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List of abbreviations

ACMG
ADR
AE(s)
AESIs
ALT
ARCAGY
AST
AUC

AUCss
state

BCRP

bd

BICR

BRCA
BRCAmM
BRCAwt/VUS
CA-125

CDS

CDx

CHMP

CI

CLIA

Cmax (Cmax,ss)
Cmin (Cmin,ss)
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CrCL

CRF

CSR

CTCAE

CTD

CYpP

DCO

American College of Medical Genetics and Genomics

Adverse drug reaction

Adverse event(s)

Adverse events of special interest

Alanine aminotransferase

Association de Recherche sur les Cancers dont GYnécologiques
Aspartate aminotransferase

Area under plasma concentration-time curve

Area under plasma concentration-time curve during any dosing interval at steady

Breast Cancer Resistance Protein

Twice daily

Blinded independent central review

Breast cancer susceptibility gene

gBRCA or sBRCA mutated/mutation

gBRCA and sBRCA wild type/variant of uncertain significance
Cancer antigen-125 (tumour biomarker)

Core Data Sheet

Companion diagnostic

Committee for Medicinal Products for Human Use
Confidence interval

Clinical Laboratory Improvement Amendments
Maximum plasma concentration (at steady state)
Minimum plasma concentration (at steady state)
Complete response

Creatinine clearance

Case report form

Clinical study report
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FIGO Fédération Internationale de Gynécologie Obstétrique (International Federation of

Gynaecology and Obstetrics)

gBRCA Germline BRCA

gBRCAmM Germline BRCA mutated

gBRCAwt/VUS Germline BRCA wild type/variant of uncertain significance
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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, AstraZeneca AB submitted to the
European Medicines Agency on 21 November 2019 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I, II, IIIA
of a new therapeutic indication or modification of an and IIIB
approved one

Extension of indication to include the use of Lynparza tablets in combination with bevacizumab for the
maintenance treatment of adult patients with advanced (FIGO stages III and IV) high-grade epithelial
ovarian, fallopian tube or primary peritoneal cancer who are in response (complete or partial) following
completion of first-line platinum-based chemotherapy with bevacizumab. As a consequence, sections 4.1,
4.2,4.4,4.8, 5.1 of the SmPC are updated. The PL is updated accordingly. In addition, sections 4.4 and
4.8 of the SmPC for Lynparza hard capsules are revised based on updated safety data analysis.
Furthermore, the PI is brought in line with the latest QRD template version 10.1. The RMP version 19 has
also been submitted.

The variation requested amendments to the Summary of Product Characteristics, Annex II, Labelling and
Package Leaflet and to the Risk Management Plan (RMP).

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/0262/2018 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0262/2018 was not yet completed as some
measures were deferred.

Information relating to orphan market exclusivity

Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the application included a critical report addressing the possible similarity with authorised
orphan medicinal products.

Scientific advice

The MAH did not seek Scientific Advice at the CHMP.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:
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Rapporteur: Alexandre Moreau Co-Rapporteur: Koenraad Norga

Submission date 21 November 2019
Start of procedure: 28 December 2019
CHMP Co-Rapporteur Assessment Report 21 February 2020
CHMP Rapporteur Assessment Report 21 February 2020
PRAC Rapporteur Assessment Report 28 February 2020
PRAC Outcome 12 March 2020
CHMP members comments 16 March 2020
Updated CHMP Rapporteur(s) (Joint) Assessment Report 20 March 2020
Request for supplementary information (RSI) 26 March 2020
CHMP Rapporteur Assessment Report 5 June 2020

PRAC Rapporteur Assessment Report 29 May 2020

PRAC Outcome 11 June 2020
CHMP members comments 15 June 2020
Updated CHMP Rapporteur Assessment Report 19 June 2020
Request for supplementary information (RSI) 25 June 2020

PRAC Rapporteur Assessment Report n/a

CHMP Rapporteur Assessment Report 4 September 2020
CHMP members comments 7 September 2020
Updated CHMP Rapporteur Assessment Report 11 September 2020
Opinion 17 September 2020

2. Scientific discussion

2.1. Introduction

2.1.1. Problem statement

Disease or condition

The initially applied indication is for Lynparza in combination with bevacizumab for the maintenance
treatment of adult patients with advanced (FIGO stages III and IV) high-grade epithelial ovarian, fallopian
tube or primary peritoneal cancer who are in response (complete or partial) following completion of first-
line platinum-based chemotherapy in combination with bevacizumab.
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Epidemiology

Ovarian cancer is the leading cause of death from gynaecological cancers in the US and Europe, ranking
as the fifth most common cause of cancer death in women (American Cancer Society 2019, Ferlay et al
2013). In 2019, it is estimated that there will be 22,530 newly diagnosed ovarian cancer cases in the US
and approximately 13,980 women will die from ovarian cancer (American Cancer Society 2019). Across
Europe, the estimated age standardised rate of newly diagnosed ovarian cancer cases in 2020 is
15.5/100,000 and the mortality is 10.3/100,000 (ECIS 2020).

The disease is predominantly diagnosed in post-menopausal women over 50 years of age (>80%) and the
aetiology is unknown although family history and a woman’s reproductive history are important risk factors
(Ledermann et al 2013). Family history (patients having 2 or more first degree relatives with ovarian
cancer) including linkage BRCA1 and BRCA2 genotypes is associated with early-onset disease.

Ovarian cancer remains one of the most difficult cancers to diagnose at an early curable stage; 75% of
patients present with advanced disease at initial diagnosis (Stage III or IV) (Hennessy et al 2009). Most
patients die from their disease, with 5-year survival rates of only 29% for advanced stages (American
Cancer Society 2019, Siegel et al 2019).

Biologic features

More than 90% of malignant ovarian tumours are of epithelial origin, designated epithelial ovarian cancer
(EOC). The most common and most lethal EOC is high-grade serous carcinoma (HGSC).

High grade epithelial ovarian cancers have two principal phenotypic characteristics that suggests PARP
inhibitor sensitivity. Firstly, epithelial ovarian cancers are highly responsive to platinum-based
chemotherapy. Underpinned by a similar dependence on HRR for the repair of platinum-induced DNA
damage, in the relapsed setting, platinum sensitivity has been demonstrated as a useful biomarker of
PARP inhibitor sensitivity (Gelmon et al 2011, Ledermann et al 2012). Secondly, using known measures
of HRR-deficiency, approximately 50% of high grade serous ovarian cancers are expected to be HRR-
deficient at diagnosis (Konstantinopoulos et al 2015). HRR-deficiency in ovarian tumours can arise
through a number of different mechanisms including loss of function mutations in genes that encode
proteins with essential roles in HRR (including BRCA1 and BRCAZ2) as well as epigenetic silencing of HRR
genes (Kondrashova et al 2018).

Clinical presentation, diagnosis and stage/prognosis

Ovarian cancer is often asymptomatic in the early stages and is, therefore, first detected in advanced
stages, when prognosis is poor. For women who do experience symptoms in the early stages, ovarian
cancer is sometimes misdiagnosed because the majority of symptoms are nonspecific. These symptoms
may overlap those of gastrointestinal and other diseases, and as a result, many patients may be treated
incorrectly for months or years.

The 5-year overall survival (OS) rate in advanced ovarian cancer patients decreases from 42% for Stage
ITIA, 32% for Stage IIIC, and 19% for Stage IV.

Management

Cytoreductive surgery and platinum-based chemotherapy are considered treatments of choice for patients
with newly diagnosed advanced ovarian cancer (NCCN Ovarian 2019, Karam et al 2017, Ledermann et al
2013). Even though most newly diagnosed advanced ovarian cancer patients achieve complete response
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at the end of first line treatment, approximately 70% relapse within the first three years of diagnosis
(Ledermann et al 2013). Once ovarian cancer relapses, the disease becomes largely incurable.

The vascular endothelial growth factor (VEGF) inhibitor bevacizumab, given in combination with
carboplatin and paclitaxel followed by bevacizumab as maintenance, is the first biological treatment to be
approved in the first line ovarian cancer treatment setting. The approval of bevacizumab in EU was based
on the primary analysis of the GOG-0218 (Bevacizumab SmPC 2018, Burger et al 2011) and ICON7
(BO17707) (Perren et al 2011, Oza et al 2015) studies.

Most recently, results of the SOLOL1 trial led to the approval of olaparib as first targeted maintenance
treatment for newly diagnosed advanced BRCAm ovarian cancer patients in the EU in June 2019. The
results from SOLO1 demonstrated a substantial 70% reduction in risk of disease progression or death (HR
0.30; 95% CI 0.23 to 0.41).

2.1.2. About the product

Olaparib, is a potent oral human PARP inhibitor that exploits deficiencies in DNA repair pathways to
preferentially target cancer cells carrying such deficiencies. Dysfunctional HRR in tumour cells results in
reliance on error-prone repair pathways, leading to an accumulation of DNA damage and cell death in
tumour cells.

Lynparza is approved in EU for the treatment of ovarian cancer, breast cancer and adenocarcinoma of the
pancreas.

Lynparza presented as tablet formulation is currently indicated in the following indications for the treatment
of ovarian cancer:

-As monotherapy for the maintenance treatment of adult patients with advanced (FIGO stages III and 1V)
BRCA1/2- mutated (germline and/or somatic) high-grade epithelial ovarian, fallopian tube or primary
peritoneal cancer who are in response (complete or partial) following completion of first-line platinum-
based chemotherapy.

-As monotherapy for the maintenance treatment of adult patients with platinum-sensitive relapsed high-
grade epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or
partial) to platinum-based chemotherapy.

The recommended dose of Lynparza in monotherapy is 300 mg (two 150 mg tablets) taken twice daily,
equivalent to a total daily dose of 600 mg. The 100 mg tablet is available for dose reduction.

The initially claimed indication was for olaparib (300 mg twice daily [bd], tablet formulation) for the
following indication:

“"Lynparza in combination with bevacizumab for the maintenance treatment of adult patients with advanced
(FIGO stages III and IV) high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are
in response (complete or partial) following completion of first-line platinum-based chemotherapy with
bevacizumab”.

Pre-clinical data have suggested a potential clinical synergistic benefit may be achieved when combining
VEGF and PARP inhibitors, as there have been multiple observations around the impact of hypoxia on cell
stress, including the DNA damage response and specifically inhibition of HRR.

The clinical rationale for investigating the role of the combination of olaparib/bevacizumab in the PAOLA-1
trial was based on available non-clinical and clinical data to combine two effective targeted treatments in
ovarian cancer after completion of platinum based chemotherapy, in the first line maintenance setting

Assessment report
EMA/523504/2020 Page 12/150



where improvement in clinical outcomes can be most impactful to patients with significant delay in
progression and relapse and potentially improvement in cure rates.

The recommended indication by CHMP is as follows:
Lynparza in combination with bevacizumab is indicated for the:

e maintenance treatment of adult patients with advanced (FIGO stages III and IV) high-grade
epithelial ovarian, fallopian tube or primary peritoneal cancer who are in response (complete or
partial) following completion of first-line platinum-based chemotherapy in combination with
bevacizumab and whose cancer is associated with homologous recombination deficiency (HRD)
positive status defined by either a BRCA1/2 mutation and/or genomic instability (see section 5.1).

Before Lynparza with bevacizumab treatment is initiated for the first-line maintenance treatment of EOC,
FTC or PPC, patients must have confirmation of either deleterious or suspected deleterious BRCA1/2
mutation and/or genomic instability determined using a validated test.

The recommended dose of Lynparza in combination with bevacizumab is 300 mg (two 150 mg tablets)
taken twice daily, equivalent to a total daily dose of 600 mg. The 100 mg tablet is available for dose
reduction.

When Lynparza is used in combination with bevacizumab for the first-line maintenance treatment of high-
grade epithelial ovarian, fallopian tube, or primary peritoneal cancer following completion of first-line
platinum-based therapy with bevacizumab, the dose of bevacizumab is 15 mg/kg once every 3 weeks.
Please refer to the full product information for bevacizumab (see section 5.1).

Patients can continue treatment with Lynparza until radiological disease progression, unacceptable
toxicity or for up to 2 years if there is no radiological evidence of disease after 2 years of treatment.
Patients with evidence of disease at 2 years, who in the opinion of the treating physician can derive
further benefit from continuous Lynparza treatment, can be treated beyond 2 years. Please refer to the
product information for bevacizumab for the recommended overall duration of treatment of a maximum
of 15 months including the periods in combination with chemotherapy and as maintenance (see section
5.1).

Detection of BRCA1/2 mutations

Genetic testing should be conducted by an experienced laboratory using a validated test. Local or central
testing of blood and/or tumour samples for germline and/or somatic BRCA1/2 mutations have been used
in different studies. DNA obtained from a tissue or blood sample has been tested in most of the studies,
with testing of ctDNA being used for exploratory purposes. Depending on the test used and the
international classification consensus, the BRCA1/2 mutations have been classified as
deleterious/suspected deleterious or pathogenic/likely pathogenic. Homologous recombination deficiency
(HRD) positive status can be defined by detection of a BRCA1/2 mutation classified as
deleterious/suspected deleterious or pathogenic/likely pathogenic. Detection of these mutations could be
combined with positive HRD score (below) to determine HRD positive status.

Detection of genomic instability

HR deficiency-associated genomic alterations that have been investigated in Paola-1 include genome-wide
loss of heterozygosity, telomeric allelic imbalance and large scale transition, which are continuous
measures with pre-defined criteria and score. Composite genomic instability score (GIS, also called HRD
score) is determined when the combined measures and respective scores are used to assess the extent of
specific genomic aberrations accumulated in tumour cells. Lower score defines lower likelihood of HR
deficiency of tumour cells and higher score determines higher likelihood of HR deficiency of tumour cells
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at the time of the sample collection relative to exposure to DNA damaging agents. Validated cut-offs
should be used to determine GIS positive status.

HRD positive status can be defined by a composite GIS score for HR deficiency-associated genomic
alterations tested by an experienced laboratory using a validated test.

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by the
CHMP (see discussion on non-clinical aspects).

2.2.1. Ecotoxicity/environmental risk assessment

The risk of an adverse environmental impact from the use of the drug substance olaparib has already been
evaluated and approved by the EMA (EMEA/H/C/003726). The present submission seeks approval for a
change to the ovarian cancer indication, to register Lynparza, in combination with bevacizumab, for the
maintenance treatment of adult patients with advanced, high-grade epithelial ovarian, fallopian tube or
primary peritoneal cancer who are in response (complete response or partial response) to first line
platinum-based chemotherapy with bevacizumab.

Although the indication has been amended, potentially increasing the patient population contributing to
environmental exposure, the dose has not changed, and the indication and patient population used in the
original environmental risk assessment (ovarian cancer) is considered sufficiently broad to cover the
proposed indication change for this variation. The approval of this variation will have no significant effect
on the predicted environmental exposure concentration presented in the original indication. Therefore, in
accordance with the European Medicines Agency guidance (CHMP 2006 and CHMP 2016), an environmental
risk assessment for olaparib has not been provided with this variation.

2.2.2. Discussion and conclusion on non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by the
CHMP. Both olaparib and bevacizumab have an indication in the first line maintenance treatment of
ovarian cancer patients. The contribution of olaparib in the combination is assessed as add-on therapy to
bevacizumab used in both arms concurrently with chemotherapy and in maintenance setting as indicated
in the SmPC.

The updated data submitted in this application do not lead to a significant increase in environmental
exposure further to the use of olaparib.

Considering the above data, olaparib is not expected to pose a risk to the environment.

2.3. Clinical aspects

2.3.1. Introduction

GCP

The Clinical trials were performed in accordance with GCP as claimed by the MAH.

