifications. Prior to
due t&#oxicities, please consult with the study physician.

optimal treatment of the toxicity is ass

discontinuation of study intervention

Any toxicity observed during the course o
dose of study treatment or dose reductions. Rep e uterruptions are allowed as required,

for a maximum of 4 weeks on each occasion. If t Stion is any longer, the study team

must be informed. Olaparib can be dose reduced to 25 ice daily as a first step and to
200 mg twice daily as a second step. If the reduced dose '©f 200 mg twice daily is not
tolerable, no further dose reduction is allowed and study treatme d be discontinued.

4
Once dose is reduced, escalation is not permitted (except follow1 /mitant treatment
with CYP3A4 inhibitors, see Appendix G 2). 0

C/
Qs

®
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6.6.3.1 Management of Hematological Toxicity
6.6.3.1.1 Management of Anemia

Table 10 Management of Anemia
Hemoglobin Action to be taken
Hb <10 but > 8 g/dL Give appropriate supportive treatment, continue to monitor and investigate
CTCAE Grade 2) causality.
. For first incidence: investigator judgement to continue olaparib with
supportive treatment (eg, transfusion) or interrupt dose for a maximum of
4 weeks. Study treatment can be restarted if Hb HAS recovered to > 9g/dL.
*  For repeat incidence (after recovery of first event)

°  If Hb <10 but > 9 g/dL investigator judgement to continue olaparib
with supportive treatment (eg, transfusion) or dose interrupt (for
maximum of 4 weeks) and upon recovery dose reduction may be
considered (to 250 mg twice daily as a first step and to 200 mg twice

daily as a second step).
°  If Hb <9 but > 8 g/dL, dose interrupt (for maximum of 4 weeks) until

second step).

Hb >9 g/dL and upon recovery dose reduction may be considered (to
250 mg twice daily as a first step and to 200 mg twice daily as a
Hb < 8 g/dL Qﬁ(iate supportive treatment (eg, transfusion), continue to monitor and
(CTCAE Grade 3) invesfigate causality.
@ maximum of 4 weeks until improved to Hb > 9 g/dL.

Upon recovery doseteduce olaparib to 250 mg twice daily as a first step and to
200 mg twice dail a second step in the case of repeat Hb decrease.

Interrupt olap

Ot folate deficiencies and
hypothyroidism) should be investigated and appropr aged. In some cases,
management of anemia may require blood transfusions. Eor cdses where participants develop
prolonged hematological toxicity (> 2 week interruption/delay 1 treatment due to CTC
grade 3 or worse anemia and/or development of blood transfusi@ demce), refer to
Section 6.6.3.1.3 for the management of this.

6.6.3.1.2  Management of Neutropenia, Leukopenia and Thrombocyt()[&

Table 11 Management of Neutropenia, Leukopenia and Throm

Common treatable causes of anemia (eg, iron, vi

Toxicity Study treatment dose adjustment

CTCAE Grade 1-2 Investigator judgement to continue study treatment or if dose inte 0
should be for a maximum of 4 weeks; appropriate supportive treatment@n
causality investigation

CTCAE Grade 3-4 Dose interruption for a maximum of 4 weeks until recovered to CTCAE gra
or better. If repeat CTCAE grade 3-4 occurrence, dose reduce olaparib to 250 mg

twice daily as a first step and 200 mg twice daily as a second step.
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Adverse event of neutropenia and leukopenia should be managed as deemed appropriate by
the investigator with close follow-up and interruption of study drug if CTC grade 3 or worse
neutropenia occurs.

recommended, however, if a subject develops febrile neutropenia, study treatment should be
ed and appropriate management including G-CSF should be given according to local
@Lguidelines. Please note that G-CSF should not be used within at least 24 h (7 days for

@ Primary prophylaxis with granulocyte colony-stimulating factor (G-CSF) is not

d G-CSF) of the last dose of study treatment unless absolutely necessary.

Platel@fions, if indicated, should be done according to local hospital guidelines.
iy

rticipants develop prolonged hematological toxicity (>2 week
interruption/ ? treatment due to CTC grade 3 or worse), refer to Section 6.6.3.1.3.
6.6.3.1.3  Manage enWonged Hematological Toxicities While on Study Treatment

If a subject develops pr

For cases

Oematological toxicity such as:
e >2 week interruption/delay 4 study trgatment due to CTC grade 3 or worse anemia and/or
development of blood transfusion g @

e >2 week interruption/delay in stiidy trée
(ANC <1 x 10°/L)

o >2 week interruption/delay in study treatiic

g to CTC grade 3 or worse
thrombocytopenia and/or development of pla
<50 x 10°/L)

sfusion dependence (Platelets

Check weekly differential blood counts including reticuk@ andgpexi
any blood parameters remain clinically abnormal after 4 weeks
subject should be referred to hematologist for further investigation

one marrow analysis
and/or blood cytogenetic analysis should be considered at this stage x to standard
hematological practice. Study treatment should be discontinued if bloo n

0 not recover
to CTC grade 1 or better within 4 weeks of dose interruption. /

Development of a confirmed myelodysplastic syndrome or other clonal blood disa @
be reported as a SAE and full reports must be provided by the investigator to AstraZefic
Patient Safety. Olaparib treatment should be discontinued if subject’s diagnosis of MD

and/or AML is confirmed. O :

6.6.3.2 Management of Non-hematological Toxicity

pheral blood smear. If
nterruption, the

3

Repeat dose interruptions are allowed as required, for a maximum of 4 weeks on each @
occasion. If the interruption is any longer than this the study monitor must be informed.
Where toxicity reoccurs following re-challenge with study treatment, and where further dose
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interruptions are considered inadequate for management of toxicity, then the subject should be
considered for dose reduction or must permanently discontinue study treatment.

Study treatment can be dose reduced to 250 mg bid as a first step and to 200 mg bid as a
second step. Treatment must be interrupted if any National Cancer Institute (NCI)-CTCAE
grade 3 or 4 adverse event occurs which the investigator considers to be related to

ynistration of study treatment.
2 Management of New or Worsening Pulmonary Symptoms

I rsening pulmonary symptoms (eg, dyspnea) or radiological abnormalities occur
in the'abse f a clear diagnosis, an interruption in study treatment dosing is recommended
and furthef’di tic workup (including a high resolution CT scan) should be performed to
exclude pne@i
Following investi , if ngevidence of abnormality is observed on CT imaging and
symptoms resolve, then stufy treatment can be restarted, if deemed appropriate by the
investigator. If significa ary abnormalities are identified, these need to be discussed
with the Study Physician.

6.6.3.2.2  Management of Nausea g
Events of nausea and vomiting are kfftown%efbe associated with olaparib treatment. These

events are generally mild to moderate (CT ade 1 or 2) severity, intermittent and
manageable on continued treatment. The fi setfgenerally occurs in the first month of
treatment for nausea and within the first 6 mont @ fgnt for vomiting. For nausea, the
incidence generally plateaus at around 9 months, an })miting at around 6 to 7 months.

No routine prophylactic anti-emetic treatment is requirediat the start of study treatment,
however, participants should receive appropriate anti-emetic treatifientat the first onset of
nausea or vomiting and as required thereafter, in accordance wi @ eatment practice
guidelines. Alternatively, olaparib tablets can be taken with a ligh ck (ie, 2 pieces of
toast or a couple of biscuits).

As per international guidance on anti-emetic use in cancer participants (Eurg¢ @ lety for
Medical Oncology, National Comprehensive Cancer Network), generally a sing
antiemetic should be considered eg, dopamine receptor antagonist, antihistamines

dexamethasone. 0
6.6.3.2.3  Interruptions for Intercurrent Non-toxicity Related Events O

Study treatment dose interruption for conditions other than toxicity resolution should be kept / ’

as short as possible. If a subject cannot restart study treatment within 4 weeks for resolution of @

intercurrent conditions not related to disease progression or toxicity, the case should be
discussed with the AstraZeneca study physician. See Table 7 for dose reductions for olaparib
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to manage AEs.

All dose reductions and interruptions (including any missed doses), and the reasons for the
reductions/interruptions are to be recorded in the eCRF.

@ Study treatment should be stopped at least 3 days prior to planned surgery. After surgery, study
ent can be restarted when the wound has healed. No stoppage of study treatment is
ired for any needle biopsy procedure.

ent should be discontinued for a minimum of 3 days before a subject undergoes
radiation tfent. Study treatment should be restarted within 4 weeks as long as any bone
i

marrow 1o, as recovered.

Because the A¥Es
should be advised

p olaparib may include asthenia, fatigue and dizziness, participants
s¢ caution while driving or using machinery if these symptoms occur.

6.6.3.2.4  Hepatitis B
For participants with past/r @ d or chronic hepatitis B: In case of HBV reactivation* during
the interventional period, study Aent hould be interrupted and the participant should be

referred to a hepatologist. Following pref
exceptions of exclusion criteria #8 am’me

are, study treatment can be restarted when
d after discussion with AZ study physician.

Participants with chronic hepatitis B should’be ufidef’the care of a hepatologist as per local

standard practice.
L 4
* For HBV reactivation, please refer to table 27 for fd definitions.

Table 27 Definition of HBV Reactivation

Baseline serologies

fopHBYV reactivation

HBsAg HbcAb DNA
+ + Undetectable H 100 TU/ml
+ Detectable
+

R + Undetectable quantifiable) -or- HBs ie
Ieverse SCroconversio @
6.6.3.3 Renal Impairment

If subsequent to study entry and while still on study therapy, a subject’s estimated CrCL falO/‘
below the threshold for study inclusion (> 51 mL/min), retesting should be performed @

promptly.

A dose reduction is recommended for subjects who develop moderate renal impairment
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(calculated creatinine clearance by Cockcroft-Gault equation of between 31 and 50 mL/min)
for any reason during the course of the study; the dose of olaparib should be reduced to
200 mg bid (Table 8).

CrCl falls to between 31 and 50 mL/min, the investigator should use his or her discretion in

@ Because the CrCl determination is only an estimate of renal function, in instances where the
ymining whether a dose change or discontinuation of therapy is warranted.

has not been studied in subjects with severe renal impairment (creatinine clearance
in) or end-stage renal disease; if subjects develop severe impairment or end-stage
it %mmended that olaparib be discontinued.

6.6.4 ement of Toxicities related to Enzalutamide and Abiraterone

A
For management ofgoxicitigggdue to investigator’s choice of NHA (enzalutamide and
abiraterone acetate) refer 40 the locally approved Prescribing Information or manage in
accordance with institutio @ lelines.

6.7 Continued Acce€s to Stn Intervention after the End of the Study

As described in Section 4.4, the stud ain open until all participants have discontinued
study intervention and completed their last exyfpected visit/contact.

After the final DCO for this study, AstraZen: ntinue to supply olaparib to participants
who were randomized to receive olaparib until a®judged by the investigator or
until meeting any other discontinuation criteria as d in,Section 7.1. Participants should
be followed according to the institution's standard of car@smems. No further data
collection is required, except for reporting of SAEs.

Participants receiving investigator’s choice of NHA at progressi ioft 4.1) will be given
the option of switching to olaparib 300 mg bid and AstraZeneca will j to supply this
treatment as described above. &

Participants who were randomized to receive investigator’s choice of NHA Qf)t
1 m

eligible to switch to olaparib, or choose not to switch, or participants who disco
the study, should continue appropriate treatment at the discretion of the investigato 0

6.8 Treatment of Overdose O

Study treatment must only be used in accordance with the dosing recommendations in this /‘
protocol. Any dose or frequency of dosing that exceeds the dosing regimen specified in this @
protocol should be reported as an overdose. The Maximum Tolerated Dose is 300 mg bid

(tablet). There is currently no recommended specific treatment in the event of overdose of
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olaparib and possible symptoms of overdose are not established. For participants receiving
SoC (Investigator’s choice of either enzalutamide or abiraterone), refer to the local Prescribing
Information for treatment of cases of overdose.

@ In the event of an overdose, the investigator/treating physician should:

avaluate the participant to determine, in consultation with the Study Clinical Lead, if

ssible, whether study intervention should be interrupted or whether the dose should be
éced.

J el itor the participant for any AE/SAE and laboratory abnormalities as medically
ap i@tc and at least until the next scheduled follow-up. Refer to section 8.3.16 for
details E reporting related to overdose.

e Document thefquantity of the excess dose as well as the duration of the overdose.

7 DISCONWTION OF STUDY INTERVENTION AND

PARTICI ISCONTINUATION/WITHDRAWAL
7.1 Discontinuationgdf Studylntervention
It may be necessary for a participant ently discontinue (definitive discontinuation)

remain in the study to be evaluated for PD inuation in the absence of PD) and OS,
per the SoA (Table 3). Any subject discontin tigational product should be seen at
30 days post discontinuation for the evaluations ndhe SoA (Table 2). The
investigator should instruct the participant to contac t@before or at the time if study

study intervention. If study intervention is $nﬂy discontinued, the participant will
d

intervention is stopped. A participant that decides to disc@ntingle study intervention will

discontinuation should be documented in the source document g

always be asked about the reason(s) and the presence of ahy®AEs. Lii¢
the eCRF.

p:opriate section of

Participants who have permanently discontinued from further receipt ofistddy intervention
will need to be discontinued from the IVRS/IWRS. All study intervention shuldbe geturned
by the participant at their next on-site study visit or unscheduled visit.

Any patient discontinuing investigational product should be seen at 30 days post O

discontinuation for the evaluations and sample collections outlined in the study schedule.
patient’s tumor status should be assessed clinically and, if appropriate, disease progression O

should be confirmed by radiological assessment.

After discontinuation of the study medication at any point in the study, all ongoing AEs or @
SAEs must be followed until resolution unless, in the investigator’s opinion the condition is
unlikely to resolve due to the patients underlying disease, or the patient is lost to follow-up
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(see Section 7.3). All new AEs and SAEs occurring during the 30 calendar days after the last
dose of study medication must be reported (if SAEs, they must be reported to AstraZeneca
within 24 hours as described in Section 8.3.13) and followed to resolution as above. Patients
should be seen at least 30 days after discontinuing study medication to collect and/or complete
AE information. For guidance on reporting adverse events after the 30 day follow-up period
see Section 8.3.2.1.

rigipants may be discontinued from study intervention in the following situations.

o @decision: The subject is at any time free to discontinue treatment, without
p 1

f future treatment.
e Any in the opinion of the investigator or AstraZeneca, contraindicates further
dosing.

e Any AE that'g
for management of olaparib-related toxicities (see Section 6.6) or as defined in the local
Prescribing Informafio e investigator’s choice of NHA agents (abiraterone acetate
and enzalutamide). @1

e Severe non-compliance with the studgfprotocol
¢ Bone marrow findings consiste S/AML

criteria for discontinuation defined in the dose modification guidelines

e Objective radiological progression by as defined in Section 8.1.2.
e Unequivocal clinical progression:
—  Cancer pain requiring initiation of chr inisgration of opioids, or
— Immediate need to initiate cytotoxic chem adiation therapy, or surgical
intervention for complications due to tumor progression, or
— Deterioration in ECOG performance status to > Grade 3
e Initiation of restricted anticancer therapy (see Section 6.5). 4
Note that discontinuation from study intervention is NOT the same thi withdrawal from

the study. Switching to olaparib will be permitted once participants recei @ti tor’s
choice of NHA are determined to have objective radiological progression by or, if after
the date of DCO for the primary analysis, upon investigator-assessed radiologic sion
(Section 6.1).

Participants who have discontinued study intervention prior to objective radiological O

progression, regardless of whether or not they have commenced subsequent anticancer /\
therapy, will be followed up with tumor assessments as indicated in the SoA until radiological

PD or death regardless of whether or not the participant started a subsequent anticancer @
therapy, unless they have withdrawn all consent to study-related assessments.
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See the SoA for data to be collected at the time of intervention discontinuation (ie, the
end-of-treatment visit) and follow-up and for any further evaluations that need to be
completed.

@ 7.1.1 Follow-up of Participants Post Discontinuation of Study Intervention

All participants who discontinue the study intervention will be followed up for safety
& ssments 30 days after their last dose of study intervention. Additional assessments to be
ed at the time of the 30-day safety follow-up are detailed in the SoA.

Pa c@w have discontinued study intervention prior to objective radiological
progressi ardless of whether or not they have commenced subsequent anticancer
therapy, wall owed up with tumor assessments as indicated in the SoA until radiological

progression less of whether or not the participant started a subsequent
anticancer therap s they have withdrawn all consent to study-related assessments.

7.1.2 Follow-up ipants to PFS2

Following objective progre is confirmed by BICR assessment, participants will have
their subsequent progression st&cord every 12 weeks per local standard clinical
practice to assess time from randomizati econd progression by investigator assessment
of radiological or clinical progressiof’or (PFS2). Assessments will be performed

according to the local practice, and formal B€Sponse Evaluation Criteria in Solid Tumors,
Version 1.1 (RECIST 1.1) measurements ollected for assessment of PFS2. See
Section 8.1.4 for additional information. /‘

7.1.3 Follow-up for Survival

Participants will be followed up for survival status as in ed in the
death, withdrawal of consent, or the end of the study. Survival in{
via telephone contact with the participant or the participant’s fa

oA (Section 1.3) until
fion may be obtained
by cofitact with the

participant’s current physician or by checking publicly available death g ies, if allowable
per local regulations. Additional assessments to be performed at the tm&rvival follow-up
are detailed in the SoA (Section 1.3).

7.2 Participant Withdrawal from the Study /O

Reasons for withdrawal from the study:

— Voluntary withdrawal by the patient who is at any time free to discontinue their O
participation in the study, without prejudice to further treatment.

— Incorrectly enroled patients ie, the patient does not meet the required @
inclusion/exclusion criteria for the study.

— Patient lost to follow-up.
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—  Death

e A participant may withdraw from the study at any time at his own request or may be
withdrawn at any time at the discretion of the investigator for safety, behavioural,
compliance, or administrative reasons. This is expected to be uncommon.

@ e A participant who considers withdrawing from the study must be informed by the
investigator about modified follow-up options to ensure the collection of endpoints and
Oafety information including new AEs and follow-up on any ongoing AEs and
comitant medications (eg, telephone contact at 30 days [+7 days] after study
‘@tion is discontinued, a contact with a relative or treating physician, or information
frgm, m

al records).
o At thé&jtimie of withdrawal from the study, if possible, an Early Study Intervention
pmisit,should be conducted, as shown in the SoA (Section 1.3). See SoA
ita to be collected at the time of study withdrawal and follow-up and

ahwhat need to be completed.
—  The participantévi ntinue the study intervention and be withdrawn from the
study at that time.

e If the participant withdraw@nt disclosure of future information, the sponsor may
retain and continue to use any data ‘@ ed before such a withdrawal of consent.

e If aparticipant withdraws from the studygfit should be confirmed if he still agrees for
existing samples to be used in line witl'the i

consent for use of samples, destruction of'ag
carried out in line with what was stated in th
investigator must document the decision on us
records and inform the Global Study Team.

opmed®consent and local regulation. The

% samples in the site study

7.3 Lost to Follow-up s

A participant will be considered lost to follow-up if he repeatedly faﬂ% rn for scheduled
visits and no contact has been established by the time the study is com[@

see Section 4.4),
such that there is insufficient information to determine the participant’s sta \é/

atdime.
Participants who decline to continue participation in the study, including teleph: ct,
should be documented as “withdrawal of consent” rather than “lost to follow-up.”
Investigators should document attempts to re-establish contact with missing participan
throughout the study period. If contact with a missing participant is re-established, the
participant should not be considered lost to follow-up and evaluations should resume /\

according to the protocol. @

The following actions must be taken if a participant fails to return to the clinic for a required
study visit:
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e The site must attempt to contact the participant and reschedule the missed visit as soon as
possible and counsel the participant on the importance of maintaining the assigned visit
schedule and ascertain whether or not the participant wishes to and/or should continue in
the study.

e Before a participant is deemed lost to follow-up, the investigator or designee must make
@ very effort to regain contact with the participant (where possible, 3 telephone calls and,
if necessary, a certified letter to the participant’s last known mailing address or local
edquivalent methods). These contact attempts should be documented in the participant’s

real record.
e S K participant continue to be unreachable, he will be considered to have been lost
to fol

participant d rvival follow-up within legal and ethical boundaries for all
participants rando luding those who did not get study intervention. Public
sources may be searfC vital status information. If vital status is determined as
deceased, this will be ed and the participant will not be considered lost to
follow-up. Sponsor personﬁl not be involved in any attempts to collect vital status

information. A

Discontinuation of specific sites or of the study as a whole are handled as part of

Appendix A.In order to support key effica oifits of PFS and OS analyses, the survival
status of all participants in the Full Analysis and @ afety Analysis Sets should be
re-checked; this includes those participants who W Onsent or are classified as “lost to
follow-up.” )C

om the study.
e Site per @ndependem third party, will attempt to collect the vital status of the
mize

e Lost to follow-up — Site personnel should check hospl;a; recquf
death registry (if available), as well as checking with the p
to obtain a current survival status (the applicable eCRF mod

S e updated).
e In the event that the participant has actively withdrawn consent t cessing of their
personal data, the survival status of the participant can be obtained i€ pcsonnel from
publicly available death registries (if available) where it is possible to d %

applicable local laws to obtain a current survival status.

ad a publicly available
afs’ gurrent physician,

8 STUDY ASSESSMENTS AND PROCEDURES 0

Study procedures and their timing are summarized in the SoA (Section 1.3). Data collectiovo
following study analysis until the end of the study is described below. /

e Protocol waivers or exemptions are not allowed. @
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e Immediate safety concerns should be discussed with the sponsor immediately upon
occurrence or awareness to determine if the participant should continue or discontinue
study intervention.

e Adherence to the study design requirements, including those specified in the SoA
(Section 1.3) is essential and required for study conduct.

articipants meet all eligibility criteria. The investigator will maintain a screening log to

a\ll screening evaluations must be completed and reviewed to confirm that potential

egord details of all participants screened and to confirm eligibility or record reasons for

oC'Tg failure, as applicable.
o Preged conducted as part of the participant’s routine clinical management (eg, blood
coun ined before signing of the ICF may be utilized for screening or baseline

purposesiprovided the procedures met the protocol-specified criteria and were performed
within the ti ¢ defined in the SoA (Section 1.3).

Data Collection Followi vy Analysis until the End of the Study

Following the DCO for the prumﬁca endpoint, central review of scans will be
discontinued. Participants will continu 11 other assessments as indicated in the SoA.

