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List of abbreviations

AE(s)
BICR

BRCA

Integrated BRACAnNalysis

BRACAnNalysis CDx

BRCA

BRCAM

BRCAwt/VUS

CA-125
CCR
CDx
CHMP

Cl
CLIA

CR

CSR
CTCAE
CYP
30DFUP
DCO
ECOG PS
eCRF
EMA
EoT

EU
FACT-O
FAS
FDA

FMI

Adverse event(s)
Blinded Independent Central Review

Breast cancer susceptibility gene (in accordance with scientific
convention, gene and mutation is italicised whereas protein is not
italicised)

The test consists of gene sequencing and large rearrangement analysis
of the BRCA1 and BRCA2 genes performed by Myriad Genetics, Inc

The test consists of gene sequencing and large rearrangement analysis
of the BRCA1 and BRCA2 genes performed by Myriad Genetics, Inc

Breast cancer susceptibility gene (in accordance with scientific
convention, gene and mutation is italicised whereas protein is not
italicised)

gBRCA or sBRCA mutated

gBRCA and sBRCA wild type/variant of uncertain significance

Cancer antigen-125 (tumour biomarker)
Clinical complete response
Companion diagnostic

Committee for Medicinal Products for Human Use, formerly known as
the Committee for Proprietary Medicinal Products (CPMP)

Confidence interval

Clinical Laboratory Improvement Amendments

Complete response

Clinical study report

Common Terminology Criteria for Adverse Events
Cytochrome P450

30 day follow-up period

Data cut-off

Eastern Cooperative Oncology Group Performance Status
Electronic case report form

European Medicines Agency

End of treatment

European Union

Functional Assessment of Cancer Therapy — Ovarian
Full Analysis Set

Food and Drug Administration

Foundation Medicine Inc
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gBRCA
gBRCAmM
HR

HRD
HRQoL
HRR
HRRmM
ICH
IVRS
MMRM
MTP

NC

NR

(O

PARP
PFS
PFS2

PK

PR
RECIST
SAE

SAP
SBRCA
sBRCAmM
SBRCA VUS
tBRCA
tBRCAM
tBRCAwWt
TDT

TOI

ULN
US (USA)
VUS

wt

Germline BRCA

Germline BRCA mutated

Hazard ratio

Homologous recombinant deficiency

Health-related quality of life

Homologous recombination repair

Homologous recombination repair mutation

International Council for Harmonisation

Interactive Voice Response System

Mixed models for repeated measures

Multiple testing procedure

Not calculated

Not reported

Overall survival

Polyadenosine 5’diphosphoribose polymerase
Progression-free survival

Time from randomisation to second progression or death
Pharmacokinetic

Partial response

Response Evaluation Criteria in Solid Tumours

Serious adverse event

Statistical analysis plan

Somatic BRCA (BRCA variant found in the tumour but not in the
Somatic BRCA mutated

Somatic BRCA variant of uncertain significance

Tumour BRCA (mutations detected in the tumour)
Tumour BRCA mutated

Tumour BRCA wild type

Time from randomisation to study treatment discontinuation or death
Time to first subsequent therapy (defined as time from randomisation
Trial outcome index

Time to second subsequent therapy (defined as time from
Upper limit of normal

United States (of America)

Variant of uncertain significance

Wild type
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1. Background information on the procedure

1.1. Type Il variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, AstraZeneca AB submitted to the
European Medicines Agency on 29 August 2018 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and 11IB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the use of Lynparza film-coated tablets as monotherapy for the
maintenance treatment of adult patients with newly diagnosed advanced BRCA-mutated 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, based on the results of a single pivotal Phase
3 study (D0818C00001, referred to as SOLO 1); as a consequence, sections 4.1, 4.2 and 4.8 of the SmPC
are updated. The Package Leaflet is updated in accordance. The updated pooled safety information for this
submission has also been incorporated and aligned in the Lynparza capsules SmPC and PL.

The requested variation proposed amendments to the Summary of Product Characteristics 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(s)
P/0262/2018 on the agreement of a paediatric investigation plan (PIP) and the granting of a
(product-specific) waiver.

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.

MAH request for additional market protection

The MAH requested consideration of its application in accordance with Article 14(11) of Regulation (EC)
726/2004 - one year of market protection for a new indication.

Scientific advice

The applicant did not seek Scientific Advice at the CHMP.
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1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Alexandre Moreau Co-Rapporteur: Bart Van der Schueren

Timetable

Actual dates

Submission date

Start of procedure:

CHMP Rapporteur Assessment Report

CHMP Co-Rapporteur Assessment Report

PRAC Rapporteur Assessment Report

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur(s) (Joint) Assessment Report
Request for supplementary information (RSI)

PRAC Rapporteur Assessment Report

CHMP Rapporteur Assessment Report

PRAC Outcome

CHMP members comments

Request for supplementary information (RSI)

CHMP Rapporteur Assessment Report

CHMP members comments

Updated CHMP Rapporteur Assessment Report

Opinion

The CHMP adopted a report on similarity of Lynparza to Yondelis and Zejula on

(Appendix 1)

The CHMP adopted a report on the novelty of the indication/significant clinical
benefit for Lynparza in comparison with existing therapies (Appendix 2) on

29 August 2018

15 September 2018
13 November 2018
15 November 2018
19 November 2018
29 November 2018
3 December 2018
6 December 2018
13 December 2018
4 February 2019
14 February 2019
14 February 2019
18 February 2019
28 February 2019
11 April 2019

15 April 2019

18 April 2019

26 April 2019

26 April 2019

26 April 2019
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2. Scientific discussion

2.1. Introduction

Disease or condition

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 2018, Ferlay et al 2013).

Epidemiology and risk factors, screening tools/prevention

In 2018, it is estimated that there will be 22,240 newly diagnosed ovarian cancer cases in the US and
approximately 14,070 people will die from ovarian cancer (American Cancer Society 2018). Across Europe,
the age standardised rate in 2018 was 16.7/100,000 and the mortality was 10.7/100,000 (ECIS 2018).

Ovarian cancer remains one of the most difficult cancers to diagnose at an early curable stage. 75% of
patients present with advanced disease (Stage 111 or 1V) (Hennessy et al 2009). The majority of patients die
from their disease, with 5-year survival rates only 29% for advanced stages (Siegel et al 2018).

Biologic features

Epithelial ovarian cancer comprises the majority of malignant ovarian neoplasm (about 90%) (Chan JK et al
2006; Jelovac D et al. 2011). The World Health Organization (WHO) classification of surface epithelial
ovarian tumours includes six major histotypes - serous, mucinous, endometrioid, clear cell, transitional cell
and epithelial-stromal. The serous subtype of ovarian carcinoma accounts for approximately 60-80% of
ovarian cancer cases and is the most aggressive type of ovarian cancer.

Grade is an additional prognostic determinant and a number of grading systems currently exist which are
derived from reviewing the following tumour characteristics: architectural features, mitotic counts and
nuclear atypia (ESMO Clinical Practice Guidelines, 2013). Low grade (grade 1, well differentiated) serous
ovarian carcinoma is considered a distinct type of disease compared with high grade (grade 2 and 3 —
moderately and poorly differentiated) serous carcinoma based on a number of clinical and molecular
features, thus forming a 2 tier classification of low and high grade disease widely accepted and used in
clinical practice (Levanon et al 2008; Vang et al 2009).

The classification based on molecular pathogenesis divides epithelial tumours into type 1 and type 2 ovarian
carcinomas. While Type 1 tumours are characterized by specific mutations in KRAS, BRAF, ERBB2, PTEN and
PIK3CA but rarely TP53 and are relatively genetically stable, type 2 tumours are characterised by nearly
universal TP53, which makes them genetically highly unstable (Cancer Genome Atlas Research Network
2011, Ledermann et al, 2013). Moreover, recent evidence suggests that serous and endometrioid
carcinomas arise from the tubal fimbrae, suggesting similar biology and origin for the high grade epithelial
histologies (Jayson et al 2014). Pennington et al (2014) reported DNA repair deficiencies in carcinomas with
serous and non-serous histology.

Platinum predominantly causes large-scale DNA intra-strand cross-links which require a competent
homologous recombination pathway for effective repair. Given that platinum sensitivity and PARP inhibitor
sensitivity may converge at the homologous recombination pathway, it was possible that platinum
responsiveness may be also enrich for PARP inhibitor sensitivity (Mukhopadhyay et al 2010). Clinical data
support the hypothesis that platinum sensitive tumours are more sensitive to PARP inhibitors than platinum
resistant tumours (Matulonis et al 2016). Thus, while BRCA mutations and HRD might represent biological
markers of sensitivity to PARP inhibitors, platinum responsiveness may be a clinical indicator of sensitivity to
these compounds.

New emerging data suggest that PARP inhibitor sensitivity is broader than BRCA1/2 and HRR deficiencies
and may extend to non-HRR DNA damage response deficiencies and pathways as well (Postel-Vinay et al
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2013, Cerrato et al, 2016, Murata et al, 2016, Lu et al 2017). Moreover, it has been reported that 51% of
high-grade serous ovarian cancer have compromised homologous recombination-based repair (Cooke et al.
2011). It is assumed that somatic BRCA and homologous repair deficiency (HRD) status refer to samples at
time of diagnosis/primary surgery. Advanced tumours are normally heterogeneous and may be so also for
somatic BRCA mutations/HRD. The selective pressure of platinum therapy is at least partly reflected in time
to recurrence so that late recurrences may increase the likelihood of positive findings with respect to
sBRCA/HRD. In addition reversion of gBRCA mutations is a well described mechanism associated with
resistance development.

Clinical presentation, diagnosis and stage/prognosis

Early stage ovarian cancer is often asymptomatic and therefore difficult to detect. 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 definitive diagnosis and staging of ovarian cancer is by surgery, and cytological or histological
examination of tissue samples.

The Federation of Gynecology and Obstetrics (FIGO) surgical staging system is used for epithelial ovarian
cancer and primary peritoneal adenocarcinoma. Because the disease tends to be asymptomatic in early
stages, or associated with vague, non-specific symptoms, the majority of patients are diagnosed with
advanced stage disease.

The advanced stage at which ovarian cancer is generally detected is reflected in the 5-year survival rates;
46% across all stages and 29% for advanced stages (Siegel et al 2017). Even though, over 80% of patients
respond to initial platinum-based chemotherapy treatment, the majority subsequently relapse (Colombo et
al 2010).

Despite best current standard of care for newly diagnosed advanced ovarian cancer patients, approximately
70% of patients relapse within the first three years and become largely incurable (Ledermann et al 2013).

Recurrent disease is classified as platinum resistant or platinum sensitive, depending on whether the disease
recurred less than or greater than 6 months following previous platinum therapy, and this classification is
highly prognostic and is important in determining optimal chemotherapeutic treatment options.

Recurrent disease is incurable, and the challenge is to balance aggressive treatment in an effort to prolong
disease-free time, while maintaining a tolerable side-effect profile and quality of life (Lancet 2009). Most
patients will die within 3 to 4 years of diagnosis [Coleman et al 2013].

Management

The current standard of care for newly diagnosed advanced ovarian cancer, including those patients with
BRCAmM high-risk ovarian cancer, consists of radical debulking surgery followed by post-operative
platinum-based first line chemotherapy (NCCN Ovarian 2019).

In terms of impact on clinical outcome of residual disease post cytoreductive surgery, based on prospective
analysis of 3 multicentre Phase 11l randomised, controlled clinical studies, it has been shown that patients
with complete surgical resection have improved prognosis as compared to patients in optimal resection
(1-10 mm) or those with residual macroscopic disease (> 1 cm) (du Bois et al 2009). As a result, ESMO
clinical guidelines as well as other international guidelines stipulate that in advanced epithelial ovarian
cancer, the aim is complete cytoreduction of all macroscopic visible disease, since this has been shown to be
associated with a significantly increased OS and PFS (Ledermann et al 2013).

For patients for whom upfront surgery is unlikely to achieve a complete resection, treatment consists of
neoadjuvant chemotherapy followed by interval debulking surgery and adjuvant chemotherapy (NCCN
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Ovarian 2019). First line chemotherapy is generally given for a maximum of 6 cycles. It cannot be continued
until progression as it is associated with cumulative neurological, renal, and haematological toxicities.
Moreover, clinical outcomes do not improve if chemotherapy is extended beyond 6 cycles (Ledermann et al
2013). Since chemotherapy is not a viable treatment option in the maintenance setting, there is a need for
a well-tolerated maintenance treatment option in the first line setting. The vascular endothelial growth
factor inhibitor bevacizumab (Avastin) in combination with carboplatin and paclitaxel followed by
bevacizumab maintenance is the only treatment approved in the first line maintenance ovarian cancer
setting.

Several PARP inhibitors including olaparib are approved for the maintenance treatment of adult patients with
platinum-sensitive relapsed high grade serous epithelial ovarian, fallopian tube, or primary peritoneal cancer
who are in response (complete or partial) to platinum-based chemotherapy. However there is currently no
PARP inibitors approved for the first line maintenance treatment.

There are currently no first line maintenance treatments approved specifically for BRCAmM patients with
advanced ovarian cancer and these patients receive the same treatment options as all other ovarian cancer
patients. Bevacizumab is an available maintenance treatment option regardless of BRCA status however,
subgroup analyses from the GOG-218 study based on mutation in homologous recombination repair (HRR)
genes, the majority of which (74%) were BRCAm (BRCA1 148 [12.4%] patients, BRCA2 78 [6.5%] patients,
other HRR genes 81 [6.8%] patients) demonstrated no significant interaction for the effect of bevacizumab
based on HRR mutational status, with modest benefit observed in both subgroups: PFS in the subgroup of
patients with HRRm (n=228): HR 0.95, 95% CI 0.71-1.26, and PFS in the subgroup of patients with no HRR
mutation (n=581): HR 0.71, 95% CI 0.60 0.85. In both the GOG-218 and ICON?7 trials, bevacizumab
treatment was shown to be associated with significant toxicity, including but not limited to hypertension,
neutropenia, venous thromboembolic events, febrile neutropenia, wound healing complication, and
gastrointestinal perforation/fistula/abscess (Gonzalez et al 2013).

About the product

The active substance of Lynparza is olaparib, a potent oral human PARP inhibitor (PARP-1, PARP-2, and
PARP-3) that exploits deficiencies in DNA repair pathways to preferentially kill cancer cells with these deficits
compared to normal cells.

Olaparib was initially approved in December 2014 as a capsule formulation in monotherapy for the
maintenance treatment of adult patients with platinum sensitive relapsed BRCA mutated (germline and/or
somatic) high grade serous epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in
response (complete response or partial response) to platinum based chemotherapy. The recommended dose
of Lynparza is 400 mg (eight capsules) taken twice daily, equivalent to a total daily dose of 800 mg.

The tablet formulation was subsequently approved in May 2018 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 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.

Lynparza tablet formulation has also recently been approved as monotherapy for the treatment of adult
patients with germline BRCA1/2-mutations, who have HER2 negative locally advanced or metastatic breast
cancer (see SmPC section 4.1).

In the present application, the MAH is applying for a new indication for olaparib (tablet formulation) as
follows: Lynparza is indicated as monotherapy for the maintenance treatment of adult patients with newly
diagnosed advanced BRCA1/2-mutated high-grade epithelial ovarian, fallopian tube or primary peritoneal
cancer who are in response (complete or partial) to first line platinum-based chemotherapy.
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The recommendation indication is: Lynparza is indicated as monotherapy for the maintenance treatment of
adult patients with advanced (FIGO stages Il and 1) 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. (see SmPC section 4.1).

Before Lynparza treatment is initiated for first-line maintenance treatment of high-grade epithelial ovarian
cancer (EOC), fallopian tube cancer (FTC), or primary peritoneal cancer (PPC), patients must have
confirmation of deleterious or suspected deleterious germline or somatic mutations in the breast cancer
susceptibility genes (BRCA) 1 or 2 using a validated test.

There is no requirement for BRCA1/2 testing prior to using Lynparza for the maintenance treatment of
relapsed EOC, FTC or PPC who are in a complete or partial response to platinum-based therapy.

Genetic counselling for patients tested for mutations in BRCA1/2 genes should be performed according to
local regulations.

The recommended dose of Lynparza 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.

Patients should start treatment with Lynparza no later than 8 weeks after completion of their final dose of the
platinum containing regimen.

Patients can continue treatment until radiological disease progression, unacceptable toxicity or for 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
treatment, can be treated beyond 2 years (see SmPC section 4.2).

While for patients with platinum sensitive relapsed high-grade epithelial ovarian, fallopian tube or primary
peritoneal cancer (already approved indication), it is recommended that treatment be continued until
progression of the underlying disease or unacceptable toxicity.