The MAH has provided a statement to the effect that clinical trials conducted outside the community were
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carried out in accordance with the ethical standards of Directive 2001/20/EC.

o Tabular overview of clinical studies
Type of |Study identifier  |(Location |Objective(s) of the Study Design Test Products, |Number of Healthy Duration of Study
study of Study  (study and Type of Dosage Regimen, | Subjects Subjects or Treatment Status;
Report in Coniroel Route of randomised/ |Diagnosis of Type of
Module 5 Administration |treated Patients Report
Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication
Efficacy, | DOB1TCO0003 53351 To determine the Phase 111 Olaparib 300 mg [806/802 Patients with Patients were to | Ongoing;
Safety |(PAOLA-1) efficacy of olaparib vs  |double-blind, bd tablet (oral) newly diagnosed, |start treatment | full CSR
placebo added to randomised, advanced (FIGO | ., olaparib or {Final PFS
bevacizumab by PFS,  |placebo-controlled,| Bevacizumab 15 Stage IIB-IV) matching analysis and
fime to earliest multicentre mg/kg of body high grade serous lacebo tablets at nterim PFS2
progression by RECIST weight every 3 or high grade plac *and OS
"A-125 or death, weeks for 15 endometrioid® least 3 weeks analysis)
8T, PFSZ, TSST, and months (iv). ovarian cancer, |and no more than

To compare the effects
of olaparib maintenance
compared with placebo
on HROQoL and PROs,
with consideration of
patient preference.

To assess the safety and
tolerability of olaparib
maintenance compared
with placebo.

primary
peritoneal cancer
and/or fallopian
tube cancer who
are in CR or PR
following
completion of
first line
platinum-taxane
based
chemotherapy
and
bevacizumab.

“ Patients with
other epithelial
non-mucinous
histology were
also eligible
provided they
had a gBRCA
mutation.

9 weeks after
their last dose of
chemotherapy.
Patients could
continue olaparib
or placebo for 2
years or until
disease
progression as
per modified
RECIST 1.1 as
assessed by the
investigator.
Patients who in
the opinion of
the investigator,
in discussion
with the
Sponsor, could
derive further
benefit from
continued
treatment, could

be treated
bevond 2 vears.

Bewvacizumab
was o be dosed
for a duration of
15 months in
total/22 cycles in
total (including
combination
with platinum-
based
chemotherapy)
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Patient PK and Initial Tolerability Study Reports

doses of olaparib

olapanb when used in

on Day 1 (oral);

mg'ke v every 14

when administered in [combination with bevacizumab 10 days (cycle)
combination with bevacizumab mg'kg v every 14 starting on Day £
bevacizumab to (Awvastin®) in patients |days (cycle) and continued for a

patients with
advanced solid

with advanced solid
tumours, Open label,

starting on Day 8

minimum of 2
cycles

PE, DORIOCO0022 |5.332 To determine the Phase | study to Cohort 1: olaparib [12/12 Patients with  |Olaparib capsule  |Complete;
safety safety and tolerability [assess the safety and | 100 mg capsule bd advanced solid |bd starting on Day |full CSR
of twice daily oral tolerability of (2 x 50 mg) starting tumours 1; bevacizumab 10

fumours. dual-centre siudy. Cohort 2: olaparib
200 mg capsule bd
(4 x 50 mg) starting
on Day 1 (oral);
bevacizumab 10

mgkg v every 14

To compare exposure
o olaparib when
given alone and in
combination with
bevacizumab.

days (cycle)
starting on Day 8

Cohort 3: olaparib
400 mg capsule bd
(8 x 50 mg) starting
on Day 1 (oral);
bevacizumab 10
mg'kg iv every 14
days (cycle)
starting on Day 8

2.3.2. Pharmacokinetics

Introduction

The proposed application is mainly based on data from the pivotal study, PAOLA-1. In addition to the
original package, one additional phase I clinical study (study D0810C00022) has been submitted to support
the proposed indication with the aim to assess the safety and tolerability of olaparib in combination with
bevacizumab and to compare exposure to olaparib when given alone and in combination with bevacizumab.

Main PK properties of olaparib (ADME)

Olaparib is a biopharmaceutics classification system class IV compound possessing low solubility and
moderate permeability. The commercial tablet dose and strengths are 2 x 150 mg tablets for 300 mg bd
with the 100 mg strength tablet available to support dose reductions. It is also recommended that olaparib
tablets should be swallowed whole and not chewed, crushed, dissolved or divided.

PK parameters associated with rich PK sampling data, fasting conditions, olaparib as monotherapy and in
normal renal and hepatic function groups are summarized below.

J Olaparib was rapidly absorbed following oral dosing in fasting conditions, with peak plasma
concentrations observed typically after 1.5 hours post-dose and declined in a biphasic manner. After 300
mg single dose, the arithmetic mean values of elimination half-life (t1/2) and apparent clearance (CL/F)
were respectively 14.9 hours (SD of 8.2 hours) and 7.40 L/h (SD of 3.9 L/h). The pooled tablet population
PK analyses characterised the absorption phase of olaparib as a sequential zero- and first-order absorption
and showed a significant impact of olaparib tablet strength on the absorption rate constant.

. Co-administration of olaparib tablet formulation with a high fat meal showed minimal impact on
AUC (8% increase), the observed effect was a result of decrease in absorption rate: olaparib median time
to reach maximum concentration (tmax) was 4 hours and mean Cmax was reduced by 21% compared to
fasted data. These changes are not considered to be clinically relevant, therefore the olaparib tablet
formulation can be given with or without food.

. Olaparib exhibited a high apparent volume of distribution (Vz/F) of 158 L (SD of 136). The plasma
protein binding in vitro was moderate (81.9% at clinically relevant concentrations of 10 ug/mL).
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. Following single dosing, exposure, measured by the area under the plasma concentration-time
curve (AUC), increased approximately proportionally with dose for the tablet single dose range 25 to 450
mg; maximum observed plasma concentration of olaparib (Cmax) increased slightly less than proportionally
for the same dose range.

. Following a single 100 mg dose of radiolabelled olaparib capsule, unchanged olaparib and oxidised
metabolites were detected in plasma, urine and faeces. Metabolite profiles of plasma indicated that olaparib
was the major component (70% of the circulating radioactivity). There were three major drug derived
components in plasma M12 (AZ14102299, ring-open piperazin-3-ol), M15 (AZ14102296, 4-fluorophenol
(hydroxy)methyl) and M18 (AZ14102567, piperazin-3-ol); each of them accounted for 9-14% of the plasma
radioactivity. Drug-related material was eliminated in the urine (44% mean recovery) and in the faeces
(42% mean recovery), predominantly as metabolites.

Dose proportionality and time dependencies

Exposure, measured by area under plasma concentration-time curve from zero to infinity (AUC), increased
approximately proportionally with dose for the single dose tablet range 25 to 450 mg; maximum plasma
concentration (Cmax) increased slightly less than proportionally for the same dose range.

Following bd dosing, an AUC mean accumulation ratio of 1.8 was observed at steady state. At the 300 mg
bd dose, olaparib PK appeared to be time dependent, with mean temporal change parameter (TCP
calculated as AUC during the dosing interval at steady state [AUCss]/AUC single dose) of 1.53 (SD 0.59).

Special populations

The key observations related to the intrinsic factors impacting olaparib PK are summarised below.

. The latest population PK analysis pooling PK data from studies with the tablet formulation did not
identify gender, race, tumour location, age or body weight as significant covariates (Olaparib-MS-08).
BRCA1/2 status was not identified as a significant covariate either, but there were 36% of missing values
for this covariate. In addition, no race difference in the PK of olaparib was shown from the phase I Japanese
PK studies with the tablet or capsule formulations (respectively D081BC00001 and D0810C00001 [Study
01]) or from the phase I Chinese PK study using the tablet formulation (D081BC00002). Therefore, dose
adjustment based on race, gender, age or body weight is not required. The PK of olaparib in prostate cancer
patients was similar to other cancer patients supporting the dose regimen of 300 mg bd in these patients.

. In patients with mild hepatic impairment (Child-Pugh Classification A), AUC increased by 15% and
Cmax increased by 13%. In patients with moderate hepatic impairment (Child-Pugh Classification B), AUC
increased by 8% and Cmax decreased by 13%. The changes in AUC and Cmax of olaparib in patients with
mild or moderate hepatic impairment were not considered to be clinically relevant. No olaparib dose
adjustment is warranted in patients with mild or moderate hepatic impairment. In the absence of safety
and PK data, olaparib is not recommended for use in patients with severe hepatic impairment (Child-Pugh
classification C).

. The effect of renal impairment on exposure to olaparib has been studied. In patients with mild renal
impairment (creatinine clearance [CrCL] 51 mL/min to 80 mL/min), there was a small increase in mean
olaparib exposure compared to patients with normal renal function; 15% for Cmax and 24% for AUC. This
was not considered to be clinically relevant. No olaparib dose adjustment is warranted in patients with mild
renal impairment. In patients with moderate renal impairment (CrCL 31 mL/min to 50 mL/min), Cmax and
AUC values increased by 26% and by 44% compared to patients with normal renal function. Patients with
moderate renal impairment are recommended to take an olaparib tablet dose of 200 mg bd (equivalent to
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a total daily dose of 400 mg). Olaparib is not recommended for patients with severe renal impairment or
end-stage renal disease (CrCL <30 mL/min) since there are no data in such patients.

o No studies have been conducted to investigate the pharmacokinetics of olaparib in paediatric
patients.

Pharmacokinetic interaction studies

Study D0810C00022

The potential for drug-drug interaction of the co-administered drugs, olaparib and bevacizumab, has been
investigated in the formal PK study D0810C00022 performed in the early development of olaparib. This
investigation was conducted with the hard gelatin capsule formulation. This study is described below.

Study dates:

First patient enrolled: 13 June 2008
Last patient last visit: 25 March 2009
Objectives

The primary objective of this study was to determine the safety and tolerability of twice daily (bd) oral
doses of olaparib (also known as AZD2281, KU-0059436) when administered in combination with
bevacizumab to patients with advanced solid tumours by assessment of adverse events (AEs), vital signs,
electrocardiograms (ECG), clinical chemistry, haematology, urinalysis and physical examination.

The secondary objective was to compare exposure to olaparib when given alone and in combination with
bevacizumab, by assessment of appropriate derived pharmacokinetic (PK) parameters.

Study design

Successive cohorts of 4 to 6 patients received increasing doses of olaparib (100, 200 and 400 mg bd)
continuously in combination with intravenous (iv) bevacizumab at a fixed dose of 10 mg/kg given every
14 days (1 cycle). A safety review of the data was performed at the end of each cycle of bevacizumab to
determine if any dose-limiting toxicity (DLT) would prevent escalation to the next dose of olaparib. Dosing
with bevacizumab started on Day 8 and continued for a minimum of 2 cycles. To be evaluable for PK
assessment and potential dose escalation, patients had to complete at least 1 cycle of bevacizumab, and
have a full PK profile for olaparib taken both in the monotherapy setting (on Day 4) and on the day of
first administration of bevacizumab.

Target patient population and sample size

Up to 18 patients with histologically confirmed metastatic cancer, not amenable to surgery or radiation
therapy with curative intent, with a life expectancy of at least 12 weeks and Eastern Co-operative
Oncology Group (ECOG) Performance status 0 to 2.

Investigational product and comparator: dosage, mode of administration and batch nhumbers
Olaparib 50 mg capsules given orally bd at doses of 100, 200 and 400 mg.

Duration of treatment

A minimum of two 14-day cycles of bevacizumab. Patients could continue combinational study treatment

indefinitely until they met a withdrawal criterion if, in the investigator’s opinion, they were receiving some
benefit.
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Criteria for evaluation - pharmacokinetics (main variables)

Maximum and minimum plasma concentrations at steady state (Cmax,ss, @and Cmin,ss), time to Cmax (tmax)
and area under the plasma concentration-time curve during the dosing interval at steady state (AUCss).

Criteria for evaluation - safety (main variables)
AEs, vital signs, ECG, haematology, clinical chemistry, urinalysis, physical examination.

Statistical methods

There was no formal statistical analysis of PK variables or of safety and tolerability data. Data have been
listed and summarised.

Patient population

Twelve patients (4 in each treatment group) with a mean age 49.7 years (range 22 to 71 years) were
enrolled and received study treatment (olaparib and bevacizumab). Most patients (11/12) were White and
10/12 were female. Three patients were still receiving their initial treatment (olaparib and bevacizumab)
at data cut-off (Last patient last visit: 25 March 2009). No patients experienced dose-limiting toxicity and
so each dose of olaparib was received by 4 patients. Three patients were excluded from the PK analyses
due to protocol deviations.

Summary of pharmacokinetic results

A summary of the PK parameters of olaparib for 200 and 400 mg bd, alone and in combination with
bevacizumab, is presented in Table 1.

For both the 200 mg and 400 mg bd groups, the geometric mean (Gmean) AUCss, in combination with
bevacizumab, were similar to that when given alone (26.57 ng.h/mL compared to 25.79 ng.h/mL for the
200 mg bd group, and 50.33 ng.h/mL compared to 58.08 ng.h/mL for the 400 mg bd group), with similar
inter-patient variability (%CVs).

Similar results were observed for the Gmean Cmayx,ss. The mean ratios of olaparib AUCss and Css,max
(olaparib in combination with bevacizumab to olaparib alone) for both the 200 mg bd and 400 mg bd
groups were both near to 1.0, at 1.030 and 0.867 for AUCss and 1.105 and 0.889 for Cmax,ss, respectively.
Of the 7 assessable patients, 4 patients had AUCss values in combination with bevacizumab that were
within 10% of those values for olaparib alone, and 3 patients had values that were within 20%. These
results were reflected in the data for the individual ratios of Cmax,ss. FOr the 2 patients administered

100 mg olaparib bd that had Cmax,ss data, 1 patient had a Cmay,ss Value in combination with bevacizumab
that was within 15% of that for olaparib alone. The other patient showed approximately an apparent 40%
decrease.

Table 1: Pharmacokinetic parameters of olaparib: PK analysis set, Study D0810C00022

Summary Olaparib dose (mg bd)
PK statistics
parameter, 200 alone 200 + 400 alone 400 +
units bevacizumab bevacizumab
n 3 3 4 4
Css,min, Gmean 0.544 (191.2) 0.612 (158.6) 1.602 (46.05) 1.254
ng/mL (CV%) (43.94)
Css,max, Gmean 4.739 (35.56) 5.237 (49.04) 9.078 (27.18) 8.067
ng/mL (CV%) (17.15)
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tmax, h median NC NC NC NC

(range)
AUCss, Gmean 25.79 (70.02) 26.57 (78.12) 58.08 (29.37) 50.33
p.h/mL (CV%) (23.05)
AUCss ratio® Mean N/A 1.030 (11.96) N/A 0.867
(range) (6.082)
Css,max ratioo  Mean N/A 1.105 (22.06) N/A 0.889
(range) (12.21)

a
Ratio of AUCss = AUCss for olaparib in combination with bevacizumab to AUCss for olaparib alone.

b

Ratio of Css, max = Css, max for olaparib in combination with bevacizumab to Css, max for olaparib alone. AUCss Area under
the plasma concentration-time curve during any dosing interval at steady state; bd Twice daily; Cmax,ss Maximum
plasma (peak) concentration in plasma during dosing interval; Cmin,ss Minimum plasma (trough) concentration in plasma
during dosing interval; CV Coefficient of variation; Gmean Geometric mean; N/A Not assessable; PK Pharmacokinetics;
tmax Time to reach peak or maximum concentration or maximum response following drug administration.

2.3.3. Pharmacodynamics

Mechanism of action
No new study was submitted.

Olaparib is a potent inhibitor of human poly (ADP ribose) polymerase enzymes (PARP 1, PARP 2, and
PARP 3), and has been shown to inhibit the growth of selected tumour cell lines in vitro and tumour
growth in vivo either as a standalone treatment or in combination with established chemotherapies.