Section 8.3.12.After the final DCO and dat@basgfClgtre, only SAEs will be reported for the
purposes of this study (see Section 8.3.12).
L 4
Following the DCO for the final analysis, all partici( o remain in the study will
continue the scheduled “progression/survival follow-up”f8ite visits indicated in the SoA.
8.1 Efficacy Assessments O
4
8.1.1 Imaging Tumor Assessments /
All imaging assessments including unscheduled visit scans should becalléctéd on an ongoing
basis and sent to an AstraZeneca appointed CRO to enable independent @ie . Upon
1R, revi

For SAE and AE reporting and laboratory asgsment collection after final analysis, see

investigator-assessed objective disease progression as defined in Section 8.
scans will be conducted by BICR. The results will be reported back to the sites. ing
assessments and study treatment should continue until objective disease progressi

assessed by BICR (see Figure 3). 0
The baseline assessments of all imaging modalities should be performed as close as possiblO/‘

to the start of study treatment and no more than 4 weeks (-28 days) before randomization.
Following the baseline assessment, subsequent assessments should be performed every @
8 weeks (+ 7 days), relative to the date of randomization, until objective radiological disease

progression by BICR, even after investigator has deemed objective disease progression,
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irrespective of treatment decisions or dose interruptions. The assessments by different imaging
modalities can be done on different days but should all be performed within assessment
schedule. It is important to follow the imaging assessment schedule as closely as possible (see
Table 2). If scans are performed outside of scheduled visit window interval, and the subject
has not progressed, every attempt should be made to perform the subsequent scans at their
originally scheduled time points.

arder for participants randomized to investigator choice arm to be eligible to switch to

b, scheduled tumor assessments must continue until objective radiological disease

pro V@as ssessed by BICR, without any intervening systemic anti-cancer therapy
dig€entinuation of randomized study treatment (see Section 6.1).

ter the date of DCO for the primary analysis. There will be no

need to request confirmati
radiographic progression

of BICR PD after this time point, and the investigator-assessed

@ ail.
Radiological examinations per@ duc' the study should be retained at site as source

data.

Figure 3 Assessment of Progressigit by, BICR (prior to primary rPFS analysis)

Local investigator V'S
| performs assessment
using RECIST 1.1 and
PCWG3
Investigator sends

scans to CRO.
CRO stores and

reconciles scans
i ﬁ:ans

A 4

! towards en

. CROrea |
7,
A
Has the CRO starts central “ 0

investigator review using RECIST 1.1
determined and PCWG3

Tumor
assessments are
discontinued

Does BICR
confirm PD?

atien

PFS2 assessments per P
local routine practice on enzatul
continue /abiraterone

A
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8.1.1.1 CT and MRI Scans Tumor Assessments (RECIST 1.1)

The imaging modalities used for RECIST assessment will be CT or MRI scans of the chest,
abdomen and pelvis. Any other areas of disease involvement should be additionally
investigated based on the signs and symptoms of individual participants. At assessments
subsequent to baseline, any other sites at which new disease is suspected should also be
propriately imaged. The methods of assessment of tumor burden used at baseline must be
d at each subsequent assessment. In this study, bone lesions will not be included in the
soft tissue assessment.

8.1.1. Scans Tumor Assessment (Based on PCWG3 Criteria)
Bone le 148

ill be assessed by bone scintigraphy commonly performed with Technetium-99
(bone scan: )@ lesions will be assessed by bone scan and will not be part of the RECIST
1.1 malignant ssessment. Positive hot spots on the bone scan should be considered
significant and u ocal sites of malignant disease to be recorded as metastatic bone
lesions. )e

8.1.2 Tumor Evalu@f
Disease progression will be de¢med to hCoccurred if one or more of the following criteria

is met:
e Soft tissue disease progression as defingd b IST 1.1
e Bone lesion progression by bone scan (s 2)

e Death. é‘

RECIST 1.1 criteria will be used to assess subject respm@reat ent by determining PFS,

objective response rates (ORR), and DoR. Categorization ot objegffivetumor response

assessment will be based on the RECIST 1.1 criteria of respons é R, SD and PD. Target

lesion progression will be calculated in comparison to when the tU#@r bfftden was at a

minimum (ie, smallest sum of diameters previously recorded on studf absence of

progression, tumor response (CR, PR, and SD) will be calculated in co 1 ft@
t

baseline tumor measurements obtained before starting treatment. If the investi in doubt
as to whether progression has occurred, particularly with regard to NTLs or the ce of
a new lesion, it is advisable to continue treatment and reassess the tumor burden a

scheduled assessment or sooner if clinically indicated. The RECIST 1.1 guidelines for @
measurable, non-measurable, target and non-target lesions and the objective tumor respo
criteria are presented in Appendix E. For ORR, a visit response of CR or PR must be /‘

o

confirmed by a later scan conducted at least 4 weeks after the initial response is observed.

Bone lesions will be assessed by bone scan and will not be part of the RECIST 1.1 malignant
soft tissue assessment. The definition for bone progression is based on PCWG3 criteria.
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Positive hot spots on the bone scan should be considered significant and unequivocal sites of
malignant disease to be recorded as metastatic bone lesions.

Progression on a bone scan is defined as:

@ At the 8 week scan:

or more new metastatic bone lesions are observed on the first 8-week scan, the
C atory scan performed (at least 6 weeks later), must show 2 or more additional new
iexbone lesions (for a total of 4 or more new metastatic bone lesions since the
baseli@e

[nent).
Note - The D @ an completed after baseline will be considered the ‘8-week scan’ regardless of whether it
is taken at week % ; nsgheduled assessment.

After the 8 week :

For participants withou[ ion at the 8 week scan, this scan now serves as new baseline
for all subsequent scans, ie, cans after week 8 are compared to the week 8 scan. If

2 or more new metastatic boneflesions agghgbserved on scans obtained after the first 8-week
assessment (compared to week 8 sca @ irmatory scan performed at least 6 weeks later
and preferably no later than the next schedt
increase in, the number of metastatic bone

visit must show the persistence of, or an

campared to the prior scan.

updenting the 2 new lesions. If the

investigator is in doubt as to whether progression I Xred, it is advisable to continue

study treatment and reassess the bone lesion status at cheduled assessment, or sooner
if clinically indicated.
The requirements for determination and confirmation of radioldg progtgssion by either
bone scan (bone progression) or CT/MRI (soft tissue progression)*8
12:
Table 12 Requirements for Documentation of Progression
Visit date Criteria for bone progression Criteria for soft tiss
2 or more new lesions compared to baseline Progressive disease on C
bone scan. RECIST 1.1
Week 8 Requires confirmation scan at least 6 weeks later No confirmation scan required:
with >2 additional lesions compared to week 8
scan
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Table 12 Requirements for Documentation of Progression

Visit date Criteria for bone progression Criteria for soft tissue progression
2 or more new lesions compared to week 8 bone Progressive disease on CT or MRI by

Week 16 or scan. RECIST 1.1

later Requires confirmation scan at least 6 weeks later No confirmation scan required.
for persistence or increase in number of lesions

ortant to follow the assessment schedule as closely as possible. Please refer to the
stu edulein Section 1.3.

8.1.3
All imaging

1 Reading of Scans

including unscheduled visit scans should be collected on an ongoing
basis and sent to aZeneca appointed Clinical Research Organization (CRO) to enable
BICR. Upon docum ntz%adiological progression by the investigator, all imaging
assessments for the giv et, including unscheduled visit scans, will be reviewed by
BICR. Results of this indet view will be communicated to investigators. Participants
should continue imaging assess@ untik BICR-assessed progression (see Section 8.1.1).

An independent review of all scans assessment of tumors will be conducted prior
to the primary analysis of rPFS, including fogfparticipants without investigator-assessed

progression.
The primary analysis for this study will be base I@R of all radiological scans
(CT/MRI and bone scans).

After the primary rPFS analysis, central review of scans Qno longer be required, and
investigators will be advised when to stop sending copies of the @ the CRO conducting
the central review. After rPFS analysis, all treatment decisions Wikl begbasdll on site
assessment of scans. Ongoing collection of site review tumor assesm% quired and must
be recorded in the eCRF.

Further details of the BICR will be documented in an Independent Review Q/

8.14 Time to Second Progression or Death

Following objective progression by BICR, participants will have their subsequent progtgssio

status recorded every 12 weeks per local standard clinical practice to assess PFS2. A

participant’s PFS2 status is defined according to the local practice and may involve any of: /\
objective radiological progression (preferred), symptomatic progression (but not PSA @
progression), or death. Scans will be performed according to the local practice and formal

RECIST 1.1 and PCWG3 measurements will not be collected for assessment of PFS2. The
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second progression event must have occurred during or after treatment with a subsequent
therapy after the progression event used for the primary variable PFS or death. The date of
PFS2 assessment and investigator opinion of progression status (progressed or
non-progressed) at each assessment will be recorded in the source documents and the eCRF.

8.1.5 Symptomatic Skeletal-related Events

ptomatic skeletal-related events (SSREs) will be assessed at each visit during the
T nt phase, up to and including the study treatment discontinued visit (see Table 2). An
fined as use of radiation therapy to bone in order to prevent or relieve skeletal

alone, in the absence of disease progression, is discouraged as a
r to initiate new systemic anti-cancer therapy.

8.1.6 PSA Assessme

Blood samples will be collectedgfor PSA assessment at baseline and at each visit during the
treatment phase, up to and including t treatment discontinued visit (Section 1.3). The
samples will be analyzed by central @bor In order to prevent early withdrawal from
treatment phase, PSA results will not be se@ to sites prior to final analysis.

Samples will be collected, labeled, stored an: s as talled in the Laboratory manual.
8.1.7 Overall Survival

Assessments for survival will be conducted every 12 we s following objective PD or
treatment discontinuation. Survival information may be obtained yfa t8lephone contact with
the participant, participant’s family, by contact with the particip @ et physician, or
local death registries as described in Section 7.1.3.

8.1.8 Clinical Outcome Assessments 0

Clinical Outcome Assessments are not evaluated in this study. O/

8.2 Safety Assessments

Planned time points for all safety assessments are provided in the SoA (Section 1.3). 0 :

8.2.1 Physical Examinations

A complete physical examination will be performed as specified in the SoA (Section 1.3) and @
if clinically indicated at any other time. A complete physical examination will include
assessments of the following: general appearance, respiratory, cardiovascular, abdomen, skin,
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head and neck (including ears, eyes, nose and throat), lymph nodes, thyroid, musculoskeletal
(including spine and extremities), and neurological systems.

Physical examination, as well as assessment of height and weight, will be performed at

timelines as specified in the SoA; investigators should pay special attention to clinical signs
@ related to previous serious illnesses, new or worsening abnormalities may qualify as AEs, see

yon 8.3.5 for details.
igh®measurements will not be recorded in the eCRF after Cycle 1 Day 1 (C1D1). Ifa
ight change is clinically significant, it should be entered as an AE in the Adverse

@

Vital signs will bg @ ed at timelines as specified in the SoA (Section 1.3).

Body temperature, pulse ﬁd blood pressure will be assessed.

The date of collection and E‘ﬁnt of vital sign will be recorded on the appropriate
rd

eCREF. Vital signs will not be r ed in the eCRF after C1D1. If a participant’s vital signs
are clinically significant, the medical tefd the abnormality should be entered as an AE in

the Adverse Events eCRF.

Blood pressure and pulse measurements w
Manual techniques will be used only if an autog

s€Ssed with a completely automated device.
@ levi e‘ is not available.

Blood pressure and pulse measurements should be e% at least 5 minutes of rest for
the participant in a quiet setting without distractions (eg, {felevision, cell phones).

Vital signs (to be taken before blood collection for laboratory tg @ onsist of 1 pulse and
3 blood pressure measurements (3 consecutive blood pressure readings ﬁ be recorded at
intervals of at least 1 minute). The average of the 3 blood pressure rez ill be recorded
on the eCRF. &

Section &8.3.5.

Situations in which vital signs results should be reported as AEs are describeQ/ :

Single 12-lead ECGs will be performed at timelines as specified in the SoA after the

participant has been resting semi-supine for at least 5 minutes and recorded while the

participant remains in that position using an ECG machine that automatically calculates the @
heart rate and measures PR, QRS, QT, and QT interval corrected by Fridericia’s formula

(QTCcF) intervals.

8.2.3 Electrocardiograms 0 :
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AstraZeneca

All ECGs should be assessed by the investigator as to whether they are clinically significantly
abnormal. Any clinically significant abnormalities detected require triplicate ECG results. At
each time point at which triplicate ECG are required, 3 individual ECG tracings should be
obtained in succession, no more than 2 minutes apart. The full set of triplicates should be

@ completed within 5 minutes.
ytions in which ECG results should be reported as AEs are described in Section 8.3.5.

2

Clinical Safety Laboratory Assessments

samples for determination of clinical chemistry, hematology, coagulation, and

i
urinalysis wall'be taken at the visits indicated in the SoA (Section 1.3).

Additional s amples may be collected if clinically indicated at the discretion of the

investigator. The @
be recorded on the“@ppropri CRF.

e of collection and results (values, units and reference ranges) will

The clinical chemistry, hem @ yy and urinalysis will be performed locally. Instructions for
sample collection, labeling, pu z‘g, storage, and shipment will be provided in a separate
e

laboratory manual provided to the sites.

Abnormal clinically significant laborato
(preferably within 24 to 48 hours).

The following laboratory variables will be meag

Table 13

Laboratory Safety Variables

ts should be repeated as soon as possible

é.

Hematology/Hemostasis (whole blood)

inical chemijstry (serum or plasma)

Hemoglobin

Creatinine

Leukocyte count

Bilirubin, total

Leukocyte differential count (absolute count)

ALP

Platelet count AST
Absolute neutrophil count ALT
Absolute lymphocyte count Albumin
B-Mean Cell volume (MCV) Potassium

Total red blood cell count

Calcium, total

Hematocrit Sodium
Urea nitrogen/blood urea nitrogen
Protein, total
Urinalysis Lactate dehydrogenase
Hemoglobin/Erythrocytes/Blood Amylase
CONFIDENTIAL AND PROPRIETARY 71 of 151



Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

Hematology/Hemostasis (whole blood) Clinical chemistry (serum or plasma)

Protein/Albumin Gamma-glutamyl transferase

Glucose Glucose (fasting)

Coagulation variables (aPTT, PTT, and INR)
HBs Ag

Anti-HBc

Anti-HBs

HBV DNA

hosphatase; ALT, alanine aminotransferase; aPTT, activated partial thromboplastin time; AST,
nsferase; INR, international normalized ratio; PTT, partial thromboplastin time. HBsAg,
hepatitis B's @ﬁgen; Anti-HBc, hepatitis B core antibody; Anti-HBs, hepatitis B surface antibody;

The investigator sess the available results with regard to clinically relevant
do

abnormalities in the®docum ion. Any clinically significant abnormal laboratory values
should be repeated as cligtCaldmindicated and recorded on the eCRF. Situations in which
laboratory safety results sh @ e ceported as AEs are described in Section 8.3.5.

All participants with Grade 3 of 4 labor values at the time of completion or
discontinuation from study interventi e followed and have further tests performed

until the laboratory values have returned to Gaftde 1 or 2, unless these values are not likely to
improve because of the underlying disease

NB. In case a participant shows an AST or AL ogether with TBL > 2 x ULN
please refer to Appendix D “Actions required in casg§ ofgihcreases in liver biochemistry and
evaluation of Hy’s Law (HL)”, for further instructions®

8.2.4.1 Coagulation

Activated partial thromboplastin time (aPTT) will be performe 'ﬂg and if clinically
indicated. /

International normalized ratio (INR) will be performed at screening and 1 @y imdicated.
Participants taking warfarin may participate in this study; however, it is reco ed that
INR be monitored carefully at least once per week for the first month, then mon @ e INR
is stable. Each coagulation test result will be recorded in eCRF. 0

Bone marrow or blood cytogenetic samples may be collected for participants with prolonge /\
hematological toxicities as defined in Section 6.6.3.1. @

8.2.4.2 Bone Marrow or Blood Cytogenetic Samples

Bone marrow analysis should include an aspirate for cellular morphology, cytogenetic
analysis and flow cytometry, and a core biopsy for bone marrow cellularity. If it is not
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possible to conduct cytogenetic analysis or flow cytometry on the bone marrow aspirate, then
attempts should be made to carry out the tests on a blood sample. Full reports must be
provided by the investigator for documentation on the Patients Safety database. These data are
not required to be entered into eCRF.

The investigator should assess the available results for clinically relevant abnormalities. The
atory results should be signed and dated and retained at center as source data for
ory variables. For information on how AEs based on laboratory tests should be
@d and reported, see Section 8.3.5.

8.2.4.0ftitis B Blood Test
i

HBsAg, afifi nd anti-HBs blood tests will be performed at screening. And if either
HBsAg or ar@ is,positive, HBV DNA (viral load) and HBsAg should also be tested at
screening, every @ (£ 7 days) relative to the date of randomisation during the
interventional period and a ay safety follow-up.

8.2.5 Other Safety sments

8.2.5.1 ECOG Performan tatus

ECOG performance status will be as%he times specified in the SoA (Section 1.3)
based on the following:

0  Fully active; able to carry out all usualfactiyities"without restrictions.

Restricted in strenuous activity, but ambul d able to carry out light work or work
of a sedentary nature (eg, light housework o ﬁ<).

2 Ambulatory and capable of self-care, but unable tzéut any work activities; up and
about more than 50% of waking hours.

3 Capable of only limited self-care; confined to bed or chair '@ 50% of waking
hours.

4  Completely disabled; unable to carry out any self-care and totall/ d to bed or
chair.
5 Dead. O/

Any significant change from baseline or screening must be reported as an AE. 00

8.3 Adverse Events and Serious Adverse Events
The principal investigator is responsible for ensuring that all staff involved in the study are /\
familiar with the content of this section. @

The definitions of an AE or SAE can be found in Appendix B.
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Adverse events will be reported by the participant (or, when appropriate, by a caregiver,
surrogate, or the participant’s legally authorized representative).

The investigator and any designees are responsible for detecting, documenting, recording, and
@ reporting events that meet the definition of an AE.

Time Period and Frequency for Collecting AE and SAE Information
dwegse events and SAEs will be collected from the time of signature of the ICF, throughout
@mem period and until the 30-day follow-up period is completed”. Collection and
reportific of AEs and SAEs after the final DCO is described in Section 8.3.12.

If the invegti ecomes aware of an SAE with a suspected causal relationship to the study
intervention tha s after the end of the clinical study in a participant treated by him or
her, the investiga , without undue delay, report the SAE to the sponsor.

*Exception: In screening 1, only SAEs related to study procedures must be reported (AEs
do not require reporting). F@reening part 2 onwards - all AEs/SAEs must be reported.

8.3.2 Follow-up of AE@ SAE

8.3.2.1 Adverse Events After the 3( % ollow-up Period

For Pharmacovigilance purposes and charactgfization, any SAE of MDS/AML or new
primary malignancy occurring after the 304da g -up period should be reported to
AstraZeneca Patient Safety regardless of investige sessment of causality or knowledge

of the treatment arm. Investigators will be asked #fthe Fegular follow-up for overall
survival if the subject has developed MDS/AML or @ néW gmimary malignancy and prompted
to report any such cases. ‘ s

' arns of any SAE
CI6 reasonable

including sudden death of unknown cause, and he/she considers

S
possibility that the event is causally related to the investigational pro& investigator
should notify AstraZeneca, Patient Safety.

At any time after a subject has completed the study, if an inves

data cut off and/or post study completion then all SAEs must continue to be collecfed at

If participants who are gaining clinical benefit are allowed to continue studyQ/i ost
9

reported to Patient Safety within the usual timeframe.

Otherwise, after study treatment completion (ie, after any scheduled post treatment follow-o

period has ended) there is no obligation to actively report information on new AEs or SAEs /\
occurring in former study participants. This includes new AEs/SAEs in participants still being
followed up for survival but who have completed the post treatment follow-up period

(30 days).
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8.3.2.2 Follow-up of Unresolved Adverse Events

Any AEs that are unresolved at the participant’s last AE assessment in the study are followed
up by the investigator for as long as medically indicated, but without further recording in the
eCRF. AstraZeneca retains the right to request additional information for any participant with
& ongoing AE(s)/SAE(s) at the end of the study, if judged necessary.

3 Adverse Event Variables
lowing variables will be collected for each AE;

J batim).
e T hen the AE started and stopped.
o C(CTC and changes in CTCAE grade.

e  Whether the &rlous or not (Appendix B).

e Investigator cal8ality r: against the study intervention(s) (yes or no).
e Action taken with rf tudy intervention(s).

e  QOutcome. Of

In addition, the following variables wi Q ected for SAEs, if applicable:
e Date AE met criteria for SAE.
e Date investigator became aware of SAE?

e Seriousness criteria. /

e Date of hospitalization.

e Date of discharge.

e Probable cause of death.

e Date of death. ¢

e  Autopsy performed. /0
e (Causality assessment in relation to study procedure(s). O
e (Causality assessment to other medication. / :

e Description of AE.

highest attained CTC grade should be reported.

Severity of AE S O
For each episode of an adverse event, all changes to the CTCAE grade attained as well as the ﬁ

It is important to distinguish between serious and severe AEs. Severity is a measure of
intensity whereas seriousness is defined by the criteria in Appendix B 2. An AE of severe
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intensity need not necessarily be considered serious. For example, nausea that persists for
several hours may be considered severe nausea, but not an SAE unless it meets the criteria
shown in Appendix B 2. On the other hand, a stroke that results in only a limited degree of
disability may be considered a mild stroke but would be an SAE when it satisfies the criteria
shown in Appendix B 2.

rading scales found in the NCI-CTCAE (Version 5.0) will be utilized for all events with
igned CTCAE grading. For those events without assigned CTCAE grades, the

@\endation in the CTCAE criteria that converts mild, moderate, and severe events into

C A@de should be used. A copy of the CTCAE can be downloaded from the Cancer

a

Ther valtlation Program website (http://ctep.cancer.gov).

8.3.3 Causali

The investigator s assess causal relationship between study intervention and each AE,
and answer “yes” of" no” t question “Do you consider that there is a reasonable
possibility that the even e been caused by the investigational product?”’.

pllection

For SAEs, causal relationshi Iso be assessed for other medication and study
procedures. Note that for SAEs that cou associated with any study procedure the causal
relationship is implied as “yes”.

A guide to the interpretation of the causalit@osis found in Appendix B.

8.3.4 Adverse Events Based on Signs an

All AEs spontaneously reported by the participant offrepdrted in response to the open question
from the study site staft: “Have you had any health probl€ms since the previous visit/you were
last asked?”, or revealed by observation will be collected recogdedyin the eCRF. When
collecting AEs, the recording of diagnoses is preferred (when pg @ 0 §:cording a list of

signs and symptoms. However, if a diagnosis is known and ther¢ gr signs or symptoms
that are not generally part of the diagnosis, the diagnosis and each sig

0 ptom will be
recorded separately. O
8.3.5 Adverse Events Based on Examinations and Tests /

CSR.

and ECG abnormalities should therefore only be reported as AEs if they fulfil any of the SAE
criteria, are the reason for discontinuation of treatment with the study intervention or are

Deterioration as compared with baseline in protocol-mandated laboratory values, vital signo 5

considered to be clinically relevant as judged by the investigator (which may include but is not
limited to consideration as to whether treatment or non-planned visits were required or other
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action was taken with the study intervention, eg, dose adjustment or study intervention
interruption).

If deterioration in a laboratory value/vital sign is associated with clinical signs and symptom:s,
the sign or symptom will be reported as an AE and the associated laboratory result/vital sign
will be considered as additional information. Wherever possible the reporting investigator
he clinical, rather than the laboratory term (eg, anemia versus low hemoglobin value). In
ealsence of clinical signs or symptoms, clinically relevant deteriorations in non-mandated
ers should be reported as AE(s).

Detert@rati a laboratory value, which is unequivocally due to PD, should not be reported
as an AE/

Any new or aggra ﬁ nically relevant abnormal medical finding at a physical examination
as compared with'thefbaseling,assessment will be reported as an AE unless unequivocally
related to the disease unwy.