Treatment may be interrupted or dose may be reduced to manage adverse reactions such as nausea,
vomiting, diarrhoea and anaemia and dose reduction can be considered (see sections 4.4 and 4.8).

2.2. Non-clinical aspects

No new clinical data have been submitted in this application, which was considered acceptable by the CHMP.

An updated ERA covering this extension of indication and the extension of indication in the breast cancer
setting was submitted. Details of the assessment of this updated ERA are reflected in the AR of variation
11/20. The ERA was considered acceptable.

2.3. Clinical aspects
2.3.1. Introduction
GCP

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

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

Table 1: Pivotal clinical study (SOLO1) contributing to the assessment of clinical efficacy of olaparib

Tvpe of Study Objective(s) of the Study design/type of Test product, No.of Patient population Location
study identifier, study control dosage regimen, subjects of study
status route of randomised’ report
administration treated
Pivotal study
Efficacy | DO818C00001 Determine the Phase II, randomised, | Olaparib 300 mg 391/390 Newly diagnosed, Module
and SOLO1 efficacy (assessed by double-blind, bd tablet (oral) advanced (FIGO Stage III- 3351
Safetv Ongoing for PES) of claparib placebo-contrelled, Matching placebo IV) BRCA-mmtated lugh
i extended 08 compared to placebo multicentre grade serous or high grade
follow-up in BRCAm patients endometrioid ovarian
cancer, primary peritoneal
cancer and/or fallopian
tube cancer who are in CER.
or PR following
completion to first line
platinum-based
chemotherapy.

bd Twice daily; BRCAm BRCA mutated: CR Complete response; FIGO Fédération Internationale de Gynécologie Obstétrique (International Federation of
Gynaecology and Obstetrics); OS5 Overall survival; PFS Progression-free survival; PR Partial response.

2.3.2. Pharmacodynamics

Mechanism of action

No new study was provided in support of this application.

BRCA1/2 testing and concordance

Central germline BRCA1/2 testing and concordance with local germline testing

The methodology to classify BRCA1 or BRCA2 variants and to define those that lead to loss of function was
based upon the American College of Medical Genetics and Genomics (ACMG) recommendations for
standards for interpretation and reporting of sequence variants (Richards et al 2015). A variety of
classifications is currently used taking into account these recommendations. Criteria and evidence used to
classify variants at Myriad have been established in accordance with ACMG guidelines and standards. BRCA1
and BRCAZ2 variants are classified into one of the five categories, with deleterious or suspected deleterious
variants corresponding to class 1 or 2 of the ACMG classification. Patients with variants corresponding to
other categories, including variants of uncertain significance (VUS) have not been considered for eligibility.

Patients randomised to SOLO1 using a local germline BRCA1/2 result were retested post-randomisation prior
to database lock using mainly the Myriad Integrated BRACAnalysis test. Of the 383 patients confirmed to
have deleterious (95.3%) or suspected deleterious (4.7%) status, 253 and 130 were randomised to the
olaparib and placebo arm, respectively. Large rearrangements in the BRCA1/2 genes were detected in 5.5%
(21/383) of the randomised patients.

In patients where BRCA1/2 mutation status was determined by local BRCA and Myriad germline testing, the
results were highly concordant (only 3 patients with discordant results between local and Myriad confirmed
subset). One patient entered the study with a local gBRCAmM result and was later classified by Myriad as
BRCA VUS.

The Myriad gBRCAmM population represents patients who were determined either prospectively or
retrospectively as carrying deleterious or suspected deleterious mutation in either BRCA1 or BRCA2 (please
refer to the efficacy data in the ancillary analyses part).
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Retrospective central tumour testing and concordance with central germline testing

Archival tumour tissue samples were requested for all randomised patients and were profiled retrospectively
tested prior to database lock using the FoundationOne CDx Clinical Trial Assay performed at Foundation
Medicine (FMI). Variant classification at FMI is conducted according to defined criteria into 4 classification
categories, including the eligible known or likely pathogenic variants.

In total, for 87.2% (341/391) of patients representing the Foundation Medicine tBRCAmM population tumour
samples were successfully tested (no tumour sample was available for testing in 5 patients and the tBRCA
result was not reported in 45 patients with available tumour samples). Among these 341 patients 95% had
an eligible mutation (known [n=47] or likely pathogenic [n=277]) and 2 gBRCAwt patients were confirmed
to have sBRCAm only. (please refer to the efficacy data in the ancillary analyses part)

The overall concordance between the FMI tBRCA test and the Myriad gBRCA for reporting of germline
variants was 95%. The FMI tBRCA test reported an extra 2 eligible patients (35 variants). The majority of
discordant cases (55.5%, 10 out of 18) were due to large rearrangements reported by Myriad that were not
detected by the FMI tBRCA test. Of note 2 of the 18 discordant cases carry true somatic mutations that
entered the study with a local tBRCAm result and could not be detected by the Myriad germline test (Table
below). These 2 patients were both in the olaparib arm.

Table 2: SOLO1: Summary of BRCA mutation status by Myriad germline and Foundation Medicine
tumour (FAS)

Az riad Foundation Medicine tmmonr statas
Treamment germline BRCAm™ BRCA4 VLTS BRC 4w Adissimg
statms
_ BRC dm® 212 (81.5) 2 {0.8) 10 (3.8) 29 (11_2)
3001;]:;;1:;31;15:; BRCAVUS ) 1 (0.4) ) o
(N=260) BRCAw® 2 (0.8) [) 0 0
Missing o o o 4(1.5)
BRCAm> 110 (34.0) 2{1.5) 2 ({1.5) 16 {12.2)
FPlacebo BRCA VTS o L4} o L}
(=131} BRCAw® o o o [
Mlissing o L4} o 1 (0.8)
BRC dm® 322 (B2 4) 4 {1.0) 12 (3.1) 45 (11.5)
Total EBRCA VUS ] 1 (0.3) ] o
(TN=391) BRC.AwR > (0.5} o o o
Mlissing O 0 O 5 (1.3)
= Contains BRCA4 loss of function mutations.
= Contains BROA polymorphisim and BROCA wild type (oo matation detected) .

bd Twice daily; BRCA Breast cancer susceptibility gene; BRC.dm BRCA nmtated; TSR Clindical Study Report:
FAS Full Analvsis Set: VLIS Variant of uncertain significance; wit Wild type.
Sowrce: Table 11.1.9.1.2 S01L.O1 CSEF. Module 53 5 1.

Exploratory analyses of tumour samples
The analysis of the available tumour samples from SOLO1 has been provided.
Locus specific loss of heterozygosity (LOH)

Using the SGZ ((somatic-germline-zygosity) computational method to predict somatic vs. germline origin
and homozygous vs. heterozygous or sub-clonal state of variants (Sun et al, 2018), the results of
BRCA-locus specific LOH have been provided in the FICDx CTA tBRCAmM cohort.
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324 tBRCA identified by
FMI CDx

Unable to establish
LOH in 47 tumours due >

to low tumour purity ‘

v

LOH evaluablein 277/324
(85.5%) tBRCAm tumours

99% (275/277) under LOH
Of which 2 were sBRCAm

1% (2/277) lacked LOH
2 BRCA2m of germline origin

BRCA Breast cancer susceptibility gene: FMI Foundation Medicine Inc.. LOH Loss of heterozygosity:

sBRCA Somatic BRCA; tBRCA Tumowr BRCA

Figure 1: Locus-specific LOH analysis of Foundation One CDx cohort in SOLO1

Table 3: Locus-specific LOH status in study 19, TCGA, SOLO1 and SOLO2

Study Population

N % LOH (n)

Study 19 High grade serous or
(Dougherty et al 2017) endometrioid ovarian
cancer. primary
peritoneal and/or
fallopian tube cancer.
PSR. 2+ prior lines of
Iplatinum treatment.

gBRCAm

71 100 (71/71)

sBRCAm

18 83 (15/18)

BRCAm

89 97 (86/89)

TCGA High grade serous
(TCGA 2011) ovarian tumours
representative of patients
at diagnosis

gBRCAm

57 97 (55/57)

sBRCAm

32 100 (32/32)

BRCAm

89 98 (87/89)

High grade serous or
endometrioid ovarian
cancer, pnmary
SOLO1 peritoneal and/or
fallopian tube cancer.
CR/PR after 1¥ line
platinum chemotherapy

gBRCAm

275 99 (273/275)

sBRCAm

(5]

100 (2/2)

BRCAm

277 99 (275/27T)

High grade serous or
endometrioid ovarnan
SOLO2 cancer, primary
[peritoneal and/or
fallopian tube cancer.
PSR. 2+ pror lines of
Iplatinum treatment.

(Hodgson et al 2017)

gBRCAm

210 99.5 (209/210)

a

Number of samples where LOH can be deternuned.

BRCA Breast cancer susceptibility gene; BRCAm BRCA nmmtated; CR Complete response; gBRCAm Germline

BRCA mutated: LOH Loss of heterozygosity: PR. Partial response; sBRCA Somatic BRCA mutated: PSR
Platinum sensitive relapsed; TCGA The Cancer Genome Atlas

Homologous recombination deficiency (HRD) tests

The Foundation Medicine LOH score reflects a measure of % genomic LOH (‘the LOH score’), without
combination with additional measures of genomic instability (telomeric allelic imbalance and large-scale

state transitions).
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A high proportion of SOLO1 tumours with an evaluable FMI LOH score, had a score above or equal to 14%
(84%, 237/283) or 16% (77%, 218/283).

The PFS of patients in SOLO1 considered to be HRD negative according to the FMI LOH test (with both the
14% and 16% cut-offs) were explored (IEMT1546).

Table 4: SOLO1: PFS by HRD subgroup

LOH score Treatment arm N Number (%) of PFS hazard ratio
subgroup events and 95%
confidence
interval

LOH score <14 Olaparib 27 9(333) 0.2 (0.06,0.45)
Placebo 19 14 (73.7)

LOH score =14 Olaparib 165 63 (38.2) 0.32(022.046)
Placebo 72 56 (77.8)

LOH score <16 Olaparib 43 18 (41.9) 0.29(0.15,0.58)
Placebo 22 16 (72.2)

LOH score =16 Olaparib 149 54 (36.2) 0.29(0.2,043)
Placebo 69 54 (78.3)

HRD Homologous recombination deficiency; LOH Loss of heterozygosity: PFS Progression free survival

TP53 mutations

Sequencing data for TP53 was available for all SOLO1 tumour samples analysed using the F1CDx CTA. 96%
(329/341) of SOLO1 tumour samples sequenced at FMI 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)
52% (170/329) of TP53 mutations in SOLO1 were predicted to be disruptive and 48% (159/329)
non-disruptive in nature.

Table 5: SOLO1: PFS by TP53 mutation status

TP33 status Treatment N Number (%) PFS hazard 95% Confidence

subgroup arm events ratio interval

Disruptive Olaparib 112 42 (37.3) 0.39 0.25. 061
Placebo 38 39 (67.2)

Non-disruptive Olaparib 108 44 (40.7) 0.27 0.18, 042
Placebo 51 42 (82.4)

PFS Progression free survival
Data denived from Table 1447

2.3.3. Discussion on clinical pharmacology

No new clinical pharmacology data were submitted as part of this application. The current clinical
pharmacology package provides sufficient characterisation of the key pharmacokinetics characteristics of
olaparib. When combined with in vitro drug metabolism and PK profiling data and in vivo DDI studies, it
provides sufficient data supporting adequate information for special populations and DDI in the product
information.

The pharmacodynamics of olaparib was investigated in studies with the capsule formulation and some
additional data is also available from studies conducted with the tablet formulation.
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Exploratory genetic analysis of tumour samples from the study 19 was provided in previous applications and
biomarkers of HRD will be further studied in planned and ongoing studies, including the requested OPINION
study (see current Annex Il) and ORZORA study (see current Annex I1). In line with previous
recommendations in relation to Lynparza, the MAH is recommended to further investigate the prognostic
and predictive value of tests that would allow quantitative assessment of genomic instability and
homologous recombination deficiencies in patients with specific mutations in BRCA1/BRCA2 and other
HRR-related genes. The assessment of data in patients with large genomic rearrangements in BRCA1 and
BRCA2 genes is also recommended. Further, the MAH is recommended to investigate tumour heterogeneity
and mechanisms of resistance in patients with BRCA-mutated tumours and tumours harbouring mutations in
HRR-related genes. In addition to the above-mentioned studies, data will become available from the LIGHT
study (NCT02983799), a Phase Il, open-label, non-randomized, multi-center study assessing the efficacy
and safety of olaparib tablets in subjects with platinum-sensitive or partially platinum-sensitive, relapsed,
high-grade serous or high-grade endometrioid epithelial ovarian, fallopian tube, or primary peritoneal
cancer, who have received at least 1 prior line of platinum-based chemotherapy.

The MAH presented results from the analysis of the tumour samples from SOLO1. An FMI LOH score cut-off
of 14% was determined to identify HRD high tumours, using survival data from the TCGA high-grade serous
ovarian cancer dataset and tested prospectively as part of the ARIEL2 study (Swisher et al 2017).

Subsequently, on the basis of retrospective analysis of data from ARIEL2 part 1, a cut-off of 16% or greater
was determined as being the optimal discriminator for high genomic LOH in the ARIEL3 study (Coleman et
al 2017). As the tumour samples from SOLO1 patients have been tested using the Foundation One Clinical
Trial Assay (F1CDx CTA), a % genomic LOH score was provided as part of the advanced analytics from FMI.

Data showed that (i) from evaluable tumours, 99% have been reported to harbour BRCA1/2 locus-specific
LOH, (ii) the benefit of olaparib over placebo was similar in both the HRD positive and negative subgroups by
LOH score. The MAH is recommended to provide the OS data by HRD score and TP53 mutation status in
comparison with available data from previous studies (Study 19 and SOLO2) at the time when the updated
OS analysis at higher maturity rates is available.

The SmPC adequately reflects that local or central testing of blood or tumour samples for BRCA1/2
mutations has been used in different studies. Depending on the test used and the international classification
consensus, the BRCA1/2 mutations have been identified as deleterious/suspected deleterious or
pathogenic/likely pathogenic. Genetic testing should be conducted by an experienced laboratory using a
validated test.

2.3.4. Conclusions on clinical pharmacology

Overall, there is sufficient information available on the pharmacokinetics and pharmacodynamic of olaparib
tablets to support the use in the applied indication.
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2.4. Clinical efficacy
2.4.1. Main study

Study D0O818C00001 (SOLO 1)

Methods
This was a Phase |11, randomised, double blind, placebo controlled, multicentre study to assess the efficacy
of olaparib maintenance monotherapy in advanced (FIGO Stage Il11-1V) ovarian cancer patients (including

patients with primary peritoneal and/or fallopian tube cancer) with BRCA mutations (documented mutation
in BRCA1 or BRCA2) that were predicted to be loss of function mutations (known or predicted to be
detrimental/lead to loss of function) who had responded following first-line platinum-based chemotherapy.

Study participants

Inclusion criteria

1- Patients must have been >18 years of age.

2- Female patients with newly diagnosed, histologically confirmed, advanced (FIGO Stage |1l or 1V) BRCA
mutated high grade serous or high grade endometrioid (based on local histopathological findings) ovarian
cancer, primary peritoneal cancer and/or fallopian-tube cancer who had completed first-line platinum-based
chemotherapy (intravenous or intraperitoneal).

3-Stage Il patients must have had 1 attempt at optimal debulking surgery (upfront or interval debulking).
Stage 1V patients must have had either a biopsy and/or upfront or interval debulking surgery.

4-Documented mutation in BRCA1 or BRCA2 that was predicted to be a loss of function mutation (known or
predicted to be detrimental/lead to loss of function).

5-Patients who had completed first-line platinum (eg, carboplatin or cisplatin), containing therapy
(intravenous or intraperitoneal) prior to randomisation:

-Patients had, in the opinion of the investigator, clinical CR or PR and had no clinical evidence of disease
progression on the post-treatment scan or a rising CA-125 level, following completion of this chemotherapy
course. Patients with stable disease (SD) on the post-treatment scan at completion of first line
platinum-containing therapy were not eligible for the study.

-Platinum-based chemotherapy course 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 toxicities specifically
related to the platinum regimen, patients must have received a minimum of 4 cycles of the platinum
regimen.

-Patients must not have received bevacizumab during their first-line course of treatment, either in
combination or as maintenance therapy following combination therapy.

-Patients must not have received an investigational agent during their first-line course of chemotherapy.

-Patients were to be randomised within 8 weeks after their last dose of chemotherapy (last dose is the day
of the last infusion).

6-Pre-treatment CA-125 measurements must have met a criterion specified below:

- If the first value was less than or equal to the upper limit of normal (ULN) the patient was eligible to be
randomised and a second sample was not required.
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- If the first value was greater than ULN a second assessment was performed at least 7 days after the first.
If the second assessment was >15% more than the first the patient was not eligible.