PARPs are required for the efficient repair of DNA single strand breaks and an important aspect of PARP
induced repair requires that after chromatin modification, PARP auto modifies itself and dissociates from
the DNA to facilitate access for base excision repair (BER) enzymes. When olaparib is bound to the active
site of DNA associated PARP it prevents the dissociation of PARP and traps it on the DNA, thus blocking
repair. In replicating cells this also leads to the formation of DNA double strand breaks (DSBs) when
replication forks meet the PARP DNA adducts. In normal cells, homologous recombination repair (HRR)
pathway is effective at repairing these DNA DSBs. In cancer cells lacking critical functional components
for efficient HRR such as BRCA1 or 2, DNA DSBs cannot be repaired accurately or effectively, leading to
substantial homologous recombination deficiency (HRD). Instead, alternative and error prone pathways
are activated, such as the classical non homologous end joining (NHEJ) pathway, leading to a high degree
of genomic instability. After a number of rounds of replication, genomic instability can reach insupportable
levels and result in cancer cell death, as cancer cells already have a high DNA damage load relative to
normal cells. HRR pathway may be compromised by other mechanisms, although the causative aberrancy
and penetrance are not fully elucidated. Absence of fully functional HRR pathway is one of the key
determinants of platinum sensitivity in ovarian and possibly other cancers.

In BRCA1/2 deficient in vivo models, olaparib given after platinum treatment resulted in a delay in
tumour progression and an increase in overall survival compared to platinum treatment alone that
correlated with the period of olaparib maintenance treatment.

Primary and secondary pharmacology

No new study was submitted.
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Evaluation of biomarkers associated with homologous recombination deficiency in PAOLA-1

Prospective tBRCA testing was conducted in all screened patients at recommended institutions in France.
Patients were stratified based on their screening laboratory tBRCAm result. Note patients classified as
“absence of deleterious mutation (tBRCAwt/VUS/unk)” also included patients who failed testing. gBRCA
testing was not mandatory in the study; however, information regarding gBRCA status was requested for
all randomised patients.

A blood sample collection for central germline BRCA testing of all patients was not included in the PAOLA-
1 study. All sites were requested, but not required, to enter local gBRCA test results in the CRF (negative,
positive or inconclusive, and where available, the mutation name). The laboratories that carried out
screening tBRCA testing, also carried out gBRCA testing for patients enrolled at study sites in France. Of
the 806 patients randomised into PAOLA-1, 404 (50.1%) patients reported a gBRCA result and 402 (49.9%)
did not have a gBRCA result reported in the CRF. Out of the 404 patients with gBRCAm results in the CRF,
120 patients were reported to carry gBRCA mutation (29.7%).

Available tumour samples from PAOLA-1 patients were retrospectively tested post-randomisation (but prior
to database lock) using the Myriad myChoice HRD Plus test in order to investigate efficacy in pre-defined
biomarker subgroups. HRD positive status was determined as either tBRCAm and/or a genomic instability
score (GIS) = 42.

The Myriad myChoice CDx test has been developed using BRCA mutant breast and ovarian tumours. The
GIS score is a continuous variable composed of an assessment of three different tumour measures of
genomic instability (loss of heterozygosity, telomeric allelic imbalance and large-scale transition) and the
42-threshold is based on the 5th percentile of genome instability scores (GIS) observed in BRCA mutant
tumours (i.e. 95% of ovarian BRCAm tumours have a GIS =42; Telli et al 2016). The ability of the myChoice
test to discriminate patients that benefit from maintenance PARP inhibitors has been explored across a
number of ovarian cancer studies, as well as the data from PAOLA-1. The 42-theshold has been evaluated
prospectively in the NOVA (Mirza et al 2016) and PRIMA (Gonzalez-Martin et al 2019) studies and
retrospectively in Study 19 (Hodgson et al 2018).

Considering the patients that had a local gBRCA result available in the CRF and had a germline/somatic
status available from Myriad (n=91); this excludes patients with co-occurring BRCA mutations (one patient
had 2 gBRCA1 mutations), the concordance between the CRF result and the Myriad prediction was
considered high (91.0% PPA; 95.8% NPA).

Based on the local gBRCA status available in the CRF and the Myriad germline/somatic prediction, patients
were allocated an overall tBRCAm classification of germline, somatic or not determined: 160 patients in
PAOLA-1 were determined to be gBRCAm and 51 sBRCAm. For 38 Myriad tBRCAm patients,
somatic/germline status could not be determined, which included 7 cases where somatic/germline status
was discordant based on local germline results and Myriad predictions. For the subset of patients that have
a GIS/HRD score available, somatic and germline BRCAm patients have a similar distribution of GIS/HRD
scores.

Assessment report
EMA/523504/2020 Page 21/150



gBRCAM (n=120)
B e=can D AT amed wor BECAS . ro Htfins

=

l’.ll}ul':ll- par Bin |20 bina)

HRD Seoae

sBRCAM (n=42)

| o= : HRREn ans ncadifian - e HEEAT

counts per i 20 bina)

I_lf ) _l

HRD Scons

MNote: only patients with an HED score available can be displayed on the plots.
HED = homologous recombination deficient; gBRCAm = germline BRCA mmtated; sBRCAm = somatic BRCA

mutated.

Figure 1: Histograms showing HRD score distribution for patients classified as sBRCAm or

gBRCAm in PAOLA-1

Table 2: PAOLA-1 PFS subgroup analyses by germline and somatic BRCAm status as
determined by CRF and Myriad predictions

Olaparib/bevacizumab Placebo/bevacizumab
(n=33T) (n=216%)
Myriad tBRCAm
No. events/total no. pts (%) 44/158(27.8) 52777 (67.5)
Median PFS (95% CI) months 372 18.8
HE. (95% CT) 0.28 (0.19-0.42)
gBRCAm
No. events/total no. pts (%) 20/103 (28.2) 34/37 (539.6)
Median PFS (months) 372 22
HE. (95% CT) 0.38 (0.23-0.83)
sBRCAm
No. events/total no. pts (%) 6/33 (18.2) 15/18 (83.3)
Median PFS (95% CT) months Mot reached 144
HE. (95% CT) 0.10 (0.04-0.23)

BRCA = Breast cancer susceptibility gene; BRCAm = BRCA mmutated; CI = confidence mterval;, gBRCAm =
germline BRCA nmtated; HE. = hazard ratio; PFS = progression free survival; sBERCAm = somatic BRCA

mutated; tBRCAm = tumonr ERCA mmtated.

Source: Table 2253,
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BRCA1 vs BRCA2 mutations and large genomic rearrangements

The proportion of BRCA1 and BRCA2 mutated patients, expressed as a fraction of total BRCAm patients, in
PAOLA-1 (67.7% BRCA1m, 31.9% BRCA2m and 0.4% BRCA1m and BRCA2m) was consistent with the
SOLO1 study (72.8% BRCA1m, 26.4% BRCA2m and 0.8% BRCA1m and BRCA2m) and across recent first
line ovarian cancer maintenance studies (GOG-218, Norquist et al 2018, and VELIA, Coleman et al 2019)
with 65.5-69.2% of BRCAm patients carrying a BRCA1 mutation and 30.8%-34.5% carrying a BRCA2
mutation.

In PAOLA-1 (tBRCA) and SOLO1 (gBRCA), the proportion of large rearrangement in BRCA1 and BRCA2 were
4.2% and 5.7% respectively.

BRCA-locus specific loss of heterozygosity (LOH) data

BRCA-gene specific LOH was reported by Myriad using RUO methodology as part of the myChoice HRD plus
assay. Of 235 Myriad tBRCAm patients, 193/235 (82.1%) were evaluable for determination of BRCA-locus
specific LOH status. Bi-allelic loss of BRCA was determined in 183/193 (94.8%) of evaluable tumours. In
10/193 (5.2%) samples, BRCA loss was heterozygous, of which 9 were BRCA2m (5 gBRCA2m, 2 sBRCA2m
and 2 somatic/germline status unknown) and 1 was BRCA1m (gBRCA1m).

TP53 mutations

Sequencing data for TP53 was available for the PAOLA-1 tumour samples analysed using the Myriad
myChoice HRD Plus assay. It has been previously shown that TP53 mutations are present in almost all
cases of high-grade serous ovarian cancer (Ahmed et al 2010) and 697/755 (92.3%) of PAOLA-1 tumour
samples sequenced at Myriad harboured a mutation in TP53 predicted to affect protein function. Using the
same classification schemes as described for Study 19 (Molina-Vila et al 2014; Poeta et al 2007), 350/697
(50.2%) of TP53 mutations in PAOLA-1 were predicted to be disruptive and 340/697 (48.9%) non-
disruptive in nature. For 7/697 (1.0%) patients the disruptive vs non-disruptive status of the mutation
could not be determined.

2.3.4. Discussion on clinical pharmacology

Olaparib tablets as monotherapy, is already approved in adult patients with advanced (FIGO stages III and
IV) high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are in response (complete
or partial) following completion of first-line platinum-based chemotherapy. Olaparib PKs (ADME) as well as
the influencing intrinsic factors have been fully characterized and already evaluated with the hard gelatine
capsules and the tablets.

The variation under review consists of the use of olaparib tablets in combination with bevacizumab in the
same indication. The claimed dose of olaparib for the combination is identical to that approved in the
monotherapy indication. The combination indication is not claimed for the hard gelatine capsule.

No new clinical PK investigations pertaining the claimed variation was submitted. No PK investigation
(sparse sampling or formal PK) have been included in the pivotal PAOLA-1 study.

The results of Study D0810C00022, an open label, dual-centre, Phase I study to assess the safety and
tolerability of olaparib when used in combination with bevacizumab in patients with advanced solid
tumours were presented. The design of the study is far less than optimal to pertain to the claimed
variation. The tested formulation is hard gelatin capsule and the tested doses were 200 and 400 mg.
While the variation under review concerns the tablets and the daily dose is 600 mg. Bearing in mind that
the absolute bioavailability of the capsule is much lower than that of tablets, the olaparib dose tested in
this DDI interaction study is too low. Also, the very limited number of patients enrolled in each arm of the
study (n=3-4) is an additional pitfall in the study., Although. no firm conclusion can be drawn due to
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study limitations, the study did not indicate significant difference in the systemic exposure to olaparib
when co-administered with bevacizumab.

Furthermore, as bevacizumab is not a cytokine modulator, it is not expected to have any effect on
CYP450 enzymes (Kenny et al 2013) and on the PK/exposure of olaparib.

The impact of co-administration of olaparib on the PKs of bevacizumab was neither investigated nor
discussed. The MAH argued that at the therapeutic dose of 15 mg/kg Q3W in PAOLA-1, the clearance of
bevacizumab is predominantly mediated by catabolism and not by TMDD. Therapeutic mAbs which are
cleared primarily by TMDD, typically exhibit dose-dependent PK (Betts et al 2018). Therefore, olaparib is
unlikely to affect the clearance of bevacizumab via the TMDD pathway or via any other putative or
plausible mechanisms. It is agreed that TMDD elimination pathway is plausibly saturated. Thus, the
absence of interaction investigation is acceptable.

No investigation of Exposure-Safety Relationships for olaparib and bevacizumab has been carried out.
This is mainly justified by the difficulty in deriving an unbiased and predictive multivariate ER model
based on available data from PAOLA study. Therefore, no supportive data are available and the safety
should be appreciated solely on the observational safety data collected in the PAOLA study. No
investigation of Exposure-efficacy Relationship has been carried out as well.

Several biomarkers have been used to date to assess the extent of homologous recombination deficiency
(HRD) in tumours. Based on mechanistical rationale, mutations in BRCA1 and BRCAZ2 genes (of germline
and somatic origin) have been associated with HRD and have been largely used in clinical studies to
inform on HRD status, although mutations in these genes might neither be necessary nor sufficient for
response to PARPi. Homologous recombination deficiency (HRD) positive status can be defined by
detection of a BRCA1/2 mutation classified as deleterious/suspected deleterious or pathogenic/likely
pathogenic. Other biomarkers can be used to inform on the extent of HRD in tumour cells. Detection of
BRCA1/2 mutations could be combined with positive HRD score to determine HRD positive status.

HR deficiency-associated genomic alterations that have been investigated in Paola-1 include genome-wide
loss of heterozygosity, telomeric allelic imbalance and large scale transition, which are continuous
measures with pre-defined criteria and score. Composite genomic instability score (GIS, also called HRD
score) is determined when the combined measures and respective scores are used to assess the extent of
specific genomic aberrations accumulated in tumour cells. Lower score defines lower likelihood of HR
deficiency of tumour cells and higher score determines higher likelihood of HR deficiency of tumour cells
at the time of the sample collection relative to exposure to DNA damaging agents. HRD positive status
can be defined by a composite GIS score for HR deficiency-associated genomic alterations tested by an
experienced laboratory using a validated test.

With regards to the evaluation of gBRCAm status, the concordance between the CRF result and the
Myriad prediction was considered high (91.0% PPA; 95.8% NPA). The bi-allelic LOH was reported in the
majority of tumours (95%). The OS data are currently too immature in PAOLA-1 to conduct a subgroup
analysis for OS based on TP53 status. Submission of subgroup analyses is expected when final OS data
become available (REC). The MAH is also recommended to submit additional exploratory analyses of
tumour samples at progression upon finalisation in 2023. (REC)

Overall, there are no PK/PD data provided in support for the claimed dose of the combination in the applied
indication. The currently approved doses of each drug in ovarian tumours was selected for the development
of the combination (Study PAOLA-1). As discussed above, it is not expected that bevacizumab could have
any effect on the PK/exposure of olaparib and vice-versa.
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2.3.5. Conclusions on clinical pharmacology

The currently available PK data have been correctly summarised. The currently approved doses of each
drug in solid tumours was selected for the development of the combination (Study PAOLA-1).

2.4. Clinical efficacy

2.4.1. Dose response study

No new dose response study was provided as part of this application (see discussion on clinical efficacy).

2.4.2. Main study

Study D0817C00003 (PAOLA-1)

A Randomized, Double-Blind, Phase III Trial of Olaparib vs. Placebo in Patients with Advanced FIGO Stage
ITIB - IV High Grade Serous or Endometrioid Ovarian, Fallopian Tube, or Peritoneal Cancer treated with
standard First Line Treatment, Combining Platinum-Taxane Chemotherapy and Bevacizumab Concurrent
with Chemotherapy and in Maintenance (PAOLA-1).

i
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Figure 2: Overall study design — Study PAOLA-1

Methods

Study participants

Key inclusion criteria:

1) Patients must have been =18 years of age.

2) Patient with newly diagnosed:
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- Ovarian cancer, primary peritoneal cancer and/or fallopian-tube cancer,

- Histologically confirmed (based on local histopathological findings): high grade serous or high
grade endometrioid or other epithelial non mucinous ovarian cancer in a patient with germline BRCA
1 or 2 deleterious mutation.

- At an advanced stage: FIGO stage IIIB, IIIC, or IV of the 1988 FIGO classification.
3) Patients who had completed first line platinum-taxane chemotherapy prior to randomisation:

-The platinum-taxane based regimen must have consisted of a minimum of 6 and a maximum of 9
treatment cycles; however, if platinum-based therapy was discontinued early as a result of non-
haematological toxicity specifically related to the platinum regimen, (i.e., neurotoxicity, hypersensitivity
etc), patients must have received a minimum of 4 cycles of the platinum regimen.

-Intravenous, intraperitoneal, or neoadjuvant platinum-based chemotherapy was allowed; for
weekly therapy, 3 weeks was considered to be 1 cycle. Interval debulking surgery was allowed.

4) Patients must have received prior to randomisation a minimum of 3 cycles of bevacizumab in
combination with the last 3 cycles of platinum-based chemotherapy. Only in case of interval debulking
surgery, it was allowed to realize only 2 cycles of bevacizumab in combination with the last 3 cycles of
platinium-based chemotherapy. Bevacizumab treatment was to be administered at a dose of 15 mg/kg
Q3W for up to a total of 15 months.