8.3.6 Hy’s Law wf
Cases where a participant showS elevati

evaluation and occurrences of AST o
need to be reported as SAEs. Please refer to
increases in liver biochemistry and evaluati

liver biochemistry may require further
x ULN together with TBL > 2 x ULN may
pendix D for further instruction on cases of

8.3.7 Disease Progression .

Disease progression can be considered as a worseni rticipant’s condition attributable
to the disease for which the study intervention is being stfidied; It may be an increase in the
the disease. The

7 cancer under study

development of new, or progression of existing metastasis to thg
should be considered as PD and not an AE. Events, which are unég

ocally due to PD,
should not be reported as an AE during the study. 0

8.3.8 New Cancers

The development of a new cancer should be regarded as an AE (see Section &.
generally meet at least one of the serious criteria (with the exception of some non-
skin cancers). New primary cancers are those that are not the primary reason for the
administration of study intervention and are identified after the participant’s inclusion i

study. They do not include metastases of the original cancer. Symptoms of metastasis or th

metastasis itself should not be reported as an AE/SAE, as they are considered to be disease /‘
progression. @

severity of the disease under study and/or increases in the ptom
D [}
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8.3.9 Lack of Efficacy

When there is deterioration in the cancer, for which the study treatment(s) is being used, there
may be uncertainty as to whether this is lack of efficacy or an AE. In such cases, unless the
Sponsor or the reporting physician considers that the study treatment contributed to the
deterioration of the condition, or local regulations state to the contrary, the deterioration

@yd be considered to be a lack of efficacy and not an AE.

Deaths

at occur during the study intervention period, or within the protocol-defined
followzu 10d after the administration of the last dose of study intervention, must be
reporte o) :

Death page. 1d not.be reported as an SAE.

e Death cl%g from PD should be documented in the eCRF in the Statement of

e  Where death is not du€(0r not clearly due) to PD under study, the AE causing the death
must be reported as an @ within 24 hours. It should also be documented in the
Statement of Death pagt WRF The report should contain a comment regarding the
co-involvement of PD, if a prop% should assign the main and contributory causes

of death.

e Deaths with an unknown cause should alvays be reported as an SAE and documented in
the Statement of Death page in the eCRF, ﬁry effort should be made to determine a

cause of death. A post-mortem may be h he gassessment of the cause of death,
and if performed, a copy of the post-mortem % Juld be forwarded to AstraZeneca
Patient Safety or its representative within the us ames.

Deaths occurring after the protocol-defined follow-up period aftes
last dose of study intervention should be documented in the Staf¢

administration of the
Reath page. If the

death occurred as a result of an event that started after the defined f period and the
event is considered to be due to a late-onset toxicity to study interve &\ it should also

be reported as an SAE.

8.3.11 Adverse Events of Special Interest /

Adverse Events of Special Interest are events of scientific and medical interest speQ

further understanding of olaparib’s safety profile and require close monitoring and rapi
communication by the investigators to AstraZeneca. An AESI can be serious or non—seriouo

All AESIs will be recorded in the eCRF. Serious AESIs will be recorded and reported as per

Section 8.3.13. @

Adverse Events of Special Interest for olaparib are the Important Identified Risk of
MDS/AML, the Important Potential Risk of new primary malignancy (other than MDS/AML)
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and the Potential Risk of pneumonitis.

A questionnaire will be sent to any investigator reporting an AESI, as an aid to provide further
detailed information on the event. During the study there may be other events identified as

AESIs that require the use of a questionnaire to help characterise the event and gain a better
@ understanding regarding the relationship between the event and study treatment.

a Safety Data to be Collected Following the Final Data Cutoff of the
Study

Fo @nt continuing to receive study treatment after the final DCO, AEs and SAEs will
be col % only SAEs will be reported. In addition, it is recommended that investigators
monitor t ant’s safety laboratory results periodically during treatment with study

treatment in gmyanage AEs, consistent with the dose modification guidelines for
management of stp ervention-related toxicities (see Section 6.6). All data after the final
ure

DCO and database ¢los e recorded in the participant notes but, with the exception of
SAEs, will not otherwisggbe

rted for the purposes of this study.
All SAEs that occur in partQ il receiving study treatment (or within the 30 days

following the last dose of study treatme er the final DCO must be reported as detailed in
Section 8.3.13.

8.3.13 Reporting of Serious AdvegSe

All SAEs have to be reported, whether or notCg

ched
intervention, or to the study procedure(s)”. All S! i

ausally related to the study
@&recorded in the eCRF.

*Exception: In screening part 1, only SAEs related to Stufly pupcedures must be reported.

If any SAE occurs in the course of the study, then investigators g site personnel inform
the appropriate AstraZeneca representatives within 1 day ie, immediatély, But no later than
24 hours from when he or she becomes aware of it. /

The designated AstraZeneca representative works with the investigator t c'thatall the
necessary information is provided to the AstraZeneca Patient Safety data en IMhin
1 calendar day of initial receipt for fatal and life-threatening events and withi ar

days of initial receipt for all other SAEs. &
For fatal or life-threatening AEs where important or relevant information is missing, act Q

follow-up is undertaken immediately. Investigators or other site personnel inform AstraZen: /‘
representatives of any follow-up information on a previously reported SAE within 1 calendar
day ie, immediately but no later than 24 hours from when he or she becomes aware of it.

Once the investigators or other site personnel indicate an AE is serious in the EDC system, an
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automated email alert is sent to the designated AstraZeneca representative.

If the EDC system is not available, then the investigator or other study site staff reports a SAE
to the appropriate AstraZeneca representative by telephone.

The AstraZeneca representative will advise the investigator/study site staff how to proceed.

@urther guidance on the definition of a SAE, see Appendix B.

geference document for definition of expectedness/listedness is the IB/prescribing
-@olaparib and the prescribing information for the active comparator product.

8.3.14

All pregnancies a @ il€omes of pregnancy with conception dates following the first date of
study intervention,*#Cludi gnancy in the partner of male participants, should be reported

to AstraZeneca.

8.3.14.1 Paternal ExpoO/
who intg

Non-sterilized male participant

ncy

childbearing potential should refrain
the duration of the study (from the time o
study intervention.

rgening) and for 3 months after the last dose of

Participants in the investigator’s choice of NH/ @ ‘de or abiraterone acetate) group
should follow the local Prescribing Information relati contraception, the time limits for
such precautions, and any additional restrictions for a

in'the investigator’s choice of
NHA (enzalutamide or abiraterone acetate) group.

Pregnancy of the participant’s partner is not considered to be a eyer, the outcome of
all pregnancies (spontaneous miscarriage, elective termination, ec f ancy, normal
birth, or congenital abnormality) occurring from the date of the first o&udy intervention
until 3 months after the last dose of study intervention should be follow ocumented
in the medical record and provided to the AstraZeneca Patient Safety data e sitg” Consent

from the partner must be obtained before the information is collected and repor
AstraZeneca.

Where a report of pregnancy is received, prior to obtaining information about the pregn

the investigator must obtain the consent of the participant’s partner. The local study team /‘
should adopt the Master Pregnant Partner Form in line with local procedures/requirements and
submit it to the relevant Regulatory Authority/IRBs/IECs prior to use. @
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8.3.15 Medication Error, Drug Abuse and Drug Misuse

8.3.15.1 Timelines

If an event of medication error, drug abuse, or drug misuse occurs during the study, then the
investigator or other site personnel informs the appropriate AstraZeneca representatives within
one calendar day, ie, immediately but no later than 24 hours of when they become aware of

:lcVant information is completed within one (initial fatal/life-threatening or follow-up
fatal/life-thseatening) or 5 (other serious initial and follow-up) calendar days if there is an

ignated AstraZeneca representative works with the investigator to ensure that all

SAE 1 with the event of medication error, drug abuse, or misuse (see Section 8.3.13)
and withi%s for all other events.

8.3.15.2 i ror

For the purposes @ clinical study a medication error is an unintended failure or mistake
in the treatment process WP or AstraZeneca NIMP that either causes harm to the
participant or has the po

i cause harm to the participant.
The full definition and exa S edication error can be found in Appendix B 4.

8.3.15.3 Drug Abuse &
Drug abuse is the persistent or sporadic inténtional, non-therapeutic excessive use of IMP or

AstraZeneca NIMP for a perceived reward gt desired,non-therapeutic effect.

The full definition and examples of drug abu @ found in Appendix B 4.
L 4
8.3.15.4 Drug Misuse %

Drug misuse is the intentional and inappropriate use
AstraZeneca NIMP for medicinal purposes outside of th

stugly participant) of IMP or

The full definition and examples of drug misuse can be found in Ap i

8.3.16 Reporting of Overdose O/

Refer to Section 6.8 for definition and treatment of overdose.

e An overdose with associated AEs is recorded as the AE diagnoses/symptoms;®

relevant AE modules in the eCRF and on the Overdose eCRF module.

e An overdose without associated symptoms is only reported on the Overdose eCRF O/‘
module. @

If an overdose on an IMP or AstraZeneca NIMP occurs in the course of the study, the
investigator or other site personnel inform appropriate AstraZeneca representatives
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immediately, but no later than 24 hours of when they become aware of it.

The designated AstraZeneca representative works with the investigator to ensure that all
relevant information is provided to the AstraZeneca Patient Safety data entry site within one
or 5 calendar days for overdoses associated with an SAE (see Section 8.3.13) and within
30 days for all other overdoses.

r_participants receiving investigator’s choice of NHA (enzalutamide or abiraterone acetate)
td the local Prescribing Information for treatment of cases of overdose. If any overdose is
a ith an AE or SAE, record the AE/SAE diagnosis or symptoms in the relevant AE
moduzs :nl f the eCRF.

8.4 K/@n Biological Samples
8.4.1 Pharé;y%netics
Pharmacokinetic pa am% not evaluated in this study.

8.4.2 Immunogeni@s ssments
dot

Immunogenicity parameters ar

evaluated in this study.
8.4.3 Pharmacodynamics Y 6

Pharmacodynamics parameters are not evalgfatedgn this study.

8.5 Human Biological Sample Bi /s ,

8.5.1 Collection of Mandatory Samples f ﬁ arker Analysis

Participant consent to the study includes participation in @ndatory biomarker assessment
components of the study.

Samples for biomarker assessment are required and will be colle om 4l participants in
this study as specified in the SoA (Section 1.3). /0

The provision of a FFPE tumor tissue sample during screening for central testi mandatory
in this study. Samples will be tested for BRCA1/2 gene mutation to evaluate their 3 @ tion
with the observed clinical responses to olaparib. If the test results indicate that the p#

cipa
has a qualifying mutation in the BRCA 1 or BRCAZ2 genes, the participant is eligible for®:

study. 0
Tumor tissue samples can be from either primary tumor (eg, transrectal biopsies or radical
prostatectomy specimen) or metastatic biopsy.

8.5.1.1 Mandatory Tumor Sample Collection

All samples will be tested for BRCA 1/2 mutations in a China based central laboratory for
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patient eligibility. No other local testing results, other commercially offered NGS analyses or
other pre-existing molecular test results are accepted.

FFPE tumor samples submitted to establish eligibility should be of sufficient quantity and
quality to allow for tBRCA testing. The detailed sample requirements are described in the
Laboratory Manual. Residual samples will be retained at the central testing laboratory to
rt potential Chinese regulatory filing or the development of companion diagnostic assays
. Consent for use of the FFPE samples for BRCA testing, future diagnostic development
latory filing is mandatory.

No fu@fch and exploratory biomarker analysis will be conducted. Remaining tissue

samples troyed or repatriated within one year of CSR.

For further de dling of Human Biological Samples, including storage, re-use and
destruction, refer pendix,C and the Laboratory Manual.

8.5.1.2 BRCA Mutatio ting of Tumor Biopsy Sample

The BRCA results must be @U rior to randomization. Therefore, a FFPE tumor sample
(meets the tissue requirements ﬁd inghe Laboratory Manual) will be submitted to a
China based central laboratory for B)%sﬁng. The tumor testing will be conducted
using a NGS assay based on DNA extract¢@from the provided FFPE tumor tissue. Only
participants with positive BRCA 1/2 mutatigiS (dgleterious or suspected deleterious) are
eligible for this study.

8.5.1.3 Collection, Analysis and Reporting ‘Samples

Tumor samples will be collected as detailed in the La anual. Participants must
consent to provide either archived FFPE samples, or a déjnovo tumag biopsy sample for
analysis. Consideration should be given to the potential benefit tg bject (should he be
eligible for study) in the context of the risk posed by the biopsy ditre#Tissue biopsy
sampling should be conducted in accordance with expert guidelines, % investigators
experienced in performing these sampling methods in appropriate cli i@ings. Samples
that meet the minimal requirement as specified in the Laboratory Manua @ﬁ edto a
central testing laboratory to determine BRCA 1/2 status.

If the initial testing is inconclusive due to technical test failure, a repeat may be ca @. if
additional sample is available and Human Genetics Resources approval has been obtai

use of the additional samples.

mutation status for subject eligibility assessment.

Upon successful testing, a report will be issued to sites including information of the BRCA / @
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8.6 Optional Genomics Initiative Sample

Optional Genomics Initiative research is not applicable in this study.

8.7 Medical Resource Utilization and Health Economics

Medical Resource Utilization and Health Economics parameters are not evaluated in this

STATISTICAL CONSIDERATIONS
Sta s@ es will be performed by AstraZeneca or its representatives.

A comprehen$ ﬂQ tatistical analysis plan (SAP) will be prepared prior to first subject
randomized and,anymsubsgquent amendments will be documented, with final amendments
completed prior t @ nding of the data.

All personnel involved be analysis of the study will remain blinded at aggregate level
until database lock and pro @ iolations identified. Prior to the database lock, any analysis
tasks being performed will uS€a y random scheme (Section 6.3).

9.1 Statistical Hypothes

The hypothesis of interest with regards to Wary endpoint, rPFS assessed by BICR per
e

RECIST 1.1 (soft tissue) and PCWG3 (bo i, is:

e HO: No difference between olaparib and in / Hoice of enzalutamide or
abiraterone acetate. /

e HI: Difference between olaparib and investigator c@f enzalutamide or abiraterone

acetate.
No formal testing of hypotheses will be performed as the stud Q
same trend of treatment effect in Chinese men as that shown in the P d study, and thus
@ regarded as
descriptive.

edto demonstrate the

no adjustment for multiplicity will be made and all p-values generated

9.2 Sample Size Determination /

Approximately 700 participants will be screened to achieve approximately 42 rand
assigned to study intervention. The primary rPFS analysis will be performed when

approximately 21 rPFS events have occurred (50% maturity). Assuming a true underlying O

rPFS HR of 0.35, exponentially distributed data and a median rPFS of 3.4 months on the /‘
investigator choice arm, this translates to a median rPFS of 9.7 months on the experimental @
arm ie a 6.3-month benefit. With 42 patients, the study will have >90% probability to

demonstrate the same trend of treatment effect (at least 50% retention of true HR, ie. HR
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<0.675) as that shown in the PROfound study.

With a recruitment period of approximately 17 months and a minimum follow-up period of
4 months assumed, it is anticipated that this analysis will be performed 21 months after the
@ first participant has been randomized, taking into account study dropout.

Populations for Analyses
lowing populations are defined:

Populati

Enrolled

Populations for Analysis

sis set | Description

All participants who sign the ICF.

Full analysis se 11 participants who are randomized in the study. The FAS will be used for all
the efficacy analyses, except for ORR, DoR and BoR. Treatment groups will be

cofipared on the basis of randomized study intervention, regardless of the

atgent actually received. Participants who were randomized but did not
stl receive study intervention are included in the analysis in the
treat to which they were randomized.
Evaluable for response All participants i AS, who have measurable disease at baseline per
(EFR) analysis set RECIST 1.1 cri surable disease will be defined using the BICR

assessment for anal
assessment data for an

of BICR data, as well as using the investigator
of investigator assessment. ORR, DoR and BoR will

Safety analysis set All participants who have atd@ast 1 dose of study intervention.

9.4 Statistical Analyses /Q
ill

The SAP will be finalized prior to first participant in and 1 ingltide
detailed description of the statistical analyses described in this g @
summary of the planned statistical analyses of the most importanteadpoi

; ts including primary
and key secondary endpoints.

9.4.1 General Considerations

a more technical and

his section is a

e For qualitative variables, the population size (N for sample size and n for ay#
and the percentage (of available data) for each class of the variable will be pré d
Quantitative variables will be summarized using descriptive statistics, including n,@

standard deviation (SD), median, minimum, and maximum values. Where appropriate;

assessments will be summarized by visit. /‘
e The number of participants who were screened, randomized to treatment, received

treatment and completed the study will be produced for each treatment group using the

full analysis set. A summary table of analysis sets will be produced. Demographic and
baseline characteristics will be summarized using the full analysis set.
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e In general, missing data will not be imputed. For the date variables of historical data (ie,
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 or day is missing, the value will be
imputed: month will be imputed with June; day will be imputed as 15th.

e The treatment comparison is olaparib versus investigator choice. Results of statistical
nalyses will be presented using corresponding 2-sided confidence intervals and 2-sided
w-values, where appropriate.

9.4.2 cacy

9.4.2.1
BICR REC

A BICR of radiol scans will be performed on all participants.

ation or Derivation of Tumor Response Variables
d PCWG3-based assessments

radiologists using RECIST d PCWG3, and will be adjudicated, if required. For each
participant, the BICR will de evoverall visit response data (complete response [CR],
partial response [PR], stable disease [S , Non-PD or not evaluable [NE]) and the
relevant scan dates for each time poiaf'(1 visits where response or progression is/is not
identified). Endpoints (rPFS, ORR, BoR, a@m)l{) will then be derived from the scan dates

All images will be collec @rally. The imaging scans will be reviewed by 2 independent

and overall visit responses.

Further details of the BICR will be documentezé/jo

ndent Review Charter.
t

Investigator RECIST 1.1 and PCWG3-based asses

S
All RECIST 1.1 and PCWGS3 assessments, whether scherr seheduled, will be
included in the calculations. This is also regardless of whether 3 @ nz discontinues study
intervention or receives another anticancer therapy.

sit response of

At each visit, participants will be programmatically assigned a RECISI@
are baseline and

CR, PR, SD, PD, or NE depending on the status of their disease comp
previous assessments. Bone lesions will be assessed by bone scan and will n:

of the
RECIST vl.1 malignant soft tissue assessment. Progression on a bone scan is i esing
PCWGS3. At each visit an overall assessment (Non-PD, PD or NE) of the bone lesio

progression should be recorded by the investigator. Baseline will be assessed within 28&

prior to randomization. O .

The visit responses for soft tissue (according to RECIST 1.1 criteria) and bone progression
status (according to PCWGS3 criteria) will be combined to give an overall radiological
objective visit response.
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The tumor response endpoints by investigator (rPFS, ORR, best observed response and DoR)
will then be derived from the scan dates and overall visit responses.

9.4.2.2 Primary Endpoint

9.4.2.2.1 Radiological Progression-Free Survival (rPFS)

Radiological progression-free survival is defined as the time from randomization to
jological progression (see Section 3), as assessed by BICR per RECIST version 1.1 (soft

ssuwe) and PCWG3 criteria (bone), or, death due to any cause (ie, date of event or censoring —
andomization + 1). The comparison will include all randomized participants, as

ran o@ regardless of whether the participant withdraws from randomized therapy, or

receiv f; anti-cancer therapy prior to progression. Participants who have not

progressedy(d i‘% d as CR, PR or SD by RECIST 1.1 for soft tissue disease, or non-PD for

bone disease & getion,8.1.2 and Appendix E) or died at the time of analysis will be

@ e latest date of assessment from their last evaluable RECIST 1.1 or

bone scan assessmefit. HW, if the participant progresses or dies after 2 or more

consecutive missed radi essments, the participant will be censored at the time of the
latest evaluable RECIST l.can assessment prior to the 2 missed visits.
If the participant has no evaluable VMS not have baseline data, they will be censored

at Day 1, unless they die within 2 visi line (in which case their date of death will be

censored at the tit

used). ;
The rPFS time will always be derived base sessment dates and not visit dates.

L 4
CT/MRI and bone scans contributing toward a partic JSit may be performed on different
dates. For BICR (RECIST 1.1 and PCWG3) assessm: efollowing rules will be applied:

1 The date of progression will be determined based on the earli fithe scan dates of the
component that triggered the progression for the adjudicaté@

the reviewer who read baseline first if there is no adjudication

2 When censoring a participant for rPFS, the participant will be cens the latest of the

dates contributing to a particular overall visit assessment. O/

The primary analysis will be based on the BICR of the radiological scans. A charte
BICR will be developed in advance of the start of study. There is no plan for BICR to 1 y

scans dated after the date of DCO for the primary analysis. There will be no need to re

confirmation of BICR PD after this time point, and the investigator-assessed radiographic O‘

progression will prevail.

Investigator-assessed radiographic progression

CT/MRI and bone scans contributing toward a particular visit may be performed on different
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dates. For investigator assessments, the following rules will be applied:

1 The date of progression will be determined based on the earliest of the dates of the
component that triggered the progression.

2 When censoring a participant for rPFS, the participant will be censored at the latest of the
dates contributing to a particular overall visit assessment.

n'the investigator is in doubt as to whether PD has occurred and therefore reassesses the
S Gater date, the date of the initial scan should be declared as the date of progression
e

if the tep fl\s confirm progression.
Analysis

The HR for Q stimated using a Cox Proportional Hazards Model (with ties=Efron
and the stratificat ariablesgprevious taxane [yes, no] and measurable disease [yes, no] as
covariates) and the 2-sidﬁvill be calculated using a profile likelihood approach. rPFS will
also be analyzed using a“st log rank test and a corresponding (descriptive) p-value will
be generated. If there are le f\PFS events within each stratum, then the levels of strata
will be collapsed until the minifium 5 evegfig criterion is achieved for the primary rPFS
endpoint. All analyses (secondary an@ll be conducted in accordance with the
corresponding final pooling strategy. Further details of the pre-defined pooling strategy
indicating the order in which the levels of sfratug#widl be collapsed will be documented in the
SAP. Stratification variables will be define to data from the [IVRS/IWRS.

L 4
The HR (olaparib vs. investigator choice) together w/ corresponding 95% CI and p-value

(from the log-rank test) will be presented (a HR less t n@ favor olaparib).

Any participants mis-stratified in the [IVRS/IWRS will be includ stratified log-rank
test using the baseline data collected in the IVRS/IWRS. S

A Kaplan-Meier (KM) plot of rPFS will be presented by treatment g | maries of the
number and percentage of participants experiencing a progression or de and the type

of event (RECIST 1.1 or bone progression or death) will be provided along With 1an rPFS
for each treatment arm.

The assumption of proportionality will be assessed. Note that in the presence of non- 0
proportionality, the HR will be interpreted as an average HR over the observed extent 0

follow-up. Proportionality will be tested firstly by producing plots of complementary log-1

(event times) versus log (time) and, if these raise concerns, a time dependent covariate would /‘

be fitted to assess the extent to which this represents random variation. @
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The primary analysis will be based on the BICR assessment of rPFS using all scans regardless
of whether they were scheduled or not.

The estimated rPFS rates at 6-monthly intervals from randomization will be summarized
@ (using the KM curve) and presented by treatment group.

sgmsitivity analysis based on the programmatically derived rPFS based on investigator
‘ded assessments will be performed. Further sensitivity analyses to explore the robustness
rimary rPFS endpoint will be documented in the SAP.