7- Patients must have had normal organ and bone marrow function measured within 28 days prior to
administration of study treatment as defined in the protocol.

8- Eastern Cooperative Oncology Group (ECOG) performance status O to 1.
9- Patients must have had a life expectancy >16 weeks.

10- Postmenopausal or evidence of non-childbearing status for women of childbearing potential: negative
urine or serum pregnancy test prior to Myriad BRCA test during screening Part 1, within 28 days of study
treatment and confirmed prior to treatment on Day 1*.

11- Patient was willing and able to comply with the protocol for the duration of the study including
undergoing treatment and scheduled visits and examinations>.

12 A formalin fixed, paraffin embedded tumour sample from the primary cancer was to be available for
central testing. If there was no written confirmation of the availability of an archived tumour sample prior to
enrolment the patient was not eligible for the study*.

BRCA status

This study was designed to recruit gBRCAm based on local or central testing or sSBRCAmM patients based on
local testing. Patients known to have BRCA mutations (gBRCA ie, blood or tBRCA ie, tumour) prior to
randomisation could enter the study based on this result providing that all such testing had been undertaken
in appropriately accredited laboratories (ie, testing done for research only was not acceptable). In addition,
the patients must have consented to provide 2 blood samples. One sample was used for a confirmatory
gBRCA test post randomisation using either the Myriad Integrated BRACAnalysis, the Myriad BRACAnalysis
CDx (gene sequencing and large rearrangement analysis) or BGI test (patients in China). The second blood
sample was collected to enable any bridging study to validate the companion diagnostic test for olaparib, if
needed.

Patients with unknown BRCA status must have consented to provide 2 blood samples for gBRCA testing and
followed all local ethical procedures for genetic testing. When the result from the Myriad/BGI test indicated
the patient did have a loss of function (deleterious or suspected deleterious) BRCA mutation, the patient was
randomised into the study (provided they had fulfilled all other screening requirements). There was no
prospective central testing of tumour samples at randomisation, only retrospective analysis (see
pharmacodynamics part).

Main exclusion criteria

1-BRCA1 and/or BRCA2 mutations that were considered to be non-detrimental (eg, “variants of uncertain
clinical significance” or “variant of unknown significance” or “variant, favour polymorphism” or “benign
polymorphism” etc).

2-Patients with early stage disease (FIGO Stage I, Il1A, 1IB or IIC).

3-SD or progressive disease (PD) on the post-treatment scan or clinical evidence of progression at the end
of the patient’s first line chemotherapy treatment.

4-Patients where more than 1 debulking surgery had been performed before randomisation to the study.
(Patients who, at the time of diagnosis, were deemed to be unresectable and underwent only a biopsy or
oophorectomy but then went on to receive chemotherapy and interval debulking surgery were eligible).

5-Patients who had previously been diagnosed and treated for earlier stage ovarian, fallopian tube or
primary peritoneal cancer.
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6-Patients who had previously received chemotherapy for any abdominal or pelvic tumour, including
treatment for prior diagnosis at an earlier stage for their ovarian, fallopian tube or primary peritoneal cancer.
(Patients who had received prior adjuvant chemotherapy for localised breast cancer may have been eligible,
provided that it was completed more than three years prior to registration, and that the patient remained
free of recurrent or metastatic disease).

7-Patients with synchronous primary endometrial cancer unless both of the following criteria were met:
(a) Stage <2

(b) Less than 60 years old at the time of diagnosis of endometrial cancer with Stage IA or IB Grade 1 or 2,
or Stage IA Grade 3 endometrioid adenocarcinoma OR =60 years old at the time of diagnosis of endometrial
cancer with Stage IA Grade 1 or 2 endometrioid adenocarcinoma. Patients with serous or clear cell
adenocarcinoma or carcinosarcoma of the endometrium were not eligible.

8-Any previous treatment with PARP inhibitor, including olaparib.

-Other malignancy within the last 5 years except: adequately treated non-melanoma skin cancer, curatively
treated in situ cancer of the cervix, ductal carcinoma in situ, Stage 1, Grade 1 endometrial carcinoma, or
other solid tumours including lymphomas (without bone marrow involvement) curatively treated with NED
for 25 years. Patients with a history of localised breast cancer may have been eligible, provided they
completed their adjuvant chemotherapy more than 3 years prior to registration, and remained free of
recurrent or metastatic disease.

-Resting electrocardiogram (ECG) with correct QT interval (QTc) >470 msec on 2 or more time points within
a 24 hour period or family history of long QT syndrome.

-Patients who received any systemic chemotherapy or radiotherapy (except for palliative reasons) within 3
weeks prior to study treatment (or a longer period depending on the defined characteristics of the agents
used).

-Patients with myelodysplastic syndrome (MDS)/acute myeloid leukaemia (AML).

-Patients with symptomatic uncontrolled brain metastases. A scan to confirm the absence of brain
metastases was not required. The patient could receive a stable dose of corticosteroids before and during the
study as long as these were started at least 4 weeks prior to treatment. Patients with spinal cord
compression unless considered to have received definitive treatment for this and evidence of clinically SD for
28 days.

-Major surgery within 2 weeks of starting study treatment and patients must have recovered from any
effects of any major surgery.

-Patients considered a poor medical risk due to a serious, uncontrolled medical disorder, non-malignant
systemic disease or active, uncontrolled infection.

-Previous allogeneic bone marrow transplant
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Treatments

Table 6: Details of study drugs

Dosage form amd

1030073208,

Study drug strength Aanufaciurer Baitch number
Olaparib 150 mz and 100 mg green, AbbVie on behalf of 1000520, 1000113082
film-coated tablet Astrafeneca 1000127647, 1000127650,
10000730534 1000073096

10000E52654,

25170BS00, 25171B900, 271 TeBO00,
31187BS00,. 311883BS00,. 341934B900,
341956B900, 37203B900, 37204BO00,
39209BS00, 39212 BoS00, 3921 3B200,
44232900, 48245B900

Placebo to
match
olaparib

Tablet, with the
appearance to match each
strength of claparib

Penn Pharma on behalf
of Astraensca

007131, Q07132 007236, DOT2TO,
O0D72E4. 007624, 009142 00D143,
Q09510, G09511. 009671, GOS935

Patients will be administered their randomised study treatment tablets orally at a dose of 300mg twice daily.
This tablet dose has been approved in a number of countries for use in patients with ovarian and metastatic
breast cancers. Doses of study treatment should be taken at the same times each day approximately 12
hours apart.

Patients should continue to receive study treatment for up to two years or until objective radiological disease
progression as per RECIST as assessed by the investigator, whichever is earlier, and as long as in the
investigator’s opinion they are benefiting from treatment and they do not meet any other discontinuation
criteria. A decision about continuing treatment with the study drug beyond 2 years was made after assessing
the patient’s disease status according to modified RECIST guidelines at Week 108, and/or by assessing the
patient’s clinical condition. Patients should continue with study treatment to RECIST progression despite
rises in CA- 125. Patients who continue to have evidence of stable disease at two years may continue to
receive study treatment if, in the opinion of the investigator, it is in the patient’s best interest. However, if
at two years the patient has no evidence of disease, study treatment should be discontinued.

Objectives

Primary objective

To determine the efficacy by PFS (using investigator assessment of scans according to modified Response
Evaluation Criteria in Solid Tumours [RECIST] 1.1 for measurable, non-measurable, target and non-target
lesions and the objective tumour response criteria) of olaparib maintenance monotherapy compared with
placebo in BRCA mutated high risk advanced ovarian cancer patients who are in clinical CR or PR following
first line platinum-based chemotherapy.

Secondary objectives

-To determine the efficacy of olaparib maintenance monotherapy compared with placebo by assessment of
OS, time to earliest progression by RECIST or cancer antigen-125 (CA-125), or death, and time from
randomisation to second progression (PFS2).

-To determine the efficacy of olaparib maintenance monotherapy compared with placebo by assessment of
time from randomisation to first subsequent therapy or death (TFST), time from randomisation to second
subsequent therapy or death (TSST) and time from randomisation to study treatment discontinuation or
death (TDT).

-To compare the effects of olaparib maintenance monotherapy with placebo on Health-Related Quality of Life
(HRQoL) as assessed by the Trial Outcome Index (TOI) of the Functional Assessment of Cancer Therapy —
Ovarian (FACT-0).
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-To assess efficacy of olaparib in patients identified as having a deleterious or suspected deleterious variant
in either of the BRCA genes using variants identified with current and potential future BRCA mutation assays
(gene sequencing and large rearrangement analysis).

Safety objective

The safety objective of this study was to assess the safety and tolerability of olaparib maintenance
monotherapy in BRCA mutated high risk advanced ovarian cancer patients who are in clinical CR or PR
following first line platinum-based chemotherapy.

Outcomes/endpoints

Primary outcome variable
Progression free survival

PFS was defined as the time from randomisation until the date of objective radiological disease progression
according to RECIST or death (by any cause in the absence of progression) regardless of whether the patient
discontinued randomised therapy or received another anticancer therapy prior to progression (ie, date of
RECIST progression/death or censoring date of randomisation+1).

Secondary outcome variables
Time from randomisation to second progression

PFS2 was defined as the time from the date of randomisation to the earliest of the progression event
(radiological, CA-125 or symptomatic progression) subsequent to that used for the primary variable PFS or

death.

Overall survival
OS was defined as the time from the date of randomisation until death due to any cause. Any patient not
known to have died at the time of analysis was censored based on the last recorded date on which the

patient was known to be alive.

Time from randomisation to start of first subsequent therapy or death and time from randomisation to start
of second subsequent therapy or death

TFST was defined as the time from the date of randomisation to the earlier of the date of therapy start date
following study treatment discontinuation, or death and indicates clinical deterioration requiring further
treatment.

TSST was defined as the time from the date of randomisation to the earlier of the date of second subsequent
therapy start date following study treatment discontinuation, or death and was assessed to improve
understanding of the longer term benefit of olaparib maintenance therapy in the proposed target population.

Time to study discontinuation or death
TDT was defined as the time from the date of randomisation to the earlier of the date of study treatment

discontinuation or death.

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

Time to progression by RECIST or CA-125 progression or death was defined as the time from randomisation
to the earlier date of RECIST or CA-125 progression or death by any cause.

Assessment report
EMA/330530/2019 Page 20/109



Investigators were instructed to continue scans until RECIST progression even in the presence of a clinical
CA-125 progression.

Best overall RECIST response

It was the best response a patient had during their time in the study following randomisation but prior to
starting any subsequent cancer therapy and prior to RECIST progression or the last evaluable assessment in

the absence of RECIST progression.

Patient-reported outcomes

The main endpoint for HRQoL analysis was the TOI, an established single targeted index derived from the

FACT-O questionnaire.

Sample size

The primary endpoint of the study was PFS. In total, 206 PFS events in the study would have 90% power to
show statistically significant PFS at the 2-sided 5% level if the assumed true treatment effect were HR 0.62;
this translates to a 8 months benefit in median PFS over 13 months on placebo (estimated from data
reported by Alsop et al 2012) if PFS is exponentially distributed. Approximately 344 patients were planned
to be recruited (2:1 ratio) so that data maturity for the PFS analysis was approximately 60%. No further
analyses of PFS were planned beyond this point unless requested by Health Authorities. An initial analysis of
OS was performed at the time of the PFS analysis. PFS was analysed when approximately 198 events had
occurred (approximately 50% maturity) or after the last patient randomised had the opportunity to have
been on the study for at least 36 months, whichever came first as emerging data suggested that the original

assumptions that were used to design the study were likely to have been underestimated.

Randomisation

Patients were randomised using an Interactive Voice Response System (IVRS)/Interactive Web Response
System in a 2:1 ratio to the treatments as specified below:

-Olaparib tablets orally 300 mg bd
-Placebo tablets orally bd

Patients were to be randomised within 8 weeks after their last dose of chemotherapy (last dose was the day
of the last infusion).

Randomisation was stratified by:
-Response to first line platinum chemotherapy (in the opinion of the investigator, clinical CR or PR).

Clinical CR was defined as no evidence of RECIST measurable or non-measurable disease on the end of
chemotherapy scan and a normal CA-125. PR was defined as =30% reduction in RECIST measurable or
non-measurable disease demonstrated from the start to finish of previous chemotherapy OR no radiological
evidence of disease on the end of chemotherapy scan with a CA-125 which had not decreased to within the
normal range.
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Blinding (masking)
The study was double blinded.
Statistical methods

The primary endpoint PFS was analysed using a log-rank test stratified by response to first-line platinum
chemotherapy (in the opinion of the investigator, clinical CR or PR) for generation of the p-value and using
the Breslow approach for handling ties. The hazard ratio (HR) and confidence interval (Cl) were estimated
from a Cox Proportional Hazards model (with ties=Efron and the stratification variable as a covariate); the
Cl was calculated using a profile likelihood approach. Stratification variables were defined according to data
from the interactive voice/web response system (IVRS/IWRS) as per the version 4 of the protocol.

A Kaplan-Meier (KM) plot of PFS was presented by treatment group. Summaries of the number and
percentage of patients experiencing a PFS event, and the type of event (RECIST or death) were provided
along with median PFS and corresponding 95% CI for each treatment. The proportion and corresponding
95% CI of patients alive and progression free at 6 monthly intervals was summarised (using the KM plot)
and presented by treatment group.

In addition, the following analyses were performed:

-Sensitivity analyses to the main analyses of PFS, PFS2, OS, TDT, TFST, and TSST were performed in those
patients whose gBRCAm status was determined by the Myriad test or tBRCAmM status was determined by the
Foundation Medicine tumour test.

-Further sensitivity analyses for PFS:

e Stratified log-rank tests were used to assess for possible evaluation time bias, attrition bias, and
ascertainment bias (PFS based on BICR assessment).

e Investigator-reported PFS using eCRF stratification variables.
e Potential impact of informative censoring (using BICR).

e A stratified log-rank test using U and V statistics to calculate HR and Cl was performed, based on
investigator data, to assess the robustness of the primary analysis methodology with regards to the
derivation of the HR and associated CI.

e A sensitivity analysis for the proportion of patients progression-free at 24 months was performed.
-Additional analysis for PFS:
e The earliest of investigator/BICR assessment of progression.

PFS, PFS2, TDT, TFST, TSST, change from baseline in trial outcome index (TOI) score and OS were tested at
a 2-sided significance level of 5%. In order to strongly control the type | error at 2.5% 1-sided, a multiple
testing procedure (MTP) was employed across the primary endpoint (PFS) and key secondary endpoints
(PFS2 and 0OS). Specifically, PFS2 was tested only after statistical significance was shown for PFS. OS was
tested only after the null hypotheses were rejected for PFS and PFS2. The MTP will recycle the test mass to
the endpoint not yet rejected in the hierarchy.

Interim analyses of PFS2 and OS were carried out at the time of the PFS analysis, and the same methodology
and model was used. At the time of the PFS analysis, statistical significance was declared for PFS2 since
statistical significance was shown for PFS and the 1-sided p-value for PFS2 was p<0.0125. No further PFS2
comparison was planned to be conducted. Statistical significance for OS was not declared at this time and
the final OS analysis is planned to occur at approximately 235 OS events, when approximately 60% of
deaths have occurred.
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The primary statistical analysis of the efficacy of olaparib included all patients who were randomised as part
of the global enrolment. The primary analysis compared the treatment groups on the basis of randomised
treatment, regardless of the treatment actually received. Patients who were randomised as part of the global
enrolment but did not subsequently go on to receive study treatment were included in the Full Analysis Set
(FAS). The analysis population for HRQoL data is the subset of the FAS (ITT set).

There was no pre-specified hypothesis and alpha allocation for the HRQoL analysis. Change from baseline in
TOI score was analysed using a mixed model for repeated measures (MMRM) analysis of the change from
baseline (defined as prior to first dose) in TOI scores for each visit. The main analysis was the comparison of
the average treatment effect from the point of randomisation for the first 24 months (include analysis of data
obtained within the first 24 months unless there is excessive missing data (defined as >75% missing data).
For each subscale of FACT-O, if at least 50% of the items are missing, that subscale also will be treated as
missing. It was expected that the stability in “HRQoL” over the 24 months following start of randomised
treatment would be longer for patients randomised to olaparib than placebo.