5) Patient must be prior to randomization without evidence of disease (NED) due to complete
surgical resection or in complete response (CR) or partial response (PR) from first line platinum-containing
chemotherapy and bevacizumab. There should be no clinical evidence of disease progression (physical
exam, imagery, CA 125) throughout the first line treatment and prior to study randomization.

6) Patients must have been randomised at least 3 weeks and no more than 9 weeks after their last
dose of chemotherapy (last dose is the day of the last infusion) and all major toxicities from the previous
chemotherapy must have resolved to CTCAE Grade 1 or better (except for alopecia and peripheral
neuropathy).

7) Patients must have normal organ and bone marrow function, serum creatinine < 1.25 x
institutional ULN and creatinine clearance > 50 mL/min, normal blood pressure or adequately treated and
controlled hypertension.

8) ECOG performance status 0 to 1.

9) A formalin fixed, paraffin embedded tumour sample from the primary cancer must have been
available for central BRCA testing and the test result must have been available for stratification.

Key exclusion criteria:

1) Patients whose tumours were of non-epithelial origin of the ovary, the fallopian tube or the
peritoneum (i.e., germ cell tumours).

2) Patients with ovarian tumours of low malignant potential (e.g., borderline tumours) or mucinous
carcinoma.

3) Patients with synchronous primary endometrial cancer, unless both of the following criteria were
met:
-Stage <II
-Less than 60 years old at the time of diagnosis of endometrial cancer with Stage IA or IB Grade I
or II, or Stage IA Grade III endometrial carcinoma OR =60 years old at the time of diagnosis of
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endometrial cancer with Stage IA Grade I or II endometrioid adenocarcinoma. Patients with serous
or clear cell adenocarcinoma or carcinosarcoma of the endometrium were not eligible.

4) Patients with another malignancy within the last 5 years except: adequately treated non melanoma
skin cancer, curatively treated in situ cancer of the cervix, and ductal carcinoma in situ. Patients
with a history of localised malignancy diagnosed over 5 years ago may be eligible provided they
completed their adjuvant systemic therapy prior to randomisation and they remain free of recurrent
or metastatic disease. Patients with a history of primary triple negative breast cancer may be
eligible providing they completed their definitive anticancer treatment more than 3 years ago and
they remain breast cancer disease free prior to the start of study treatment.

5) Patients with a history of myelodysplastic syndrome/acute myeloid leukaemia.

6) Patients who experienced for at least 1 cycle a delay >2 weeks during first line chemotherapy due
to prolonged haematological recovery.

7) Patients who received radiotherapy within 6 weeks prior to study treatment.

8) Major surgery within 4 weeks of starting study treatment and patients must have recovered from
any effects of any major surgery.

9) Any previous treatment with a PARP inhibitor, including olaparib.

10) Administration of other simultaneous chemotherapy drugs, any other anticancer therapy or anti-
neoplastic hormonal therapy, or simultaneous radiotherapy during the study treatment period
(hormonal replacement therapy is permitted as are steroidal anti emetics).

11) Prior history of hypertensive crisis (CTCAE Grade 4) or hypertensive encephalopathy.
12) Clinically significant (e.g., active) cardiovascular disease, including:

-Myocardial infarction or unstable angina within <6 months of randomisation.

-New York Heart Association =Grade 2 congestive heart failure.

-Poorly controlled cardiac arrhythmia despite medication (patients with rate controlled atrial
fibrillation are eligible), or any clinically significant abnormal finding on resting electrocardiogram.

-Peripheral vascular disease Grade =3 (eg, symptomatic and interfering with activities of daily living
requiring repair or revision).

13) Previous cerebro-vascular accident, transient ischemic attack or sub-arachnoid haemorrhage within
6 months prior to randomisation.

14) History or evidence of haemorrhagic disorders within 6 months prior to randomisation.
15) Evidence of bleeding diathesis or significant coagulopathy (in the absence of coagulation).

16) History or clinical suspicion of brain metastases or spinal cord compression. Computed
tomography/magnetic resonance imaging (MRI) of the brain is mandatory (within 4 weeks prior to
randomisation) in case of suspected brain metastases. Spinal MRI is mandatory (within 4 weeks
prior to randomisation) in case of suspected spinal cord compression. History or evidence upon
neurological examination of central nervous system (CNS) disease, unless adequately treated with
standard medical therapy (e.g. uncontrolled seizures).

17) Non-healing wound, active ulcer or bone fracture. Patients with granulating incisions healing by
secondary intention with no evidence of facial dehiscence or infection are eligible but require 3-
weekly wound examinations.
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18) History of VEGF-therapy related abdominal fistula or gastrointestinal perforation or active
gastrointestinal bleeding within 6 months prior to the first study treatment.

19) Current, clinically relevant bowel obstruction, including sub-occlusive disease, related to the
underlying disease.

20) Patients with evidence of abdominal free air not explained by paracentesis or a recent surgical
procedure.

21) Pregnant or lactating women.

22) Patients who are unable to swallow orally administered medication and patients with
gastrointestinal disorders likely to interfere with absorption of the study medication.

23) Patients with a known hypersensitivity to olaparib or any of the excipients of the product.

24) Immunocompromised patients, e.g., with known active hepatitis (i.e., Hepatitis B or C) due to risk
of transmitting the infection through blood or other body fluids or patients who are known to be
serologically positive for human immunodeficiency virus.

tBRCA testing and HRD testing is described under clinical pharmacology.

Treatments

e Olaparib tablets per os 300 mg twice daily,
¢ Placebo tablets per os twice daily.

It was recommended that patient begins study treatment as soon as possible after randomization, within 7
days and ideally concomitant with bevacizumab administration.

Bevacizumab, as standard of care therapy, was administered in both arms as followed:

e 15 mg/kg, d1, q3w, for a total duration of 15 months / 22 cycles (including combination with platinum-
based chemotherapy).

Patients continued bevacizumab in the maintenance setting and started treatment with Lynparza after a
minimum of 3 weeks and up to a maximum of 9 weeks following completion of their last dose of
chemotherapy. Treatment with Lynparza was continued until progression of the underlying disease,
unacceptable toxicity or for up to 2 years. Patients who in the opinion of the treating physician could derive
further benefit from continuous treatment could be treated beyond 2 years.

Objectives

Primary objective:

To determine the efficacy by progression free survival (PFS1) investigator based according to modified
Response Evaluation Criteria in Solid Tumors (RECIST version 1.1) of olaparib maintenance compared to
placebo in high grade epithelial ovarian, fallopian tube, or peritoneal cancer that are in clinical complete
response or partial response following first line platinum-taxane based chemotherapy plus bevacizumab,
and planned to pursue bevacizumab in the maintenance phase up to a total of 15 months.

Secondary objectives:

1. To determine:
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-time to earliest progression by RECIST or Cancer Antigen-125 (CA-125) or death,
-time from randomization to first subsequent therapy or death (TFST),

- time from randomization to second progression (PFS2),

- time from randomization to second subsequent therapy or death (TSST),

- overall survival (0OS).

2. To assess the safety and tolerability of olaparib and bevacizumab maintenance compared to bevacizumab
alone.

3. To compare the effects of olaparib maintenance compared to placebo on Health-Related Quality of Life
(HRQoL) and patient reported outcomes (PROs), with consideration of patient preference.

4. To evaluate the impact of treatment and disease on resource use.
Exploratory objectives:

1. To explore pre planned subgroup analyses of efficacy (including PFS1 and OS) based on relevant potential
prognostic factors, including, but not limited to stratification factors, clinical characteristics and tumour HR
deficiency status (BRCAm, mutations in other HR genes and Myriad HRD scar status)

2. Explore the time to next severe toxicity (grade 4 neutropenia lasting > 7 days, grade >3 febrile
neutropenia, grade 4 thrombocytopenia with bleeding or platelet transfusion, grade > 3 non-hematological
toxicity) in both arms.

3. To explore the correlation between geriatric assessment and efficacy and tolerance of olaparib versus
placebo for patients > 70 years old.

4. To explore the efficacy of olaparib by assessment of overall survival (OS) adjusting for the impact of
spontaneous switching (outside of study design) to Polyadenosine 5'diphosphoribose [poly (ADP ribose)]
polymerization (PARP) inhibitors or other potentially active investigational agents.

5. Biological biomarkers analysis: to determine the frequency of somatic BRCA mutation (sBRCAmM) in
tumour samples and to compare this with germline BRCA mutation (gBRCAm) status. To determine a HR
deficiency signature correlated with olaparib efficacy combined with bevacizumab.

6. To explore whether resistance mechanisms to olaparib can be identified through analysis of tumour and
blood samples - archival tumour and blood sample at baseline (mandatory), tumour biopsy and blood
sample on progression (optional).

7. Future exploratory research into factors that may influence response to study treatment (where response
is defined broadly to include efficacy, tolerability or safety) and may be performed on the collected and
stored archival tumour samples that were mandatory for entry onto the study or on optional tumour biopsy
samples collected during the course of the study.

8. To collect and store DNA (according to each country’s local and ethical procedures) for future exploratory
research into genes/genetic variation that may influence response (i.e., distribution, safety, tolerability and
efficacy) to study treatments and or susceptibility to disease (optional).

Outcomes/endpoints

Primary endpoint:

PFS was defined as the time from randomization until the date of the first objective radiological disease
progression according to investigator assessment of RECIST version 1.1 or death (by any cause in the
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absence of progression) regardless of whether the patient withdraws from randomized study treatment or
receives another anti-cancer therapy prior to progression.

Secondary endpoints:

1. OS was defined as the time from the date of randomization until death due to any cause. Any patient
not known to have died at the time of analysis will be censored based on the last recorded date on which
the patient was known to be alive.

2. Time to earliest progression by RECIST v. 1.1 or CA-125 or death was defined as the time from
randomization to the earliest date of RECIST or CA-125 progression or death by any cause. Progression
according to CA-125 was assessed according to GCIG

3. PFS2. Time from randomization to second progression is defined as the time from the date of
randomization to the earliest of the progression event subsequent to that used for the primary variable
PFS1, or date of death. The date of second progression will be recorded by the investigator and defined
according to local standard clinical practice and may involve any of; objective radiological, CA-125 or
symptomatic progression or death. Second progression status will be reviewed regularly following the
progression event used for the primary variable PFS (PFS1) and recorded. Patient alive and for whom a
second disease progression has not been observed should be censored at the last time known to be alive
and without a second disease progression, i.e. censored at the latest of the tumor assessment date if the
patient has not had a second progression or death).

4. TFST is defined as the time from the date of randomization to the earliest of the date of anti-cancer
therapy start date following study treatment discontinuation, or death.

5. TSST is defined as the time from the date of randomization to the earliest of the date of second
subsequent anti-cancer therapy start date following study treatment discontinuation, or death.

6. Patient reported outcomes (PROs) variables (EORTC QLQ-C30 and OV-28), with consideration of patient
preference.

7. Geriatric assessment will be performed using the Geriatric Vulnerability Score (GVS).

Sample size

The study was calibrated to detect a treatment effect hazard ratio (HR) of 0.75, translating in an
improvement in median PFS1 from 15.8 months (control arm) to 21.1 months (olaparib arm), (Herzog et
al., 2014) with a 2:1 randomization, allowing patients to have only 1 chance out 3 to get placebo. A total
of 458 events in the study would have approximately > 80% power to show statistically significant PFS1 at
a 2-sided alpha. Considering a recruitment duration of 24 months and a 21-month follow-up for the last
included patient (estimated total duration from first randomized patient to PFS1 assessment: 45months),
assuming a common exponential dropout rate of 1%, 762 patients will be randomized in the study (508
patients in the olaparib arm and 254 patients in the placebo arm) so that maturity of the PFS1 data is
approximately 60%.

Approximately 24 patients were planned to be randomized in Japan by the Gynecologic Oncology Trial and
Investigation Consortium of North Kanto (GOTIC) in addition to the 762 randomized patients. The patients
randomized in Japan were to be included in the Full Analysis Set provided there are no clinical data from
the ongoing olaparib program suggesting different efficacy or safety with olaparib tablet in Japanese
patients with high grade epithelial ovarian cancer.
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Randomisation

Approximately 762 patients were planned to be randomized in a 2:1 ratio to the treatments with olaparib
or placebo.

Stratification was to be done by:

e First line treatment outcome at screening as defined below:

1. No Evidence of Disease (*) with complete macroscopic resection at initial debulking surgery,

2. No Evidence of Disease/ Complete response (*) with complete macroscopic resection at interval
debulking surgery,

3. No Evidence of Disease (*) / Complete Response at screening, in patients who had either incomplete
resection (at initial or interval debulking surgery) or no debulking surgery (Debulking surgery considered
as not feasible),

4. Partial Response.

(*) Patients without assessable disease after initial debulking surgery will be considered to have NED at
the end of first-line chemotherapy and surgery strategy if the disease has not progressed. Those with
measurable or assessable disease after initial surgery or at the start of neo-adjuvant chemotherapy and
whose disease is no more detectable at the end of the chemotherapy and surgery strategy will be considered
to have achieved a complete response (CR).

Table 3: Stratification categories by first line treatment outcome at screening

Surgery with maximal debulking Disease status Strata
effort (initial, interval, none): before randomization
Presence or not of residual disease | (CTScan /MRI)

Initial surgery withour interval surgery

Complete macroscopic resection MED* 1
Presence of disease Mot eligible

Incomplete resection MED or Complete Response* 3
Partial Response 4
Stable or Progressive disease Mot eligible

Interval surgery

Complete macrogscopic resection Complete Response or NED 2
Presence of dizease™* Mot eligible

Incomplete resection Complete Response or NED 3
Partial Response 4
Stable or Progressive disease Mot eligible
Complete Response or NED 3

No debulking surgery Partial Response 4
Stable or Progressive Disease Mot eligible

*NED: No evidence of disease on CTscan or MAT (No measurable/assessable disease according to

RECISTL. 1

**Complete response: Disappeargnce of all measurable/assessoble disease which was present at the start of chemotherapy
and normalization of CA125 biood level

***presence of disease on CT5can/MRI or chnormal CA125 level

¢ tBRCA status determined by prospective local testing (result of BRCA testing on tumor tissue):

- Deleterious mutation,
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- Absence of deleterious mutation.

Blinding (masking)

This study is double-blind.

Statistical methods

The primary endpoint is progression-free survival (PFS1) defined as the time from the date of randomization
to the first documented disease progression (according to RECIST v1.1) or death from any cause, whichever
occurs first.

Patients had RECIST 1.1 tumour assessments at baseline and every 24 weeks (CT/MRI at 12 weeks if
clinical or CA 125 progression) for up to 42 months or until objective radiological disease progression.

PFS was to be estimated using the Kaplan-Meier method and to be described in terms of median PFS1 per
arm, and hazard ratio for progression between the 2 arms. Associated 2-sided 95% CI for the estimates
were to be provided. The HR comparing randomised treatments (and associated CI) were estimated from
a stratified Cox Proportional Hazards model (with ties=Efron and the stratification variables as strata) and
the CI was calculated using a profile likelihood approach. The HR (olaparib/bevacizumab vs
placebo/bevacizumab) together with its corresponding 95% CI and p-value were presented.

PFS distributions were to be compared between the 2 study arms using a 2-sided Log-Rank test (significance
level of 5%) stratified by response to first line treatment and tBRCA status, supported by a stratified Cox
regression.

This analysis was to be performed when approximately 458 PFS1 events have occurred.
Multiple testing procedure and hierarchical testing strategy

In order to strongly control the type I error at 5% 2-sided for key label claims, a multiple testing procedure
(MTP) was to be employed across the primary endpoint (PFS1) and key secondary endpoints (PFS2 and
0S).