9.4.2.3  Secondary Endpoint(s) O
9.4.2.3.1 Confirmed Objective Response Rate (ORR) /‘
For the secondary endpoint ORR assessed by BICR (RECIST 1.1 and PCWG3), analysis will @

be based on the EFR analysis set. A responder will be any subject with a confirmed best
overall response of PR or CR in their soft tissue disease assessed by RECIST 1.1, in the
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absence of progression on bone scan assessed by PCWG3. A subject will be classified as a
responder if the RECIST 1.1 criteria for a CR or PR are satisfied (as well as the absence of
confirmed progression on bone scan assessed by PCWG3) at any time up to and including the
defined analysis cut-off point. For each treatment group, the ORR is the number of
participants with a CR or PR divided by the number of participants in the treatment group in
the EFR analysis set.

dditionally, analyses will also be performed on ORR assessed by investigator.

A methods
ORR Wwilbb essed based on BICR assessed RECIST and bone scan data (using all scans
regardless@f, er they were scheduled or not) using the EFR analysis set. ORR will be

auib and investigator choice using a logistic regression model adjusting
for the stratificati able, previous taxane (yes, no). The results of the analysis will be
presented in terms of an odwtio (an odds ratio greater than 1 will favor olaparib) together
with its associated profi

ikelihood 95% CI (eg, using the option ‘LRCI’ in SAS procedure
GENMOD) and p-value (b \@ wice the change in log-likelihood resulting from the
ﬂe Ri

addition of a treatment factor to odel).
If there are not enough responses for gful analysis using logistic regression then a

Fisher’s exact test using mid p-values will begresented. The mid-p-value modification of the
Fisher’s exact test amounts to subtracting Ralf robability of the observed table from

Fisher’s exact test mid p-value = Two sided p-value

Fisher's p-value.
.
/ Table probability

Summaries will be produced that present the number and perce < pagticipants with a
tumor response (CR/PR) per BICR and investigator assessment. /

For each treatment arm, BoR will be summarized by n (%) for each cat% PR, SD, PD

and NE). No formal statistical analyses are planned for BoR.

9.4.2.3.2  Overall Survival

OS is defined as the time from the date of randomization until death due to any caus¢.

comparison will include all randomized participants, as randomized, regardless of whe

participant withdraws from randomized therapy or receives another anti-cancer therapy. An

participant not known to have died at the time of analysis will be censored based on the last /‘
recorded date on which the participant was known to be alive. Note: Survival calls will be @
made in the week following the date of DCO for the analysis. If participants are confirmed to

be alive or if the death date is after the DCO date, then these participants will be censored at
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the date of DCO. See Section 7.2 and Section 7.3 for methods that can be used to determine
status of participants who withdraw consent or are lost to follow-up.

Analysis Methods
OS will be analyzed at the time of the primary analysis of rPFS with approximately 29%

maturity expected at this point, and an OS analysis will also be performed with approximately
ents (60% maturity) estimated to occur at approximately 37 months after first subject

and@®wized in the study. OS will be analyzed using the same methodology specified for rPFS,
1. aclo 'fnce with the pooling strategy. The p-value will be based on the stratified log-rank
test'and H

95% CI will be based on the Cox model.
Kaplan- will be presented by treatment group. Summaries of the number and

percentage o d those alive and censored will be provided along with median time to

death for each tr arm.

9.4.2.3.3 Time to First Symptomati 2l —Related Event (SSRE)
Time from randomization to first symptomatigyskeletal-related event as defined by any of the
following or a combination: 0

e Use of radiation therapy to prevent or 1‘elieée symptoms.
e Occurrence of new symptomatic pathological b %c res (vertebral or non-vertebral).
Radiologic documentation is required.
i)

e Occurrence of spinal cord compression. Radiologic 1en required.
e  Orthopedic surgical intervention for bone metastasis. *

Participants who have not experienced any of the above conditions wil@ifred at time of

death, or time of analysis if the subject is living. /
Analysis Methods

Time to SSRE will be analyzed using the same methods as in the analysis of the pr

95% CI will be based on the Cox model.

endpoint rPFS, in accordance with the pooling strategy. The p-value will be based on t
stratified log-rank test using previous taxane use and measurable disease as strata and HR afid .

A KM plot of time to SSRE will be presented by treatment group. Summaries of the number
and percentage of participants with symptomatic skeletal related events and those who are
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censored will be provided along with median time to symptomatic skeletal related events for
each treatment arm.

9.4.2.3.4  Duration of Response
Duration of response (DoR) will be defined as the time from the date of first documented
confirmed response (by BICR using RECIST 1.1 and PCWG3) until date of documented

yession (by BICR) or death in the absence of disease progression.
'@ of response should coincide with the date of progression or death from any cause

u rPFS endpoint. The time of the initial response will be defined as the latest of the
dates €ontribfifing towards the first visit response of PR or CR. If a subject does not progress
following @t se, then their duration of response will use the rPFS censoring date as the

date at whichith:
randomization to fl

bject is censored for DoR. The time to response is the time from
$t onset of an objective tumor response.

Analysis Methods
Descriptive data will be for the duration of response in responding participants,
including the associated ot ﬁwithout any formal comparison of or p-value attached).

9.4.2.3.5 Time to Opiate Use for Car

Time to opiate use is defined as the time fromgandomization to the date of opiate use for

cancer-related pain on participants who ha ecgived any opiates at baseline. Participants

Analysis Methods /Q
r

Time to opiate use will be analyzed at the time of the pri

PF alysis using the same
methods as in the analysis of rPFS, in accordance with the poolj @ gy. The p-value will
be based on the stratified log-rank test and HR and 95% CI willbg base $h the Cox model.

A KM plot of time to opiate use will be presented by treatment group[@ries of the
lo

number and percentage of participants using opiates will be provided a @ne jan time
to opiate use for each treatment arm.

9.4.2.3.6  Prostate Specific Antigen Response
Prostate Specific Antigen (PSA) response is defined as the proportion of participants 0

achieving a >50% decrease in PSA from baseline to the lowest post-baseline PSA result,

confirmed by a second consecutive PSA assessment at least 3 weeks later. O/\

e A subject will be regarded as having a single PSA visit response if their PSA level at any @
post-dose visit is reduced by 50% or more compared with baseline.
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e A subject will be regarded as having a confirmed PSA response if they have a reduction
in PSA level of 50% or more compared with baseline that is confirmed at the next
assessment at least 3 weeks later (ie, decrease relative to baseline of at least 50%
documented on 2 consecutive occasions at least 3 weeks apart).

nse will be presented with 95% Cls. Best PSA percentage change from baseline and
ge change at 12 weeks will be summarized as continuous variables using descriptive

S CI will be graphically displayed using waterfall plots.
3

9.4.2.3. &om Randomization to Second Progression or Death (PFS2)

@ Analysis Methods
@ﬂrtion of participants achieving a PSA response and participants with a confirmed PSA

Defined as't from randomization to investigator-assessed objective radiological

progression o e@eatmem or death from any cause.

Analysis Methods

Time from randomizatiof td progression or death will be analyzed using the same
methods as in the analysis O accordance with the pooling strategy. The p-value will
be based on the stratified log raftk test an, R and 95% CI will be based on the Cox model.

A KM plot of time to second progresSion ath will be presented by treatment group.
Summaries of the number and percentage offparticipants with second progression or death and
those who are censored will be provided al i edlan time to second progression or
death for each treatment arm.

9.4.3 Safety
Safety analyses will be performed using the safety analy t. Safety data will be presented
using descriptive statistics unless otherwise specified.
4
Safety profiles will be assessed in terms of AEs, vital signs (inclu d pulse rate),

laboratory data (clinical chemistry and hematology), and physical examanati

Summaries will be presented for scheduled visits only. Any unscheduled as@/ will be

listed. o
In general, the baseline value for statistical analysis is the last non-missing value prior to O

Baseline
administration of the first dose of study intervention. Details will be described in the SAP.

Additional tables, figures, or listings may be produced to aid interpretation. Further details of
summaries of the safety data will be provided in the SAP.
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9.4.3.1 Adverse Events

An AE is the appearance of or worsening of any pre-existing condition, undesirable sign(s),
symptom(s), or medical condition(s) occurring after signing the informed consent. AEs will be
grouped separately as AE onset before and after first dose of study drug.

Any AE commencing (or worsening) on the same day as the first dose of study treatment, will
sumed to occur after study treatment has been administered. A treatment emergent AE
) will therefore be defined as an AE with the start date on or after the first dose date,
o and including the 30-day (+ 7 days) follow-up visit after discontinuation of study

g coded using the most recent version of the Medical Dictionary for
VledDRA) that will have been released for execution at AZ/designee.

AEs will be presented fo eatment group by System Organ Class (SOC) and/or
preferred term (PT) coveri ber and percentage of participants reporting at least one
event and number of events Whe ropriate.

AEs occurring prior to start of study in \@ on and treatment emergent AEs will be

presented separately.
An overview of AEs will present for each t

participants with any AE, AEs with outcome of¥%

group the number and percentage of
sgffoys AEs, and AEs leading to

discontinuation of study intervention, as well as A adihg to study intervention dose
interruptions and AEs leading to study intervention d ugtion as well as the number of
individual occurrences in those categories.

Separate AE tables will be provided taking into consideration réla p @s assessed by the
investigator, intensity by CTC grading, seriousness, death and eve ‘f to
discontinuation of study intervention as well as other action taken re t&udy treatment
and other significant AEs (OAEs). O

An additional table will present number and percentage of participants with mo/ n
AEs. Most common (eg, frequency of >x%, >x%) will be defined in the SAP.

serious AEs, and AEs leading to discontinuation of study intervention.

An AE listing for the safety analysis set will cover details for each individual AE.

Key subject information will be presented for participants with AEs with outcome of d@,:

Full details of AE analyses will be provided in the SAP.
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9.4.3.2 Other Significant Adverse Events (OAE)
During the evaluation of the AE data, an AstraZeneca or designated CRO medically qualified
expert will review the list of AEs that were not reported as SAEs and adverse events leading
to discontinuation (DAEs). Based on the expert’s judgement, significant AEs of particular
clinical importance may, after consultation with the Global Subject Safety Physician, be
onsidered OAEs and reported as such in the CSR. A similar review of laboratory/vital
S/ECG data will be performed for identification of OAEs.

@es of these are marked hematological and other laboratory abnormalities, and certain
ev @ea to intervention (other than those already classified as serious), dose reduction
or signifiea ditional treatment.

Analysis M

Refer to Section

9.4.3.3 ConcomitangMedications
Concomitant medications @ classified according to the current version of the WHO Drug
Dictionary.

Concomitant medications will be cla@her:
e Concomitant medications starting prio@t
e Concomitant medications starting on or afte dosge date (on study). Medications that
start on the same day as the first dose of stu. %m will be assumed to occur after
ific

study treatment has been administered and be ¢ %é on-study.

se (pre-study)

Analysis Methods

Concomitant medications will be summarized by the coded ter fiber of participants
receiving a medication will be summarized by treatment group. A mediCaten taken from the
start of the screening part 2 and onwards is considered concomitant. A sufjcet 1s only counted

once if receiving the medication more than once. O/

Disallowed medications will be listed. O

9.4.3.4 Compliance and Exposure &

Study drug exposure (days) will be defined as time from first dose of olaparib to last dos&

Exposure to investigator choice will be calculated in the same way. /‘

Exposure will be defined as: @

Last dose date — first dose date + 1.
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If the last dose date is unknown, the soonest available date afterwards where it is confirmed
that no drug is being taken will be used instead.

Percentage compliance will be defined as:

{(No. tablets dispensed in period — no. tablets returned from period)/ (no. days of study drug
ure in period * expected tablets per day)} * 100%

repexpected tablets per day will take into account once daily or bid dosing.

Ov a@ iance may be calculated over various periods if the dose has been modified, to
take in t the differing expected tablets per day or the protocol-specified dose
interrupti s@ed doses will not be adjusted for; the overall compliance will be reduced.

Analysis Metho

Listings and summaries Wure and compliance will be produced for olaparib and
investigator’s choice.

by treatment.

The number of participants W;Wntiniied study drug, and the reasons, will be summarized

9.4.3.5 Other Safety Data
Laboratory data
Laboratory data (clinical chemistry and hemato illde summarized. Shift tables will be

provided for select tests, where shift from baselin ‘rst value within the study will be
summarized. Laboratory data outside the reference ragé@be indicated.

Vital signs
Vital signs, including BP (mmHg), body temperature (°C) and Wg g)gwill be
summarized at baseline. The baseline value is the last pre-dose ass¢ MS

The remaining safety variables will be presented using summary statisti titative data
and frequency counts for qualitative parameters.

9.5 Interim Analyses O

No interim analysis for rPFS prior to the primary analysis will be performed. An OS ai@
will be performed at the time of the primary rPFS analysis and at a later OS DCO when 1t'1
expected that 25 OS events have occurred (60% maturity), it is anticipated that this OS

analysis could be performed at approximately 37 months after the first participant has been 4
randomized.

Additional analyses of rPFS and/or OS may be performed to meet Regulatory Agency
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requests, as required.

9.6 Independent Data Monitoring Committee
Not applicable.
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL
CONSIDERATIONS
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Appendix A Regulatory, Ethical, and Study Oversight Considerations

Al

Q

Regulatory and Ethical Considerations

This study will be conducted in accordance with the protocol and with the following:

— Consensus ethical principles derived from international guidelines including the

Sciences International Ethical Guidelines

O Declaration of Helsinki and Council for International Organizations of Medical

Applicable ICH GCP Guidelines

— 4 Applicable laws and regulations
T protocol amendments, ICF, IB, and other relevant documents (eg,

) must be submitted to an IRB/IEC by the investigator and reviewed and
EC before the study is initiated.

Any amendn o th tocol will require IRB/IEC and applicable Regulatory
Authority approval b implementation of changes made to the study design, except
for changes necessary 9 elihinate an immediate hazard to study participants.

AstraZeneca will be resp@ Iﬁor obtaining the required authorizations to conduct the

study from the concerned Regulator thority. This responsibility may be delegated to a
Contract Research Organization it®he a¢countability remains with AstraZeneca.

Regulatory Reporting Requirements for'Seri dverse Events

Prompt notification by the investigator to sef of a SAE is essential so that legal
obligations and ethical responsibilities towards ty of participants and the safety of

a study intervention under clinical investigation a @
The sponsor has a legal responsibility to notify both the*local

other regulatory agencies about the safety of a study intervg @
investigation. The sponsor will comply with country-specifityeg

r‘y requirements
relating to safety reporting to the regulatory authority, IRB/IEC,X stigators.
For all studies except those utilising medical devices investigator sm ts must be
prepared for suspected unexpected serious adverse reactions according o 1o gulatory
requirements and sponsor policy and forwarded to investigators as necessagy. Q

atory authority and

der clinical

An investigator who receives an investigator safety report describing a SAE o T,
specific safety information (eg, summary or listing of SAEs) from the sponsor wil@w
and then file it along with the IB and will notify the IRB/IEC, if appropriate according

local requirements. O/\
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Regulatory Reporting Requirements for Serious Breaches

e Prompt notification by the investigator to AstraZeneca of any (potential) serious breach of
the protocol or regulations is essential so that legal and ethical obligations are met.

— A ‘serious breach’ means a breach likely to affect to a significant degree the safety
and rights of a participant or the reliability and robustness of the data generated in the
clinical study.

any (potential) serious breach occurs in the course of the study, investigators or other
personnel will inform the appropriate AstraZeneca representatives immediately after

@e comes aware of it.
o In'eett ions/countries, AstraZeneca has a legal responsibility to notify both the local

regul ority and other regulatory agencies about such breaches.
— Astra il comply with country-specific regulatory requirements relating to
serious b reporting to the regulatory authority, IRB/IEC, and investigators. If

EU Clinical Tria gulation 536/2014 applies, AstraZeneca is required to enter
details of serio es into the European Medicines Agency (EMA) Clinical
Trial Information § &T1S). It is important to note that redacted versions of

serious breach reports Will be available to the public via CTIS.
e The investigator should have a p lace to ensure that:
o The site staff or service provides§ delegated by the investigator/institution are
able to identify the occurrencélof @(peftential) serious breach

e A (potential) serious breach is promptly re @ 0 t‘raZeneca or delegated party,
through the contacts (email address or telephone }er) provided by AstraZeneca.

A2 Financial Disclosure

Investigators and sub-investigators will provide the sponsor wit nt, accurate financial
information as requested to allow the sponsor to submit complé cugate financial
certification or disclosure statements to the appropriate regulatory at s. Investigators

are responsible for providing information on financial interests during
and for 1 year after completion of the study.

A3 Informed Consent Process /

e The investigator or his/her representative will explain the nature of the study toQ

participant or his legally authorized representative and answer all questions regard&o

study.

refuse to participate and may withdraw their consent at any time and for any reason
during the study. Participants or their legally authorized representative will be required to
sign a statement of informed consent that meets the requirements of 21 Code of Federal

e Participants must be informed that their participation is voluntary and they are free to / @
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Regulations 50, local regulations, ICH guidelines, Health Insurance Portability and
Accountability Act requirements, where applicable, and the IRB/IEC or study centre.

The medical record must include a statement that written informed consent was obtained
before the participant was enroled in the study and the date the written consent was
@ obtained. The authorized person obtaining the informed consent must also sign the ICF.

articipants must be re-consented to the most current version of the ICF(s) during their

articipation in the study.

opy of the ICF(s) must be provided to the participant or the participant’s legally
orized representative.

Participan Qe rescreened are required to sign a new ICF.The ICF will contain a separate
a

section that documents the collection and use of any mandatory human

biological sampl investigator or authorized designee will explain to each participant the
objectives of the analysis t. done on the samples and any potential future use. Participants
may withdraw their consén time and for any reason during the retention period.

A4 Data Protection/‘

e Participants will be assigned a uni@ .Q tifier by the sponsor. Any participant records or
datasets that are transferred to the sponsgwwill contain the identifier only; participant
names or any information which would'mak€ thé participant identifiable will not be
transferred.

e The participant must be informed that his p f -related data will be used by the
sponsor in accordance with local data protectio . level of disclosure and use of
their data must also be explained to the participant il the thformed consent.

amined by Clinical

ed by the sponsor, by
rw rities.

e The participant must be informed that his medical records
Quality Assurance auditors or other authorized personnel &
appropriate IRB/IEC members, and by inspectors from regulat

The participant’s samples will not be used for any purpose other than those ib€d in the

study protocol. O
AS Committees Structure 0

The safety of all AstraZeneca clinical studies is closely monitored on an on-going basis by
AstraZeneca representatives in consultation with Patient Safety. Issues identified will be
addressed; for instance, this could involve amendments to the CSP and letters to investigators. @

A6 Dissemination of Clinical Study Data
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Any results both technical and lay summaries for this trial, will be submitted to EU CTIS
within a year from global End of Trial Date in all participating countries, due to scientific
reasons, as otherwise statistical analysis is not relevant.
Any results both technical and lay summaries for this trial, will be submitted to EU CTIS
within a half a year from global End of Trial Date in all participating countries, due to
scientific reasons, as otherwise statistical analysis is not relevant.

scription of this clinical study will be available on
trazenecagrouptrials.pharmacm.com and http://www.clinicaltrials.gov as will the
of the main study results when they are available. The clinical study and/or

%n study results may also be available on other websites according to the

Su

regula e countries in which the main study is conducted.

A7 lity Assurance

e All participa a relati
to AstraZeneca or desi

to the study will be recorded on the eCRF unless transmitted
e electronically (eg, laboratory data). The investigator is

—_

responsible for veri data entries are accurate and correct by physically or

electronically signing t

e The investigator must maintain acc documentation (source data) that supports the
information entered in the eCRF,

e The investigator must permit study-rel monitoring, audits, IRB/IEC review, and
regulatory agency inspections and pro reét access to source data documents.

e Monitoring details describing strategy, inc iiion of study-critical data items
and processes (eg, risk-based initiatives in oper nd quality such as Risk
Management and Mitigation Strategies and Analy@(-Based Monitoring), methods,
responsibilities and requirements, including handlin noncongpliance issues and
monitoring techniques (central, remote, or on-site monitori ncluded in the
Monitoring Plan.

e AstraZeneca or designee is responsible for medical oversight throffg
the study which includes clinical reviews of study data in accordan
approved protocol. Monitoring details describing clinical reviews of st
medical perspective are included in more detail in the Study Level Medi
Plan.

e AstraZeneca or designee is responsible for the data management of this study inc \@
quality checking of the data.

e AstraZeneca assumes accountability for actions delegated to other individuals (eg, O/\

CROs).

e  Study monitors will perform ongoing source data verification as per the @
Monitoring Plan(s) to confirm that data entered into the eCRF by authorized site
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personnel are accurate, complete, and verifiable from source documents; that the safety
and rights of participants are being protected; and that the study is being conducted in
accordance with the currently approved protocol and any other study agreements, I[CH
GCP, and all applicable regulatory requirements.

e Records and documents, including signed ICFs, pertaining to the conduct of this study
@ ust be retained by the investigator as required by local regulations, according to the
AstraZeneca Global retention and Disposal (GRAD) Schedule. No records may be
troyed during the retention period without the written approval of AstraZeneca. No
C may be transferred to another location or party without written notification to

tra fa.

A8 ocuments

e Source docu proﬁevidence for the existence of the participant and substantiate
a 1

the integrity of the d lected. Source documents are filed at the investigator’s site.
e Data reported on the e entered in the eCRF that are transcribed from source
documents must be con h the source documents or the discrepancies must be

explained. The investigator may ne equest previous medical records or transfer
records, depending on the study, ent medical records must be available.

e Definition of what constitutes source d
All information in original records an
findings, observations, or other activities 1

can be found in the Clinical Study Agreement.
ified’copies of original records of clinical

@m calgstudy necessary for the
reconstruction and evaluation of the study arésde £ source documents. Source data
are contained in source documents (original recor tified copies).

C

A9 Study and Site Start and Closure "

The study start date is the date on which the clinical study will be % ecruitment of
participants. &

The first act of recruitment is the first site open and will be the study start d@

The sponsor designee reserves the right to close the study site or terminate the stud @ ]
time for any reason at the sole discretion of the sponsor. Study sites will be closed upo
completion. A study site is considered closed when all required documents and study s €
have been collected and a study-site closure visit has been performed.

The investigator may initiate study-site closure at any time, provided there is reasonable cause @
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the sponsor or investigator may include but are

CONFIDENTIAL AND PROPRIETARY 103 of 151



Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

not limited to:

i

the applic

Failure of the investigator to comply with the protocol, the requirements of the IRB/IEC
or local health authorities, the sponsor’s procedures, or GCP guidelines

Inadequate recruitment of participants by the investigator

iscontinuation of further study intervention development

e Study is prematurely terminated or suspended, the sponsor shall promptly inform the
s, the IECs/IRBs, the regulatory authorities, and any Contract Research

Orga ati{ used in the study of the reason for termination or suspension, as specified by
a

and shoul

@atory requirements. The investigator shall promptly inform the participants

ropriate participant therapy and/or follow-up.
Participants from&ed sites will have the opportunity to be transferred to another site to
continue the study. f

A 10 Publication

The results of this study mg be pu d or presented at scientific meetings. If this is
foreseen, the investigator agrees all manuscripts or abstracts to the sponsor
before submission. This allows the sponsgr to protect proprietary information and to

provide comments.