Results

Participant flow

Enrolled®
N=1084
‘ 3 3
Randomised to olaparib Randomised to placebo Not randomised®
n=260 n=131 n=693
+ Eligibility criteria not fulfilled (n=674 [97.3%])
+ Patient decision (n=14 [2.0%])
* Patient lost to follow-up (n=3 [0.4%])
* Death(n=2 [0.3%])
L ] ¥
Received treatment® Received treatment® Did not receive treatment®
n=260 (100%) n=130 (99.2%) n=1 (0.8%)
¥ ¥

Discontinued treatment?
n=247 (95.0%)

Discontinued treatment?
n=129 (99.2%)

* Completed 2 vears of treatment as per protocol * Objective disease progression n=78 [60.0%]}
(n=123 [47.3%]) * Completed 2 vears of treatment as per protocol
Objective disease progression (n=51 [19.6%])} (n=35 [26.9%])

AE (n=30 [11.5%]) Other (=5 [6.9%])

Patient decision (n=22 [8.5%]) AFE (n=3 [2.3%])

Other (n=11 [4.2%]) Patient decision (n=2 [1.5%])

Development of study specific discontinuation Development of study specific

criteria (n=6 [2.3%]) discontinuation criteria (n=1 [0.8%])

* Severe non-compliance to protocol (n=3 [1.2%]) * Patient lost to follow-up (n=1 [0.8%])
* Unknown (n=1[0.4%])
¥ ¥

Terminated study* Terminated study®

n=77 (29.6%) n=40 (30.5%)
+ Death(n=55 [21.2%]) * Death (n=26 [19.8%]) B
Patient decision (n=21 [8.1%]) * Patient decision (n=14 [10.7%])
+ Severe non-compliance to protocol (n=1 [0.4%])

Status at data cut-offd Status at data cut-off!
* Ongoing study (n=183 [70.4%]) * Ongoing study (n=91 [70.0%])
¥ ¥

* Ongoing study treatment (n=13 [5.0%]) | * Ongoing study treatment (n=1 [0.8%])

Figure 2: Patient disposition (all patients), SOLO1
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1084 screened patients
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#| failed for clinical
reasons
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}
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215 patients with a local BRCA result 840 tested prospectively in a central laboratory
2 from China 837 tested at Myriad

213 from the rest of the world

J tested at BGI

S patients screen failed for

611 non-gBRCAmM screen failed (Myriad)

clinical reasons

210 patients randomised based on a local
BRCA result
2 from China

208 from the rest of the world

K

45 gBRCAmM screen failed for clinical reasons

181 gBRCAm randomised based on a central result

178 Myriad gBRCAm
3 BGI gBRCAM

l

| 391 BRCAm patients randomised |

Figure 3: Routes to randomisation (All patients)

In total, 1084 patients underwent clinical screening for entry onto the SOLO1 global study and 391 patients
were randomised, 210 (53.7%) with a local BRCA result (blood or tumour, including 2 patients from China)
and 181 (46.3%) following central gBRCAmM determination based on a prospectively conducted Myriad

Integrated BRAC Analysis (n=178) or BGI (n=3) gBRCAm test result. In total, 387 (99.0%) patients were
randomised on the basis of a germline result, 2 (0.5%) patients on the basis of a tumour result and 2 (0.5%)

patients for which the site did not report the sample of origin.

Table 7: SOLO1: Summary of patient disposition (DCO 17 May 2018)

FAS Myriad gBRCAm FMItBRCAm
Olaparib Olaparib Olaparib
300 mg bd P]m.:]e'hu '[o;jl] 300 mg bd P].n(;e_bo '[o;jl] 300 mg bd P].n(;)e_bo Tn;;_ll
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Patients enrolled? 1084 431 324
Patients randomised 260 131 391 253 130 383 214 110 34
Patients who received 260 (100) | 130 (99.2) | 390 (99.7) | 253 (100) | 120 (99.2) | 382 (99.7) | 214(100) | 110(100) | 324 (100
treatment’
Patients onpoing study treatment -
. 13 (5.0) 1(0.8) 14(G.6) | 1247 1(08) BG4 | 110G | 109 1267
at DCOF
Patients who discontinued study
atients who discontinued SUAY | 247 95.0) | 129 99.2) | 376 (96.4) | 241 (95.3) | 128 (99.2) | 369 (96.6) | 203 (94.9) | 109 (99.1) | 312 (96.3)
treatment
Completed 2 years of treatment _ - R - - - .
= per protocal 123 (47.3) | 35(269) | 158 (40.5) | 120@7.4) | 35(27.0) | 155 (40.6) | 106(49.5) | 27(24.5) | 133 (41.0)
Objective disease progression | 51 (19.6) | 78(60.0) | 120 (33.1) | 49(19.4) | 78(60.5) | 127(332) | 41(192) | 70(63.6) | 111(34.3)
Adverse event 300115 | 3@3) | 33@5 | 31023 | 323 | 469 | 2003 | 109 | 30D
Patient decision 2@ | 205 | e | 24es5 | 206 | 2668 | 003 | 208 | 268
Development of study-specific -\ - . - . - .
PO 6(2.3) 1(0.8) 7(L8) | 81(32.0) | 22(17.1) | 103 27.0) | 72(33.6) | 18(164) | 90(27.8)
Severe non-compliance to 3012 0 3008 3012 0 3008 (0.0 0 2006
protocol 332 ©8) 332 ©.8) 2(09) 2008
Patient lost to follow-up 0 1(08) 1(0.3) 0 1(0.8) 1(03) 0 1(0.9) 1(03)
Other 1@ | eee | 206 | s2cs | 207y | mase | ssere | 17ass | e2asy
Unkzown 1(04) D 1(0.3) 1(0.4) 0 1(03) 1(0.5) 0 1(03)
Patients continuing treatment post ) - 5 5 - o
2 years 2 per protacal’ 15(5.9) | 2019 1744 | 1463 | 206 16(42) | 1151 | 2(18) 13 (4.0)
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FAS Myriad gBRC.Am FMItBRCAm
Olaparib Olaparib Olaparib
300mghd | Teebe | Toll | sggmgpg | Flacebo | To@l ] 550 pgpg | Placebe | Tol
n (%) n (%) n (%) n (%) n (%) n (%0) n (%) n (%) n (%)
Fatients contiauing study off 170 (65.4) | 90(68.7) | 260 (66.5) | 167 (66.0) | 90(69.2) | 257(67.1) | 141 (659) | 79 (71.8) | 220(67.9
tyeatment at DCObE 70 (63.4) (68.7) 260 (66.3) 7 (66.0) (69.2) 237(67.1) (65.9) 79 (71.8) 22010(67.9)
P::;ﬂf who vithdrew fomthe | o, 96 | s0@0s) | 117209) | 74202) | 39G00) | 113005 | 2200 | 30273 | 92084
Death 55212) | 26(19.8) | 8107 | s206) | 25(192) | 770y | s615) | 20082) | 66204
Patient decision 2081 | 14(107) | 3500 | 2083 | 14108 | 3501 | 1500 | w0en | 23507
Severe non-compliance to Y Y
oentace] 1(0.4) 0 1(0.3) 1(0.4) 0 1(0.3) 1(0.5) 0 1(0.3)

Informed consent received.

" Percentages are caleulated from number of patients randomised.
= Percentages are calculated from mumber of patients who received treatment.
£ May include patients who never received study treatment (1 randomised placebo patient withdrew from the study before receiving any study treatment).

#  Note that in the FAS, the discontinuation reason “Completed 2 years of treatment as per protocel” is derived programmatically; all other reasons are taken

as reported on the eCRF.

£ Note that in the Myriad gBRCAm and FMI tBRCAm subsets, the categories of “Completed 2 years of treatment as per protocol”, “Development of study-

specific discontinuation criteria™ and “Other™ are not mutnally exclusive; hence patients can be inciuded in more than 1 of these categories.
bd Twice daily: CSE. Clinical Study Report; DCO Data cut-off, eCRF Electronic case report form; FAS Full Analysis Set; FMI Foundation Medicine Inc:
gBRCAm Germline BRCA mutated; tBRCAm Tumowr BRCA mutated.

Patient disposition: reasons for discontinuation for patients who withdrew from study before

completing 2 years on treatment

Table 8: Patient disposition: reasons for discontinuation for patients who withdrew from study
before completing 2 years on treatment

Number (%) patients

Olaparib 300 mg Placebo Total
bd (N=260) (N=131) (N=391)

Patients who discontinued study 111 (42.7) 92 (70.8) 203 (52.1)
treatment
Subject decision 22(8.3) 2(1.3) 24 (6.2)
Adverse event 30(11.5) 3(2.3) 33 (8.5
Severe non-comphance to protocol 3(1.2) 0 3(0.8)
Objective disease progression 46 (17.7) 76 (58.5) 122 (31.3)
Development of study-specific 3(1.2) 1(0.8) 4(1.0)
discontinuation criteria
Patient lost to follow-up ] 1(0.8) 1(0.3)
Other 7027 9(6.9) 16 (4.1)

bd twice daily.

Data denived from Table 1504.1.

Recruitment

In the Full Analysis Set, patients were randomised at 118 sites in 15 countries worldwide across Europe
(39%), North America (36%), Asia (12%), and Rest of World (13%) (Australia, Brazil, Canada, China,
France, Israel, Italy, Japan, the Netherlands, Poland, Russia, South Korea, Spain, United Kingdom, United
States). The top 5 recruiting countries were US, Italy, Spain, Canada and South Korea. Five patients were
randomised in sites in China during the global trial recruitment period and are included in both the global

cohort as well as the China cohort.
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Conduct of the study

Protocol amendments

Important amendments to the original study protocol, including when those amendments came into effect
with respect to the recruitment of patients, and other significant changes to study conduct are shown in
Table 9. The last protocol amendment 4 was dated 21 February 2018.

Table 9: Protocol amendments and other significant changes to study conduct

Number (date of Key details of amendment

internal approval) | (Section of this report affected) Reason for amendment

Amendments made after the start of patient recruitiment

Protocol Changed text to include patients wheo Updated to allow patients wheo had progressed to continue
Amendment 1 progressed could remain on study treatment to receive study treatment if, in the opinion of the

5 December 2013 (Section 5.1). investigator, it was in the patient’s best interest.

Increased the approximate nsmmber of centres | Te clarify the approximate number of centres
participating in this study (Section 2.1).
Inchision of an additional secondary
objective of assessing efficacy by TEST.
TSST and TDT (Section 4.2, Section 5.5 and
Section 5.7.4)

Clarified that AstraZeneca will pay for To clarify who was to pay for confirmatory BRCA testing
Mvriad testing and specified that the tumonr for patients during/post screening and to allow tunour
specimen could only be diagnostic in order samples to come from a wider range of tumonr material

To further assess efficacy

to determine the mutation result removed

(Section 5.1).

collected after original diagnosis was made

Table 1 of CSP updated (WNot applicable)

Clarification to collection of Myriad gBRCA sample
timming.

Clarification to urinalysis during screening Part 1.
No requirement for BP and pulse to be measured in a
supine position.

Addition of footnote g to concomitant medications.
Clarification to collection of SAE and AE data during
screening Part 1.

Reason for amendment

5 December 2013

Number (date of Key details of amendment
internal approval) | (Section of this report affected)
Protocel Table 2 of CSP updated (INot applicable)
Amendment 1

No requirement for BP and pulse to be measured in a
supine position.

Clarification of text and location of all required laboratory
tests.

Table 2)

Table 3 of the CSP updated (Section 5.1,

No requirement for BP and pulse to be measured in a
supine position.

Removed duplicated and uonecessary footnotes from
urinalysis.

Updated to clarify procedures for patients who had
progressed and continued to receive study treatment.

Table 3)

Table 4 of the CSP updated (Section 5.1,

Addition of text to clarify visits to take place for patients
whe remained on treatment post progression and then
subsequently discontinmed treatment. Addition of
resource use in PFS2 and OS follow up to collect data to
ensure accurate economic assessment of olaparib.
Clarification of subsecuent anti-cancer treatment
collection.

have been administered to inclusion
criterion 5 (Section 5.3.1)

Specification that other platinum agents may

Clarification that other platinaun agents may have been
administered beside carboplatin or cisplatin.

Clarification to exclusion criterion 8
(Section 3.3.2)

Clarification of which patients with syachronous
endometrial cancer were eligible.

Revision of methods of statistical analyses
(Section 5.7.3, Section 5.7.4.1, Section
3.7.4.2, Section 5.7.4.3, Section 5.7.4.4)

Revised to highlight the key sensitivity analyses in
patients whose gBRC.4Am status was confirmed by the
central Myriad test.

Revisien of the analysis of the PES2
endpoint {Section 5.7.4.1)

Revised to remove the text relating to time to subsequent
therapy as a supportive analysis to PES2.
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Number (date of

Key details of amendment

internal approval) | (Section of this report affected) Reason for amendment
Protocol Addition of the China cchort (Section 2.1, Addition of China patient cohort to allow the originally
Amendment 2 Section 5.1 and Section 5.7.2) allocated patients from China to be recruited to the study.

19 December 2014

Changed the type of analysis for FACT-O
scores (Secticn 4.2, Section 4.4, Section 5.5
and Section 5.7.4.7)

Changed to MMEM analysis which is independent of
minimal important differences values.

Pevised wording asseciated with the use of
blood samples (Section 5.1)

Revised to correct an inconsistency in wording associated
with the vse of blood samples collected for gBRCA
testing.

Table 2 of CSP updated (Not applicable)

Clarification for bridging study requirement. Addition of
the explanation about necessity of blood samples
collection from all consented patients. including BRCA
known patients whe did not reach randemisation visit.

Removal of survival and time to second
progression assessments from study schedule
(Section 3.1)

Clarification of the study design by removal of an
assessments added by an error.

Change in study design to allow continneus
collection of Quality of Life data beyond
disease progression (Secticn 3.1)

Additional data collected was to allow more
comprehensive comparison of the changes in HRQoL on
both arms.

Clarification to exclusion criterion 17
(Section 3.3.2)

Clarified that patients with persistent toxicities “CTCAE
Grade 2 (rather than >CTCAE Grade 2) were to be
excluded.

Section 6.4.3 of the CSP (recording of
adverse events — post follow-up adverse
events) was updated (Not applicable)

To further clarify post follow-up adverse event reporting,.

Number (date of

Kev details of amendment

internal approval) | (Sectdon of this report affecred) Reason for amendment
Protocol Text regarding evaluation of best overall Text revised for consistency with current AstraZeneca
Amendment 2 maodified RECIST 1.1 response revised encology statistical guidance, which states that ORE.

19 December 2014

(Section 5.7.4.6)

should only be calculated using data up to the point of any
subsequent therapies being used. Text regarding the DCE.
alzo removed as the inclusion of this endpoint was no
longer required and was not consistent with cumrent
AstraZeneca oncology statistical guidance. In addition,
the confirmed visit response text was not consistent with
modified RECIST 1.1.

Text regarding the multiplicity strategy for
primary and kev secondary endpoints revised
(Section 12.2.1 of the CSP and Section 3.7)

Te clarify the multiple testing procedure.

Eevised text regarding analysis of primary
endpoint (Section 5.7.3)

Te ensure that the primary analysis is based on
stratification data from the randomisation system
following the intent-to-treat principle. irrespective of
mis-stratification issues, and to include a sensitivity
analysis based on eCERF data.

Eevised text regarding analysis of efficacy
endpoints PFS and OS (Section 5.7.3 and
Section 3.7.4.2)

Teo comrect an error in the text that did not cover the action
to be taken if exactly 20 events are observed.

Protocol
Amendment 3

19 February 2016

Changed the assessment of PES in the
primary objective from BICE to investigator
assessment {Section 4.1, Section 5.5 and
Section 5.7.3)

Emerging data suggested that the assumned median PFS for
patients with BRC.4m ovarian cancer used to design this
study may have been underestimated. This in conjunction
with the discrepancy rate observed between investizator
confirmed progression and the BICR. results suggested it
may not be possible to obtain the events required for the
protocol specified primary endpoint without a change in
the protocol design. The assessment of PFS by BICE was
added as a sensitivity amalysis.
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Number (date of

Kev details of amendment

19 February 2016

weeks (Section 5.1 and Section 5.3 .4).

internal approval) | (Section of this report affected) Reason for amendment
Protocol Changed frequency of RECIST assessments | Changed frequency of RECIST assessments from up to
Amendment 3 and clarified treatment decision point at 108 | 120 weeks to 156 weeks (3 years) and added text to clanfy

the decision to continue treatment at Week 108.

Revised text describing TOI analyses
(Section 5.7.4.7).

TOI improvement rate analysis and time to worsening
analysis will no longer be performed.

Revised text regarding required
contraception in female patients and their
partners. New Appendix added
(“Acceptable Birth Centrol Methods™)
(Section 5.3.3)

Reducticn of the required period of contraception for
females after stopping study treatment from “3 months’ to
‘1 month”.