A hierarchical testing strategy was to be employed where PFS1 is tested first using the full test mass (full
test mass = alpha) and key secondary endpoints of PFS2 and OS will then be tested using a MTP with a
recycling strategy (i.e., the MTP will recycle the test mass to the endpoint not yet rejected in the hierarchy).
The hierarchical testing strategy is detailed below.

PFS2 was to be only be tested if statistical significance was shown for PFS1. OS was only to be tested if the
null hypothesis (of no difference) was rejected for PFS2.

PFS2 analysis

An interim PFS2 analysis (IA) was to be performed at the time of the PFS1 analysis. Final PFS2 analysis
was planned to be performed when the PFS2 data were approximately 53% mature (approximately
411 events) OR after a maximum duration of 1 year following the PFS1 analysis, whichever occurred first.

OS analysis

An interim OS analysis (IA) was to be performed when statistical significance was shown for PFS2 (interim
or final PFS2 analysis). Final OS analysis was planned to be performed when the OS data were
approximately 60% mature OR after a 3-year duration from the main PFS1 analysis, whichever occurred
first.
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The complete multiple testing procedure accounting for the inclusion of interim PFS2 and OS analyses is
detailed below.

TEST PF51
IF statistical significance is shown for PF51 [PF51 positive)

Data cut-off for PF52 positive { PFS2 negative
PFS1 analysis T
=

Data cut-off for
main PF52 analysis

Data cut-off for |
main OS analysis |
|

| Fs, PRS2, 05 : Tested once

'
H

i
Summarise i
as |
'

H

i

‘ PFS : Tested ance |

PFS, PF52 : Tested once
PFE2, 05 : tested twice

05 : descripthve only

PFS, PF52 - Tested once
05 - tested twice

PFS, 05 : Tested once
PRSI : tested twice

Figure 3: Complete MTP including PFS2 and OS interim analysis in the hierarchical testing
strategy

Adjustment for interim PFS2 analysis

If statistical significance was shown for PFS1, the full test mass (alpha) was to be carried forward to PFS2.
In order to adjust for the inclusion of an interim PFS2 analysis, the Lan and DeMets approach that
approximates the O’Brien and Fleming spending function was to be used (Lan and DeMets 1983). The 1-
sided significance level at the interim analysis was to be calculated based on the information fraction
observed at this time; the information fraction was defined as the ratio between the number of events
observed at the time of the interim analysis and the total number of events required for the final analysis.
As an example, if 358 PFS2 events have occurred at the interim analysis, translating in an information
fraction of 87%, then the significance level will be 1.6% at the interim analysis.

If the null hypothesis for PFS2 was not rejected at the first analysis time point, then accounting for the
expected correlation between the proportion of events at the interim and at the final analysis, the 1-sided
significance level at the final PFS2 analysis was to be approximately 2% (final significance level was to be
determined once the exact correlation between the interim and final PFS2 analyses was known).

Adjustment for interim OS analysis

If PFS2 was significant at either the interim or final analyses, the full test mass (alpha) was to be carried
forward to OS. Statistical significance was to be declared at the interim analysis for OS if the null hypothesis
for PFS2 was rejected and the observed p-value for OS was p<0.0001. This allows the significance level at
the final analysis for OS to be controlled at the 2.5% level (1-sided) (Haybittle J L 1971)).

Analysis

PFS2 and OS were to be analyzed using the same methodology as described for the PFS1 analysis, taking
into account the MTP described above. Should PFS1 not be statistically significant, the study would still
continue to final OS timepoint for descriptive/research purposes.
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Patient reported outcome analysis

Quality of Life (QoL) were to be analysed descriptively. Descriptive statistics, graphs and listings were to
be reported to evaluate the effect of olaparib maintenance on symptoms, HRQoL and PROs. The relationship
between patient-reported outcomes, progression and AEs was to be assessed.

Exploratory endpoints analysis

Subgroup analyses of PFS1 and OS were to be conducted to assess consistency of treatment effect across
predefined subsets, and to identify predictive factors of olaparib efficacy as maintenance therapy.

Subgroups considered were to include, but may not be limited to:
Stratifications factors:

¢ tBRCA status as per randomisation (tBRCAm vs tBRCAwt/VUS/unk)

e First line treatment outcome

Tumour characteristics as assessed by Myriad MyChoice HRD plus assay:

e Tumour BRCA mutation status (tBRCAm vs non-tBRCAm)

e Tumour HRR associated including BRCAm (HRRm* vs non-HRRm)

e Tumour Myriad HRD status cut off 42 (HRD positive vs HRD negative).

e Tumour Myriad HRD status cut off 33 (HRD positive vs HRD negative)

e Tumour HR deficiency status (tBRCAm or HRRm or HRD (42) + vs absence of HR deficiency biomarker)
e Tumour HR deficiency status (tBRCAm or HRRm or HRD (33) + vs absence of HR deficiency biomarker)
Main clinical characteristics:

e Age at randomisation (<65 vs. = 65)

e FIGO stage at disease (FIGO III vs IV)

¢ Histological subgroups (HGSOC vs others)

e ECOG performance status at baseline (0 or 1)

¢ Baseline CA-125 value (< ULN vs > ULN)

¢ BRCA mutation type (BRCA1, BRCA2 or BRCA1/2 (both)

e Cytoreductive surgery outcome (no residual disease vs residual disease)

e Timing of cytoreductive surgery (upfront vs interval debulking)

e Duration of chemotherapy plus bevacizumab before randomization

e Region (Europe vs Japan)

e Other exploratory molecular subgroups

¢ QoL, safety

Response rate, best objective response rate and duration of response

For patients, in partial response at the randomization, the objective response rate (complete or partial
response) was to be presented in each treatment arm by a proportion together with its 95% confidence
interval and will be compared between the two arms using a Fisher exact test.
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Primary endpoint Supportive (sensitivity) analysis

If the primary PFS1 analysis according to investigator assessment is positive, a sensitivity analysis for
progression free survival as measured by central review assessment might be performed to support primary
PFS1 results.

No adjustment to the significance level for testing was to be made since this analysis was only to be
considered as supportive of the primary analysis of PFS1.

Results

Participant flow

a
L3
£
d
w
f

DHseasze progression as per EECIST eritens (n=182 [34.0%])
Disease progression, other criteria (n=14 [26%]*

Adverss event (=109 [204%])

Consent withdrawn (n=4 [0.7%])

Dieath (=] [02%])

Lost to follow-up (n=1 [0.2%])

Orther (re=19 [3.6%])

Migsing (n=1 [0.2%])

Dhsease progression, other crteria (n=13 [4.5%])*
Adverse event (n=13 [4.9%])

Consent withdrawn (n=4 [1.5%])

Doeaith (=3 [1.1%])

Other (n=6 [2.2%])

Dhseate progression as per RECIST entenia (n=135 [38.1%])

' v
Completed 2.vear treatment period Completed Z-vear treatment period
w148 (27.7%4) =51 (10.9%5)
) 1
Terminated studye’ Terminated studve’
n=157 (20.204) n="7 (38.505)

. Death (n=133 [23.9%]) Death (n=T0 [26.0%])
Consentwithdrawn (n=14 [1.6%]) Consent withdrawn (=6 [2.2%])
Lost ta follow.up (n=3 [0.6%]) Lost to follow-up (=1 [0.4%])
Orther (=1 [0.2%])

Srarus at data cut-off Status at data cut-off
Ongoing clapanb (n=36 [10.5%]° Ongoing placebo (n=0 [7.5%]*
Ongomg study(n=380 [70.5%]F Ongeng study(n=192 [714%]"
Informed consent received.

Percentages are calculated from number of patients not randomised.
Percentages are caleulated from number of patients randomised.
Percentages are caleulated from number of patients who received treatment.

Includes events reported as symptomatic detenoration.
Includes patients who never received study treatment.

Data denived from Table 14.1.1.

Figure 4: PAOLA-1: Patient disposition (All patients)
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Discontinued alaparib® Discontinued placebo?
=331 (61.9%4) m=154(71.7%)
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[ 1222 patients enrolled ]

| 416 patients failed screening
for clinical reasons

L J

[ 806 patients randomised ]

! 1
773 patients 33 patients
with a screening without a screening
tBRCAm result BRCAm result
|
237 patients 536 patients
tBRCAm non-tBRCAm

Figure 5: Routes to randomisation and stratification by tumour BRCA1/2 status

Recruitment

The first patient was enrolled into the study on 10 July 2015 and the last patient on 31 August 2017.
Patients were randomised in 137 study centres in 11 countries worldwide (97% in Europe and 3% in Japan):
Austria (6 centres), Belgium (3 centres), Denmark (1 centre), Finland (2 centres), France and Monaco (44
centres), Germany (51 centres), Italy (9 centres), Japan (7 centres), Spain (13 centres) and Sweden (1
centre). 24 patients were randomised in Japan centers and are included in the FAS. The majority of patients
were randomised in France (327 patients), Germany (251 patients), Italy (85 patients) and spain (55
patients).

The DCO date for the primary analysis was 22 March 2019, 44 months after the first patient enrolment.

Conduct of the study

Protocol amendments

The original study protocol (Version 1.1) is dated 18 December 2014). The last protocol version 7.0 is dated
28 Feb 2019. Additional amendments to the protocol have been done and one SAP version issued by
AstraZeneca and dated 14 May 2019, after the DCO in March 2019, has been provided.
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Table 4: Protocol amendments and other significant changes to study conduct

Person(s)/
Protocol group(s)
number (date responsible
of internal Key details of amendment (Section of for
approval) this report affected) Reason for amendment amendment”
Amendments made before the start of patient recruitment
Version 1.2 Clarification of inclusion criteria to allow | Inclusion criteria updated ARCAGY-
(12 March for inclusion of patients with other following publication GINECO
2015) (non-high-grade serous or non-high-grade | showing that patients with Research
endometrioid histology) epithelial gBRCAm ovarian cancer have
non-mucinous ovarian cancer only for higher rates of platinum
patients carrying gBRCAm (Section 9.3.1). | sensitivity and improved OS
(Pennington et al 2014).
Clarification that collection of QoL To have the same period of
questionnaires and pharmaco-economic data collection for
information was restricted to the first pharmaco-economic
2 years of treatment (calculated from 1 information as for dose
study drug administration) (Sections administration.
9848 11.13and11.1.4).
Amendments made after the start of patient recruitment
Version 2.0 Pneumonitis added to the list of AESTs Pneumonitis had been missed | ARCAGY-
(14 January (Sections 9.1 and 12.2.3). off the list of AESTs in error. GINECO
2016) Clanfication that blood samples for Due to sample importation Research
exploratory biomarker analysis would only | regulations, only samples
be taken from patients recruited at study collected from sites in France
centres in France (change also covered in could be analysed for
local amendment version 3.0 in France; exploratory biomarkers.
Section 11.6).
Version 3.0 Modification of selection criteria to allow | To bring the CSP in line with | ARCAGY-
(15 February patients having IDS to have only 2 cycles standard clinical practices for | GINECO
2016) of bevacizumab in combination with the patients having IDS. Research

last 3 cycles of platinum-based
chemotherapy (instead of the protocol
requirement for a minimum of 3 cycles of
bevacizumab in combination with the

3 last cycles of platinum-based
chemotherapy) and to clarify that patients
on a stable dose of oral anticoagulants
could be recruited to the study

(Section 9.3.1).
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Modification of the CT/MRI schedule to
require collection of data for a minimum
of 42 months or until the date when total
number of PFS events was reached
(Sections 9.1, 98 3and 11.1).

The mmaging (CT or MRI
scans) were scheduled for
each randomised patient until
PES. Thereafter, patients
were followed according to
the local procedures of the
mvestigator site. It was
expected that the total number
of PFS events (n=372) would
be reached when the first
patient had been followed for
42 months. For patients
whose disease would not be
expected to progress during
the treatment phase, imaging
would be performed
according to the CSP until

42 months or until the number
of PFS events (n=372) was
reached.

Version 4.0
(06 January
2017)

An increase of the number of randomised
patients from 612 to 762 patients and
prolongation of recruitment period from
18 to 24 months (Sections 9.8 and 11.1).

Amendment made due to
expanding knowledge of the
benefit of PARP inhibitors in
treating patients with ovarian
cancer, with emerging
evidence that different levels
of benefit may be achieved
depending on the genetic
pre-disposition of an
individual patient. The
planned sample size was
increased to be able fo detect
a significant difference in the
ITT population.

Addition of an exploratory objective:
“Explore the time to next severe toxicity
(Grade 4 neutropenia lasting >7 days,
Grade =3 febrile neutropenia, Grade 4
thrombocytopenia with bleeding or platelet
transfusion, Grade =3 non-haematological
toxicity) in both arms.” (Section 8).

To explore whether olaparib
when compared with placebo
can delay the occurrence of a
severe toxicity during study
and subsequent treatment
administration.

ARCAGY
Research

Modification of guidance for management
of AEs of anaemia (only olaparib or
placebo treatment was to be mterrupted
until haemoglobin levels returned to

=10 g/dL) (Section 12.1).

Clarification that
bevacizumab treatment could
be maintained durmg AEs of
anaemia unless CTCAE
Grade 3 or worse, with onset
of neutropenia and/or
thromboecytopenia.

Modification of Sponsor’s name from
ARCAGY GINECO to ARCAGY
Research (Section 6.1 and throughout
CSR).

Administrative purposes.
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Version 5.0 Removal of the planned interim efficacy The interim efficacy analysis | ARCAGY
(22 December analysis (after 229 PFS events) was due to occur shortly after | Research
2017) (Sections 9.8 and 11.1). study recruitment was
completed and was
considered of limited value at
that poimnt as all patients were
already recruited and
undisputable efficacy could
not be declared with such a
short follow-up.
Modification of the frequency of To bring haematology testing
haematology testing during Month 6 to requirements in line with
Month 12 on study (Sections 9.8.6 and olaparib labelling
12.4.1). reconunendations.
Version 6.0 Expansion of the exploratory objective Emerging data from the ARCAGY
(03 October exploring pre-planned subgroup analyses NOVA trial on the Research

2018)

of efficacy to include clinical
characteristics and tumour homologous
recombination deficiency status
(Sections 8, 9.8.3 and 11.1.5).

importance of different HR
deficiency subgroups on
efficacy of PARP inhibitors
with different levels of benefit
observed according to the
genetic profile of the tumour
(BRCAm, HRD
positive/negative; Mirza et al
2016).

Clanfication that olaparib or placebo
treatment should be stopped after 2 years
of exposure unless the investigator
considered that the patient could get a
clinical benefit by prolonging the
experimental treatment (Sections 9.5 and
12.1).

Amendment made to bring
the CSP m line with olaparib
labelling recommendations.

Clarification that an exploratory analysis
of efficacy (PFS and OS) by region
(Europe vs Japan) would be performed.
Note the Japanese cohort were to be
included in the FAS per protocol
(Sections 9 8 and 11.1).

An analysis by region was not
originally planned, but was
subsequently considered to be
useful.
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Version 7.0 Modification of statistical methodology to | Interim analyses were not ARCAGY
(28 February add an [A of PFS2 and OS at the same originally planned, but were Research
2019) time as PFS analysis (Section 9.8). subsequently considered to be

required for regulatory
purposes.

Additional visits added for
follow-up of patients whose
last visit occurred more than
12 weeks prior to any DCO
date for data analysis, to
update the disease status.

Addition of visits during the follow-up of
patients (Section 9.1).

Addition of clarification for the definition
of an SAE (excluding planned
hospitalisations or hospitalisations without
other related seriousness criteria)
(Sections 9.8 6and 12.3.1.1).

Addition of details regarding the data
protection methodology (Section 5.2).

Accurate reporting of SAEs.

Compliance with EU data
protection regulations.

: All protocol amendments were approved by ARCAGY Research before being submitted to a regulatory
authority and/or an IRB/IEC.