The sponsor will comply with the requir

accordance with standard editorial and ethic cg,the sponsor will generally support

publication of multicenter studies only in their énti mnot as individual site data. In
ed

r pablication of study results. In

this case, a co-ordinating investigator will be design mutual agreement.

Authorship will be determined by mutual agreement and in Li International

Committee of Medical Journal Editors authorship require
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Appendix B Adverse Events: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

B1 Definition of Adverse Events

An AE is the development of any untoward medical occurrence (other than progression of the
alignancy under evaluation) in a participant or clinical study participant administered a
y intervention and which does not necessarily have a causal relationship with this
ent. An AE can therefore be any unfavourable and unintended sign (eg, an abnormal
labotatory finding), symptom (for example nausea, chest pain), or disease temporally
associgted withwthe use of a medicinal product, whether or not considered related to the study

interve

cgdotg include both serious and non-serious AEs and can include a
m@’ isting medical occurrence. An AE may occur at any time, including
run-in or washout pe€riods, if no study intervention has been administered.

B2 Definitions ous Adverse Event

An SAE is an AE occurring du@y study phase (ie, run-in, treatment, washout,
follow-up), that fulfils one or more of v@ pwing criteria:

The term A
deterioration of a

e Results in death.
e [s immediately life-threatening.
e Requires in-participant hospitalization or pr fl’f existing hospitalization.

e Results in persistent or significant disability or ific i
e Is a congenital abnormality or birth defect.

e Is an important medical event that may jeopardise the partici may require medical
treatment to prevent one of the outcomes listed above. /‘
AEs for malignant tumors reported during a study should generally b sed as Serious

AEs. If no other seriousness criteria apply, the “Important Medical Event™ cfteri
used. In certain situations, however, medical judgment on an individual even i
applied to clarify that the malignant tumor event should be assessed and reporte a
Non-Serious AE. For example, if the tumor is included as medical history and prog#essi
occurs during the study, but the progression does not change treatment and/or prognosi
malignant tumor, the AE may not fulfil the attributes for being assessed as serious, althoug
reporting of the progression of the malignant tumor as an AE is valid and should occur. Also,

some types of malignant tumors, which do not spread remotely after a routine treatment that
does not require hospitalization, may be assessed as Non-Serious; examples in adults include
Stage 1 basal cell carcinoma and Stage 1A1 cervical cancer removed via cone biopsy.
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The above instruction applies only when the malignant tumor event in question is a new

malignant tumor (ie, it is nof the tumor for which entry into the study is a criterion and that is

being treated by the study intervention under study and is not the development of new or

progression of existing metastasis to the tumor under study). Malignant tumors that — as part

of normal, if rare, progression — undergo transformation (eg, Richter’s transformation of B cell

chronic lymphocytic leukemia into diffuse large B cell lymphoma) should not be considered a
malignant tumor.

eatening

“Li e@ ipg” means that the participant was at immediate risk of death from the AE as it

occurr 1S suspected that use or continued use of the product would result in the

participan
severe form 1

“Life-threatening” does not mean that had an AE occurred in a more
aused death (eg, hepatitis that resolved without hepatic failure).

Hospitalization

Outpatient treatment in A @ncy room is not in itself a SAE, although the reasons for it

may be (eg, bronchospasm edema). Hospital admissions and/or surgical operations
planned before or during a studyfare not cansidered AEs if the illness or disease existed before
the participant was enroled in the stued that it did not deteriorate in an unexpected

way during the study.

Important Medical Event or Medical Treat

Medical and scientific judgment should be exeré
situations where important medical events may no ediately life-threatening or result in
death, hospitalization, disability or incapacity but maydfe ise the participant or may
require medical treatment to prevent one or more outcm@ed ingthe definition of serious.
These should usually be considered as serious.

gling whether a case is serious in
O

judgment must be used.

e Angioedema not severe enough to require intubation but requiring IV h@f

treatment

4
Simply stopping the suspect drug does not mean that it is an impo fg:'cal event; medical
one

e Hepatotoxicity caused by paracetamol (acetaminophen) overdose requiring tr
N-acetylcysteine

e Intensive treatment in an emergency room or at home for allergic bronchospasm

th
e Blood dyscrasias (eg, neutropenia or anemia requiring blood transfusion, etc.) or : / IS

convulsions that do not result in hospitalization

e Development of drug dependency or drug abuse
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Intensity Rating Scale

The grading scales found in the revised NCI-CTCAE latest version 5.0 will be utilized for all
events with an assigned CTCAE grading. For those events without assigned CTCAE grades,
the recommendation in the CTCAE criteria that converts mild, moderate and severe events
@ into CTCAE grades should be used. A copy of the CTCAE can be downloaded from the

ancer Therapy Evaluation Program website (http://ctep.cancer.gov). The applicable version
TCAE should be described clearly.

@i\ isode of an adverse event, all changes to the CTCAE grade attained as well as the
highegt att CTC grade should be reported.

It is impo f% istinguish between serious and severe AEs. Severity is a measure of
intensity Wh emiQusiess is defined by the criteria in Appendix B 2. An AE of severe
intensity need no @ sSarily be considered serious. For example, nausea that persists for
several hours may b€ consi severe nausea, but not a SAE unless it meets the criteria
shown in Appendix B 2.ﬁ other hand, a stroke that results in only a limited degree of
disability may be considerl stroke but would be a SAE when it satisfies the criteria
shown in Appendix B 2. }

B3 A Guide to Interpre@ Causality Question

When making an assessment of causality cogiSides the following factors when deciding if there

is a “reasonable possibility” that an AE ma é caused by the drug.

e Time Course. Exposure to suspect drug. Has ti i?)ant actually received the suspect
drug? Did the AE occur in a reasonable tempora J ip to the administration of the
suspect drug?

e Consistency with known drug profile. Was the AE consiste v@ e previous
knowledge of the suspect drug (pharmacology and toxicolo 85 of the same
pharmacological class? Or could the AE be anticipated from its phé ological
properties?

e De-challenge experience. Did the AE resolve or improve on stopping 0@}&6 dose

of the suspect drug?

e No alternative cause. The AE cannot be reasonably explained by another aetid @
as the underlying disease, other drugs, other host or environmental factors.

e Re-challenge experience. Did the AE reoccur if the suspected drug was reintroduced a
having been stopped? AstraZeneca would not normally recommend or support a /\
rechallenge.

e Laboratory tests. A specific laboratory investigation (if performed) has confirmed the @
relationship.
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In difficult cases, other factors could be considered such as:

e Is this a recognized feature of overdose of the drug?

@ e s there a known mechanism?

ality of “related” is made if following a review of the relevant data, there is evidence for
“r€agonable possibility” of a causal relationship for the individual case. The expression
able possibility” of a causal relationship is meant to convey, in general, that there are
id or arguments to suggest a causal relationship.

The causa
information

dssment is performed based on the available data including enough
informed judgment. With no available facts or arguments to suggest a

causal relationshi gievent(s) will be assessed as “not related”.

Causal relationship in cagg® where the disease under study has deteriorated due to lack of
effect should be classified d$ easonable possibility.

Medication Error

B4 Medication Err%use, and Drug Misuse

error 1s an unintended failure or mistake in
NIMP that either causes harm to the

@ ti 3nt.

A medication error is not lack of efficacy of the drug, % r a human or process related
failure while the drug is in control of the study site staff @r patticipant.

For the purposes of this clinical study a mediCati
the treatment process for an IMP or AstraZ
participant or has the potential to cause harm to

Medication error includes situations where an error: .

e  Occurred /
e  Was identified and participant received the drug

¢ Did not occur, but circumstances were recognised that could have led tQ/

e Dispensing error, eg, medication prepared incorrectly, even if it was not actually given /\
the participant

Examples of events to be reported in clinical studies as medication errors:

e Drug name confusion

e Drug not administered as indicated, eg, wrong route or wrong site of administration G:
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e Drug not taken as indicated, eg, tablet dissolved in water when it should be taken as a
solid tablet

e Drug not stored as instructed, eg, kept in the refridgerator when it should be at room
temperature

e  Wrong participant received the medication (excluding IRT/RTSM errors)

S m rong drug administered to participant (excluding IRT/RTSM errors)

ixamples of events that do not require reporting as medication errors in clinical studies:

e E related to or resulting from IRT/RTSM - including those which led to one of the
abov 1ments that would otherwise have been a medication error

e Particip tally missed drug dose(s), eg, forgot to take medication
e Accidental o e (will be captured as an overdose)
e Participant failed to . unused medication or empty packaging

Medication errors are not r @ d as AEs but AEs may occur as a consequence of the
medication error.

Drug Abuse

For the purpose of this study, drug abuse is\defificdds the persistent or sporadic intentional,
non-therapeutic excessive use of IMP or Astra

' @ IMP for a perceived reward or desired
non-therapeutic effect. ¢
, ar

Any events of drug abuse, with or without associated {Qno be captured and forwarded to

the Data Entry Site (DES) using the Drug Abuse Report T osm should be used both
if the drug abuse happened in a study participant or if the drug @ olxes a person not
enrolled in the study (such as a relative of the study participant).

Examples of drug abuse include but are not limited to: 0

e The drug is used with the intent of getting a perceived reward (by th@ ticipant
or a person not enrolled in the study)
e The drug in the form of a tablet is crushed and injected or snorted with the 1

t
getting high &
Drug Misuse O/\

Drug misuse is the intentional and inappropriate use (by a study participant) of IMP or @
AstraZeneca NIMP for medicinal purposes outside of the authorised product information, or

for unauthorised IMPs or AstraZeneca NIMPs, outside the intended use as specified in the

protocol and includes deliberate administration of the product by the wrong route.
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Events of drug misuse, with or without associated AEs, are to be captured and forwarded to
the DES using the Drug Misuse Report Form. This form should be used both if the drug
misuse happened in a study participant or if the drug misuse regards a person not enrolled in
the study (such as a relative of the study participant).

@ Examples of drug misuse include but are not limited to:

The drug is used with the intention to cause an effect in another person
he drug is sold to other people for recreational purposes
@dru is used to facilitate assault in another person
. e drug is deliberately administered by the wrong route
e T split in half because it is easier to swallow, when it is stated in the protocol
1(@ besswallowed whole

>se is taken because the study participant feels that he/she is feeling

better when fiot taki e whole dose
e Someone who is Oled in the study intentionally takes the drug
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Appendix C Handling of Human Biological Samples
Cl1 Chain of Custody

A full chain of custody is maintained for all samples throughout their lifecycle.

The investigator at each site keeps full traceability of collected biological samples from the
ipants while in storage at the center until shipment or disposal (where appropriate) and
C relevant processing information related to the samples whilst at site.

receiver keeps full traceability of the samples while in storage and during use until
used ot disposed of or until further shipment and keeps record of receipt of arrival and onward
shipment i

@al
AstraZeneca or dg @ ed representatives will keep oversight of the entire lifecycle through
internal procedurcssaffonitoring of study sites, auditing or process checks, and contractual
requirements of externalhﬁory providers.

If required, AstraZeneca w hat remaining biological samples are returned to the site
or destroyed according to local #€gulationgor at the end of the retention period, whichever is
the sooner. &

C2 Withdrawal of Informed Gonsent for Donated Biological Samples
If a participant withdraws consent specificall{#to bsequent use of donated biological
samples, the samples will be disposed of or rep dethe action documented. If samples

are already analyzed, AstraZeneca is not obliged to % e results of this research. The
participant will be presented with the option to opt ou oébsequent use of the donated
samples during the withdrawal process. If the participant de@ides tofopt out, then the donated
samples will be disposed of. If the participant withdraws consen opting out for the

subsequent use of the donated samples, then the samples will be

ed r protocol.
Following withdrawal of consent for biological samples, further study \@yation should be
e

considered in relation to the withdrawal processes outlined in the inform @/

The investigator:

e Ensures participant’s withdrawal of informed consent to the use of donated sampl@
highlighted immediately to AstraZeneca or delegate.

e Ensures that relevant human biological samples from that participant, if stored at the O/\
study site, are immediately identified, disposed of as appropriate, and the action
documented.

e Ensures that the participant and AstraZeneca are informed about the sample disposal.
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AstraZeneca ensures the organization(s) holding the samples is/are informed about the
withdrawn consent immediately and that samples are disposed of or repatriated as appropriate,
and the action documented and study site notified.

C3 International Airline Transportation Association (IATA) 6.2
Guidance Document

ING AND SHIPMENT OF BIOHAZARD SAMPLES

://lwww.iata.org/whatwedo/cargo/dgr/Pages/download.aspx) classifies
flnces into 3 categories: Category A, Category B or Exempt

ous Substances are infectious substances in a form that, when exposure to
ﬁ calising permanent disability, life-threatening or fatal disease in

otherwise health grans or animals.
Category A pathogens ‘aﬁ example, Ebola, Lassa fever virus. Infectious substances

meeting these criteria whic & e disease in humans or both in humans and animals must be
assigned to UN 2814. InfectiQ %tances which cause disease only in animals must be
assigned to UN 2900.

infectious

Category
it occurs, is ¢

Category B Infectious Substances @ous substances that do not meet the criteria for

inclusion in Category A. Category B pathoggfis are, for example, Hepatitis A, C, D, and E
viruses. They are assigned the following

bét and proper shipping name: UN 3373 —
Biological Substance, Category B. They are to @ e accordance with UN 3373 and
IATA 650 /’

Exempt - Substances which do not contain infectious suBstan€es or substances which are

unlikely to cause disease in humans or animals are not subject to egulations unless they
meet the criteria for inclusion in another class. .

e Clinical study samples will fall into Category B or exempt under gulations.

e C(Clinical study samples will routinely be packed and transported at perature in

IATA 650 compliant packaging.
(https://www.iata.org/whatwedo/cargo/dgr/Documents/DGR-60-EN-P1650

e Biological samples transported in dry-ice require additional dangerous goods

specification for the dry-ice content. 0 :
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Appendix D Actions Required in Cases of Increases in Liver Biochemistry
and Evaluation of Hy’s Law

D1 Introduction

This appendix describes the process to be followed in order to identify and appropriately
eport PHL cases and HL cases. It is not intended to be a comprehensive guide to the
agement of elevated liver biochemistries.

@the course of the study the investigator will remain vigilant for increases in liver
bio @ e investigator is responsible for determining whether a participant meets

poten riteria at any point during the study.

All sources of lab@ratory data are appropriate for the determination of PHL and HL events;
this includes sam @ en at scheduled study visits and other visits including central and all
local laboratory evallation if collected outside of the study visits; for example, PHL
criteria could be met by fnbed ALT from a central laboratory and/or elevated TBL from

a local laboratory.

The investigator will also revieW AE dat or example, for AEs that may indicate elevations
in liver biochemistry) for possible P @

The investigator participates, together with AStraZengca clinical project representatives, in
review and assessment of cases meeting P tefiato agree whether HL criteria are met. HL

criteria are met if there is no alternative explana a o1 glevations in liver biochemistry
other than drug-induced liver injury (DILI) caused b itudy intervention.

The investigator is responsible for recording data pertaining to' PHL/HL cases and for

reporting SAEs and AEs according to the outcome of the review essment in line with
standard safety reporting processes. S

D2 Definitions {9

PHL

with TBL > 2 x ULN at any point during the study following the start of study inté
irrespective of an increase in alkaline phosphatase.

Aspartate aminotransferase (AST) or alanine aminotransferase (ALT) > 3 x er
on

HL

AST or ALT >3 x ULN together with TBL > 2 x ULN, where no other reason, other than the /
study intervention, can be found to explain the combination of increases, eg, elevated alkaline @
phosphatase indicating cholestasis, viral hepatitis, another drug.
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For PHL and HL the elevation in transaminases must precede or be coincident with (ie, on the
same day) the elevation in TBL, but there is no specified timeframe within which the
elevations in transaminases and TBL must occur.

& D3 Identification of Potential Hy’s Law Cases

order to identify cases of PHL it is important to perform a comprehensive review of
oratory data for any participant who meets any of the following identification criteria in
1s@lation or in combination:

Local laboratories eingf
The investigator will, wi may, review each new laboratory report and if the

identification criteria are m ﬁ

e Determine whether the participant
this Appendix for definition) by #evi

PHL criteria (see Section D 2 Definitions within
o laboratory reports from all previous visits.

e  Promptly enter the laboratory data into aboratory eCRF.

D4 Follow-up é

4
D 4.1 Potential Hy’s Law Criteria Not Me Q
If the participant does not meet PHL criteria the investigator will:

e Perform follow-up on subsequent laboratory results accordt fﬁidance provided in

the CSP. @
D 4.2 Potential Hy’s Law Criteria Met O/

If the participant does meet PHL criteria the investigator will:

e Notify the AstraZeneca representative who will then inform the central Study Tea
e Within 1 day of PHL criteria being met, report the case as an SAE of PHL; serious O

criterion “Important medical event” and causality assessment “yes/related” according to

CSP process for SAE reporting. @
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e For participants that met PHL criteria prior to starting study intervention, the investigator
is not required to submit a PHL SAE unless there is a significant change” in the
participant’s condition.

e The study physician contacts the investigator, to provide guidance, discuss and agree an
approach for the study participants’ follow-up (including any further laboratory testing)
nd the continuous review of data.

ubsequent to this contact the investigator will:

Monitor the participant until liver biochemistry parameters and appropriate clinical

e the etiology of the event and perform diagnostic investigations as
h the study physician.

Liver,eCRF Modules as information becomes available.

#A “significant” chang irticipant’s condition refers to a clinically relevant change in
any of the individual liver btee parameters (ALT, AST or TBL) in isolation or in
combination, or a clinically relévant change,in associated symptoms. The determination of
whether there has been a significant chfiige will be at the discretion of the investigator, this
may be in consultation with the study physiciam if there is any uncertainty.

DS Review and Assessment 0 ial Hy’s Law Cases

The instructions in this section should be follow /&65 where PHL criteria are met.

As soon as possible after the biochemistry abnormalit v@ially detected, the study
physician contacts the investigator in order to review available data ,; d agree on whether

there is an alternative explanation for meeting PHL criteria othg
study intervention, to ensure timely analysis and reporting to heal
15 calendar days from date PHL criteria was met. The AstraZeneca

Ob inical Lead or
equivalent and Global Safety Physician will also be involved in this re together with
other subject matter experts as appropriate.

According to the outcome of the review and assessment, the investigator will fo @
instructions below.

Where there is an agreed alternative explanation for the ALT or AST and TBL elevationg’a
determination of whether the alternative explanation is an AE will be made and subsequentl /\
whether the AE meets the criteria for a SAE: @

e If the alternative explanation is not an AE, record the alternative explanation on the
appropriate eCRF.
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e If the alternative explanation is an AE/SAE: update the previously submitted PHL SAE
and AE eCRFs accordingly with the new information (reassessing event term; causality
and seriousness criteria) following the AstraZeneca standard processes.

If it is agreed that there is no explanation that would explain the ALT or AST and TBL
levations other than the study intervention:

CCSSES.

@K“ledically Important” serious criterion should be used if no other serious
iferiaapply.

As the no alternative explanation for the HL case, a causality assessment of

“relate e assigned.

If, there is an unavoidableggdelay, of over 15 calendar days in obtaining the information
necessary to assess whethe the case meets the criteria for HL, then it is assumed that

&\d updated SAE (report term “Hy’s Law”) according to AstraZeneca standard

there is no alternative expla il such time as an informed decision can be made:

e Provide any further update to the @ ly submitted SAE of PHL, (report term now
“Hy’s Law case”) ensuring causality asSegsment is related to study intervention and
seriousness criterion is medically impqoftantgaccerding to CSP process for SAE reporting.

e Continue follow-up and review according togagrded plan. Once the necessary
supplementary information is obtained, repe
whether HL criteria are still met. Update the pr
following CSP process for SAE reporting, accordingto the outcome of the review and
amending the reported term if an alternative explanati

elevations is determined.

fort r biochemistry
*

D6 Actions Required When Potential Hy’s Law r@are Met
Before and After Starting Study Intervention

This section is applicable to participants with liver metastases who meet PHL c study

intervention, having previously met PHL criteria at a study visit prior to starting s

intervention. 0

At the first on-study intervention occurrence of PHL criteria being met the investigator will
determine if there has been a significant change in the participant’s condition compared with / ’
the last visit where PHL criteria were met. @

e If there is no significant change no action is required.
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e If'there is a significant change, notify the AstraZeneca representative, who will inform the

central Study Team, then follow the subsequent process described in Section D 4.2.

D7 Actions Required for Repeat Episodes of Potential Hy’s Law

his section is applicable when a participant meets PHL criteria on study intervention and has
ady met PHL criteria at a previous on study intervention visit.

pgquirement to conduct follow-up, review and assessment of a repeat occurrence(s) of

PH as the nature of the alternative cause identified for the previous occurrence.

The inves ould determine the cause for the previous occurrence of PHL criteria being
met and answer lowing question:

Was the alternativ se fQ
the disease under study eg
disease or did the participa

e previous occurrence of PHL criteria being met found to be
Tronic or progressing malignant disease, severe infection or liver
@ t PHL criteria prior to starting study intervention and at their

; ribed in Section D 6 of this Appendix?

If No: follow the process described iD 4.2 for reporting PHL as an SAE.

If Yes: determine if there has been a significdht change in the participant’s condition compared
with when PHL criteria were previously m:

first on-study intervention

e Ifthere is no significant change no action is

L 4
e If'there is a significant change follow the process{ in Section D 4.2 for reporting
PHL as an SAE.

):
6‘0 %
\)
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D8 Laboratory Tests
Hy’s Law lab kit for central laboratories
Additional standard chemistry and coagulation tests GGT
LDH
Prothrombin time
INR
al hepatitis IgM anti-HAV
IgM and IgG anti-HBc
HBsAg
HCV DNA ®
O IgG anti-HCV
HCV RNA *®
@ IgM anti-HEV
HEV RNA
Other viral infectioa IgM & 1gG anti-CMV
IgM & 1gG anti-HSV
IgM & 1gG anti-EBV
Autoimmune hepatitis Antinuclear antibody
ﬁ Anti-liver/kidney microsomal antibody
Anti-smooth muscle antibody
Metabolic diseases Q Alpha-1-antitrypsin
Ceruloplasmin
tin
fisferrin saturation

CMV=cytomegalovirus; DNA=deoxyribonucleic acid; EBV=Ep Ba ? GGT=gamma glutamyl transferase;

cpatiti ace antigen; HBV=hepatitis B virus;
HCV=hepatitis C virus; HEV=hepatitis E virus; HSV=herpes simple 4 mmuno—globuhn G;
IgM=immuno-globulin M; INR=international normalized ratio; LDH=1 ogenase; RNA=ribonucleic acid.
a HCV RNA; HCV DNA are only tested when IgG anti-HCV is posm or nconclus1

In this study, a local laboratory will be used for safety tests and t Law Laboratory Kit
for central laboratories is not applicable for this study.
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Appendix E  Guidelines for Evaluation of Objective Tumor Response
Using RECIST 1.1 Criteria (Response Evaluation Criteria in
Solid Tumors) in Soft Tissue and PCWG-3 (Prostate Cancer
Working Group Criteria 3) in Bone Lesions

@ Introduction
i’ appendix details the implementation of RECIST 1.1 guidelines (Eisenhauer et al 2009)
WG-3 guidelines (Scher et al 2016) for the DO81LC00002 study with regards to
ent of tumor burden including protocol-specific requirements for this study.