Revised wording describing potential clinical
interactions of elaparib (Section 5.4.5.2)

To describe possible clinical effects of olaparib on
CYP3A4 and UGT1AL

Revised text related to storage of biological
samples (none)

Adjostment of wording to reflect transition of long-term
biclogical sample storage responsibility from AstraZeneca
United Kingdom Biobank to Fisher Bioservices.

a All protocol amendments were approved by AstraZeneca before being submitted to a regulatory authority and/or an

IRB/IEC. BICR blinded independent central review; BP blood pressure; BRCAmM breast cancer susceptibility gene mutated;
CSP clinical study protocol; CTCAE Common Terminology Criteria for Adverse Events; DCR disease control rate; eCRF
electronic case report form; IEC Independent Ethics Committee; IRB Institutional Review Board; HRQoL Health-Related
quality of life; MMRM mixed model for repeated measures; ORR objective response rate; OS overall survival; PFS
progression-free survival; PFS2 time from randomisation to second progression; RECIST Response Evaluation Criteria in
Solid Tumours; TDT time from randomisation to study treatment discontinuation or death; TFST time to first subsequent

therapy or death; TOI Trial Outcome Index; TSST time to second subsequent therapy or death.
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SAP amendments

(PFS) from BICR to mvestigator assessment
Inclusion of details of China cohort analysis
Inclusion of HRQoL patient centric endpoints
and further exploratory HRQoL analyses and
general considerations for visit windows
regarding HRQoL

Removal of proposed statistical analysis of
HRQoL improvement

Removal of proposed pooled analyses of
Overall Survival data that included study
DOg810C00019

Inclusion of rules for handling partial missing
dates

Modification/removal of certain adverse event
stummaries

SAP Major Changes Rationale for change
Version
E . Change of assessment of primary endpoint During interactions with EMA and

FDA, due to the slower than
expected event rate it was agreed
that as the study is double-blind it
was reasonable to make the primary
endpoint assessment be based on
investigator rather than BICR, with
BICR analysis being a key
sensitivity analysis.

China cohort analysis described in
protocol amendment and thus
transferred to SAP

Addition of patient centric HRQoL
endpoints to allow further
investigation on PRO data

As the study is a maintenance study
in patients who are in complete or
partial response, thus in a good state
of health. it is not anticipated that
patients could show any significant
improvement. Therefore. this
analysis was removed.

No pooled analyses are reported at
the individual study level which is
the purpose of this SAP
Clarification of how partial or
missing dates should be handled.
Following review by the
AstraZeneca study team, the planned
safety analyses were updated.

]
.

Clarification of rules for handling two missed
visits when analysing progression free survival
Removal of HRQoL patient centric endpoints
Inclusion of analysis of progression free
survival rate at 24 months

Due to change in RECIST
assessment after 3 years from

12 weekly to 24 weekly. further
clarification was required for
handling two missed visits at the
time of the change from 12 to

24 weekly assessments.

Following the interpretation of the
results of the patient centric
endpoints in SOLO2, it was decided
that these would no longer be
required.

An analysis at the time point when
for the majority of patients who had
not yet progressed were to stop
treatment it was decided to include a
landmark analysis.
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@ . Revision of text describing time of analysis of | ¢ During interactions with the EMA

primary endpoint and FDA. due to the slower than
. Inclusion of analyses of data for subset of expected progression rate it was
subjects confirmed as being rBRCAm agreed that the data cut off could be
+  Inclusion of summaries of specific grouped modified _ '
adverse event terms +  Retrospective tumour testing was

included in protocol and thus
relevant analyses by the patients
confirmed to have a tumowr BRCA
mutation were required.

. In order to better describe certain
safety data. summaries of grouped
preferred terms for certain adverse
events were included.

BICR Blinded Independent Central Review: BRCA breast cancer susceptibility gene: EMA European
Medicines Agency: FDA Food and Drug Administration: HRQoL Health Related Quality of Life:

PFS Progression free survival: PRO Patient reported outcome: RECIST Response evaluation criteria in solid
tumours:; SAP Statistical Analysis Plan.

Protocol deviations

Table 10: Important protocol deviations (FAS)

Number (%) of patients
Olaparib
300 mg bd Placebo Total
(N=260) (N=131) (N=391)
Number of patients with at least 1 important deviation® 37(14.2) 10(7.6) 47 (12.0)
RECIST scans outside of a scheduled visit window on
=2 pccasions 19(7.3) 2(1.5) 21(54)
Baseline RECIST scan 28 days before study treatment
was started 5(1.9) 1(0.8) 6(1.5)
Patients receiving any systemic chemotherapy or
radiotherapy (except for palliative reasons) within
3 weeks prior to study treatment (or longer period
depending on defined charactenistics of agents used) 2(0.8) 3(2.3) 5(1.3)
Severe non-compliance with treatment 5(1.9) V] 5(1.3)
Method of tumour assessment other than MRI or CT
scan used 2(0.8) 1(0.8) 3(0.8)
Patients must have normal organ and bone marrow
function measured within 28 days of randomisation 1(0.4) 2(1.5) 3(0.8)
The subject took concomitant medications or therapies
prohibited whilst subject was receiving study medication 1(0.4) 2 (1.5)P 3(0.8)
Patients did not complete 17 line platinum-containing
therapy (intravenous or mtraperitoneal) prior to
randomisation, and did not meet the further conditions
described m the protocol 2(0.8) 0 2(0.5)
Pre-treatment CA-125 criterion - 1% value within ULN,
patient eligible for randomisation. 2* sample not
required. - 1st value >ULN then 2™ assessment
performed =7 days after 1. If =15% of 1%, patient not
eligible 2{0D.8) 0 2{0D.5)
ECOG performance status not 0-1 1(0.4) 1] 1(0.3)

2 Important deviations before the start of treatment and during treatment.

Patient E7855015, who was randomised to the placebo arm, 1s mcluded in this category in error as she
withdrew before receiving any study medication.

Note that the same patient mav have had more than 1 important protocel deviation.
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Baseline data

Table 11: SOLO1: Summary of demographic and patient characteristics at baseline (FAS, Myriad

gBRCAmM subset, FMI tBRCAmM subset) (DCO 17 May 2018)

FAS Myriad gBRC Am FMI tBERC.Am
sovmgba | Zghs | Socmgba Rashs 300 g ba Basts
(N=260) (N=253) (N=214)
Demographics
Age (years)
Mean (SD) 53.6(9.38) 53.4(9.79) 53.5 (9.41) 53.4 (9.82) 53.1 (9.14) 53.3 (9.49)
Median (range) 53.0 (29-82) 53.0 (31-84) 53.0 (29-82) 53.0 (31-84) 53.0 (29-80) 53.0 (35-84)
Age group (years). n (%4)
=50 94 (36.2) 48 (36.6) 01 (36.0) 48 (36.9) 78 (36.4) 40 (36 4)
=50 to <635 131 (50.4) 64 (48.9) 128 ({30.6) 63 (48.3) 110 (51.4) 55 (50.0)
=65 35 (13.5) 19 (14.5) 34 (13.4) 19 (14.6) 26 (12.1) 15 (13.6)
Race, n (%4)
White 214 (82.3) 106 (80.9) 211 (83.4) 106 (SIIS) 177 (82.7) o1 (82.7)
Asian 39 (15.0) 20 (15.3) 35 (13.8) 19 (14.6) 31 (14.5) 15 (13.6)
Black or African American 2 (0.8) 2(1.5) 2 (0.8) 2 (1.5) 1 (0.5) 2 (1.8)
American Indian or Alaska Native o 1 {0.8) i} 1 (0.8) 1] 1 (0.9}
Native Hawaiian or other 1(0.4) 1(0.8) 1 (0.4) 1 (0.8) 1 (0.5) 1 (0.9)
Other 401.5) 1 (0.8) 4(1.6) 1(0.8) 4(1.9) 0
Ethnicity. n (%)
Hispanic or Latino 1(42) 7 (5.3 11 (4.3) T (54 28337 6(5.5)
Mot Hispanic or Latino 249 (95.8) 124 (94.7) 242 (95.7) 123 (94.6) 206 (96.3) 104 (54.5)
FAS Myriad gERC.4m FMI rBERC.Am
300 tug bd Placebo 200 g ba Flaccbo 300 rag ba Placebo
N=260) 3 N=253) - =214 ~
Disease characteristics
ECOG PS. n (%)
{0) Normal activity 200 (76.9) 105 (80.2) 196 (77.5) 105 (280.8) 167 (78.0) 28 (80,00
(1) Restricted activity 60 (23.1) 25(19.1) 57 (22.3) 24 (18.5) 47 (22.) 22 (20,00
Missing o] 1(0.8) 0 1{0.8) 0 o
Myriad/BGI or locally reported BRC.A
gene name. n (%0)*
BRCAI 191 (73.5) 91 (69.5) 188 (74.3) 91 (T0.00) 160 (74.8) 75 (68.2)
BRCAZ 66 (25.4) 40 (30.5) 62 (24.5) 39 (30.0) 52 (24.3) 35(31.8)
BRCAI and BRCA2 3(1.2) 0 3(1.2) o 2(0.9) 0
Tumour characteristics
Primary temour location, o (%)
Orvary 220 (84.6) 113 (86.3) 213 (84.2) 112 (86.2) 179 (83.6) 94 (83.5)
Fallopian tubes 22 (8.5) 11 (8.4) 22(8.7) 11 (8.5) 21 (2.8) 11 (10.0)
Primary peritoneal 15 (5.8) 7(5.3) 15 (5.9) T(54) 12 (5.6) 5 (4.5)
Other 3(1.2) 0 3(1.2) 1] 2 (0.9) o
Tumonr grade at diagnosis_ n (%&)
Well differentiated (G1) ] ] 0 4] 4] o}
Moderately differentiated (G2) 26 (10.0) 12 (9.2) 26 (10.3) 12 (0.2) 22(10.3) 10(9.1)
Poorly differentiated (G3) 215 (82.7) 105 (80.2) 208 (82.2) 104 (20.0) 175 (81.8)
Undifferentiated (G4) 5(1.9) 4(3.1) 5 (2.00 4(3.1) 4(1.9)
FAS My riad gBRC 4m FMI ¢eBRC.4m
Olaparib Olaparib Olaparib
wmeyt | oenh | GWmedt | aeee | GRmept | &Eo
Unassessable (GX) 14 (5.4) 10 (7.6) 14 (5.5) 10 (7.7 13 (6.1) 10 (9.1)
Missing o V] o o o a
FIGO Staging. n (20)
i 5 (1.9) 2(1.5) 5 (2.0) 2 (1.5) 523 2 (1.8)
mrA 10 (3.8) 5 (3.8) 10 (4.0) 5 (3.8) 6 (2.8) 5 (4.5)
B 27 (10.4) 7(5.3) 26 (10.3) 7 (5.4) 22 (10.3) 7 (6.4)
mrc 178 (68.5) o1 (69.5) 173 (68.4) o1 (70.0) 148 (69.2) T4 (67.3)
v 40 (15.4) 26 (19.8) 30 (15.4) 25 (19.2) 33 (15.4) 22 (20.0)
CA-125 status at baseline, n (%0)
CA-125 levels =ULN 247 (95.00) 123 (93.9) 240 (9499 122 (93.8) 203 (94.9) 103 (93.6)
CA-125 levels =ULN 13 (5.0) 7(5.3) 13 (5.1) 7 (5.4) 11(5.1) 7 (6.4)
Missing® 0 1(0.8) o 1 (D.8) 3] 0
Histology type. n (%0)
Serous 245 (94.2) 130 (99.2) 238 (94.1) 129 (99.2) 199 (93.0) 109 (99.1)
Endometriodid 9 (3.5) o 9 ({3.6) o 942y o]
Mixed, Epithelial S (1.9) 1(0.8) 5 (2.0) 1 (0.8) 523 1 (0.9
Other 1(0.4) o 1 (0.4) 3] 1 {(0.5) o
Serous papillary 1(0.4) 0 1 (0.4) 3] 1 (0.5) 0
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*  gBRCAm patients reported using Mynad/BGI test were considered first before then considering locally reported BRCA gene name. The 5 randomised
patients from China had a BGI test rather than a Myriad test.

This patient was randomised but did not receive treatment.

Table 12: History of debulking surgery (FAS)

Humber (%) of patients

Surgery Olaparib 300 mg bd Placebo bd Total
Debulking Surgery Performed Surgery timing Cutcome (N=280) (H=131) (H=391)
Prior to Ho 4 ( 1L.5) 3 (2.3) 7 (1.8)
randomisation [a]
Yes Any Residual 55 (21.2) 29 (22.1) 34 (21.5)
Macroscopic Disease
No Residual 200 (76.9) %3 (74.8) 298 (76.2)
Macroscopic Diseases
Unknown 1 ( 0.4) 1 ( 0.8) 2 { 0.5)
Total 258 (93.5) 128 (97.7 334 (98.2)
Upfront Residual 37 |(14.2) 22 (16.8) 5o (15.1)
Macroscopic Diseases
No Residual 123 (47.3) g2 (47.3) 185 (47.3)
Macroscopic Diseases
Unknown 1 ( 0.4) 1 ( 0.8) 2 { 0.5)
Total 161 (£1.9) 35 (£4.9 246 (62.9)
Interval Residual 18 ( €.9) 7 ( 5.3) 25 ( 6.4)
Macroscopic Disease
No Residual 76 (29.2) 3& (27.5) 112 (2B.§€)
Macroscopic Diseases
Total a4 (36.2) 43 (32.8) 137 (35.0)

Table 13: Summary of last platinum chemotherapy prior to randomisation (Full analysis set)

Olaparib 300 mg bd Placebo bd
Humber of cycles (N=2&0) (N=131)
<4 [u} o
] 2 ( 0.8) 0
E 2 ( 0.8) 1 ( 0.8)
3 183 (76.2) 106 (80.9)
7 17 { 8.5) 10 ( 7.6)
3 18 ( 8.9) 7 ( 5.3)
9 23 ( B.B) 7 (5.3)
>9 [u} o

Table 14: Stratification factors (Full analysis set)

Olaparib 300 mg bd
ponse to previol (H=2&0}

ks randomised
CR 107 (81.T)
PR 24 (18.3)

tecorded on eCRE
CR
IR
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Numbers analysed

Table 15: Analysis sets

Patients randomised 280 131

Patients included in full analysis set 260 ( 100) 131

Patients in d in safety analysis set 260 ( 1om) 130
Patients ded £ £ analysis set [a] 0 1
Did not meet i i i i 1

Outcomes and estimation

The DCO for the analysis of PFS (17 May 2018) took place when 198 progression events had occurred
(—50% maturity), approximately 56 months after the first patient was randomised. At this DCO, all efficacy,
QoL and safety variables were analysed, as appropriate, based on the amount of data available at that time.

Primary variable: progression-free survival by investigator assessment

PFS (based on investigator assessment) was the primary variable for the study and was analysed at the
primary DCO (17 May 2018) on the FAS population. The progression status based on investigator
assessment at the time of PFS analysis is presented below.

Table 16: Progression status at the time of progression-free survival analysis based on
investigator assessment (FAS)

Number {(20) of patiemts
Progression Olaparib 200 mg bd FPlacebo
statws Type of event (IN=2860) (IN=121)»
Frogression Total 102 (39 2} a5 (73.3)
RECIST progressiomn® 100 (38.5) Q5 (T2.5)
Target lesions® 2 (0.8) 4 (3.1}
MNon-target lesions® TA2.T T (5.3
MNew lesions® D4 (35 .2) D0 (S8 T)
Dreath® 2 (0.8 1 (0.8)
MNo progression Total 138 (90.8) 25 (26.7)
Censored RECIST progression? e 2 o
Censored death® 1 (0.4) (o)
Progression free at time of 134 (51.5) 32 (244
analysis®
Lost to follow-up® o] Le]
Wiithdrawn consent® 21 (8.1) 3 (2.3}
Discomtiomed study® o o
= IDoes not incluade RECIST progression events that cccurred afrer 2 or muore miissed wisits or within 2 wisits

of baseline where the patient had no evaluable wisdits or did not have a baseline assessment_

Mot necessarily nmtually exclusive categories.

Ireath in the absence of FECIST progression or death that ccowrred within 2 wisits of baseline where the
patient had no evaleable visits or did not have a baseline assessment. Does not include deaths that occurred
after 2 or more missed visits.

RECIST progression event occumred after 2 or more missed wisits or whithin 2 wisits of baseline where the
patient had no evalueable visits or did not hawve a baseline assessment.

Dreath which occurred after 2 or muore missed wisits in the absence of RECIST progressico

FPatients known to be alive and without RECIST progression.

= FPatients at last evaluable RECIST assessment.