Protocol deviations

Table 5: Important protocol deviations (FAS)

Number (%) of patients
Olaparib/ Placebo/
bevacizumab | bevacizumab Total
(N=537) (N=269) (N=806)

Number of patients with at least 1 important deviation® 35(6.5) 13 (4.8) 48 (6.0)

Inclusion criterion not met (platinum-taxane based

regimen must have consisted of a maximum of 9 treatment

cycles) 0 1(0.4) 1(0.1)

Inclusion criterion not met (patients must have been

randomised no more than 9 weeks after their last dose of

chemotherapy) 2(04) 1(0.4) 3(04)

Inclusion criterion not met (histologically confirmed high-

grade serous, endometrioid, or other epithelial non

mucinous ovarian cancer in a patient with gBRCAJ or 2

deleterious mutation).” 1(0.2) 0 1(0.1)

Baseline RECIST scan 28 days (+14 days window)

before randomisation 5(09) 3(1.1) 8(1.0)

GCP violation: SAE reporting* 8(1.5) 0 8(1.0)

Lack of RECIST scans on 2 occasions before evidence of

disease progression according to RECIST 1(0.2) 1(04) 2(0.2)

Other malignancy within the last 5 years except history as

described in protocol 1(0.2) 0 1(0.1)

Patients randomised but who did not recerve

olaparib/matching placebo due to site error 2(04) 2(0.7) 4(0.5)

Patients randomised who recerved a treatment bottle other

than that to which they were allocated® 15(2.8) 5(1.9) 20(2.5)

a Important protocol deviations before the start of treatment and during treatment. b Patient with clear cell histology
with no evidence of gBRCA mutation. c Late reporting of an AESI for olaparib or Suspected Unexpected Serious
Adverse Reactions. d The majority of patients received 1 incorrect bottle. The maximum number of incorrect bottles
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received was 6. Note: No patient had more than 1 important protocol deviation (see Appendix 16.2.2.1). Data derived
from Table 14.1.2.

Patients who missed two or more consecutive RECIST assessments were 7 (1.3%) and 3 (1.1%) in the
olaparib-bevacizumab and placebo-bevacizumab arms, respectively, whereas patients who missed one
RECIST assessment were 112 (20.9%) and 44 (16.4%) in the olaparib-bevacizumab and placebo-
bevacizumab arms, respectively. There were 229 (42.6%) and 66 (24.5%) patients censored less than or
equal to one scheduled tumour assessment interval (+ 2 weeks) before DCO in the olaparib-bevacizumab
and placebo-bevacizumab arm, respectively. There were 28 (5.2%) and 9 (3.2%) patients censored more
than one scheduled tumour assessment interval (+ 2 weeks) before DCO in the olaparib-bevacizumab and
placebo-bevacizumab arm, respectively.

Baseline data

Table 6: Selected demographics and baseline characteristics (FAS)

Olaparib/bevacizumab Placebo/bevacizumab
(n=537) (n=269)
Demographics
Age (years)
Mean (SD) 60.8 (9.4) 59.2 (10.1)
Median (range) 61.0 (32-87) 60.0 (26-85)
Age group (years), n (%)
<50 67 (12.5) 47 (17.5)
>50 to <65 265 (49.3) 135 (50.2)
>65 205 (38.2) 87 (32.3)
Disease characteristics
ECOG Performance status, n (%)
(0) Normal activity 378 (70.4) 189 (70.3)
(1) Restricted activity 153 (28.5) 76 (28.3)
Missing 6(1.1) 4 (1.5)
Tumour characteristics
Primary tumour location, n (%)
Ovary 456 (84.9) 238 (88.5)
Fallopian tubes 39 (7.3) 11 (4.1)
Primary peritoneal 42 (7.8) 20 (7.4)
FIGO Staging, n (%)
I11B 43 (8.0) 17 (6.3)
IIIC 335 (62.4) 169 (62.8)
v 159 (29.6) 83 (30.9)
CA-125 status at baseline, n (%)
CA-125 levels <ULN 463 (86.2) 234 (87.0)
CA-125 levels >ULN 74 (13.8) 34 (12.6)
Missing 0 1(0.4)
Histology type, n (n%)
Serous 519 (96.6) 253 (94.1)
Endometrioid 12 (2.2) 8 (3.0)
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Olaparib/bevacizumab

Placebo/bevacizumab

(n=537) (n=269)
Clear cell 2 (0.4) 0
Undifferentiated 1(0.2) 6 (2.2)
Other 3 (0.6) 2(0.7)
Type of surgery and outcome
Any surgery, n (%) 499 (92.9) 248 (92.2)
Residual macroscopic disease 176 (35.3) 88 (35.5)
No residual macroscopic disease 323 (64.7) 160 (64.5)
Patients with initial debulking surgery, n (%) 271 (50.5) 138 (51.3)
Residual macroscopic disease 111 (41.0) 53 (38.4)
No residual macroscopic disease 160 (59.0) 85 (61.6)
Patients with interval debulking surgery, n (%) 228 (42.5) 110 (40.9)
Residual macroscopic disease 65 (28.5) 35 (31.8)
No residual macroscopic disease 163 (71.5) 75 (68.2)
Patients without surgery, n (%) 38 (7.1) 21 (7.8)

First line treatment outcome at screening (obtained from the randomisation schedule)

NED with complete macroscopic resection at initial

debulking surgery 170 (31.7) 86 (32.0)
!\IED/CR with cgmplete macroscopic resection at 166 (30.9) 84 (31.2)
interval debulking surgery
NED/CR at screening, in patient who had either
incomplete resection (at initial or interval debulking 82 (15.3) 40 (14.9)
surgery) or no debulking surgery
Partial response 119 (22.2) 59 (21.9)
First line treatment outcome at screening (obtained from the eCRF)
NED with let i ti t initial

w! complete macroscopic resection at initia 158 (29.4) 83 (30.9)
debulking surgery
NED/CR with let i ti t
. /CR wi cgmp ete macroscopic resection a 158 (29.4) 75 (27.9)
interval debulking surgery
NED/CR at screening, in patient who had either
incomplete resection (at initial or interval debulking 80 (14.9) 36 (13.4)
surgery) or no debulking surgery
Partial response 134 (25) 73 (27.1)
Not applicable as per eCRF 7 (1.3) 2 (0.7)
Screening laboratory tBRCA status (obtained from the randomisation schedule)
Deleterious mutation 161 (30.0) 80 (29.7)
Absence of deleterious mutation® 376 (70.0) 189 (70.3)
Screening laboratory tBRCA status on tumour tissue (obtained from the eCRF)
tBRCAmM 157 (29.2) 80 (29.7)
Non-tBRCAmM 380 (70.8) 189 0.3)

@ Stage III combined. b Includes test cancelled/failed patients (i.e., inconclusive and unknown groups). 26 patients on

the olaparib/bevacizumab arm and 7 patients on the placebo/bevacizumab arm.

In the HRD-positive subgroup, 65% of patients had complete cytoreduction and 35% of patients had

residual microscopic disease.
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Table 7: Previous treatments for ovarian cancer (FAS)

Number (%) of patients
Previous Olaparib/ Placebo/
Treatment treatment hevacizumal bevacizumab Total
category modality (N=53T) (IN=269) (N=806)
Platimum Carboplatin 536 (99.8) 268 (90.6) 804 (99 8)
Cisplatin 500.9) 3(1.1) 8(1.00
Taxane Paclitaxel 533 (99.3) 2685 (98.3) TOR (9900
Docetaxel 14(2.6) 830 22 (2.7
Mo taxane 0 1(0.4) 1(0.1)
Bevacizumab Yes 3371000 269 (100) 806 (100)

Patients are counted once per treatment modality for the categories platinum and taxane.

FAS Full Analysis Set.

Data denived from Table 14.1.10.1.

The study randomised 806 patients (2:1 randomisation: 537 olaparib/bevacizumab: 269
placebo/bevacizumab) who had no evidence of disease (NED) due to complete surgical resection, or who
were in complete response (CR), or partial response (PR) following completion of first-line platinum-
containing chemotherapy and bevacizumab. Patients had completed a minimum of 4 and a maximum of 9
cycles, with the majority (63%) having received 6 cycles of first line platinum-taxane based
chemotherapy, including a minimum of 2 cycles of bevacizumab in combination with the 3 last cycles of
chemotherapy. The median number of bevacizumab cycles prior to randomisation was 5.
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Table 8: Number of cycles of previous first line treatment prior to randomisation (FAS)

Number (%) of patients

Olaparib/ Placebo/
hevacizumahb bevacizumakb Total
Number of cycles (N=533T) (N=169) (N=806)
Platinum/taxane
<4 1(0.2) 2{0.7) 3(0.4)
4 1(0.2) 0 1(0.1)
5 18(3.4) 933 274(3.3)
6 341 (63.5) 163 (61.3) 506 (62.8)
7 73 (13.8) 41(13.2) 114 (14.1)
2 61 (11.4) 27(10.0) g3 (109
9 42 (7.8) 23 (8.6) 65(8.1)
=9 0 1(0.4) 1(0.1)
No platinum/taxane 0 1(0.4) 1(0.1)
Platinum
<4 0 0 0
4 0 0 0
5 4(0.7) 2(0.7) 6(0.7)
6 341 (63.5) 164 (61.0) 505 (62.7)
T T8 (14.5) 48 (17.8) 126 (15.6)
2 63 (11.7) 28 (10.4) 21(11.3)
51(9.5) 26 (9.7) 77(9.6)
=9 0 1(0.4) 1(0.1)
No platinum 0 0 0
Bevacizumab
1 0 0 0
2 21(3.9) 12 (4.5) 33(4.1)
3 87(16.2) 41(13.2) 128 (15.9)
4 100 (18.6) 36 (20.8) 156 (19.4)
5 120 (22.3) 42 (15.6) 162 (20.1)
=5 200 (38.9) 118 (43.9) 327 (40.6)
No bevacizomab 0 0 0

Patients were counted as to have received a cycle of therapy as soon as the infusion had started. Platinum-taxane
based regimen must have consisted of a minimum of 6 treatment cycles and a maximum of 9. However, if platinum-
based therapy was discontinued early as a result of non-haematological toxicities specifically related to the platinum
regimen, (i.e., neurotoxicity, hypersensitivity etc), patients must have received a minimum of 4 cycles of the
platinum regimen. Patients must have received, prior to randomisation, a minimum of 3 cycles of bevacizumab in
combination with the 3 last cycles of platinum-based chemotherapy. Only in cases of interval debulking surgery, was
it permitted to receive only 2 cycles of bevacizumab in combination with the last 3 cycles of platinum-based

chemotherapy.
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Table 9: Allowed concomitant medications during study treatment (FAS)

Momber (%) of patients
Dlaparib/ Flacebao/
bevacizumab bevacizumab Total
MMedicationm class (IN=53T) (N=2168) (IN=804)
Mumber of patients with amy
allowed concomitant medication 433 (B0.5) 193 {7T1.7) 628 (77T
Anzibiotic 244 (454 116 {43.1) 360 (44T
Anrihypertensive drag 142 (264 110 {40.8) 252 (31.3)
Continwous or intermithemt
antiemetic agent 192 {35.8) 45 (145.7) 237 (29.49)
Anticoaznlant B85 (15.8) 33 (12.3) 118 (14.49)
Fied bleed cell transfusion 100 (1E5.68) 4(1.5) 104 (129
Erythropoietin 30 (5.4 3(1.1) 33 (4.1)
Grannlocyte-colony stimmulating
factor T (1.3} 4 (1.5) 11 {1.4)
Plapelet ransfusion 5 (0.9 1 (4 607

Inchades medication with an onset date on or afier the date of first dose and np w0 and inchoding 30 days
following the date of last dose of olapanib or placebo. Also inchides medication with an onset date prior to the
date of first dose but contimmed after the date of Grst dose

FAS Full Analysiz Set

Drata derived from Table 14.1.14.1.

Table 10: Disallowed concomitant medications during study treatment (FAS)

Muomber (%) of patients
Dlaparib/ Placeba’

bevacizumakb bevacizumab Total

MMedicatiom class (IN=53T) (N=2462) (IN=804)

Mumber of patents with amy

dizallowed concomitant medication 4 00T EX Y T 0.5
Antibiotic 4 (0. T 20T G {0.7)
Clarthromycin 4 (0. T 20T G {0.7)
Anthypertensive dug 0 1 (04 1 {0.1)
Carmen 0 1 (04 1 {0.1)

Inchades medication with an onset date on or after the date of fitst dose and up to and including 30 days
following the dabe of last dose of olapanb or placebo. Also inchides medication with an onset date prior to the
date of first dose but contimmed afer the date of Grst dose

FAS Full Analysis Ses

Drata derived oo Table 14 1.14.2.

BRCA mutation status

In the overall patient population enrolled, 30% of patients in both arms were tBRCAm
(deleterious/pathogenic mutation) at screening by local testing and for 4% of patients the BRCAm status
was unknown. Retrospective analysis of available clinical samples was conducted in 97% of patients to
confirm tBRCAm status and investigate genomic instability score. Among non-tBRCAm patients, 29%
(19% of the overall population) had positive GIS pre-defined in this study as composite score 242. When
tBRCAm status and positive GIS were combined, patients with HRD-positive, HRD-negative and HRD
unknown status in their tumours represented 48%, 34% and 18% of the overall patient population.
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Table 11: Deleterious and suspected deleterious tumour/germline BRCA1/2 mutations, tumour
HRR mutation types and Myriad HRD Status (FAS)

Number of patients (%)
bﬂ";.::ﬁ;b hj:aﬁ;:::::;h {:f;:;}
(N=52T) (N=265) )
Myriad (BRCA statas
IBRCAm 158 (29.4) 7T {28.6) 235 (292
tBRCAIm 111 (20.7) 48 (17_8) 159 {19.7)
tBRCA2m 46 (2.6) 20 {10_8) 75 {9.3)
tBRC.AIm and tBRCA2m 1 {3.Z) o 1(0.1)
non-rERC dme 346 (4.4) 174 (4. 7) F20 {54.5)
IBRCA test cancelled ' Exiled 17({3.2) 10 ({3.7) 27 {3.3)
IBRCA mizsing 16 (3.00 8 (3.0 24 {3.0)
Ayriad HED statws (f{BERECAm or =47 cof-off)
MyTiad HED stams positive 255 (47.5) 132 (42.1) 3ET (43.0)
hiyriad HED stams positive excluding tBRC.dne o7 {(18.1) 55 (20.4) 152 {18.9)
MMymad HED statns negative 192 (35.8) &5 {31.4) 2TT (34.4)
MMymad HED statos test cancellad Failad T4 (13.8) 44 (165.4) 118 {14.6)
MMiymiad HED states missing 16 (3.00) B {3 24 (3.0)
Ayriad HED statows (#{BEREC4Adm or =33 cof-off)
MyTiad HED stams positive 2932 (344 145 (33.9) 437 (54.2)
hiyriad HED stams positive excluding tBRC.dm 134 (2500 62 (25_3) 202 {25.1)
MMymad HED statns negative 155 (28 9) T2 {26_8) X7 (282
MyTiad HED status test cancellad failad T4 (13.8) 44 (16.4) 118 {14.6)
Mymiad HED states missing 16 (3.00) B3I 24 (3.0
MAMyriad tomonr HRRm statos"

HFEFm statas positive inchading rBERC 4m 192 (35.8) o7 (36.1) 280 {35.0)
HF.Fm status positive exchoding tBRC 4dm 34 (6.3) 20 (7.4 54 {6.7)
non-HEFm 312 (58.1) 154 (57.2) 466 {3T_E)
HEF: test cancelled failed 17 ({3.2) 10 (3.7 27{3.3)
HEF missing 16 (3.00 B {3.00 24 3.0)

" MMon-tBRCAm = rBRC 4wt WIS

b HFEFE. genes of interest inchided in the pansal are: BRCAY, BRCAT ATAS, BRIPI PAIRD RADIIC, BARDI,
CREN? CHEE], CHEE? FANCL, PPPIRIA RADSIE RADSIIY RADFLL

EBRCA breast cancer suscepiibility gene; eCEF electronic case report form:; FAS Full Analysis Set; gBRCA

germline BRCA; gBRC4dm germline BROA mutsted; HREF. homolegous recombination repair; HEFEm

homologous recombinstion repair gens mutated mutations; sERCY somatic BRCA; sBRCAm somatic BRCOA

mutated; tFRCA mmour BERCA . fERCdn tumour BERC.H mutated; unk mnknown: VIS varant of uncertain

sigmificance; wr wild type.