Inv l@?%ssments will be based on the guidelines described in this appendix.

Imaging Mo ies and Acquisition Specifications for RECIST 1.1

A summary praging modalities that can be used for tumor assessment of TLs, NTLs
and NLs is provile 15.

Table 12 Summ maging Modalities for Tumor Assessment

Target Lesions -target lesions New lesions
CT T CT
MRI MRT& MRI
Plain®X-ra Plain X-ray
Chest X-ray Chest X-ray
BF_fluoro-deoxyglucose-PET/CT
CT=computed tomography; MRI=magnetic resonance imaging; =pgsitron emission tomography/CT.

L 4

Computed Tomography and Magnetic Resonanc

with IV contrast is

al images for tumor
ification of NLs). It is
rs (eg, anatomic
ogist), and

CT with IV contrast is the preferred imaging modality (althqugh MR
acceptable if CT is contraindicated) to generate reproducible ana
assessments (ie, for measurement of TLs, assessment of NTLs,
essential that the same correct imaging modality, image acquisitio
coverage, imaging sequences, etc), imaging facility, tumor assessor (€g

method of tumor assessment (eg, RECIST 1.1) are used consistently for articipant
throughout the study. The use of the same scanner for serial scans is recom %

possible. It is important to follow the image collection/tumor assessment sched ely

as possible (refer to the SoA), and this on-study imaging schedule MUST be follo

regardless of any delays in dosing or missed imaging visits. If an unscheduled assessm@
performed (eg, to investigate clinical signs/symptoms of progression) and the participant O
not progressed, every attempt should be made to perform the subsequent scan acquisitions a

the next scheduled imaging visit. ‘ @

Due to its inherent rapid acquisition (seconds), CT is the imaging modality of choice. Body
scans should be performed with breath-hold scanning techniques, if possible. Therefore, CT of
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the chest is recommended over MRI due to significant motion artefacts (eg, heart, major blood
vessels, breathing) associated with MRI. MRI has excellent contrast and spatial and temporal
resolutions; however, there are many image acquisition variables involved in MRI, which
greatly impact image quality, lesion conspicuity, and measurement. Furthermore, the
availability of MRI is variable globally. The modality used at follow-up should be the same as
was used at baseline, and the lesions should be measured/assessed on the same pulse

ence. In general, local oncology diagnostic imaging parameters are applied for scan
ion. It is beyond the scope of this appendix to prescribe specific MRI pulse sequence
D

aratieters for all scanners, body parts, and diseases.
The "é itteal CT and MRI image acquisition parameters for optimal tumor evaluation are
anatomic contrast administration, slice thickness, and reconstruction interval.

a. Anatomic coverageyOptimal anatomic coverage for most solid tumors is the
chest-abdomen (-p&l¥is). C ge should encompass all areas of known predilection for
metastases in the disease gideg evaluation and should additionally investigate areas that may
be involved based on signs @ mptoms of individual participants. Because a lesion later
identified in a body part not at baseline would be considered as a NL representing
PD, careful consideration should be giv the extent of imaging coverage at baseline and at
subsequent follow-up time points. Thi able better consistency not only of tumor
measurements but also identification of new disease.

Required anatomical regions to be imaged S ent of tumor burden (TLs and/or NTLs)

at baseline and follow-up visits vary according «and these time points are specified

in the SoA. Examples include the following:

e [V contrast-enhanced CT of chest-abdomen (includi@ entiggliver and both adrenal
glands) (-pelvis).

e Non-contrast CT of chest and IV contrast-enhanced abdom 'ﬁg the entire liver
and both adrenal glands) (-pelvis).
e IV contrast-enhanced CT or MRI of the head and neck.

e [V contrast-enhanced MRI (preferred) or CT of the brain. O/

For chest-abdomen (-pelvis) imaging, the following are scanning options in decreQ

of preference, with additional options (2 to 4) for consideration when participants have& :

sensitivity to IV contrast or have compromised renal function:

1. Chest-abdomen (-pelvis) CT with IV CT contrast (most preferred).

2. Chest CT without IV-contrast + abdomen (-pelvis) MRI with IV MRI contrast, if CT IV @
contrast (iodine based) is medically contraindicated at any time during the study.
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3. Chest-abdomen (-pelvis) CT without IV contrast, if both IV CT and MRI contrast are
medically contraindicated or the participant has compromised renal function.

4. Chest-abdomen (-pelvis) MRI with IV MRI contrast, if CT cannot be performed at any
time during the study.

ors require consistent administration (dose and rate) of IV contrast as well as timing of
sganntag. An adequate volume of a suitable contrast agent should be given so that the tumor
1 demonstrated to best effect and a consistent method is used on subsequent
exam@?r any given participant. Oral contrast is recommended to help visualise and
S

@y contrast administration: Optimal visualization and measurement of metastases in solid

differenti ures in the abdomen and pelvis.

acquired/reconst contiguous (no gap) slices with <5 mm thickness throughout the

entire anatomic region of ipf€rest for optimal lesion measurements. Exceptionally, particular

institutions may perfor y acceptable scans at slice thicknesses >5 mm. If this
(@Sﬂ)le lesions at baseline should be twice the slice thickness

c. Slice thic rQonstruction interval: It is recommended that CT or MRI scans be
as

occurs, the minimum size
of the baseline scans.

For CT scans, all window settings si@cluded in the assessment, particularly in the
thorax where lung and soft tissue windows slould be considered. When measuring lesions, the

TL should be measured on the same windoWs or repeated examinations throughout the
study.
. / :
Chest X-ra /
Chest X-ray assessment will not be used for the assessmeént of 'TLs. Chest X-ray can, however,

be used to assess NTLs and to identify the presence of NLs. Howg# here is preference that
a higher resolution modality, such as CT, be used to confirm th€presenfe of NLs.

Isotopic bone scan /

Isotopic bone scan will not be used for the RECIST assessment. Bone lesi be
evaluated with the PCWG-3 criteria. Lytic or mixed bone lesions with a softitissucg€Omponent
which is observed on CT/MRI can have the soft tissue component evaluated by 1.1.

BE_fluoro-deoxyglucose-PET/CT

BF-fluoro-deoxyglucose positron emission tomography (PET)/CT scans may be used as
method for identifying new extrahepatic lesions (but not intrahepatic lesions) for RECIST 1° /\
assessments according to the following algorithm: NLs will be recorded where there is @

CONFIDENTIAL AND PROPRIETARY 121 of 151



Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

positive '*F-Fluoro-deoxyglucose uptake' not present on baseline or prior

BF-fluoro-deoxyglucose-PET scan or in a location corresponding to a NL on a companion

CT/MRI collected close in time to the '*F-fluoro-deoxyglucose-PET scan. The PET portion of

the PET/CT introduces additional data that may bias an investigator if it is not routinely or
serially performed. Therefore, if there is no baseline or prior '*F-fluoro-deoxyglucose-PET

@ scan available for comparison, and no evidence of NLs on companion CT/MRI scans, then

@w-up CT/MRI assessments should continue as per the regular imaging schedule to verify

¢ Whequivocal presence of NLs.

At e‘@ow-dose or attenuation correction CT portions of a combined

BF-fl %yglucose-PET/GT scan are of limited use in anatomically based efficacy
assessmerifs, is therefore suggested that they should not substitute for dedicated
diagnostic ¢ anced CT scans for tumor measurements by RECIST 1.1. In
exceptional situa a site can document that the CT performed, as part of a PET/CT
examination, is of identical nostic quality (with IV contrast) to a dedicated diagnostic CT
scan, then the CT portioﬁ ET/CT can be used for RECIST 1.1 tumor assessments.
Caution that this is not rec dgd because the PET portion of the CT introduces additional
(PET) data that may bias an 1nv@or if it is not routinely or serially performed.

Ultrasound A

Ultrasound examination will not be used forRECIST 1.1 assessment of tumors as it is not a
reproducible acquisition method (operator eift), is subjective in interpretation, and may
not provide an accurate assessment of the true Tumors identified by ultrasound

will need to be assessed by correlative CT or MR8

)c‘al scan.
Other Tumor Assessments O

Clinical Examination

Clinical examination of skin/surface lesions (by visual inspectiO udl palpation) will
not be used for RECIST 1.1 assessments. Tumors identified by clinic ination will need
to be assessed by correlative CT or MRI anatomical scans.

Endoscopy and Laparoscopy O/
Endoscopy and laparoscopy will not be used for tumor assessments as they are oted

in the context of tumor assessment.

Histology and Cytology

Histology or tumor markers on tumor biopsy samples will not be used as part of the tumor : /\

1 A positive "*F-fluoro-deoxyglucose-PET scan lesion should be reported only when an uptake (eg, standard uptake
value) greater than twice that of the surrounding tissue or liver is observed.
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response assessment as per RECIST 1.1.

Results of cytological examination for the neoplastic origin of any effusion (eg, ascites,
pericardial effusion, and pleural effusion) that appears or worsens during the study will not be
used as part of the tumor response assessment as per RECIST 1.1.

ermore, an overall assessment of CR (all other disease disappears/reverts to normal)
be changed to PR if an effusion remains present radiologically.

ility of Tumor Lesions at Baseline

easurable Lesions at Baseline

@ can be accurately measured at baseline as >10 mm in the longest diameter

for non-noda r 215 mm in short axis? diameter for lymph node lesions with IV

contrast-enhance MRI and that is suitable for accurate repeated measurements. Please
see additional RE 1.1 nce below on measurability of intrahepatic hepatocellular
carcinoma lesions and pofta tis lymph nodes.

Non-measurable Lesions a
e Truly non-measurable lesions in%following:
— Leptomeningeal disease.

— Ascites, pleural effusion, or pericafdial gffusion.

— Inflammatory breast disease.

— Lymphangitic involvement of skin or lung® /‘
1

e  All other lesions, including small lesions (longest: etér <10 mm or pathological
lymph nodes with >10 mm to <15 mm short axis diahagter at baggline).’
e  Previously irradiated lesions.*
4

e Brain metastasis. /

Special Considerations Regarding Lesion Measurability at Baseline

e Bone lesions: O/

—  Lytic bone lesions or mixed lytic-blastic lesions, with identifiable soft tis@
components, can be considered measurable if the soft tissue component me

definition of measurability. @:

The short axis is defined as the longest in-plane axis perpendicular to the long axis.
3 Lymph nodes with <10 mm short axis diameter are considered non-pathological and should not be recorded or followed

as NTLs.

Localized post-radiation changes that affect lesion size may occur. Therefore, lesions that have been previously
irradiated are typically considered non-measurable and as NTL at baseline and followed up as part of the NTL
assessment.
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— Blastic lesions are not part of the RECIST assessment and must be evaluated via
PCWG3 (see page 120).

e Cystic lesions thought to represent cystic metastases can be considered measurable
lesions if they meet the criteria for measurability from a radiological point of view, but if
non-cystic lesions are present in the same participant, these should be selected over cystic

@yesions as TLs.

@T 1.1 TL Selection at Baseline
A @ of 5 measurable lesions, with a maximum of 2 lesions per organ (including

lymph llectively considered as a single organ), representative of all lesions involved

should be idef d as TLs at baseline. TLs should be selected on the basis of their size
(longest dia odal lesions or short axis diameter for nodal lesions), but in
addition should b that lend themselves to reproducible repeated measurements. It may

be the case that, on 6ccasio largest lesion does not lend itself to reproducible
measurement, in which ¢i cOnce the next largest lesion that can be measured reproducibly

should be selected.
Lymph nodes, in any location (l'ocal/re i and distant), are collectively considered as a
single organ, with a maximum of 2 1 es as TLs. A bilateral organ (eg, adrenal glands),

a segmented organ (eg, liver), or a multilob@m (eg, lung) is each considered as a single
organ.

The site and location of each TL should be doc@ s well as the longest axis diameter
for non-nodal lesions (or short axis diameter for I fi s). All measurements should be
recorded in millimetres. At baseline, the sum of the di ers for all TLs will be calculated

and reported as the baseline sum of diameters. At follow- um of diameters for all

isits, t€
TLs will be calculated and reported as the follow-up sum of diag @

*

Special Cases for TL Assessment at Baseline /@

e For TLs measurable in 2 or 3 dimensions, always report the longestldranieter. For
( tha

pathological lymph nodes measurable in 2 or 3 dimensions, always rep
diameter.

}t axis
e  When lymph nodes are coalesced and no longer separable in a conglomerate

vector of the longest diameter should be used to determine the perpendicular vec Q@
the maximal short axis diameter of the coalesced mass. Non-nodal lesions that coa
should similarly be assessed by the longest axis diameter. /‘
e  Tumor lesions selected for newly acquired screening biopsy should not be selected as

TLs, unless imaging occurred at least approximately 2 weeks after biopsy, allowing time @
for healing.
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e [fthe CT/MRI slice thickness used is >5 mm, the minimum size of measurable disease at
baseline should be twice the slice thickness of the baseline scan.

e Ifalesion has completely disappeared, the diameter should be recorded as 0 mm. If a
lesion appears in the same location on a subsequent scan, it will be recorded as a NL.

d as TLs should be identified as NTLs at baseline. Measurements of these lesions are
not e@ but the presence or absence of each should be noted throughout follow-up.

IST 1.1 NTL Selection at Baseline
lger lesions, including non-measurable lesions and surplus measurable lesions, not

Evaluati
RECIST 1.1

or Response and Progression

sment at Follow-up

This section defi criteria used to determine objective tumor visit response for

RECIST 1.1-defined TLs. maging modality, location, and scan date of each TL identified
previously at baseline s ocumented at follow-up visits with the long axis diameter
for non-nodal lesions or sh sdiameter for lymph node lesions. All measurements should

be recorded in millimetres. Thegtim of theydiameters for all TLs at each follow-up visit will be
compared with the baseline sum of dias -@ for response or SD) or to the smallest prior
(nadir) sum of diameters (for progression):

Special Cases for TL Assessment at Follo

e Ifalesion has completely disappeared, thediamgterghould be recorded as 0 mm. If a

lesion appears in the same location on a subs¢cg zan, it will be recorded as an NL.
e IfaTL splits into 2 or more parts, the sum of the a@ of those parts should be
recorded.

ed lesion should be
)‘.If the merged TLs

If pathologic
lymph nodes coalesce and are no longer individually separable witRin @ comglomerate
mass, the vector of the longest diameter of the coalesced mass should b@/

e If 2 or more TLs merge, then the sum of the diameters of th @
recorded for 1 of the lesions and 0 mm recorded for the othctiles
are non-nodal lesions, record the long axis diameter of the merge

determine the perpendicular vector for the maximal short axis diameter.

e IfaTL is believed to be present and is faintly seen but too small to measure, a @4
value of 5 mm should be assigned. If an accurate measure can be given, this shoul

recorded, even if it is below 5 mm.

e IfaTL cannot be measured accurately due to it being too large, provide an estimate of 0/\

size of the lesion. The choice of “Too large to measure” in the eCRF will trigger an
overall visit response of PD.
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e When a TL has had any intervention (eg, definitive radiotherapy, embolization, surgery,
transarterial chemoembolization, etc) during the study, the size of the TL should still be
provided where possible and the intervention recorded in the RECIST 1.1 eCRF for the
current imaging visit and all subsequent visits. If a TL has been completely removed
(surgery) or disappears, the longest diameter should be recorded as 0 mm.

el3 RECIST 1.1 Evaluation of Target Lesions

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

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

SD Neither sufficient decrease in the sum of diameters to qualify for PR nor
sufficient increase to qualify for PD.
PD Atldeast a 20% increase in the sum of diameters of TLs, taking as reference the

llest previous sum of diameters (nadir). This includes the baseline sum if
he smallest on study. In addition to the relative increase of 20%, the
st.demonstrate an absolute increase of at least 5 mm from nadir.

NE evant if any of the TLs at follow-up were not assessed or NE (eg,
missing anatom @‘ ad a lesion intervention at this visit. Note: If the sum of
*tS\¢he PD criteria, PD overrides NE as a TL response.

diameters m

Not applicable Only relevant if no present at baseline.

CR=complete response; NE=not evaluable; PD=progression ofdiscage; PR=partial response; SD=stable disease; TL=target
lesion.

RECIST 1.1 NTL Assessment at Follow-up é

All other lesions (or sites of disease) not recorded as @d be identified as NTLs at
baseline. Measurements are not required for these lesion t their gta

at subsequent visits. At each visit, an overall assessment of the N
recorded by the investigator.

L 4

A modest “increase” in the size of 1 or more NTLs is usually not sufficient to q

unequivocal progression status. The designation of overall progression solely on t 1
change in non-target disease in the face of SD or PR of target disease will therefore be &
extremely rare.
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Table 14 RECIST 1.1 Evaluation of Non-Target Lesions

CR Disappearance of all NTLs since baseline. All lymph nodes must be
non-pathological in size (<10 mm short axis).

Non CR/non PD Persistence of 1 or more NTLs.

PD Unequivocal progression of existing NTLs. Unequivocal progression may be due
to an important progression in 1 lesion only or in several lesions. In all cases, the
progression MUST be clinically significant for the physician to consider
changing (or stopping) therapy.

Only relevant when | or some of the NTLs were not assessed and, in the
investigator’s opinion, they are not able to provide an evaluable overall NTL

O/ assessment at this visit.

Note: For participants without TLs at baseline, this is relevant if any of the NTLs

were not assessed at this visit and the progression criteria have not been met.

Not applicable nly relevant if no NTLs present at baseline.

ot ev ; NTL=non-target lesion; PD=progression of disease; TL=target lesion.

RECIST 1.1 NL Identifics @ at Follow-up

Details, including the imaging mgdality, the date of scan, and the location of any NLs will also
be recorded in the eCRF. The presence more NLs is assessed as progression. The
finding of a NL should be unequivocaf; attributable to differences in scanning
technique, change in imaging modality, or findings thought to represent something other than

CR=complete response;

tumor. If a NL is equivocal, for example begau s small size, the treatment and tumor
assessments should be continued until the previ preaexisting) NL has been assessed as
unequivocal at a follow-up visit, and then the pr i e should be declared using the
date of the initial scan when the NL first appeared. /ﬁ‘

A lesion identified at a follow-up assessment in an anatleloc that was not scanned at
baseline is considered a NL and will indicate PD.

L 4
RECIST 1.1 Evaluation of Overall Visit Response at Follow-up
Derivation of overall visit response as a result of the combined assessm% NTLs, and

NLs uses the algorithm shown in Table 18.

Table 15 RECIST 1.1 Overall Visit Response
Target lesions Non-target lesions New lesions Overall visit respons
CR CR No CR

CR NA No CR /‘
NA CR No CR
CR Non CR/Non PD No PR

CR NE No PR
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Target lesions Non-target lesions New lesions Overall visit response
PR Non PD or NE or NA No PR
SD Non PD or NE or NA No SD
NA Non-CR/Non-PD No SD (non-CR/non-PD)
NE Non PD or NE No NE

NE No NE

NA No NED

Any Yes or No PD
An PD Yes or No PD

Any Yes PD

Non-CR/Non-
Note: An overall
present radiologically.
CR=complete response; ot appli
evaluable; NED=no eviderice of dis
NTL=non-target lesion; PD=pro

all response if only NTL (no TLs) are present at baseline.
(all other disease disappears/reverts to normal) would be changed to PR if ascites remains

le (only relevant if there were no TLs at baseline or NTLs at baseline); NE=not
s (only relevant if there were neither target lesions nor non-target lesions at baseline);
si disease; PR=partial response; SD=stable disease; TL=target lesion.

The following overall visit are possible depending on the extent of tumor disease at
baseline:

e For participants with TLs (at bas€liney®€R, PR, SD, PD, or NE.
, Non-CR/Non-PD, PD, or NE.

idence of disease (available as an option

e For participants with NTLs only (at b

e For participants with no disease at baseli
in the eCRF), PD, or NE.

ASSESSMENT OF BONE LESION PROGRESSIO\\@G PCWG-3 CRITERIA

Bone lesions will be assessed by bone scan and will not be part .@ QST v1.1 malignant
soft tissue assessment.

Method of Assessment 0
Bone lesions identified on a whole-body isotopic bone scan at baseline shm@frded and

followed by the same method as per baseline assessment.

In the DO81LC00002 study isotopic bone scans will be used as a method of assessmen@
identify the presence of new bone lesions at follow-up visits. New lesions will be recor:

where a positive and unequivocal hot-spot that was not present on the baseline bone scan

assessment is identified on a bone scan performed at any time during the study. The /‘
investigator should consider the positive hot-spot to be a significant new site of malignant @
disease and represent true disease progression in order to record the new lesion.
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Tumor Progression Evaluation

Schedule of the Evaluation

Baseline assessments should be performed no more than 28 days before the start of study
treatment. Follow-up assessments will be performed every 8 weeks (+ 7 days) after
randomization until objective disease progression assessed by investigator as defined by

yST 1.1 (soft tissue) or PCWG-3 (bone).
scheduled assessment was performed and the subject has not progressed, every

a uld be made to perform the subsequent assessments at their originally scheduled
visits. hi?dule is to be followed in order to minimize any unintentional bias caused by
S

some subj Qg assessed at a different frequency than other subjects.

Documentat ions

All bone lesions es of

isease) should be identified at baseline. Their status should be
followed at subsequent visifS*At each visit an overall assessment of the bone lesion
progression should be r o the investigator. This section provides the definitions of the
criteria used to determine and ﬂone progression at the investigational site at each visit.

Progression on a bone scan is identiPCWG-3 as follows:

e At the first visit after baseline:
If 2 or more new metastatic bone lesi erved on the bone scan from the first
visit after baseline, a confirmatory scan pe he next schedule visit (and a
minimum of 6 weeks later), must show 2 or &ﬁional new metastatic bone lesions

(for a total of 4 or more new metastatic bone lesi the baseline assessment).

For patients without progression at the first visit after basg @
visit after baseline now serves as new reference for all subs@guen fis, ie, assuming all
visits are acquired according to schedule all bone scans after wee ompared to the

e All others visits from the second visit after baseline:
scan from this first

week 8 scan. If 2 or more new metastatic bone lesions are observed ofi Scans obtained
after the first visit after baseline assessment compared to the new referefice,
confirmatory scan performed preferably no later than the next schedule

6 weeks later, must show the persistence of, or an increase in, the 2 or more
bone lesions.

investigator is in doubt as to whether progression has occurred, it is advisable to continue
study treatment and reassess the bone lesion status at the next scheduled assessment, or sooner @
if clinically indicated.

The date of progression is the date of the first scan documenting the 2 new lesions. If the >
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The requirements for determination and confirmation of radiological progression by either
bone scan (bone progression) or CT/MRI (soft tissue progression) are summarized in
Table 19.

Table 16 Requirements for Documentation of Progression
Visit date Criteria for bone progression Criteria for soft tissue
progression
isit after baseline e 2 or more new lesions compared to e Progressive disease on CT
ed week 8) baseline bone scan. or MRI by RECIST 1.1
e Requires confirmation at least 6 weeks
later with >2 additional lesions compared | e No confirmation required.
to the first scan after baseline
From the 2™ visit a e 2 or more new lesions compared to the e Progressive disease on CT
baseline t bone scan after baseline. or MRI by RECIST 1.1
R@quires confirmation at least 6 weeks
@ or persistence or increase in e No confirmation required.
] )Klesions

aging; RECIST, Response Evaluation Criteria in Solid

CT, computed tomography; MRI, magnetic reg «@
tumors.