This analvsis was based on investigator review of radiclogical scans.

bd twice daily; FAS Full Analwsis Set: RECIST Response Evaluation Criteria in Solid Toamomnrs.
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Table 17: Summary of analysis of progression-free survival based on investigator assessment
(FAS)

Olaparib 300 mg bd FPlacebo
(IN=2a10) (IN=131)
n (%a) of events® 102 (39.2) 96 (73.3)
Treatment effect
HER" 0.30
5% CT" 0.23. 041
2-sided p-—vahae® =0.0001
Median PFS. months? NE. 13.8
Progression free at 6 months (2o)d e B0.5
Progression free at 12 months (%) 87.7 514
Progression free at 24 months {949)2 Ti6 346
Progression free at 36 months (242 504 259
Progression free at 48 months {249)2 326 11.4
= PFS was defined as time from randomisaticn until date of RECIST progressicon or death.
b Estimated from Cox proportional hazards model including the stratification variable as a covariate.
= Determined nsing log-rank test stratified by response to previous platinmim chemotherapoy.
4 Calculated vsins Kaplan-MMeier technigues.

bd twhice daily; CI confidence inteswal; FAS Full Analysis Set; HE. hazard ratic; NE not reached:
PEFS progression-firee swrvival; BEECIST Response Evalnation Criteria in Solid Tumosrs.
Data derived from Table 11.2.1.2.
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Figure 4: Progression-free survival by investigator assessment, Kaplan-Meier plot (FAS)

Secondary variables

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. Of the patients who had a second progression, in both treatment arms the majority were based on
radiological assessment. At the time of DCO there were 121 PFS2 events (30.9% maturity) with a higher
proportion in the placebo arm than the olaparib arm.
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Table 18 Second progression-free survival status (FAS)

[a] RECIST progression, Progression by CA-125, Symptomatic progression and Other progression are not necessarily
mutually exclusive categories. [b] Death in the absence of second progression event. [c] Patients who have not had a
second disease progression or died at the time of analysis, or who have second progression or die after two or more
missed visits, are censored at the latest evaluable assessment where they are known to be alive and without a second

disease progression. [d] Patients at last evaluable assessment.

Table 19: Summary of second progression-free survival (FAS)

Olaparib 300 mg bd FPlacebo
(v=2a0) (N=121})
n (o) of events® GO (26.5) 32 (39.7)
Treatment effiect
HE" 0.50
o594 CT 035 072
2-sided p-valne® Q0002
Median PFS2, months? ™WE. 419
Second progression free at 6§ months (202 98.82 98 4
Second progression free at 12 momnths (243 Q5.3 951
Second progression free at 24 months (%4)° 25.0 7T 3
Second progression free at 36 months (%e)? 751 602
Second progression free at 48 months (%4)° 624 282
Median follow-up for second progression-free 40.9 382
survival (momihs)®

PF52 was defined as time from randomisation until date of second RECIST progressicm or death_

a
= Estimated from Cox proportional hazards model incloding the stratification variable as a covariate.

= Dretermined nsing log-rank test stratified by response to previous platinum chemotherapy.
4 Calculated uwsing Kaplan-Meier technigues.
® Time from randomisation to date of censoring.

bd twice daily: CI confidence interval: FAS Full Analysis Set;: HE. hazard ratic; INE. not reached: PFS2 time
from randomuusation to second progression; RECIST EResponse Evaluation Criteria in Solid Tuimonsrs.
Trata derived from Tahle 11 22 72
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Figure 5: Second progression-free survival, Kaplan-Meier plot (FAS)

Overall survival

At the time of the DCO, 70.4% of patients in the olaparib arm and 69.5% of patients in the placebo arm were
alive and in survival follow-up. At the time of the PFS analysis, the interim OS data were immature (82/391
events, 21.0% maturity) and the median OS was not reached in either treatment arm. Final OS analysis will

be conducted at approximately 60% maturity.
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Table 20: Summary of overall survival (FAS)

Olaparib 300 mg bd Placebo
(N=160) {(N=131)
a (%o) of events® 533(21.2) 27 (20.6)
Treatment effect
HEF 0.95
05% CT* 0.60, 1.53
2-zided p-vahue® 08903
Median OS. months? NE. NE
Alive at 6 months (%)% 096 100.0
Alive at 12 months (%) 080 092
Alive at 24 months (%) 013 8790
Alive at 36 months (%) 240 80.5
Alive at 48 months (%0)* 752 4.8

a
k
c

d

bd twice daily; CI confidence interval; FAS Full Analysis Set; HR hazard ratio; NE. not reached; OS5 overall

05 was defined as time from randomisation until death.

Estimated from Cox prepertional hazards medel including the stratification variable as a covariate.

Determined nsing log-rank test stratified by response to previous platinnm chemotherapy.
Calculated vsing Kaplan-Meier technigques.
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Figure 6: Overall survival, Kaplan-Meier plot (FAS)

Time from randomisation to study treatment discontinuation or death

Table 21: Summary of time from randomisation to study treatment discontinuation or death
(FAS)

Olaparib 200 mg bd FPlacebo
(N=260) (=131}
n {%a) of events® 247 (9500 130 (99.3)
Treatment effect
HE" 0.63
0594 CT" 051, 0.79
2-sided p-valne® =0L0001
Median TDT, months? 246 138
MMedian follow-up for TDT. months® 472 454

TDT was defined as ttme from randomisation vntil time of discontinuation of treatment.

Estimated from Cox proportional harards model including the stratification variable as a covariate.
Determined vsing log-rank test stratified by response to previous platinum chemotherapy. MNot adjusted for
ltiplicaty.

< Calculated using Kaplan-MMeier technigues.

= Time from randomisation to date of censoring,.

bd twice daily:; CI confidence interval: FAS Full Analysis Set; HE. hazard ratio; TDT time from randonusation
to study treatment discontinumation or death.

Drata derived from Table 11.2.6.1.
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Figure 7: Time from randomisation to study treatment discontinuation or death, Kaplan-Meier
plot (FAS)
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Time from randomisation to start of first subsequent therapy or death

Table 22: Summary of time from randomisation to start of first subsequent cancer therapy or
death (FAS)

Olaparib 300 mg bd Placebo
(=160) (IN=1321)
n (%) of events® 99 (38.1) 04 (71.8)
Treatment effect
HR" 0.30
9525 CIF 022, 040
2-sided p-vahies =0.0001
Median TFST. months® 1.8 151
Median follow-up for TFST. months® 41.4 41.4

TEFST was defined as time from randonmusation wntil first subsequent cancer therapy or death.
Estimated from Cox propertional hazards meoedel including the stratification vanable as a covanate.

c Determined using log-rank test stratified by response to previous platinnm chemotherapy. INot adjusted for
multiplicity.

¢ Calculated using Kaplan-Meier technigues.

- Time from randomisation to date of censoring.

bd twice daily; CI confidence interval; FAS Full Analysis Set; HRE. hazard ratio; TEST time to first subsequent
therapy or death.
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Figure 8: Time from randomisation to start of first subsequent cancer therapy or death,
Kaplan-Meier plot (FAS)

Time from randomisation to start of second subsequent therapy or death

Table 23: Summary of time from randomisation to start of second subsequent cancer therapy or
death (FAS)

Olaparib 300 mg bd Placebao
(=260 (IN=121)
n (%) of events™ TT (29.6) 65 (49.6)
Treatment effect
HE" 045
0505 CIF 0.32, 063
2-sided p-value: =0.0001
Median TSST, months? MNE. 407
Median follow-up for TSST. months*® 41.5 41 4

= TSST was defined as time from randomisation wntil second subsequent cancer therapy or death.
Estimated from Cox proportional harards model inclnding the stratification vanable as a covanate.
Determined using log-rank test stratified by response to previons platimim chemotherapy. MNot adusted for

multiplicity.
4 Calculated using Kaplan-Meier technigues.
= Time from randomisation to date of censoring,.

bd twice daily: CI confidence interval: FAS Full Analysis Set; HR. harard ratio; INE. not reached; TSST time
to second subsequent therapwy or death.
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Figure 9: Time from randomisation to start of second subsequent cancer therapy or death,
Kaplan-Meier plot (FAS)

Subsequent therapies

Of the patients who progressed, 90.1% (82/91) of patients received subsequent chemotherapy in the
olaparib arm compared with 92.5% (86/93) of patients in the placebo arm. Furthermore, out of the patients
who received a first subsequent therapy, best response as assessed by the investigator (complete or partial)
was similar between the olaparib and placebo arms (40.7% [37/91] vs 48.4% [45/93], respectively). A
similar proportion of patients in the olaparib and placebo arms (6.9% vs 5.3%, respectively) received no
further therapy after they progressed.

Out of the patients who received subsequent anticancer treatment, the most common regimen was
platinum-based chemotherapy (58/91 [63.7%] olaparib-treated patients vs 50/94 [53.2%] placebo-treated
patients. Other chemotherapies (excluding platinum) were received by 13.5% (35/260) and 19.8%
(26/131) of patients in the olaparib and placebo arms, respectively. Crossover to olaparib was not permitted
within study design. However, patients could have received a PARP inhibitor outside of the study through
other clinical trials or commercially available products. Platinum followed by a PARP inhibitor (maintenance
treatment) was classified as a PARP inhibitor regimen and not a platinum-based regimen.
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Table 24: Subsequent anti-cancer therapies (FAS)

Number (%9) of patients

Olaparib 300 mg bd Placebo Total
(IN=260) (N=1321) (N=391)
Total 91 (35.0) 94 (71.8) 185 (47.3)
Platinmm chemotherapy 58 (22.3) 50 (38.2) 108 (27.6)
Platinum in combination with 22 (8.5) 15 (11.5) 37(9.5)
bevacizumalb
PAFRP inhibitor 20 (7.7) 49 (37.4) 69 (17.6)
Any other chemotherapy regimen 35(13.5) 26 (19.8) 61 (15.6)
(excluding platinnm or
bevacizumab containing)
Other bevacizumab containing 9({3.5) 12 (9. 2) 21(5.4)
regimen
Other investigational agents 4(1.5) 3(2.3) T7(1.8)
Hermonal agent o 4(3.1) 4 (1.0}

Patients may appear under more than one subsequent treatment type.
To note, Table 11.2.4.3 indicates that 93 patients in the placebo arm received a subsequent cancer therapy rather
than the 94 presented in this table. This is becanse Table 12.2.4 3 excludes the patients with missing medication
start dates and the patient who did not receive any study medication in the placebo arm.

bd twice daily; FAS Full Analysis Set; PARP polyvadenosine 5 diphosphoribose polymerase.

Table 25: Subsequent PARP inhibitors by line of subsequent therapy (FAS)

Number (%) of patients
Olaparib
300 mg bd Placebo Total
(N=160) (N=131) (N=391)
Received PARP inhibitor 2007.7) 49 (37.4) 69 (17.6)
First subsecuent therapy 10 (3.8) 33(23.2) 43 (11.0y
Second subsequent therapy 5(1.9) 11 (8.4) 16 (4.1)
Third subsequent therapy 4(1.5) 4(3.1) 5(2.09
Fourth subsequent therapy 0 2(1.5) 2(0.3)
Fifth subsequent therapy 2 (0.8) 0 2(0.3)
Patients who subsecquently received olaparib 13(5.00 44 (33.6) 57 (14.6)

bd twice daily; FAS Full Analysis Set; PARP polyadencsine 5°diphosphoribose polymerase.

In SOLO1, only 10 patients had olaparib as part of their first subsequent treatment after receiving olaparib
first line. Nine of the 10 patients received platinum-based chemotherapy followed by olaparib maintenance
as their first subsequent treatment. All 10 patients had CR at study entry and their median time to
progression on olaparib 1° line maintenance was 32 months, ranging from 23 to 41 months. At the time of
DCO, only 3 patients had PFS2 event (progressed for a second time), whilst the remaining 7 patients were
censored for PFS2, with the majority still receiving olaparib.
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Time to earliest progression by RECIST 1.1, CA-125 or death

Table 26: Summary of time to earliest progression by RECIST 1.1, CA-125 or death (FAS)

Olaparib 200 mg bd Placebo
(IN=2aG00) (IN=131)
n (%) of events® 102 (392 97 (7400
Treatment effiect
HE" 030
0524 CI® 023,040
2 sided p-valus*® =0.0001
Median PFS. months? NE. 120
Median follow-up for PFS. momths® 389 411
= Time to event is defined as time from randomisation uotil time of earliest progression by RECIST 1.1,
CA-125 or death.
= Estimated from Cox proportional hazards model including the stratification variable as a covariate.
= Determined nsing log-rank test stratified by response to previous platimmm chemotherapy. IMNot adjusted for
ol tiplicity.
4 Calculated using Kaplan-Meier technigues.
= Time from randomization to date of censoring.

bd twhice daily: CA-125 cancer antigen; CI confidence interval; FAS Full Analysis Set; HE. hazard ratio;
INE. not reached: PFS progression-firee survival: RECIST Fesponse Evaluation Criteria in Solid Twmnowmrs.
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Figure 10: Time to earliest progression by RECIST, CA-125 or death, Kaplan-Meier plot (FAS)

Best overall response
Table 27: Best objective response (FAS — patients with evidence of disease at baseline).

Number (%0) of patients
Olaparib 300 mg bd Placebo
Response status Best objective response (IN=S54) (IN=26)
Response Total 23 (42 6) 6 {23 1)
TR 15 (27_8) 3(11.5)
FPE> 8 (14.8) 3(11.5)
Non-response Total 31 (57 4) 20 (76.9)
SD =12 weeks 25 (48.1) 13 (500
Frogression 4 (T.4) T (26.9)
FECIST progressicm 4 (7.4 T (26.9)
Mot evaluable 1 {1.9) ]
MNo evaluable follow-op assessments 1 (1.9 o

= Fesponse does not require confirmation.

Patients with evidence of disease at baseline are considered evaluable for response.

This analysis is based on investigator RECIST assessment. Modified RECIST Wersion 1_1.

bd twhice daily: CE. complete respomnse:; FAS Full Analyvsis Set; PR partial response; RECIST FResponse
Evaluation Criteria in Solid Tumonrs:, S stable disease.
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In those patients with objective response, median time from randomisation to onset of response and median
duration of response were 10.8 months and 28.2 months, respectively for patients in the olaparib arm and
5.4 months and 8.6 months, respectively for patients in the placebo arm.

Table 28: Duration and onset of objective response in patients with objective response (FAS,
patients with objective response)

Olaparib 300 mg bd Placebo bd
(N=23) {N=6)
Number of responders who subsequently progressed or died 10 (43.5) 4 (86.7)
Duration of response from onset of response (days) [a] [b]
25th percentile 427.0 1g4.0
Median (95% CI) 858.0 (50€.0, NE) 261.0 {87.0, NE)
75th percentile NE NE
Time to onset of response from randomisation (days)
25th percentile 162.0 85.0
Median 329.10 166.5
75th percentile 5az.0 333.0

Table 29: Summary of complete and partial responders at 12, 24 and 36 months (full analysis
set)

Number (%) patients
Olaparib 300 mg bd Placebo
(N=260) (N=131)
Patients with CR at randomisation and remaining CR at : n 206 (79.2) 105 (80.2)
12 months 170 (82.5) 57(54.3)
24 months 140 (68.0) 26(34.3)
36 months 92 (44.7) 23(21.9)
Patients with PR at randonusation (measurable or non- 54 (20.8) 26(19.8)
measurable disease) who remain stable or have partially
responded at: n
12 months 36 (66.7) 6(23.1)
24 months 23 (42.6) 4(154)
36 months 9(16.7) 4(154)
Patients with PR at randomisation (measurable or non- 54(20.8) 26(19.8)
measurable disease) who became CR at:n
12 months 6(11.1) 1(3.8)
24 months 8(14.8) 1(38)
36 months 8 (14.8) 1(3.8)

bd twice daily; CR Complete response; NED no evidence of disease
Data derived from Table 1497

Health-Related Quality of Life: FACT-O and TOlI

The TOIl and FACT-O scores ranged between O to 100 and O to 152, respectively, with a higher score
indicating a better HRQoL. Mean baseline TOI scores were 73.6 (SD 12.8) and 75 (SD 13.1) for the olaparib
and placebo arms, respectively, and mean FACT-O scores were 113.5 (SD 18.3) and 115.8 (SD 18.6) for the
olaparib and placebo arm, respectively. The compliance rates for the planned on-treatment visits by FACT-O
were above 80% from the baseline to Week 97 (about 24 months) in both arms.