Source: Table 14.1.82.
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Table 12: Summary of BRCA mutation status by Screening laboratory tBRCA and Myriad tBRCA
(Full analysis set)

Scresning laboratory tumour BRCA statas

Myriad tumour BRCH status ERCR mutated Wo ERCR mutation Cancelled/ Failed Mimming
Olaparib + bevacizumab [(N=537) Deleterious 3 .5) 3 [
Suspected deleterious 3 .8)

Ho mutaticn detected

Unknown [a] (0.7
Mis=ing € (1.1} 1 2
Flacebo + bevacizumab (N=Z6S) Delsterions 63 {24.2) 1 4]
Suspscted delstarious 1 0.4)
3 2107
Ho mutation detected 3 (1.1} ) g {2.2)
Unknown [a] & [ 2.2) 2
Missing 3 [ L.1) 3
Total [H=E0E) Deleterious 12 { 1.5) 1 3
Suspected deleterious il }
Ho mutation detected 463
Unknown [a] 10 { 1.2) 1z i

Mis=ing B[ L.1)

728 patients
with a screening & Myriad IBRCA
result

|
¥ 1 1 1
211 patients 490 patients 20 patients T patients

screening & Myriad screening & Myriad screening non-I8RCAm screening (ERCAm
iIBRCAmM non-tBRCAm Myriad IBRCAmM Myriad non-lBRCAm

701 concordanttestresults 27 screening / Myriad discordant test results

Figure 6: tBRCA concordance in PAOLA-1
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Numbers analysed

Table 13: Analysis sets

Number (%) of patients

Olaparib/ Placebo/
bevacizumab bevacizumab Total
Patients randomised 537 269 806
Patients included in FAS 537 (100) 269 (100) 806 (100)
Patients included in SAS 535 (99.6) 267 (99.3) 802 (99.5)
Combination Phase only 534 (99 4) 267 (99.3) 801 (99.4)
Patients excluded from SAS? 2(04) 2(0.7 4{0.5)
Did not recerve olaparib or placebo 2(04) 2(0.7 4 (0.5)

@ An individual patient could have been excluded for more than 1 reason. FAS: all randomised patients analysed on an
ITT basis. SAS: all patients who received at least 1 dose of study treatment and had at least 1 safety follow-up.
Combination phase was from the first dose of combination treatment (bevacizumab/olaparib or placebo) until the last
dose of bevacizumab +21 days whilst on combination treatment. FAS Full Analysis Set; ITT intention-to-treat; SAS

Safety Analysis Set.

Outcomes and estimation

Primary endpoint: PFS by investigator assessment

PFS (based on investigator assessment) was the primary variable for the study and was analysed based on

the primary DCO (22 March 2019) using the FAS population.

At the time of PFS analysis, the median duration of treatment with Lynparza was 17.3 months and
15.6 months for placebo. The median duration of bevacizumab post-randomisation was 11.0 months on
the Lynparza arm and 10.4 months on the placebo arm.

The progression status based on investigator assessment at the time of PFS analysis is presented below.
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Table 14: Progression status at the time of PFS analysis based on investigator assessment (FAS)

(DCO 22 March 2019)

Number (%) of patents
Progression Olaparib/bevacizumab Placebo/bevacizumab
stams Type of event (N=53T) (N=269)
Progression Total 280 (52.1) 194 (72.1)
RECIST progression® 274 (31.00 188 (69.9)
Target lesions® 8(1.5) 6(2.2)
MNon-target lesions® 47 (8.8) 22 (B.X)
MNew lesions® 250 (46.6) 172 (63.9)
Death® 6(1.1) 6(22)
No progression Total 25T {479 T3 (27.9)
Censored RECIST progression? 3(0.6) o
Censored death® 2(0.4) 1004
Progression free at time of 240 (44.7) 60 (235.7)
analysis®
Lost to follow-up® 2(0.4) o
Withdrawn consent® 10 (1.9) 5¢(1.9)
Discontimeed study® 0 o

Does net include FECIST progression events that occurred after 2 or more missed visits or within 2 visits
of baseline where the patient had ne evaluable visits or did not have a baseline assessment.

Death in the absence of FECIST progression or death that occwored within 2 visits of baseline where the
patient had no evaluable visits or did not have a baseline assessment. Does not include deaths that occurred

EECIST progression event ccowred after 2 or more missed visits or within 2 visits of baseline where the

Death which occurred after 2 or more missed visits in the absence of EECIST progression.

B Not necessanily mutually exclusive categories.
after 2 or more missed visits.
d
patient had no evaluable visits or did not have a baseline assessment.
-
£ Patients knowm to be alive and without EECIST progression.
E

Patients at last evaluable EECIST asseszment.

Table 15: Summary of analysis of progression-free survival by investigator (FAS) (DCO 22 March

2019)
Olaparib/bevacizumab Placebo/bevacizumab
(N=53T) (N=169)
n (%) of events® 280 (52.1) 194 (72.1)

Treatment effect

Median PFS (95% CI). months®

221(218.241)

1660154, 18.6)

HE* 059
03% CT° 0.49 0.72
2-sided p-value? 0.0001

Progression free at § months (%) 8818 2513
Progression free at 12 months (%2)* 78.0 635.0
Progression free at 12 months (%" 623 458
Progression free at 24 months (%a)* 46.0 217
Median (IQF) follow-up for FFS, months® 22.7(18.0,27.7) 24.0(18.7.27.7)

PFS was defined as time from randomisation until the date of objective radiological disease progression
according to modified RECIST 1.1 or death.
¥ Caleulated nsing EM technigues

Estimated from a stratified Cox proportional hazards model stratified by first line freatment cutcome and

tBRCA status.

i Determined using log-rank test stratified by first line treatment outcome and tBRCA status.

*  Time from randomisation to date of censoring.

CI confidence interval; FAS Full Analysis Set; HE. hazard ratio; IQF. interquartile range; KM Kaplan-Meier;

PFS progression-free survival; EECIST Fesponse Evaluation Criteria in Solid Tumours.

Data denved from Table 14.2.1.2
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1.04 — Olaparib + bevadzumab++++++++++
‘___‘ - Placebo + bevadzumab
0.9 s
0.8
§ 0.7
€
g 0.6
E_ 0.5
5
- 0.4
=
g 0.3
0.2
0.1
0.0
0 3 6 9 12 15 18 21 24 27 30 i3 36 39 42
Time from randomisation (months)
Number of patients at risk:
i+ | . "
%5 213 461 433 403 374 29 2490 141 112 3 7 12 3 0
Placebo + bevadzumab
269 52 226 206 172 151 109 83 50 35 15 9 1 1 0

Figure 7: Progression-free survival by investigator, Kaplan-Meier plot (FAS) (DCO 22 March
2019)

Secondary endpoints

Time from randomisation to second progression or death

PFS2 events were based on radiological, CA-125 or symptomatic progression as assessed by the
investigator or death. At the time of the PFS analysis, the interim PFS2 data were 39.1% mature
(315 events/806 patients).
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Table 16: Second Progression-free survival (FAS) (DCO 22 March 2019)

Olaparib/bevacizoamalkb Placebo/bevacizumalk
(N=53T) (IN=26%)

n (%) of events® 196 (36.5) 119 (44 2)
Treatment effect
Median PFS2 (85%: CI), months® 323 (29.2 39.8) 301 (257, 32.6)

HE" 0.86

Q5% CI° 069, 1.09

2_sided p-valued 02097
Second progression free at 6 months (%4)° 98.3 973
Second progression free at 12 months (32)® BB.T 267
Second progression free at 18 months (2:)° 79.0 201
Second progression free at 24 months %) a7.0 54.6
Median (TQE) follow-up for secomd 240198 28.3) 24 8 (21.6. 28.2)
progression-free survival (months)y®

PFS52 was defined as time from ramdomisation to second progression or death

Calculated using KM techmigques.

Estimated from a stratified Cox proportional hazards model stratified by first line treatment outconse and
tBRCA status.

Determined using log-rank test stratified by first lme treatment cutcome and fBRCA status.

Time from randomisation to date of censorng.

The 2-sided significance lewvel at the interim PF52 analysis was 002092 based on an information fraction of
0.766.

CI confidence mmterval; FAS Full Analysis Set; HE. harard ratio; IQE. mtergquartile range; Kb EKaplan-Meler;
FECIST Eesponse Evaluation Criteria in Solid Tumours.

Drata denived from Table 142 2 2.
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Figure 8: Second progression-free survival, Kaplan-Meier plot (FAS) (DCO 22 March 2019)

Overall survival

At the time of the primary analysis (DCO 22 March 2019), the interim OS data were immature (25.9%
mature [209 events/806 patients]; HR 1.01; 95% CI 0.76 to 1.36) with similar proportions of deaths
reported on each arm.
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At the time of the DCO for the updated OS analysis (30 September 2019), six months after the primary
DCO (22 March 2019), the OS data maturity increased to 32% with 259 events (168 patients had died in
the olaparib/bevacizumab arm and 91 patients in the placebo/bevacizumab arm).

Table 17: Summary of overall survival status (FAS)

DT 22 Alarch 2019 OO 30 September 2019
Olaparib/ Flacebo' Olaparib/ Flacebo/
bevacizomab bevacizumab bevaciznmab bevacizomalb
(m=53T) (m=269) (m=53T) (=262}
n (%&) of events 139 (25.9) 70 (26.0) 168 (31.3) 01 (33.8)
Treatment effect
Medizn OS (85% CI). months E'L‘iﬁﬁ”‘“ Mot reached Mot reached 45;‘;’;;;““
HE. (85% CI) 1.01 (.76, 1.34) 094 (0,73, 1.21)
p-value {2-zided) 09270 Mot calculated
Alive at § months (%4) o044 =]~ o9 4 902
Alive at 12 months (Ya) 4.7 Q4.0 a4.7 o400
Alive at 18 months (%a) B7.6 B6.7 B7.6 B6.7
Alive at 24 months (Ya) TRl 78.0 79.3 78.7

CI = confidence interval; CS5F = clinical stody report; DCQ =data cut-off; FAS = fall Analysis Set; HF. = hazard
ratio; O5 = overall sundival.
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DO = data cut-off; FAS = full Analysis Set; EM = Eaplan-Meier
Source: Figare 14.2.3.1 (DCO 30 Seprember 2015).

Figure 9: Overall survival, Kaplan-Meier plot (FAS), DCO 30 September 2019
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Time from randomisation to the earlier of first subsequent therapy start date following study

treatment discontinuation, or death

Table 18: Summary of TFST (FAS), DCO 22 March 2019

Dlaparibbevacizumalk Placebobevacizumab
(N=53T) (IN=169)
n () of events? 275 (51.2) 190 (70.6)

Treatment effect

Median TFST (95% CD, months*

2420234 279

185 (17.2.20.1)

HE= 0.58
95% CI* 048 0.70
2-zided p-valus? 0.00:01

251

Median follow-up for TEST, months® 251

TF5T was defined as time from randomisation to first subsequent therapy or death.
E Caleulated using KM techmigques.
c Estimated from a stratified Cox propertional hazards model stratified by first line freatment outcome and
tBRCA status.
d Determined using log-rank test stratified by first line treatment cutcome and fBRCA status and not
controlled for mmltiplicity.
Time from randomisation to date of censering.
BRCA breast cancer susceptibility gene; CI confidence interval; FAS Full Analysis Set; HE. hazard ratio; EM
Kaplan-Meier; tBRCA tomour BRCA.
Data denived from Table 14.2.4.1.
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Figure 10: TFST, Kaplan-Meier plot (FAS), DCO 22 March 2019
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Time from randomisation to the earlier of second subsequent therapy start date following study

treatment discontinuation, or death (TSST)

Table 19: Summary of TSST (FAS), DCO 22 March 2019

Olaparib/bevacizumab IPL'H: ebo/bevacizumahb
(N=53T) (N=169)
n (%) of events? 194 (36.1) 119(44.2)
Treatment effact
Median TSST (93% CI), months® 338 (31.6,NC) 30.4(26.5,33.9)
HE® 0.79
93% CI° 0.63,1.00
2-zided p-value? 0.0444
Median follow-up for TS5T, months® 252 25.1

*  T55T was defined as time from randomisation to second subsequent therapy or death

¥ Calenlated using KM techniques.

: Estimated from a stratified Cox proportional hazards model stratified by first line treatment outcome and
tBRCA status.

4 Determined using log-rank test stratified by first line treatment outcome and tBRCA status and not

controlled for multiplicity.

Time from randomisation to date of censoring.

BRCA Treast cancer susceptibility gene; CI confidence interval; FAS Full Analysis Set; HE. hazard ratio; KM

Kaplan-MMeter; tBRCA tumour BRCA.

Data derived from Table 142.5.1.
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FAS Full Analysis Set; TS5T time from randomisation to second subsequent therapy or death.
Drata denved from Figure 14 2 5.1,

Figure 11: TSST, Kaplan-Meier plot (FAS), DCO 22 March 2019
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Time from randomisation to discontinuation of treatment or death (TDT)
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Figure 12: TDT, Kaplan-Meier plot (FAS), DCO 22 March 2019

Table 20: Analysis of time to study treatment discontinuation or death (TDT), FAS, DCO 22

March 2019
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Best objective response (BoR)

Table 21: BoR (FAS - patients with evidence of disease at baseline) (DCO 22 March 2019)

Number (%) of patients
Maparib/ Placebo/
bevacizumalh bevacizomalh
Response status | Best objective response (N=119) (N=T1)
Response Total 39302 18 (25.0)
CR? 32(24.8) 13(18.1)
PRz T0.4) 5(6.9
Non-response Total 20 (69 .8) NE X ERE)]
Stable diseasze =24 weeks 1.9 330458
Progression 3 2ed) 21292
EECIST progression HM26.4) 210290
NE 2(1.6) 1]
No evaluable follow-up 2(1.6) 0
assessments

*  Fesponse did not require confirmation.
Patients with evidence of disease at baseline were considered evaluable for response.

This analysis 15 based on mvestigator RECIST assessment. Modified RECIST Version 1.1
CE. complete response; FAS Full Analysis Set; PR partial response; NE non evaluable; EECIST Response

Evaluation Criteria in Solid Tumours.
Data derrved from Table 142 831

Time to earliest progression by modified RECIST 1.1, CA-125 or death

Table 22: Summary of time to earliest progression by modified RECIST 1.1, CA-125 or death

(FAS) DCO 22 March 2019

Olaparib/bevacizumal
(IN=53T)

Placebo/bevaciznmab

(IN=169)

n (%a) of events?

287 (53.4)

198 (73.6)

Treatment effect

Median (95%: CI). months®

221(21.4.25.1)

158(13.8.16.8)

HR* 0.58
3% CTF 0.48, 0.69
2-sided p-valuet 0.0001

Median follow-up, months®

2432

244

2 Time to event was defined as time from randomisation to time of earliest progression by modified RECIST

1.1, CA-125 or death.
®  Caleulated using EM techniques.

Estimated from a stratified Cox propertional hazards model stratified by first line treatment cutcome and

tBRCA status.

4 Determined using log-rank test stratified by first line freatment cutcome and fBRCA status and not

controlled for multiplicity.

y Time from randomisation to date of censering.