Evaluation of bone progression status

Table 20 provides the definitions for the visit bo /f?on status for bone lesions.

Table 17 Bone Progression Status

Bone progression status

Non Progressive Disease (Non-PD) | No evidence of progression, or appdai néw bone lesion, or
non-fulfillment of the progression critctia yﬂn new lesions without
confirmation of progression

Progressive Disease (PD) Bone lesions fulfilling the requirements for at esions and
confirmation of progression
Not Evaluable (NE) Only relevant if a follow-up bone scan is not performe O

Central Imaging 0
Images, including unscheduled visit scans, will be collected on an ongoing basis and sent u@
1

AstraZeneca-appointed imaging Contract Research Organization (iCRO) for quality control, /\
storage, and for BICR. Digital copies of all original scans should be stored at the investigator @
site as source documents. Electronic image transfer from the sites to the iCRO is strongly

encouraged. A BICR of images will be performed at the discretion of AstraZeneca.
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The management of participants will be based in part upon the results of the tumor
assessments conducted by the investigator. Further details of the BICR will be documented in
an Independent Review Charter.

References
Eisenhauer et al 2009

@\hauer EA, Therasse P, Bogaerts J, Schwartz LH, Sargent D, Ford R, et al. New response
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Appendix F  Contraception Requirements

Olaparib is regarded as a compound with medium/high fetal risk.

Contraception requirements for this study are as follows.

@ 1 Male Participants with a Female Partner of Childbearing
Potential
L

rilized male participants (including males sterilized by a method other than bilateral
y, eg, vasectomy) who intend to be sexually active with a female partner of
childbgaring potential must be using an acceptable method of contraception such as male
condom piiis icide (condom alone in countries where spermicides are not approved)

hout the total duration of the study and the drug washout period (3
¢ of olaparib) to prevent pregnancy in a partner.

from Cycle
months after the

Periodic abstinence, the W method, and the withdrawal method are not acceptable
methods of contraception. ) @ articipants should refrain from sperm donation or banking
throughout the period of taKing ib and for 3 months following the last dose of olaparib.

Vasectomized (ie, sterile) males are fertile and should still use a male condom plus

spermicide as indicated above during’the al study.

ipants should still use a condom plus

‘clinical study, if there is a concern

Female partners (of childbearing potential) of male parti@ must also use a highly
effective method of contraception throughout this period le 2

Even if the female partner is pregnant, mal
spermicide (where approved), as indicated abo
about damaging the developing fetus from drug 1

F2 Highly Effective Methods of Contraceptio /‘
1y a

Highly effective methods of contraception, defined as one that result r@ failure rate
(ie, less than 1% per year) when used consistently and correctly, are descCti m‘ab 21.
Note that some contraception methods are not considered highly effective ( % female
condom with or without spermicide; female cap, diaphragm, or sponge with or m

spermicide; non copper containing intrauterine device; progestogen-only oral hor

contraceptive pills where inhibition of ovulation is not the primary mode of action [exdlu:
Cerazette/desogestrel which is considered highly effective]; and triphasic combined oral O
contraceptive pills). /\

Participants in the investigator’s choice of NHA (abiraterone acetate or enzalutamide) group: @
Follow the local Prescribing Information relating to contraception, the time limits for such
precautions, and any additional restrictions for agents in the investigator’s choice of NHA
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(abiraterone acetate or enzalutamide) group.

Table 18

AstraZeneca

Highly Effective Methods of Contraception (<1% Failure Rate)

Non-hormonal methods

Hormonal methods

. Total sexual abstinence (evaluate in relation to
the duration of the clinical study and the
preferred and usual lifestyle choice of the
participant)

P sectomized sexual partner (with participant
surance that partner received post-vasectomy
ation of azoospermia) PLUS male

. clusion PLUS male condom
. i »-% ice (provided coils are
copper-banded S male condom

*  Injection: Medroxyprogesterone injection
(eg, Depo-Provera®)® PLUS male condom

. Levonorgestrel-releasing intrauterine system
(eg, Mirena®)* PLUS male condom

. Implants: Etonogestrel-releasing implants
(eg, Implanon® or Norplant®) PLUS male
condom

*  Intravaginal devices:
Ethinylestradiol/etonogestrel-releasing
intravaginal devices (eg, NuvaRing®) PLUS
male condom

e Combined pill: Normal and low dose combined
oral contraceptive pill PLUS male condom

. Patch: Norelgestromin/ethinylestradiol-releasing
transdermal system (eg, Ortho Evra®) PLUS
male condom

*  Mini pill: Progesterone based oral contraceptive
pill using desogestrel: Cerazette® is currently the
only highly effective progesterone-based pill
PLUS male condom

Hormonal methods not prone to drug-drug interactio

5
?
®
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Appendix G Concomitant Medications

G1 Guidance Regarding Potential Interactions with Concomitant
Medications

The use of any natural/herbal products or other “folk remedies” should be discouraged, but
se of these products, as well as use of all vitamins, nutritional supplements, and all other
omitant medications must be recorded in the eCRF.

@S INDUCING OR INHIBITING CYTOCHROME P450 (CYP) 3A4/5
M

M4@IS THAT ASTRAZENECA STRONGLY RECOMMENDS ARE NOT
0] ITH OLAPARIB

Olaparib is r@ i

of CYP3A4/5 ma

a

ed by CYP3A4 and CYP3AS5 enzymes. Therefore, inhibitors or inducers
ase or decrease exposure, respectively, to olaparib.

A drug-drug interaction Wof olaparib evaluated in participants showed that there is
potential for olaparib to be @ when co-administered with strong inducers of CYP3A4/5
(olaparib concentrations arc'de f‘l when co-dosed with phenobarbital, phenytoin,
rifampicin, rifabutin, rifapentin€; carba ine, nevirapine, and St John’s wort).

A drug-drug interaction study of ola& ated in participants showed that there is
potential for olaparib to be a victim when cgfadministered with strong inhibitors of CYP3A4/5
(olaparib concentrations are increased whe osed with itraconazole, telithromycin,

clarithromycin, boosted protease inhibitors, ind @ S igavir, nelfinavir, boceprevir,
telaprevir). /

Strong or moderate inducers of CYP3A should not be cotabinéd with olaparib and should be
stopped at least 3 weeks (5 weeks for phenobarbital) before the e of olaparib.

Strong or moderate inhibitors of CYP3A should not be combined )parib and should be
stopped at least 2 weeks before the first dose of olaparib.

The following are drugs known to be inducers of CYP3A4/5 (Table 22). O/

5
?
®
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Table 19 Drugs Known to be Inducers of CYP3A4/5
Strong CYP3A4/5 inducers Moderate CYP3A4/5 inducers
avasimibe semagacestat®
carbamazepine talviraline®
mitotane bosentan
irapine efavirenz

barbital etravirine

in genistein

ifa lersivirine
/ lopinavir

rifapentin modafinil
St John’s wo nafcillin
O thioridazine
tipranavir and ritonavir®
@ Not available on the Unj arket.

Ritonavir has dual effects o aneous CYP3A inhibition and induction; the net pharmacokinetic
outcome during chronic rito i y is inhibition of CYP3A activity.

The following are drugs known to be i @ s of CYP3A4/5 (Table 23).

Table 20 Drugs Known to be Inhibit CYP3A4/5
Strong CYP3A4/5 inhibitors ‘oderate CYP3A4/5 inhibitors
boceprevir amp I
clarithromycin aprepitan
conivaptan atazanavir
elvitegravir/ritonavir casopitant .
fluconazole cimetidine
grapefruit juice *° ciprofloxacin /
indinavir crizotinib 0
itraconazole cyclosporine O
ketoconazole darunavir /
lopinavir/RIT diltiazem O
mibefradil dronedarone
nefazodone erythromycin
nelfinavir grapefruit juice °
posaconazole imatinib
ritonavir schisandra sphenanthera
saquinavir tofisopam
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Table 20 Drugs Known to be Inhibitors of CYP3A4/5

Strong CYP3A4/5 inhibitors Moderate CYP3A4/5 inhibitors

telaprevir verapamil

telithromycin
ipr@navir/ritonavir

oleandomycin

rength grapefruit juice

b It ohibitcd to consume grapefruit juice while on olaparib therapy. Participants should abstain from
eating unts of grapefruit and Seville oranges (and other products containing these fruits eg,
marma g the study (eg, no more than half a grapefruit or 1 to 2 teaspoons [15 g] of Seville orange

that are known to stronglyfmodulate CYP3A4/5 activity. Appropriate medical judgment is

This list is not intetided Waustive, and a similar restriction will apply to other agents
required. Please contact As @ eca with any queries you have on this issue.

that strongly modulate CYP3A4/5 is ggSen eg, to treat AEs) olaparib treatment should be
discontinued.

If the investigator feels that cor@am ‘ ministration of medications or herbal supplements

G2 Prohibited, Restricted an ted Concomitant

Medications/Therapies / .

Prohibited, restricted and permitted concomitant m % herapies are described in
Table 24, Table 25 and Table 26. Refer also to the dose ntodifi€ation guidelines for
management of study intervention-related toxicities in Section 6.

o e . *

Table 21 Prohibited Medications/Therapies

Prohibited medication/class of drug/therapy Usage

Anticancer therapy: Not permitted while the patient is réceivig spdy
19 p p

*  Chemotherapy medication

+  Immunotherapy O

+  Hormonal therapy *°

. Radiotherapy (except palliative)

. Biological therapy @
. Other novel agents g
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Table 21 Prohibited Medications/Therapies

Prohibited medication/class of drug/therapy Usage

Live virus vaccines Not permitted while the patient is receiving study

Live bacterial vaccines medication and during the 30-day follow-up period.
An increased risk of infection by the administration of
live virus and bacterial vaccines has been observed
with conventional chemotherapy drugs and the effects
with olaparib are unknown.

ne Replacement Therapy (HRT) is acceptable.
agonist/antagonist which is required during treatment phase.

estricted Medications/Therapies

/therapy Usage (including limits for duration permitted and
special situations in which it’s allowed)

Strong CYP3A inhi Strong or moderate CYP3A inhibitors should not be
Moderate CYP3A inhibitorf taken with olaparib. If there is no suitable alternative

See Appendix G 1 concomitant medication then the dose of olaparib
should be reduced for the period of concomitant
/ administration. The dose reduction of olaparib or
study treatment should be recorded in the CRF with
the reason documented as concomitant CYP3A
inhibitor use.

ong CYP3A inhibitors — reduce the dose of
plaparib to 100 mg twice daily for the duration of

@ congitant therapy with the strong inhibitor and
i alfdives afterwards.
degate CYP3A inhibitors - reduce the dose of

0 mg twice daily for the duration of
erapy,with the moderate inhibitor

e After the washdu ginhibitor is complete,
the olaparib dosg re-8scalated.
Strong CYP3A inducers Strong or moderate CYP3 Adndueers should not be
Moderate CYP3A inducers taken with olaparib. &
See Appendix G 1 If the use of any strong or mo A ipducers
are considered necessary for the patient’s safety and
welfare this could diminish the clinica % f
olaparib. Q
If a patient requires use of a strong or moderate

CYP3A inducer then they must be monitored ca y
for any change in efficacy of olaparib.

Refer to local prescribing information for guidance on ﬁ
dose modification for abiraterone acetate and
enzalutamide in situations where co-administration

with strong CYP3A4 inducers cannot be avoided.
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AstraZeneca

Medication/class of drug/therapy

Usage (including limits for duration permitted and
special situations in which it’s allowed)

Strong CYP2CS inhibitors

Co-administration of enzalutamide with strong
CYP2CS8 inhibitors may increase exposure to
enzalutamide and thus should be avoided if possible. If
subjects must be co-administered a strong CYP2CS8
inhibitor, reduce the enzalutamide dose to 80 mg once
daily (or per local prescribing information if different).
If co-administration of the strong inhibitor is
discontinued, the enzalutamide dose should be
returned to the dose used prior to initiation of the
strong CYP2CS8 inhibitor.

. CYP3A4 ates: hormonal contraceptive,
simvastatin, pride, cyclosporine, ergot
alkaloids, 3 imbzide, sirolimus,
tacrolimus and

e P-gp substrates: simvastatin, p
digoxin, dabigatran, colchicine

. OATP1BI1 substrates: bosentan,
glibenclamide, repaglinide, statins an
valsartan

. OCT1, MATE1 and MATE2K substrates:
metformin

statin,

. OCT?2 substrates: serum creatinine
. OAT3 substrates: furosemide, methotrexate

Effect of olaparib on other drugs:

Based on limited in vitro data, olaparib may increase
the exposure to substrates of CYP3A4, P-gp,
OATPI1B1, OCT1, OCT2, OAT3, MATE1 and
MATE2K.

Based on limited in vitro data, olaparib may reduce the
exposure to substrates CYP3A4, 2B6, 2C9, 2C19 and
P-gp.

Caution should be observed if substrates of these
isoenzymes or transporter proteins are
o-administered.

. P-gp inhibitors: amiodarone, azithromycin

f P-gp inhibitors may increase
ion should therefore be

Anticoagulant therapy

Patients who are taking indnay participate in
this trial; however, it 1

international normalized r:

ended that
be monitored
carefully at least once per we t st month,
then monthly if the INR is stable. @;&

T

O

heparin and low molecular weight
permitted.

CYP3A4/5 = Cytochrome P450 3A4/5; CYP2C8 = Cytochrome P450 2C8; P-gp = P glycoprotein

5
?
®
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Table 23

AstraZeneca

Supportive Medications/Therapies

Supportive medication/class of drug/therapy

Usage

LHRH agonist/antagonist

Continuous ADT with an LHRH agonist/antagonist
(unless bilateral orchiectomy) must be continued
during the trial. Since LHRH is standard of care, it
will not be provided nor reimbursed.

comitant medications or treatments
e etaminophen or diphenhydramine) deemed
to provide adequate AE management,
se medications identified as
sted above

To be administered as prescribed by the investigator
except for those medications identified as
“prohibited,” as listed in Table 24

v (including antibiotics,
nutritional suppo rrection of metabolic
disorders, opti ’ ontrol, and pain

management [includs
etc]) except for those

edicati ntified as
“prohibited,” as listed above O

Should be used, when necessary, for all participants
except for those medications identified as
“prohibited,” as listed in Table 24

Palliative radiotherapy may be used for the treatment
of pain at the site of bony metastases that were present
at baseline, provided the investigator does not feel that
these are indicative of clinical disease progression
during the study period. Olaparib should be
discontinued for a minimum of 3 days before a subject
undergoes therapeutic palliative radiation treatment.
Olaparib should be restarted within 4 weeks as long as
any bone marrow toxicity has recovered.

Corticosteroids and/or bisphosphonates for the
treatment of bone metastases

Patigfits may receive bisphosphonates or denosumab at
i @ before or during the study for the prevention
e clatéd events in patients with bone
e

metas clinically indicated and in line with local

Inactivated viruses, such as those in the influenza
vaccine

prescriblgf@tion.
Permitted

Required for management of other medical
conditions

As required except
as listed in Table 24.

ified as “prohibited,”
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Appendix H Changes Related to the COVID-19 Pandemic

Note: Changes below should be implemented only during study disruptions due to the
COVID-19 pandemic (eg, during quarantines and resulting site closures, regional travel
restrictions and considerations if site personnel or study participants become infected with
SARS-CoV-2 or similar pandemic infection) during which participants may not wish to or

plemented if allowable by local/regional guidelines and following agreement from the

ybe unable to visit the study site for study visits. These changes should only be

Rem@f Replace On-site Visit (where applicable)

A qualifie care professional from the study site or third-party vendor service may visit

a remote locationyas per local SOPs, as applicable. Supplies will be provided for a safe and
efficient visit. Thd health care professional will be expected to collect information

per the CSP.

Telemedicine Visit to n-site Visit (where applicable)

In this appendix, the term te f&e visit refers to remote contact with the participants
|

using telecommunications technology i ing phone calls, virtual or video visits, and
mobile health devices.

During the COVID-19 pandemic, on-site V&y replaced by a telemedicine visit if
allowed by local/regional guidelines. Havin icine contact with the participants will
allow AEs and concomitant medication data to egfcd@ccording to study requirements to
be reported and documented.

Data Capture During Telemedicine or Remote Visits O

Data collected during telemedicine or remote visits will be capt
by the qualified health care professional from the study site or tf

ty Yendor service, or
from the participants themselves. /0

5
?
®

e source documents
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Appendix I  Olaparib/Investigator’s Choice of NHA Product-specific
Guidance in Relation to the COVID-19 Pandemic

Every effort should be made to follow the CSP. For clarity, the Sponsor has provided in this
Appendix a dose modification and management plan for study participants with confirmed or
@ suspected COVID-19 who are being treated with olaparib/investigator’s choice of NHA.

Study Participant Risks during COVID-19

isk-benefit balance should be carefully assessed for each patient enroling in the study
bas t wn safety risks related to COVID-19 infections, individual needs, and local
guide estrictions. Treating investigators must continue to use their best clinical
judgment
determining the

nining the most optimal care for participants and utmost diligence in
igibility for study participation, continued study treatment, and overall
assessment of bene of study treatment or participation.

12 Study Tre Administration Impacted by COVID-19
If an AE or SAE is associa fOVID-w, the investigator should determine whether the
10

patient’s treatment with investi nal prgduct should continue, be interrupted, or be
discontinued in accordance with the cli @ dy protocol.

Treatment interruptions associated with CO -19 (AE or logistical issues) should be
reported according to the eCRF Completio

fcs
For dosing discontinuations, where applicable, t ‘Xymconﬁnuation guidelines should
C

be followed, and the Treatment Discontinuation Fo

Gleted.
2.1 Olaparib/Investigator’s Choice of NHA™Produ ecific Guidance in
Relation to the COVID-19 Pandemic

4

e Participants must continue to have safety assessments as per % hedule.

Alternative methods for safety assessments include using local 1 s; follow-up by
phone contact or virtual visits can be used.

e If it becomes unfeasible to perform the required safety assessments for @fhen

study treatment should be interrupted until this can be resumed and the rea y
documented, with reference to COVID-19.

e If a patient tests positive for the COVID-19 virus, interrupting olaparib/investigat

choice of NHA treatment for 14 days or until symptoms resolve should be considw :

Factors that should be taken into consideration might include:
—  Severity of COVID-19 symptoms

—  Status of safety blood results, particularly hemoglobin, neutrophils and lymphocytes @

— Benefit risk for the individual participants including curative vs palliative intent of
treatment and response to olaparib/investigator’s choice of NHA
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e If participants present with new or worsening respiratory symptoms such as dyspnea,
cough and fever, or an abnormal chest radiologic finding is observed,
olaparib/investigator’s choice of NHA treatment should be interrupted and prompt
investigation initiated to determine whether symptoms are due to COVID-19 or
potentially drug-induced pneumonitis.

e Olaparib is cleared by metabolism, predominantly by the CYP3A4/5 isozymes. Therefore,
inhibitors of these isoenzymes including some antibiotics and antivirals (eg telithromycin,

clarithromycin, protease inhibitors boosted with ritonavir or cobicistat, indinavir,
inavir, nelfinavir, boceprevir and telaprevir) is not recommended.

Altern ﬁ e delivery methods for drug supply may be permitted if the patient is unable
to attend t &ut only provided the critical safety assessments have been performed and

the delivery

Ohe use of olaparib/investigator’s choice of NHA with the concomitant use of strong

?ﬂ line with local regulatory requirements.

If a site is impacted®y the ID-19 pandemic so that study activities are unable to be

performed, the AstraZeng€a gepresentative should be informed as soon as possible. Described

measures taken due to the ( @ D-19 pandemic are temporary measures and will be repealed
Vas th

back to the previous state as so e situation allows.

13 Reference

Brahmer et al 2018
Brahmer JR, Lacchetti C, Schneider BJ, Atki

Management of Immune-Related Adverse Event$
Checkpoint Inhibitor Therapy: American Society O
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Appendix J Abbreviations

AstraZeneca

Abbreviation or Special Explanation
Term
AE adverse event
AESI adverse event of special interest
alkaline phosphatase;
alanine aminotransferase
acute myeloid leukemia
ANC absolute neutrophil count
Hepatitis B Core Antibody
Anti-HBs Hepatitis B Surface Antibody
activated partial thromboplastin time
AQA algesic Quantification Algorithm
AST partate aminotransferase
ATM ia angiectasia mutated
BICR cpendent Central Review
bid twice daily
BoR best objectiveres
BP blood pressure
BRCA1/2 BReast CAncer genc™
BRCAm BReast CAncer gene mufa
CI confidence interval
CR complete response
CrCL creatinine clearance
CRO Clinical Research Organization
CRPC castration-resistant prostate cancer
CSP Clinical Study Protocol
CSR Clinical Study Report
CT computed tomography
CTCAE Common Terminology Criteria for Adverse Events
Cx crossover
CYP cytochrome P450
DAE adverse event leading to discontinuation
DCO data cutoff
DILI drug-induced liver injury
DNA deoxyribonucleic acid
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AstraZeneca

Abbreviation or Special Explanation
Term
DoR duration of response
DSB double-strand DNA break
dUCBT double umbilical cord blood transplantation
C electrocardiogram
oG Eastern Cooperative Oncology Group
electronic Case Report Form
electronic data capture

EFR Evaluable for response
EU European Union
FAS ull Analysis Set
FDA Food and Drug Administration
FFPE alin fixed and paraffin embedded
G-CSF yte colony-stimulating factor
GCP ﬁ Practice
GMP Good Manufactugi ractice
HBsAg hepatitis B s en
HBV hepatitis B virus
HCV hepatitis C virus
HDPE high density polyethylen
HIV human immunodeficiency S
HL Hy’s Law
HR hazard ratio O
HRD homologous recombination deficiency
HRR homologous recombination repair
HRRm homologous recombination repair gene mutationsy
IATA International Airline Transportation Association @
1B Investigator’s Brochure
ICF informed consent form
ICH International Council for Harmonization O
iCRO imaging Contract Research Organization
IEC Independent Ethics Committee
IMP investigational medicinal product
IMPD investigational medicinal product dossier
INR international normalized ratio
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AstraZeneca

Abbreviation or Special Explanation
Term
International co-ordinating | If a study is conducted in several countries the international co-ordinating
investigator investigator is the investigator co-ordinating the investigators and/or activities
internationally.
IRB Institutional Review Board
intravenous
interactive voice response system
interactive web response system
Kaplan-Meier
luteinizing hormone-releasing hormone
metastatic castration-resistant prostate cancer
MCV mean corpuscular volume
MDS dysplastic syndrome
MedDRA | Dictionary for Regulatory Activities
MRI rgsonance imaging
NCI ancer Ingtitute
NE
NGS next-generation se cing
NHA new hormonal agent
NIMP non-investigational 1 duct
NL new lesion ¢
NTL non-target lesion
OAE other significant AE
ORR objective response rate
oS overall survival PY
PARP polyadenosine 5’diphosphoribose polymerase
PCWG3 Prostate Cancer Working Group 3
PD progression of disease
PET positron emission tomography
PFS progression-free survival
PFS2 time from randomization to second progression by investigator assessmegt
radiological or clinical progression or death
PHL Potential Hy’s Law
PR partial response
PSA prostate specific antigen
PSR Platinum-sensitive relapsed
PT preferred term
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AstraZeneca

Abbreviation or Special Explanation
Term
PTT partial thromboplastin time
q8w every 8 weeks
qd once daily
QTcF QT interval corrected by Fridericia’s formula
CIST 1.1 Response Evaluation Criteria in Solid Tumors, Version 1.1
ribonucleic acid
r radiological progression-free survival
SAE serious adverse event
SAP Statistical Analysis Plan
SD table disease
SoA Schedule of Activities
SoC Andard of care
SOC 8 Organ Class
SSB : fDNA break
SSRE sympfomatic ske clated events
TBL total bilirubi
tBRCA BReast CAncer gene ti
tBRCAmM BReast CAncer gen ssue
TEAE treatment emergent advers
TL target lesion
ULN upper limit of normal
us United States O
WHO World Health Organization

CONFIDENTIAL AND PROPRIETARY

146 of 151




Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

11 REFERENCES

Abida et al 2017
Abida W, Armenia J, Gopalan A, Brennan R, Walsh M, Barron D, et al. Prospective genomic

profiling of prostate cancer across disease states reveals germline and somatic alterations that
may affect clinical decision making. JCO Precis Oncol. 2017 Jul;2017.

wrican Cancer Society 2020
rigan Cancer Society. Cancer Facts and Figures 2020. Atlanta, Georgia: American Cancer

0. Available at URL: https://www.cancer.org/content/dam/cancer-
org/re§earc cer-facts-and-statistics/annual-cancer-facts-and-figures/2020/cancer-facts-
and-figur df

Armenia et
Armenia J, Wa AM, Liu D, Gao J, Kundra R, Reznik E, et al. The long tail of

oncogenic drivers iif prosta cer. Nat Genet. 2018;50(5):645-51. Erratum in: Nat Genet
2019;51(7):1194.