Over the 24 months (main analysis), the average adjusted mean change from baseline was 0.3 (95%ClI
-0.72, 1.32) with olaparib (n=237) and 3.3 (95%CI 1.84, 4.76) with placebo (n=125). The estimated
difference (-3.00; 95%CI -4.8, -1.2) between the arms in the mean change from baseline in TOI score over
24 months was statistically significant. Over the first 12 months, the average adjusted mean change from
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baseline was -0.69 (95%CI -1.67, 0.29) with olaparib (n=237) and 3.47 (95%CI 2.18, 4.83) with placebo
(n=125), with an estimated difference of -4.17 (95%CI -5.8, -2.5) between the arms being statistically
significant. The mean TOI score change from baseline was -2.86 and -1.16 at the early timepoints (5 weeks
and 13 weeks, respectively) in the olaparib arm, while it was 2.15 and 2.91 at the same timepoints in the
placebo arm, respectively. An AUC (area under the curve) analysis over all visits was also performed for TOI
as sensitivity analysis and supported the main analysis.

Ancillary analyses

Sensitivity analysis of progression-free survival

Sensitivity analysis of PFS by BICR

Table 30: Sensitivity analysis of progression-free using BICR (FAS)

Orlaparib 2040 mz bd Placebo
(IN=26100% (IN=1321)
n (%) of events® TS5 (28.8) TS (5T 3)
Treatment effect
HE"* 0.28
Q505 T 20, 039
Z—sided p-vabae® <0000 1
Median PFS. months? WE. 141

PFS was defined as time from randomisaticn il date of RECIST progression or death

Estimated from Cox proportional hazards model including the stratification variable as a covariate.
Dretermined using log-rank test stratified by response to previous platinzan chemotherapy.

4 Calculated using Kaplan-Meier technigues.

bd twice daily: BICER blinded independent central review; CI confidence intesval: FAS Full Analysis Set:
HF. hazard ratio: WE. not reached: PFS progression-free suavival: RECIST FResponse Evaluation Criteria in
Solid Tumours.
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Figure 11: Progression-free survival by BICR assessment, Kaplan-Meier plot (FAS)
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Table 31: Disagreement between investigator and central reviews of RECIST 1.1 progression

(FAS)
Number (%2) of patients Difference
Olaparib Olaparib
300 mg bd Placebo 104 mg bd -
(N=260) (N=111) Placebo
RECIST progression® declared by
Investigator and central review® TO(26.9) T5(57.3) MNA
Progression date agreement (within 2 weeks)® 40 (57.1) 42 (36.0) NA
Progression date =2 weeks earlier by central 26 (37.1) 31(41.3) NA
review than by investigator®
Progression date =2 weeks earlier by investigator 4 (5.7 2027 NA
than by central reviews
Investigator but not central review 32(12.3) 21 (16.00 MNA
Central review but not investigator 5(1.9) 0 MNA
Mo progression by both 153 (38.8) 350267 MNA
Early discrepancy rate? 0.35 024 011
Late discrepancy rate® 046 Q.57 -0.11
= Progression events that ocowrred after 2 or more missed visits. were censored at the latest evaluable

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

censcred at Day 1.

k Sub-categories of this section do not include all possible eventualities.

c Percentages were calculated based on the nember of progressions declared by both investigator and central
Teview.

d

proportion of all investigator progressions.

proportion of all discrepancies. Modified RECIST Version 1.1.
bd twice daily: FAS Full Analysis Set; NA not applicable; RECIST FEesponse Evaluation Criteria in Solid

Tumonrs.

Other sensitivity and additional analyses of PFS

Early discrepancy rate is the frequency of investigator declared progressions before central review as a

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

Table 32: Sensitivity and additional analyses of progression free survival (FAS).

Number (%) of patients
with events
Events:Patients Median PES (months) HR 950 CI p-value
Sensitivity analysis: evaluation timne bias Olaparib: 102 {39.2) NE 0.31 023,041 <0.0001
Placebo: 96 (73.3) 124
Sensitivity analysis: attrition bias Olaparib: 102 (39.2) 499 0.31 0.23, 0.41 =0.0001
Placebo: 93 (71.0) 13.8
Sensitivity analysis: using the eCRF stratification Olaparib: 102 {39.2) NE 0.33 0.25.0.44 <0.0001
variable Placebo: 96 (73.3) 138
Sensitivity analysis: to assess possible informative Olaparib: 107 {41.2) 469 0.31 0.24. 0.42 =0.0001
censoring (using BICR) Flacebo: 96 (73.3) 11.1
Sensitivity analysis: estimating HR. using the Olapanib: 102 {39.2) NE 025 0.18. 0.34 =(0.0001
stratified log rank test Placebo: 96 (73.3) 138
Additional analysis: based on earliest progression Olaparib: 107 {41.2) NE 0.31 0.24. 0.42 =0.0001
of investigator/ BICE. assessment of progression Placebo: 96 (73.3) 1.1

bd twice daily: BICE. blinded independent central review: CI confidence interval; eCRF electronic case report form: FAS Full Analysis Set: HE. hazard ratio;

NE. not reached: PFS progression free survival: RECIST Response Evaluation Criteria in Solid Tumours.

Data derived from Table 11.2.1.3. Table 11.2.1 4, Table 11.2.1.15, Table 11.2.1.16. Table 11.2.1.17 and Table 11.2.1.18.
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Subgroup analyses of progression-free survival

All patients
Response to previous chemotherapy
Coriplete response
Partial response
Baseline BRCA testing
gBRCA by Myriad testing and tBRCA mutated
tBRCA mutated only
gBRC/AMm status
gBRCAmM confirmed by Myriad test
gBRCA wt or gBRCA VUS or missing by Myriad test
ECOG performance status at baseline
Normal activity
Restiicted activity
Baselirie CA-125 value
<=ULN

>ULN

0.0625

® :
NC |

NC

S :
—@— |
NC

Olaparib = 102/260 (39.2) Placebo = 96/131 (73.3)

Olaparib = 73/213 (34.3) Placebo = 73/107 (68.2)

Olaparib = 29/47 (61.7) Placebo = 23/24 (95.8)

Olaparib = 82/212 (38.7) Placebo = 82/110 (74.5)

Olaparib = 0/2 Placebo = 0/0

Olaparib = 99/253 (39.1) Placebo = 95/130 (73.1)

Olaparib = 3/7 (42.9) Placebo = 1/1 (100)

Olaparib = 75/200 (37.5) Placebo = 76/105 (72.4)

Olaparib = 27/60 (45.0) Placebo = 20/25 (80.0)

Olaparib = 92/247 (37.2) Placebo = 89/123 (72.4)

Olaparib = 10/13 (76.9) Placebo = 7/7 (100)

0.1250 0.2500 0.5000 1.0000

Hazard ratio and 95% Cls

2.0000
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All patients
gBRCA mutation type by Myriad testing
BRCAL
BRCA2
BRCA 1/2 (Both)
Negative
Age gioup (years)
<65
>=65
Stage of disease at initial diagnosis
Stage 11

Stage IV

Follow:ing debulking surgery prior to study entry

Resiciual macroscopic disease

No residual macroscopic disease

All patients

Region 1

Nortix America

Rest of World

Region 2

Brazii, Poland, Russia, Japan, Korea

Rest of World

Race

White

Blaci or African American

Asiai

Native Hawaiian/Pacific Islander

American Indian or Alaska Native

Other

+
NC
NC
+
+

B , 2000 000

Olaparib = 102/260 (39.2) Placebo = 96/131 (73.3)

Olaparib = 84/188 (44.7) Placebo = 69/91 (75.8)
Olaparib = 15/62 (24.2) Placebo = 26/39 (66.7)
Olaparib = 0/3 Placebo = 0/0

Olaparib = 3/7 (42.9) Placebo = 1/1 (100)

Olaparib = 85/225 (37.8) Placebo = 82/112 (73.2)

Olaparib = 17/35 (48.6) Placebo = 14/19 (73.7)

Olaparib = 83/220 (37.7) Placebo = 79/105 (75.2)

Olaparib = 19/40 (47.5) Placebo = 17/26 (65.4)

Olaparib = 29/55 (52.7) Placebo = 23/29 (79.3)

Olaparib = 70/200 (35.0) Placebo = 69/98 (70.4)

o

0.0625 0.1250 0.2500 0.5000 1.0000

Hazard ratio and 95% Cls

@
+
+
+

NC

2.0000

Olaparib = 102/260 (39.2) Placebo = 96/131 (73.3)

Olaparib = 41/95 (43.2) Placebo = 33/46 (71.7)

Olaparib = 61/165 (37.0) Placebo = 63/85 (74.1)

Olaparib = 22/46 (47.8) Placebo = 22/29 (75.9)

Olaparib = 80/214 (37.4) Placebo = 74/102 (72.5)

Olaparib = 83/214 (38.8) Placebo = 78/106 (73.6)

Olaparib = 1/2 (50.0) Placebo = 2/2 (100)

Olaparib = 17/39 (43.6) Placebo = 13/20 (65.0)

Olaparib = 1/1 (100) Placebo = 1/1 (100)

Olaparib = 0/0 Placebo = 1/1 (100)

Olaparib = 0/4 Placebo = 1/1 (100)

0.0625 0.1250 0.2500 0.5000 1.0000

Hazard ratio and 95% Cls

2.0000
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Figure 12: Forest plot of progression-free survival by subgroup (FAS)

Table 33: SOLO1: Investigator assessed PFS for patients with evidence of disease at baseline
(DCO 17 May 2018)

Olaparib (N=260) | Placebo (N=131)
Clinical CR (eCRF) at baseline
PFS events, n/N (%) 66/189 (34.9) 71/101 (70.3)
Median PFS, months NR 15.3

HR 0.34 (95% CI 0.24-0.47)

Clinical PR (eCRF) at baseline
PFS events, n/N (%) 36/71 (50.7) 25/30(83.3)
Median PFS, months 30.9 8.4

HR 0.31 (95% C10.18-0.52)

Cl confidence interval; DCO Data cut-off date; eCRF electronic case report form; FAS Full Analysis Set; HR
hazard ratio; NR Not reached; PFS progression free survival; RECIST Response Evaluation Criteria in Solid Tumours

Efficacy variables in Myriad confirmed gBRCAm patients
Table 34: Summary of key efficacy outcome variables for Myriad gBRCAmM patients (FAS)

Olaparib 300 mg bd Placebo
(TN—253) (CN=130)

PFS by intvestigator assessiments

Total mumber of events (%a) o9 (39 1) | 95 (73 1)

HE (95%6 CL® 0. 30

powalhize (2 sided)® =0 0001

Tdedian PEFS (months)? NE | 135 8
FPFS Sensitivity analysis: BICE assessments

Total mumber of events (o) T2 (28 5) [ T4 (56 9)

HE (95%6 CL® o227

pvalie (2-sided)® =0_0001

Tdedian PEFS (months)? NE | 141
PES2=

Total mumber of events (o) &7 (26.5) [ S1 (39._2)

HE (95% CIF o S0

pvalie (2-sided)® 00003

MMedian PES2 (months)® R [ a4z 1
oss

Total mumber of events (o) 52 (20.6) [ 26 (20.0)

HE (95% CI3® oo

pvalie (2-sided)® 0.8935

Pledian OS5 (months)ys NE | TR
T T=

Total mumber of events (o) 241 (95.3) [ 129 (99 2)

HE (95%6 CLF .64

powalhize (2 sided)® 0 0001

Median TDT (months)® 4.6 | 139
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Olaparib 200 mg bd Placebo
(IN=253) (IN=130)
TFST®
Total mumber of events (o) 96 (37.9) | 93 (71.5)
HE (95% CIP® 0.29
p-value (2-sided)® =10.0001
Median TFST (months)® 518 | 155
TSST
Total mumber of events (%0) T4 (29.2) | 64 (49.2)
HE (953% CL® 044
p-value (2-sided)® =10.0001
Median TSST (months)? NE. | 407

= PFS iz defined as the time from randomisation wntil data of RECIST progression or death
Estimated from Cox proportional hazards model inchading the stratification vaniable as a covariant.
Determined using log-rank test stratified by response to previous platimum chemotherapy.

[

Calculated using Kaplan-Meier technigues.

OS5 iz defined as the ttme from randomisation wntil death

]

PFS2 1s defined as the time from randomisation until second progression or death as recorded in the CEF.

TDT is defined as the time from randomuisation until time of discontinuation of treatment or death.
b TFEST is defined as time from randomisation vatil first subsequent cancer therapy or death.

' TSST is defined as time from randomisation until second subsequent cancer therapwy or death.

Efficacy variables in tBRCAmM patients confirmed retrospectively

Table 35: Summary of key efficacy outcome variables for FMI tBRCAmM patients (FAS)

Olaparib 200 mg bd Placebo
(IN=214) (N=110)

PFS by investigator assessment®

Total mumber of events (%9) 82 (38.8) | 82 (74.5)

HE (95% CI)® 028

p-value (2-sided)® =10 0001

Median PFS (months)? NER | 13.7
PFS Sensitivity analysis: BICE. assessment®

Total number of events (%4) 59 (27.6) | 63 (57.3)

HE. (95% CI) 025

p-value (2-sided) =10.0001

Median PFS (months) MNE. | 138
PFS52°

Total oumber of events (%4) 55 (257 | A4 (4007

HE (95% CI® 0.46

p-value (2-sided)® 0.0002

Median PFS2 (months)? NE. | 41.9
osF

Total mumber of events (24) 45 (21.5) | 21 (19.1)

HR (95% CIL)® 1.05

p-value (2-sided)® 0.8185

Median OS (months)® NE | NE
TDT=

Total mumber of events (%o 203 (9499 | 109 (99.1)

HE (95% CIL® 0.60

p-vahue (2-sided)® =10.0001

Median TDT (moenths)* 247 | 12.6
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Olaparib 200 mg bd Placebo
(N=114) (=110}
TFSTE
Total number of events (%) 81 (37.9) | 82 (74.5)
HE. (95% CI)® 028
p-value (2-saded)® =0.0001
Median TFST (months)? 518 | 148
TSST*
Total number of events (%4) 63 (29.4) | 56 (50.9)
HE. (95% CI)® 0.43
p-value (2-sided)® =10.0001
Median TSST (months)* MNE. | 40.4

® PFS is defined as the time from randomisation uatil data of RECIST progression or death

Estimated from Cox proportional hazards model including the stratification variable as a covariant.
Determined using log-rank test stratified by response to previous platinum chemotherapy.

4 Calculated using Kaplan-Meier technigues.

e PF52 is defined as the time from randomisation uentil second progression or death as recorded in the CRF.
£ 05 is defined as the time from randomisation until death

TDT is defined as the time from randomisation until time of discontinuation of treatment or death.

k TFEST is defined as time from randomisation until first subsequent cancer therapy or death.

' TS5T 1s defined as time from randomisation until second subsequent cancer therapy or death.

Mote: p-values were not adjusted for nmitiplicity.

]

Exploratory analysis in non-serous vs serous histology aroup

For the serous histology, PFS events occurred in 40.4% (99/245) of patients in the olaparib arm compared
with 40.0% (6/15) of patients with a non-serous histology in the olaparib arm. Only 1 patient in the placebo
arm had non-serous histology and this patient did not have a PFS event at the time of the data cut-off. Thus,
the PFS event rate for serous histology patients in the placebo arm is 96/130 [73.8%].

In the FAS, PFS2 events occurred in 26.9% (66/245) of patients in the olaparib arm compared with 20%
(3/15) of patients with a non-serous histology. In the placebo arm, the 1 patient with non-serous histology
did not have a PFS2 event; the PFS2 event rate in serous patients in the placebo arm was 52/130 (40.0%).

Summary of main study

The following table summarise the efficacy results from the main studies supporting the present application.
These summaries should be read in conjunction with the discussion on clinical efficacy as well as the benefit
risk assessment (see later sections).

Table 36: Summary of Efficacy for trial SOLO1

Title: A Phase 111, Randomised, Double Blind, Placebo Controlled, Multicentre Study of
Olaparib Maintenance Monotherapy in Patients with BRCA Mutated Advanced (FIGO Stage
111-1V) Ovarian Cancer following First Line Platinum Based Chemotherapy.

Study identifier SOLO 1

Design Phase 111, Randomised, Double Blind, Placebo Controlled, Multicentre Study

Duration of main phase: Treatment for two years or until disease
progression as per modified RECIST 1.1 as
assessed by the investigator. Following
objective disease progression, further
treatment options were at the discretion of
the investigator.