BRCA breast cancer suscephibility gene; CA-125 cancer antigen-123; CI confidence interval; FAS Full
Analysis Set; HE. hazard ratio; KM Kaplan-Meier; BECIST Response Evaluation Criteria in Solid Tumours;

tBRCA tumour BRCA.
Data denved from Table 14271
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CA-125 cancer antigen-125; FAS Full Analysis Set; RECIST Response Evaluation Criteria in Solid Tumours.
Diata denved from Figure 14.2.7.1.

Figure 13: Time to earliest progression by modified RECIST 1.1, CA-125 or death, Kaplan-Meier
plot (FAS)

Health-related quality of life: EORTC QOLQ-C30 and EORTC QLQ-0V28

Table 23: Change from baseline in QLQ-C30 global health status/QoL score, MMRM (FAS) (DCO
22 March 2019)

Olaparib/bevacizumahb Placebo/bevacizumakb
(N=53T) (IN=169)

Average over 24 months
n 446 229
Adposted mean 0.13 046
Standard emor 0.583 0.824
05% CI -1.020,1.371 -2.078,1.159
Estimated difference 0.59
95% CI for difference -1.399_ 2570
p-value® 0.3626

: Not adjusted for multiplicity.

Baseline was defined as the last evaluable assessment prior to dosing with olaparib or placebo.

The analysis was performed using an MMEM analysis of the change from baseline QLQ-C30 QoL score for all
post-baseline visits (up to study treatment discontinmation) with treatment, visit and treatment by visit interaction
mchuded as explanatory variables and the baseline QLQ-C30 QoL score mcluded as a covanate along with the
baseline QLQ-C30 QoL score by visit interaction. Treatment, visit and treatment by visit interaction were fixed
effects in the model. patient was included as a random effect.

CI confidence interval; FAS Full Analysis Set;: MMEM mixed models for repeated measures;

QLQ-C30 gquahty of life questionnaire Core 30 item module; QoL gquality of life.

Data derived from Table 14.2.9.1.
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Figure 14: Mean (+SD) EORTC QLQ-C30 global health status/QoL score change from baseline
across time points, by treatment group (FAS)

Ancillary analyses

Subsequent therapy

Of patients who received any subsequent therapy, PARP inhibitors were received by 49 (16.4%) of the 298
olaparib/bevacizumab-treated patients and 83 (43.0%) of the 193 placebo/bevacizumab-treated patients
(DCO Sept 2019). Out of the 36 patients in the olaparib/bevacizumab arm who received a subsequent PARPi
treatment, 34 patients receive it as maintenance treatment and 2 patients as a first subsequent treatment
(DCO 22 March 2019).
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Table 24: Summary of subsequent therapies received (FAS)

Number of patients {%9)
DCO 22 March 2019 DCO 30 September 2019
Olaparib. Flaceba/ Toital Dlapanb/ Flaceba' Total
bevacizmmakb bevadizumalb bevaciznmab bevacizmmakh
B=537 B=169 n=806 n=s2a7 B=169 n=306

i‘i::;d sabsequent 161 (45.6) 181 (67.3) | 442 (54.8) | 298 (55.5) 193 (71.7) | 491 (60.9)
Trype of subsequent therapy"
Platinum chemotherapy 241 (44.9) 160 (59.5) | 401 (49.8) | 272 (50.T) 172 (63.9) | 444 (55.1)
ﬁi’Plnﬂm CymatmELC 153 (47.1) 175 (65.1) | 428 (53.1) | 289 (53.8) 188 (69.9) | 477 (50.2)
Orher 15 (2.8) 11 (4.1) 26 (3.2) 19 (3.5) 12 (4.5 31 (3.8)
Tarzetsd therapy 96 (17.9) 103 (38.3) | 190 (24.7) | 117 (21.8) 122 45.4) | 230 (20.7)

PARD inhibitor 36 (6.7) 65 (24.2 101 (12.5) 49 (9.1) 83 (30.9) | 132 (16.9)

Anstiangiogenic 48 (8.9) 33 (12.3) 81 (10.0) 54 (10.1) 0049 | s2qaLT
MNumber of subsequent regimes

0 176 (51.4) 88 (32.7) | 364 (45.2) | 239 (44.5) 76 (28.3) | 315 (38.1)

119 (22.2) 90 (33.5) | 200 (2597 | 116 (21.6) 77 (28.6) | 193 (23.9)

2 79 (14.7) 9 (182) | 12801590 | 91069 ST(21.2) | 148 (18.9)

3 43 (2.0) 28 (10.9) 71 (£.8) 50 (11.2) 36(13.4) | 96(11.9)

1 13 2.9 12 (4.5) 25 (3.1) 19 (3.5) 16 (5.9) 35 (4.3)

s 7(1.3) 2 (0.7} 9 (1.1) 12 (2.2) 7 (2.6) 19 (2.4}

According to the AsTaFenaca medical review

CSE = climical smdy report; DO = dam cut-off; FAS = full analysis set; PARP = polyadenosine

5'diphosphoribose polymerase

Sensitivity analyses

Table 25: Sensitivity analysis of progression-free survival (FAS, DCO 22 March 2019)

Number of events:total Median PFS
number of patients (%) (months) HR 95% CI
PFS by BICR Olaparib/bev: 226:537 (42.1) 26.1
0.63 0.51, 0.77
Placebo/bev: 146:269 (54.3) 18.3
Evaluation time bias Olaparib/bev: 280:537 (52.1) 20.5
0.59 0.49, 0.71
Placebo/bev: 194:269 (72.1) 14.9
Attrition bias Olaparib/bev: 279:537 (52.0) 22.2
0.60 0.50, 0.72
Placebo/bev: 189:269 (70.3) 16.6
eCREF stratification variables Olaparib/bev: 280:537 (52.1) 22.1
0.58 0.48, 0.70
Placebo/bev: 194:269 (72.1) 16.6
Informative censoring (using BICR) Olaparib/bev: 293:537 (54.6) 22.1
0.61 0.51, 0.74
Placebo/bev: 203:269 (75.5) 16.6
Estimating HR using the stratified log Olaparib/bev: 280:537 (52.1) 22.1
rank test 0.57 0.47, 0.69
Placebo/bev: 194:269 (72.1) 16.6
Programmatically derived RECIST Olaparib/bev: 285:537 (53.1) 22.1
visit response (using investigator 0.60 0.50, 0.72
data) Placebo/bev: 194:269 (72.1) 16.6
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Number of events:total Median PFS
number of patients (%) (months) HR 959% CI
Earliest of investigator/BICR Olaparib/bev: 293:537 (54.6) 22.0
assessment of progression 0.58 0.49 0.70
Placebo/bev: 203:269 (75.5) 16.0
Deviation bias Analysis not performed as <10% patients with specified deviations

Bev= Bevacizumab; BICR Blinded Independent Central Review; BRCA Breast cancer susceptibility gene;

CI Confidence interval; CSR Clinical study report; DCO Data cut-off; eCRF Electronic case report form; FAS Full
Analysis Set; HR Hazard ratio; PFS Progression-free survival; RECIST Response Evaluation Criteria in Solid Tumours;
tBRCA Tumour BRCA. Source: Table 14.2.1.3, Table 14.2.1.4, Table 14.2.1.5, Table 14.2.1.6, Table 14.2.1.7,

Table 14.2.1.16, Table 14.2.1.17, Table 14.2.1.18 and Table 14.2.1.19, PAOLA-1 CSR, Module 5.3.5.1.
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BICE. blinded independent central review; FAS Full Analysis Set; PFFS progression-free survival.
Data derived from Figure 14.2.1 6.

Figure 15: Progression-free survival by BICR, Kaplan-Meier plot (FAS) (DCO 22 March 2019)
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Table 26: Disagreement between investigator and central reviews of RECIST progression (FAS)

(DCO 22 March 2019)

Number (29) of patients Difference
Olaparib/
Olaparib/ Placebo/ bevacizumals
bevacizumakb bevacizumakh - Placebo/
(N==53T) (N=1692) bevacizumakh
ERECIST progression® declared by:

Investgator and cenfral review 213 (39.7) 137 (30.9) NA
Progression date agreement (within 2 weeks)® 123 (57.7) BS (62.0) MA
Progression date =2 weeks earlier by cenfral review 71 (33.3) 44 (32.1) MNA
than by investigator”

Progression date =2 weeks earlier by mvestigator 19 (B.9) B (5.8) MNA
than by central review®

Investigator but not central review 67 {12.5) 57 (21.2) ™A

Central review but not investigator 13 (2.4) 9 (3.3) ™A

No progression by both 244 (45 .4) 66 (24.5) MA
Early discrepancy rate® 031 0.34 -0.03
Late discrepancy rated 0.49 045 0.04

2

Progression events that cccurred after 2 or more missed visits, were censored at the latest evaluable

BRECIST assessment, or Day 1 if there were no evaluable visits. Patents with a FECIST progression within
2 visits of baseline who did not have any evaluable wvisits or did not have a baseline assessment were

censored at Day 1.

b Percentages were calculated based on the mumber of progressions declared by both investigator and cemntral
Teview.
F Early discrepancy rate 1s the frequency of investigator declared progressions before central review as a

proportion of all imvestigator progressions.

proportion of all discrepancies. Modified EECIST Version 1.1.
FAS Full Analysis Set; EECIST Eesponse Evaluation Criteria in Solid Tumours.

Data derived fromn Table 14 31 12,

Late discrepancy rate is the frequency of investigator declared progressions after central review as a

Assessment report
EMA/523504/2020

Page 61/150



PFS subgroup analyses
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Olsparib+bey. = 230/537 (52.1) Placeba-+bev, = 104/269 (72.1)

Olsparib+ber. = SF170 (33,5) Placsbotbay. = SO/86 [58.1)
Olaparibtber, = S1/166 ($4,8) Placsbotbay. = B0/84 (714
Dlaparib+bey. = 43/82 {52.4) Placebo-sbev. = 35/40 (E7.5)

Olaparibtbes, = BH118 (74,5) Placebothay. = 49/59 (83.1)

Olaparib+bey. = #4161 (27.3] Placebotbay. = 48/80 (50,0}
Dlaparib+bev. = 236/376 (52.8) Placebs+bev, = 146/169 (77.2)

Glaparibther. = 151418 (45.7) Facsba+bes, = 1457210 (56.0)
Olaparib-+hey. = B3/119 (74 8) Placebo+bay_ = 49/59 (83.1)

Dlaparib+bes. = 171/332 (51.5) Paceba+bev. = 125/162 (59.2)
Okparib+bav, = 105/205 (53.7) Macaba-+bey, = 68/87 [7T2,2)

Olsparib+bey. = 134/378 (43.7) Pleceba+bey, = 125186 (57.2)
Olaparib-+bes. = 95/15% (60.4) Placebo-+bav. = £9/83 (83.1)

Dlaparib+bey. = 230/537 (52.1) Placebo+bev, = 193/268 (72.0)
Olaparib + bev, = 0/0 Placebo+bev, = 1)1 (100}

Olaparib+bay. = 193/378 (51.1) Pacaba-rhev, w 132/169 (55.8)
Olsparib+bes. = BS/153 (35.6) Placebo+bav. = £1/76 (80.3)

Obiparib+bay. = 220463 {47.5) Pacabo+bav, = 163/234 (59.7)
Olaparib+bay. = 6074 (31.1) Macabo+bav, = 30/34 (88.2)

Olaparib+bey. = 135/323 (41.8) Placebo+bev, = 104/180 (55.0)
Olaparibtbey. = 113176 (54.2) Placebo+bev, = T1/58 (30.7)

Dlaparib+bey. = 116/271 (42.8) Paceba+bey, = 921136 (85.7)
Dlaparib+bey. = 132/238 (57.9) Paceba+bey, = BI/110 (75.5)

Dlaparib+bey. = 272/522 {52.1) Placebo+bev. = 105/360 (71.5)
Dlaparib+bey. = Bf15 (53.3) Pacsto+bey, = B/9 (88,9)

Claparibtbey. = 49/158 (31,0) Placebo-+bar. = 46/83 {55.4)
Claparibekbay. = BIf158 (50.6) Placsbortbay. = 56/75 {74.7)
Olaparib+beyv. = 44/80 (55.0) Placebo-+bev. = 32/36 (B8.9)
Olaparib+bey. = 107141 (75.9) Placebo+bev, = 60775 (30.0)

Dlaparib+bev. = 41/157 (26.1) Placebo+bav. = 49/80 (61.3)
Dlaparib+bey. = 239/360 (52.9) Pacebatbey, = 145/169 (%6.7)

Olaparib+bay, = 173346 (43.7) Pacabo+bev, » 1347194 (56.1)
Olaparib+bey. = 107141 (75.9) Placeba+bey. = 6073 (80.0)
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Figure 16: Forest plot of progression-free survival subgroup analysis (FAS), (DCO 22 March

2019)
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Table 27: PFS subgroup analyses (FAS): Stratification factors (DCO 22 March 2019)

Subgroup

Olaparib/
bevacizumab
(N=537)

Placebo/
bevacizumab
(N=269)

First line treatment outcome at screening (as randomised)

NED with complete macroscopic resection at initial debulking surgery

Number of events/total number of patients (%)

57/170 (33.5)

50/86 (58.1)

Median PFS (months)

39.3

20.7

HR (95% CI)

0.47 (0.32, 0.69)

NED/CR with complete macroscopic resection at interval debulking surgery

Number of events/total number of patients (%)

91/166 (54.8)

60/84 (71.4)

Median PFS (months)

22.1

18.2

HR (95% CI)

0.69 (0.50, 0.95)

NED/CR in patients with incomplete resection or no debulking surgery

Number of events/total number of patients (%)

43/82 (52.4)

35/40 (87.5)

Median PFS (months)

21.8

12.3

HR (95% CI)

0.37 (0.23, 0.57)

PR

Number of events/total number of patients (%)

89/119 (74.8)

49/59 (83.1)

Median PFS (months)

16.4

11.2

HR (95% CI)

0.76 (0.54, 1.08)

Screening tBRCA status (as randomised)

Deleterious mutation

Number of events/total number of patients (%)

44/161 (27.3)

48/80 (60.0)

Median PFS (months)

37.2

22.0

HR (95% CI)

0.34 (0.23, 0.51)

Absence of deleterious mutation

Number of events/total number of patients (%)

236/376 (62.8)

146/189 (77.2)

Median PFS (months)

18.9

16.0

HR (95% CI)

0.70 (0.57, 0.86)

Screening tBRCA status (per eCRF)

Deleterious mutation

Number of events/total number of patients (%)

41/157 (26.1)

49/80 (61.3)

Median PFS (months)

37.2

21.7

HR (95% CI)

0.31 (0.20, 0.47)

Absence of deleterious mutation

Number of events/total number of patients (%)

239/380 (62.9)

145/189 (76.7)

Median PFS (months)

18.9

16.0

HR (95% CI)

0.71 (0.58, 0.88)

CI Confidence interval; CR Complete response; CSR Clinical study report; DCO Data cut-off; FAS Full Analysis Set;
HR Hazard ratio; NED No evidence of disease; PFS Progression-free survival; PR Partial response; tBRCA Tumour

BRCA.
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Figure 17: PAOLA-1: Kaplan-Meier plot of PFS for patients with tBRCAm (as randomised) (44%
maturity - investigator assessment)

Other PFS exploratory biomarker subgroup analyses per Myriad myChoice HRD Plus
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Figure 18 Forest plot of PFS subgroup analysis (FAS), (DCO 22 March 2019) Tumour
characteristics as assessed by Myriad myChoice HRD Plus test

Subgroups in the figure and table below (tBRCAm, GIS positive, HRD positive) correspond respectively to
subgroups ‘Myriad tBRCAm’, ‘Myriad HRD positive excluding tBRCA’ (with genomic instability score =42 )
and 