Azad et al 2015 :

Azad AA, Eigl BJ, Murray RN, Kollman#iSherger C, Chi KN. Efficacy of enzalutamide
following abiraterone acetate in chern % -naive metastatic castration-resistant prostate

cancer subjects. Eur Urol. 2015 Jan;67(1):23,9
Beer et al 2014

Beer TM, Armstrong AJ, Rathkopf DE, Loriot gCN, Higano CS, et al.
Enzalutamide in metastatic prostate cancer before ¢ }erapy. N Engl J Med. 2014 Jul

31;371(5):424-33.

CACA 2018
CACA Male Genitourinary Cancer Committee, Metastatic Pro

Chin J Surg. 2018;56(9):646-52.

epGuideline (2018)

Castro et al 2015
Castro E, Goh C, Leongamornlert D, Saunders E, Tymrakiewicz M, Dadae\@a ffect of
BRCA mutations on metastatic relapse and cause-specific survival after radica

t for
localised prostate cancer. Eur Urol. 2015 Aug;68(2):186-93. O

Cheng et al 2015 :
Cheng HH, Gulati R, Azad A, Nadal R, Twardowski P, Vaishampayan UN, et al. Activity
enzalutamide in men with metastatic castration-resistant prostate cancer is affected by prior
treatment with abiraterone and/or docetaxel. Prostate Cancer Prostatic Dis. 2015

Jun;18(2):122-7.

CONFIDENTIAL AND PROPRIETARY 147 of 151



Q

Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

Chung et al 2019
Chung JH, Dewal N, Sokol E, Mathew P, Whitehead R, Millis SZ, et al. Prospective

comprehensive genomic profiling of primary and metastatic prostate tumors. JCO Precis
Oncol. 2019;3.

de Bono et al 2011

ased survival in metastatic prostate cancer. N Engl J Med. 2011 May
21):1995-2005.

@uno JS, Logothetis CJ, Molina A, Fizazi K, North S, Chu L, et al. Abiraterone and
r

de
de Bond 0 J, Fizazi K, Saad F, Shore N, Sandhu S, et al. Olaparib for Metastatic
Castration~ ant Prostate Cancer. N Engl J Med. 2020;382(22):2091-102.

Farmer et al ZO(Q
Farmer H, McCabe ¥, LWTargeting the DNA repair defect in BRCA mutant cells as a

therapeutic strategy. Na 6 Apr 14;434(7035):917-21.
Fong et al 2009

Fong PC, Boss DS, Yap TA, Tatt A, WudfNMergui-Roelvink M, et al. Inhibition of
poly(ADP-ribose) polymerase in tumg ‘%’ BRCA mutation carriers. N Engl J Med.

2009;361(2):123-34.

Globocan 2018

Globocan 2018 Population Fact Sheets. Availa :
http://gco.iarc.fr/today/data/factsheets/populations yrld-fact-sheets.pdf
Hay et al 2009

Hay T, Matthews JR, Pietzka L, Lau A, Cranston A, Nygren AO, g
polymerase-1 inhibitor treatment regresses autochthonous Brca ‘@ itant mammary
tumors in vivo and delays tumor relapse in combination with carbey Cancer Res.
2009;69(9):3850-5.

Helleday 2011 C
Helleday T. The underlying mechanism for the PARP and BRCA synthetic lcthalgy: Clearing
up the misunderstandings. Mol Oncol. 2011;5:387-93.

combination with prednisone for the treatment of patients with metastatic castration-resista
prostate cancer: U.S. Food and Drug Administration drug approval summary. Clin Cancer
Res. 2013 Dec 15;19(24):6650-6.

Kluetz et al 2013
Kluetz PG, Ning YM, Maher VE, Zhang L, Tang S, Ghosh D, et al. Abiraterone acetate in O
n /\

CONFIDENTIAL AND PROPRIETARY 148 of 151



Q

Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

Ma et al 2008

Ma C-G, Ye D-W, Li C-L, Zhou F-J, Yao X-D, Zhang S-L, et al. Epidemiology of prostate
cancer from three centers and analysis of the first-fine hormonal therapy for the advanced
disease. Chin J Surg. 2008;46(12):921-25.

Mateo et al 2015

ects and olaparib in metastatic prostate cancer. N Engl J Med. 2015;373(18):1697-708.

yo J, Carreira S, Sandhu S, Miranda S, Mossop H, Perez-Lopez R, et al. DNA repair

2018
MatedJ, Carggira S, Seed G, Chandler R, Dolling D, Figueredo I, et al. Genomic profiling of
prima ate tumors from patients who develop metastatic castration-resistant prostate
cancer (m Clin Oncol. 2018;36(Suppl 15):5013.

Mezynski et al ZQ

Mezynski J, Pezaro‘C, Bia 1 D, Zivi A, Sandhu S, Thompson E, et al. Antitumor activity
of docetaxel following t with the CYP17A1 inhibitor abiraterone: clinical evidence
for cross-resistance? Ann ( ﬂl2 Nov;23(11):2943-7.

Murai et al 2012
Murai J, Huang SN, Das BB, Renaud

and PARP2 by Clinical PARP Inhibitors.

anger Res. 2012;72(21):5588-99.
Na et al 2017

o, Y, Doroshow JH, et al. Trapping of PARP1

o

Na R, Zheng SL, Han M, Yu H et al. Germline 0 ATM and BRCA1/2 Distinguish
Risk for Lethal and Indolent Prostate Cancer and are 7iated with Early Age at Death. Eur
Urol. 2017 May;71(5):740-47.

NHC 2018
Prostate Cancer Guideline 2018, National Health Commission ¢4
China (NHC), http://www.nhc.gov.cn/

¢ pk:’s Republic of

7

Pritchard et al 2016

Pritchard CC, Mateo J, Walsh MF, De Sarkar N, Abida W, Beltran H, et al. Iftheri
DNA-Repair Gene Mutations in Men with Metastatic Prostate Cancer. N ELQX
2016;375:443-53. O

Robinson D, Van Allen EM, Wu YM, Schultz N, Lonigro RJ, Mosquera JM, et al. Integrati
clinical genomics of advanced prostate cancer. Cell. 2015;161(5):1215-28.

Robinson et al 2015 0:

CONFIDENTIAL AND PROPRIETARY 149 of 151

®



Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

Rottenberg et al 2008
Rottenberg S, Jaspers JE, Kersbergen A, van der Burg E, Nygren AO, Zander SA, et al. High

sensitivity of BRCA I-deficient mammary tumors to the PARP inhibitor AZD2281 alone and
in combination with platinum drugs. Proc Natl Acad Sci. 2008;105(44):17079-84.

tatic prostate cancer without previous chemotherapy. N Engl J Med. 2013 Jan

@ Ryan et al 2013
CJ, Smith MR, de Bono JS, Molina A, Logothetis CJ, de Souza P, et al. Abiraterone in
Gk
2):138-48.

Scherjet a
Scher HE, @ Saad FM, Taplin ME, Sternberg CN, Miller K, et al. Increased Survival

with Enza in Prostate Cancer after Chemotherapy. N Engl J Med. 2012; 367:1187-97.

Scher et al 2015 Q

Scher HI, Solo K, ant J, MB, Mehra M. Prevalence of prostate cancer clinical states
and mortality in the Uni : Estimates using a dynamic progression model. PLoS One.
2015 Oct 13;10(10):e0139

Scher et al 2016 ‘

Scher HI, Morris MJ, Stadler WM, (—@Basch E, Fizazi K, et al. Trial Design and
Objectives for Castration-Resistant Prostate cer: Updated Recommendations From the
Prostate Cancer Clinical Trials Working Gioup

J @lin Oncol. 2016 Apr 20;34(12):1402-18.
Schweizer et al 2014 .
Schweizer MT, Zhou XC, Wang H, Bassi S, Carducci , Eisenberger MA, et al. The
i

influence of prior abiraterone treatment on the clinica ityof docetaxel in men with
metastatic castration-resistant prostate cancer. Eur Urol. 2014 Oct;66(4):646-52.

4
}. 2020;70:7-30.
Sun and Chen 2010 0
Sun X, Chen C. Comparison of Finkelstein’s Method With the Conventiona@o for
Interval-Censored Data Analysis. Stat Biopharm Res. 2010;2:97-108.
Suzman et al 2014 o

Suzman DL, Luber B, Schweizer MT, Nadal R, Antonarakis ES. Clinical activity of :

Siegel et al 2020
Siegel RL, Miller KD, Jemal A. Cancer statistics, 2020. CA Canc

enzalutamide versus docetaxel in men with castration-resistant prostate cancer progressing
after abiraterone. Prostate. 2014 Sep; 74(13):1278-85.

van Soest et al 2013 @

van Soest RJ, van Royen ME, de Morrée ES, Moll JM, Teubel W, Wiemer EA, et al. Cross-
resistance between taxanes and new hormonal agents abiraterone and enzalutamide may affect

CONFIDENTIAL AND PROPRIETARY 150 of 151



Clinical Study Protocol — 3.0 AstraZeneca
Olaparib - DO81LC00002

drug sequence choices in metastatic castration-resistant prostate cancer. Eur J Cancer. 2013
Dec;49(18):3821-30.

Vogelzang et al 2016
Vogelzang NJ, Armstrong AJ, Higano CS, Sartor AO, Pieczonka CM, Concepcion RS, et al.

@ Treatment patterns for metastatic castration-resistant prostate cancer (mCRPC) in oncology
@C) urology (URO) practices: Data from the PROCEED registry. J Clin Oncol.

;34:2016 (suppl; abstr €e16503).
18

Wei u u WJ, Qin XJ, et al. Study on BRCA1/2 and ATM germline mutations in the
Chinese t ancer patients. China Oncol. 2018;28(8):584-9.

CONFIDENTIAL AND PROPRIETARY 151 of 151



SIGNATURE PAGE

This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic signature

Document Name: d0811c00002-csp-v3

D081LC00002 Clinical Study Protocol version 3

Doc ID-004457985

4.0 CURRENT LATEST APPROVED

Server Date

4

igned by Meaning of Signature
(dd-MMM-yyyy HH:mm ‘UTC’
02-May-2023 07:15 UTC Content Approval
28-Apr-2023 15:47 UTC | PPD é Content Approval
02-May-2023 19:11 UTC PPD Content Approval
02-May-2023 15:37 UTC PPD Author Approval
03-May-2023 09:22 UTC PPD Content Approval

Notes: (1) Document details as stored in ANGEL, an Astra %&ment management system.

/0
Q)
QO
%

%,

o



	D081LC00002 -   Protocol_Redacted
	TITLE PAGE
	PROTOCOL AMENDMENT SUMMARY OF CHANGES TABLE
	TABLE OF CONTENTS
	LIST OF FIGURES
	LIST OF TABLES
	1 PROTOCOL SUMMARY
	1.1 Synopsis
	1.2 Schema
	1.3 Schedule of Activities

	2 INTRODUCTION
	2.1 Study Rationale
	2.1.1 BRCAm Metastatic Castration-resistant Prostate Cancer
	2.1.2 Current Treatment Options
	2.1.3 Olaparib

	2.2 Benefit:Risk Assessment
	2.2.1 Risk Assessment
	2.2.2 Benefit Assessment
	2.2.3 Overall Benefit:Risk Conclusion


	3 OBJECTIVES AND ENDPOINTS
	4 STUDY DESIGN
	4.1 Overall Design
	4.2 Scientific Rationale for Study Design
	4.2.1 Rationale for the tBRCAm Assay in China

	4.3 Justification for Dose
	4.4 End of Study Definition

	5 STUDY POPULATION
	5.1 Inclusion Criteria
	5.2 Exclusion Criteria
	5.3 Lifestyle Considerations
	5.3.1 Meals and Dietary Restrictions
	5.3.2 Contraception
	5.3.3 Blood Donation

	5.4 Screen Failures

	6 STUDY INTERVENTION
	6.1 Study Intervention(s) Administered
	6.2 Preparation/Handling/Storage/Accountability of Interventions
	6.3 Measures to Minimise Bias: Randomization and Blinding
	6.4 Study Intervention Compliance
	6.5 Concomitant Therapy
	6.5.1 Other Concomitant Medication

	6.6 Dose Modification
	6.6.1 Dose Reductions for Olaparib
	6.6.2 Dose Reductions for Abiraterone Acetate and Enzalutamide
	6.6.3 Management of Toxicities Related to Olaparib
	6.6.3.1 Management of Hematological Toxicity
	6.6.3.1.1 Management of Anemia
	6.6.3.1.2 Management of Neutropenia, Leukopenia and Thrombocytopenia
	6.6.3.1.3 Management of Prolonged Hematological Toxicities While on Study Treatment

	6.6.3.2 Management of Non-hematological Toxicity
	6.6.3.2.1 Management of New or Worsening Pulmonary Symptoms
	6.6.3.2.2 Management of Nausea and Vomiting
	6.6.3.2.3 Interruptions for Intercurrent Non-toxicity Related Events
	6.6.3.2.4 Hepatitis B

	6.6.3.3 Renal Impairment

	6.6.4 Management of Toxicities related to Enzalutamide and Abiraterone Acetate

	6.7 Continued Access to Study Intervention after the End of the Study
	6.8 Treatment of Overdose

	7 DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT DISCONTINUATION/WITHDRAWAL
	7.1 Discontinuation of Study Intervention
	7.1.1 Follow-up of Participants Post Discontinuation of Study Intervention
	7.1.2 Follow-up of Participants to PFS2
	7.1.3 Follow-up for Survival

	7.2 Participant Withdrawal from the Study
	7.3 Lost to Follow-up

	8 STUDY ASSESSMENTS AND PROCEDURES
	8.1 Efficacy Assessments
	8.1.1 Imaging Tumor Assessments
	8.1.1.1 CT and MRI Scans Tumor Assessments (RECIST 1.1)
	8.1.1.2 Bone Scans Tumor Assessment (Based on PCWG3 Criteria)

	8.1.2 Tumor Evaluation
	8.1.3 Central Reading of Scans
	8.1.4 Time to Second Progression or Death
	8.1.5 Symptomatic Skeletal-related Events
	8.1.6 PSA Assessments
	8.1.7 Overall Survival
	8.1.8 Clinical Outcome Assessments

	8.2 Safety Assessments
	8.2.1 Physical Examinations
	8.2.2 Vital Signs
	8.2.3 Electrocardiograms
	8.2.4 Clinical Safety Laboratory Assessments
	8.2.4.1 Coagulation
	8.2.4.2 Bone Marrow or Blood Cytogenetic Samples
	8.2.4.3 Hepatitis B Blood Test

	8.2.5 Other Safety Assessments
	8.2.5.1 ECOG Performance Status


	8.3 Adverse Events and Serious Adverse Events
	8.3.1 Time Period and Frequency for Collecting AE and SAE Information
	8.3.2 Follow-up of AEs and SAEs
	8.3.2.1 Adverse Events After the 30-day Follow-up Period
	8.3.2.2 Follow-up of Unresolved Adverse Events
	8.3.2.3 Adverse Event Variables

	8.3.3 Causality Collection
	8.3.4 Adverse Events Based on Signs and Symptoms
	8.3.5 Adverse Events Based on Examinations and Tests
	8.3.6 Hy’s Law
	8.3.7 Disease Progression
	8.3.8 New Cancers
	8.3.9 Lack of Efficacy
	8.3.10 Deaths
	8.3.11 Adverse Events of Special Interest
	8.3.12 Safety Data to be Collected Following the Final Data Cutoff of the Study
	8.3.13 Reporting of Serious Adverse Events
	8.3.14 Pregnancy
	8.3.14.1 Paternal Exposure

	8.3.15 Medication Error, Drug Abuse and Drug Misuse
	8.3.15.1 Timelines
	8.3.15.2 Medication Error
	8.3.15.3 Drug Abuse
	8.3.15.4 Drug Misuse

	8.3.16 Reporting of Overdose

	8.4 Human Biological Samples
	8.4.1 Pharmacokinetics
	8.4.2 Immunogenicity Assessments
	8.4.3 Pharmacodynamics

	8.5 Human Biological Sample Biomarkers
	8.5.1 Collection of Mandatory Samples for Biomarker Analysis
	8.5.1.1 Mandatory Tumor Sample Collection
	8.5.1.2 BRCA Mutation Testing of Tumor Biopsy Sample
	8.5.1.3 Collection, Analysis and Reporting of Tumor Samples


	8.6 Optional Genomics Initiative Sample
	8.7 Medical Resource Utilization and Health Economics

	9 STATISTICAL CONSIDERATIONS
	9.1 Statistical Hypotheses
	9.2 Sample Size Determination
	9.3 Populations for Analyses
	9.4 Statistical Analyses
	9.4.1 General Considerations
	9.4.2 Efficacy
	9.4.2.1 Calculation or Derivation of Tumor Response Variables
	9.4.2.2 Primary Endpoint
	9.4.2.2.1 Radiological Progression-Free Survival (rPFS)

	9.4.2.3 Secondary Endpoint(s)
	9.4.2.3.1 Confirmed Objective Response Rate (ORR)
	9.4.2.3.2 Overall Survival
	9.4.2.3.3 Time to First Symptomatic Skeletal –Related Event (SSRE)
	9.4.2.3.4 Duration of Response
	9.4.2.3.5 Time to Opiate Use for Cancer Pain
	9.4.2.3.6 Prostate Specific Antigen Response
	9.4.2.3.7 Time from Randomization to Second Progression or Death (PFS2)


	9.4.3 Safety
	9.4.3.1 Adverse Events
	9.4.3.2 Other Significant Adverse Events (OAE)
	9.4.3.3 Concomitant Medications
	9.4.3.4 Compliance and Exposure
	9.4.3.5 Other Safety Data


	9.5 Interim Analyses
	9.6 Independent Data Monitoring Committee

	10 SUPPORTING DOCUMENTATION AND OPERATIONAL CONSIDERATIONS
	Appendix A Regulatory, Ethical, and Study Oversight Considerations
	A 1 Regulatory and Ethical Considerations
	A 2 Financial Disclosure
	A 3 Informed Consent Process
	A 4 Data Protection
	A 5 Committees Structure
	A 6 Dissemination of Clinical Study Data
	A 7 Data Quality Assurance
	A 8 Source Documents
	A 9 Study and Site Start and Closure
	A 10 Publication Policy
	Appendix B Adverse Events: Definitions and Procedures for Recording, Evaluating, Follow-up, and Reporting
	B 1 Definition of Adverse Events
	B 2 Definitions of Serious Adverse Event
	B 3 A Guide to Interpreting the Causality Question
	B 4 Medication Error, Drug Abuse, and Drug Misuse
	Appendix C Handling of Human Biological Samples
	C 1 Chain of Custody
	C 2 Withdrawal of Informed Consent for Donated Biological Samples
	C 3 International Airline Transportation Association (IATA) 6.2 Guidance Document
	Appendix D Actions Required in Cases of Increases in Liver Biochemistry and Evaluation of Hy’s Law
	D 1 Introduction
	D 2 Definitions
	D 3 Identification of Potential Hy’s Law Cases
	D 4 Follow-up
	D 4.1 Potential Hy’s Law Criteria Not Met
	D 4.2 Potential Hy’s Law Criteria Met
	D 5 Review and Assessment of Potential Hy’s Law Cases
	D 6 Actions Required When Potential Hy’s Law Criteria are Met Before and After Starting Study Intervention
	D 7 Actions Required for Repeat Episodes of Potential Hy’s Law
	D 8 Laboratory Tests
	D 9 References
	Aithal et al 2011
	FDA Guidance 2009

	Appendix E Guidelines for Evaluation of Objective Tumor Response Using RECIST 1.1 Criteria (Response Evaluation Criteria in Solid Tumors) in Soft Tissue and PCWG-3 (Prostate Cancer Working Group Criteria 3) in Bone Lesions
	Eisenhauer et al 2009
	Scher et al 2016

	Appendix F Contraception Requirements
	F 1 Male Participants with a Female Partner of Childbearing Potential
	F 2 Highly Effective Methods of Contraception
	Appendix G Concomitant Medications
	G 1 Guidance Regarding Potential Interactions with Concomitant Medications
	G 2 Prohibited, Restricted and Permitted Concomitant Medications/Therapies
	Appendix H Changes Related to the COVID-19 Pandemic
	Appendix I Olaparib/Investigator’s Choice of NHA Product-specific Guidance in Relation to the COVID-19 Pandemic
	I 1 Study Participant Risks during COVID-19
	I 2 Study Treatment Administration Impacted by COVID-19
	I 2.1 Olaparib/Investigator’s Choice of NHA: Product-specific Guidance in Relation to the COVID-19 Pandemic
	I 3 Reference
	Brahmer et al 2018

	Appendix J Abbreviations

	11 REFERENCES
	Abida et al 2017
	American Cancer Society 2020
	Armenia et al 2018
	Azad et al 2015
	Beer et al 2014
	CACA 2018
	Castro et al 2015
	Cheng et al 2015
	Chung et al 2019
	de Bono et al 2011
	de Bono et al 2020
	Farmer et al 2005
	Fong et al 2009
	Globocan 2018
	Hay et al 2009
	Helleday 2011
	Kluetz et al 2013
	Ma et al 2008
	Mateo et al 2015
	Mateo et al 2018
	Mezynski et al 2012
	Murai et al 2012
	Na et al 2017
	NHC 2018
	Pritchard et al 2016
	Robinson et al 2015
	Rottenberg et al 2008
	Ryan et al 2013
	Scher et al 2012
	Scher et al 2015
	Scher et al 2016
	Schweizer et al 2014
	Siegel et al 2020
	Sun and Chen 2010
	Suzman et al 2014
	van Soest et al 2013
	Vogelzang et al 2016
	Wei et al 2018


	D081LC00002 -   Protocol 1