Duration of Run-in phase: not applicable
Duration of Extension phase: not applicable
Hypothesis Superiority
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Treatments groups

Olaparib

300 mg (2 x 150 mg tablets) orally bd

N=260
Placebo 300 mg (2 x 150 mg tablets) orally bd
N=131
Endpoints and Primary PFS the time from randomisation until
definitions endpoint (Progression | the date of objective radiological disease
Free progression according to RECIST or
Survival) death (by any cause in the absence of
progression) regardless of whether the
patient discontinued randomised therapy
or received another anticancer therapy
prior to progression.
Secondary Interim OS The time from the date of randomisation until
endpoint (Overall death due to any Cause.
Survival)
Secondary PFS2 the time from the date of randomisation to the
endpoint earliest of the progression event subsequent to
that used for the primary variable PFS or death.
Secondary TDT time from randomisation to study
endpoint treatment discontinuation or death
Secondary TFST time from randomisation to start
endpoint of first subsequent therapy or death.
Secondary TSST Time from randomisation to start of second
endpoint subsequent therapy or death.
Database lock 17 May 2018

Results and Analysis

Analysis description | Primary Analysis
Analysis population FAS (Full analysis set): FAS or ITT includes all randomised patients and
and time point treatment arms are compared on the basis of randomised treatment,
description regardless of the treatment actually received.
Descriptive statistics Treatment group | olaparib placebo
and estimate
variability Number of 260 131

subject

Median PFS Not reached 13.8

(months)

95% CI 11.1-18.2

Median PFS2 Not reached 41.9

(months)

95% CI 36.5-47.9

Median OS Not reached Not reached

(months)

95% CI

Median TDT 24.6 13.8

(months)

95% CI

Median TFST 51.8 15.1

(months)

95% CI 44.3- 12.7-20.5

Median TSST Not reached 40.7

(months)

95% CI 32.9-47.7
Effect estimate per Primary endpoint Comparison groups Olaparib versus placebo
comparison PFS Hazard ratio 0.30

95% ClI 0.23-0.41
2 sided P-value <0.0001
Secondary Comparison groups Olaparib versus placebo
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endpoint Hazard ratio 0.50
PFS2 (30.9% 95% CI 0.35-0.72
maturity) 2 sided P-value 0.0002
Secondary Comparison groups Olaparib versus placebo
endpoint Hazard ratio 0.95
Interim OS 95% CI 0.6-1.53
(21%maturity) 2 sided P-value 0.893
TDT (96.4% Comparison groups Olaparib versus placebo
maturity) Hazard ratio 0.63

95% ClI

0.51-0.79

2 sided P-value

<0.0001

TFST (49.4%

Comparison groups

Olaparib versus placebo

maturity)

Hazard ratio

0.3

95% ClI

0.22-0.40

2 sided P-value

<0.0001

TSST (36.3%

Comparison groups

Olaparib versus placebo

maturity)

Hazard ratio

0.45

95% CI

0.32-0.63

2 sided P-value

<0.0001

Analysis description

patients.

Key efficacy outcome variables for confirmed Myriad gBRCAmM

Effect estimate per
comparison

Primary endpoint
PFS

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.3

95% CI

0.22-0.40

2 sided P-value

<0.0001

Secondary endpoint

PFS2 (30.9% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.50

95% CI

0.34-0.72

2 sided P-value

0.0003

Secondary endpoint
Interim OS
(21%maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.95

95% CI

0.6-1.54

2 sided P-value

0.8935

TDT (96.4% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.64

95% CI

0.51-0.80

2 sided P-value

<0.0001

TFST (49.4% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.29

95% CI

0.22-0.39

2 sided P-value

<0.0001

TSST (36.3% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.44

95% CI

0.32-0.63

2 sided P-value

<0.0001

Analysis description

Key efficacy outcome variables for confirmed FMI tBRCAmM patients.

Effect estimate per
comparison

Primary endpoint
PFS

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.28

95% ClI

0.21-0.39

2 sided P-value

<0.0001
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Secondary endpoint
PFS2 (30.9% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.46

95% CI

0.31-0.69

2 sided P-value

0.0002

Secondary endpoint
Interim OS
(21%maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

1.05

95% CI

0.63-1.79

2 sided P-value

0.8185

TDT (96.4% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.6

95% CI

0.47-0.76

2 sided P-value

<0.0001

TFST (49.4% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.28

95% CI

0.20-0.38

2 sided P-value

<0.0001

TSST (36.3% maturity)

Comparison groups

Olaparib (N=253)
versus placebo (N=130)

Hazard ratio

0.43

95% CI

0.30-0.63

2 sided P-value

<0.0001

2.4.2. Discussion on clinical efficacy

Design and conduct of clinical studies

The present application is to extend the indication of olaparib tablet formulation as monotherapy for the
maintenance treatment of adult patients advanced BRCA-mutated high grade epithelial ovarian, fallopian
tube, or primary peritoneal cancer who are in response to first line platinum-based chemotherapy.

The application is based on the results of study SOLO1, a pivotal Phase 111, randomised, double-blind,
placebo-controlled, multicentre study, investigating olaparib maintenance treatment in BRCAm patients
with newly diagnosed high-grade advanced (FIGO I11-1V) ovarian, primary peritoneal or fallopian tube
cancer who were in complete response (CR) or partial response (PR) to their first line platinum-based
chemotherapy.

The dose of olaparib in SOLO1 (300 mg bd tablets) was selected based on data from the Phase | study,
D0810C00024 (Study 24) in an advanced gBRCA mutated ovarian cancer population and is the current
recommended dose for the current indication. Study 24 was a formulation comparison study and the findings
provided information on the efficacy, pharmacokinetic (PK)/pharmacodynamic, safety and tolerability
profiles of the olaparib tablet (see EPAR Lynparza).

Subjects were randomised 2:1 to receive either olaparib (300 mg bd, tablet formulation) or placebo
stratified by response to fist line platinum chemotherapy (complete or partial). Cross-over was not allowed
in this study.

In SOLO1, patients could continue treatment for 2 years or until disease progression, or unacceptable
toxicity. Patients with a complete response (no radiological evidence of disease) at 2 years were to stop
treatment. Patients with evidence of disease at 2 years, who in the opinion of the treating physician can
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derive further benefit from continuous treatment, could be treated beyond 2 years. The 2 year duration was
determined based on the assumption that 8 month improvement in median PFS is clinically meaningful for
the maintenance treatment for advanced ovarian cancer patients if median PFS of 13 months could reach to
21 months after the olaparib administration. Considering that most olaparib-related adverse events
(AEs)/serious adverse events (SAEs) occurred in the first 3 months of exposure, clustering late-onset AEs
are not expected during the prolonged treatment duration (see discussion on clinical safety). To consider the
potential risk of myelodysplastic syndrome (MDS)/ acute myeloid leukaemia (AML) versus the clinical
benefits in patients who receive the long term treatment, patients with a complete response (no radiological
evidence of disease) at 2 years had to stop treatment.

The trial was designed to recruit BRCAm patientsi.e., germline BRCAm (gBRCAmM) based on local and central
testing or somatic BRCAm (sBRCAmM) based on local testing. Prospective germline testing was performed
using the Myriad Integrated BRACAnalysis test or the BGI gBRCA test. Patients with a local BRCA result were
retested post-randomisation with the Myriad Integrated BRACAnalysis test or with the BRACAnalysis CDx
test. No prospective testing of tumour samples was performed (see PD part).

Patients must have had upfront or interval debulking surgery and be in clinical complete or partial response
to first line platinum-based chemotherapy and no clinical evidence of disease progression. Regarding the
platinum-based chemotherapy, the course 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 toxicities specifically
related to the platinum regimen, patients must have received a minimum of 4 cycles of the platinum
regimen.

Four cycles of chemotherapy is considered as under treatment and could have confounded the results.
However, only 2 patients had 4 cycles of prior chemotherapy and 3 patients had 5 cycles of prior
chemotherapy in SOLO1. All other patients had 6-9 cycles of chemotherapy prior to randomisation, with the
majority having 6 cycles of chemotherapy. Therefore, it is considered that the impact on PFS calculated from
time of randomization to progression or death is limited.

Randomization was expected to be performed within 8 weeks after their last dose of chemotherapy (last
dose was the day of the last infusion).

Study patients must not have received bevacizumab during their first-line course of treatment, either in
combination or as maintenance therapy following combination therapy. This is adequately reflected in the
SmPC.

At the time the study started, bevacizumab (Avastin) was approved in combination with carboplatin and
paclitaxel followed by bevacizumab maintenance in the first line maintenance ovarian cancer. According to
NCCN guidelines (2019), bevacizumab may be continued, regardless of BRCA status, as a single-agent
maintenance therapy if used previously as part of a combination therapy, if partial or complete remission
following: primary therapy for stage II-1V disease or recurrence therapy for platinum-sensitive disease
[Evidence 3; moderately effective]. In addition, according to ESMO guidelines regardless of BRCA status
(2013), bevacizumab is generally recommended [I, B] for patients with poor prognostic features such as
stage IV or suboptimal debulking as defined in the ICON-7 trial. Bevacizumab should be given with paclitaxel
or carboplatin with a treatment duration of one year. Bevacizumab is not universally used in this setting in
EU and it could have been considered as a treatment option under discretion of investigator and according
to local clinical practice. Treatment with bevacizumab did not show a clear benefit for BRCAm patients
according to the results from substudy GOG-218: 1) PFS in the subgroup of patients with HRR mutations
(n=228): HR 0.95, 95% CI 0.71 to 1.26 for bevacizumab + carboplatin/paclitaxel vs carboplatin/paclitaxel,
and PFS in the subgroup of patients with no HRR mutation (n=581): HR 0.71, 95% CI 0.60 to 0.85 (Norquist
et al 2018), 2) results were not conclusive for OS. Therefore, the use of placebo as comparator is considered
to be appropriate in order to determine the efficacy of olaparib maintenance monotherapy in advanced
ovarian cancer patients who had responded following first-line platinum-based chemotherapy.

Assessment report
EMA/330530/2019 Page 54/109



To note, there is biological rationale for using PARPi in hypoxic conditions induced by VEGFi and this strategy
is currently investigated in clinical trials, as PAOLA-O1.

PFS was the primary endpoint in SOLO1 supported by PFS2 and OS as key secondary endpoints. Additional
secondary endpoints were TDT, TFST, and TSST. Other secondary efficacy endpoints included time to
earliest progression by RECIST 1.1, CA-125 or death, BoR and HRQoL measured by TOI. Primary and
secondary efficacy endpoints are in line with recommendations from EMA ‘Guideline on the evaluation of
anticancer medicinal products in man’ (EMA/CHMP/205/95/Rev 5.). Prolonged PFS is considered to be of
benefit to the patient. If PFS is the selected primary endpoint, OS should be reported as a secondary.
Moreover, in the context of maintenance therapy, PFS2 should be determined to evaluate the impact on
tumour’s drug resistance profile affected by therapy and the activity of next-line therapies.

PFS assessment was initially by BICR. Per protocol amendment 3 issued on 19 February 2016, the
assessment of PFS in the primary objective was changed to investigator assessment and PFS BICR
assessment was retained as a sensitivity analysis. Others protocol amendments related to the assessment of
efficacy during the course of the conduct of the study were about inclusion of an additional secondary
objective of assessing efficacy by TFST, TSST and TDT (amendment 1) and update the HRQoL endpoint to
change from baseline in TOI score of the FACT-O using MMRM analysis (amendment 2). Initially the
objective of the HRQoL analysis was to compare the rate of deterioration in of HRQoL as assessed by TOIl.
Patient centric endpoints have been included and subsequently deleted from the SAP. Further, the initially
planned time-to-worsening analyses of HRQoL and symptoms were deleted as not considered able to reflect
the introduced continuous collection of QoL data beyond objective disease progression in view of the data
demonstrated in study 19 where median time-to-worsening in TOl on both arms was shorter than median
PFS. Changes have been done to allow continuous collection of PRO data beyond disease progression under
protocol amendment 2 and this data is expected to be provided at the time of the updated PFS2 and OS
analysis.

All primary and secondary efficacy and HRQoL data were summarised and analysed using the FAS on an
intention-to-treat (ITT) basis. A hierarchical testing strategy was employed to manage statistical tests for
primary and key secondary endpoints of PFS2 and OS. In order to control the type | error at 2.5% (1-sided),
a multiple testing procedure (MTP) was employed across primary (PFS) and key secondary endpoints (PFS2
and 0S). PFS2 was tested only after statistical significance was shown for PFS. OS was tested only after the
null hypotheses were rejected for PFS and PFS2.

The number of patients defined as having at least 1 important deviation in the study (defined as a deviation
that could potentially have influenced the assessment of efficacy) was low (12.0%). A higher proportion
(7.3%) of olaparib-treated patients had RECIST scans outside of a scheduled visit window on more than 2
occasions compared with placebo-treated patients (1.5%). This is likely a reflection of the longer time to
progression on the olaparib arm compared to placebo. The important deviations reported in SOLO1 were
considered unlikely to have influenced the overall study conclusions, which are considered robust and
representative of the overall study data.

Efficacy data and additional analyses

In the study SOLO1, a total of 391 out of 1084 patients enrolled were randomly assigned to either the
olaparib arm (260 patients) or to the placebo arm (131). All except one placebo patient (130) and all
olaparib patients (260) received study treatment.

In addition to this global enrolment, a cohort of 64 patients was randomised in China. Five of these patients
were included both in the global cohort and in the China cohort; the remaining 59 Chinese patients were
randomised after the global recruitment was complete and closed and included only in China cohort. At the
time of the DCO, a total of 14 patients (13 and 1 patients in the olaparib and placebo group, respectively)
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were still in treatment and a total of 260 patients (170 and 90 in the olaparib and placebo group,
respectively) remained in follow-up off treatment.

Demographic and baseline characteristics were generally well balanced between the olaparib and placebo
arms. Median age was 53 years in both arms. Most patients were ECOG performance status O (78%). There
were no patients with performance status 2 to 4 enrolled in the study (see SmPC section 5.1).

Overall, ovarian cancer was the primary tumour in > 80% of the patients. Most patients were diagnosed as
FIGO stage IlIC (>65%). According to Prat 2014, most serous ovarian cancer are stage Ill; the vast
majority (84%) of patients presenting with Stage I11C disease. Furthermore, 12-21% of patients presented
with Stage IV disease. The MAH has provided FIGO stages data from different clinical studies in the first-line
maintenance that are in line with the FIGO stage distribution of the patients in SOLO1. Overall, the
distribution of patients in the SOLO1 study across the different FIGO stages can be considered to be in line
with historical data.

The most common histological type was serous (> 90%), endometrioid histology was reported in 3.5% of
the patients.

Sixty-three percent (63%) of the patients had upfront debulking surgery and of these the majority (75%b)
had no macroscopic residual disease. Interval debulking surgery was performed in 35% of the patients and
of these 82% had no macroscopic residual disease reported. Seven patients (1.8%), all stage 1V, had no
cytoreductive surgery. All patients had received first-line platinum-based therapy.

There was no evidence of disease at study entry (CR), defined by the investigator as no radiological evidence
of disease and cancer antigen 125 (CA-125) within normal range, in 73% and 77% of patients in the olaparib
and placebo arms, respectively. PR, defined as the presence of any measurable or non-measurable lesions
at baseline or elevated CA-125, was reported in 27% and 23% of patients in the olaparib and placebo arms,
respectively.

Response to prior platinum chemotherapy was complete in 82% and partial in 18% of the patients.

Results of the BRCA mutation status determined by local BRCA were highly concordant with Myriad germline
testing results (only 3 patients with discordant results between local and Myriad confirmed subset). Two
patients entered in the study with a local tBRCAmM result that were later classified as gBRCAwt by Myriad
testing. These 2 patients were confirmed by FMI as having sBRCA mutations. One patient entered the study
with a local gBRCAm result and was later classified by Myriad as BRCA VUS. The gBRCAm prevalence in the
prospectively tested SOLO1 patients (27.3%) was greater than the expected prevalence in all comer
populations in first line (15.5% to 19%) as investigators were asked to send blood samples for central
Myriad gBRCA testing only after Cycle 3 of first-line chemotherapy, and only for patients who had evidence
of an initial response based on CA-125 or CT scan; this was done in order to reduce the number of screen
failures. As at the time of study initiation a central tumour diagnostic test suitable for registration was not
available, the patients recruited onto SOLO1 were predominantly gBRCAm. The prevalence of sBRCA
mutations in ovarian cancer patients at diagnosis or following partial or complete response to first line
chemotherapy is between 6.4% and 8.4%. Therefore, of the 611 patients who were ineligible for SOLO1 as
they were non-gBRCAm by central testing, between 39 and 51 patients could be expected to harbour an
sBRCA mutation.

The study met its primary objective demonstrating a statistically significant improvement in investigator
assessed PFS for olaparib compared with placebo with a hazard ratio (HR) of 0.30 (95% CI 0.23, 0.41;
p<<0.0001; median not reached for olaparib vs 13.8 months for placebo). The investigator assessment of PFS
was supported with a blinded independent central radiological (BICR) review of PFS (HR 0.28; 95% CI 0.20,
0.39; p<0.0001; median not reached for olaparib and 14.1 months for placebo). However, beyond the data
cut-off the scans have not been sent for BICR. At the time of the analysis, 51.5% olaparib treated patients
remained progression free compared with 24.4% placebo treated patients. In both assessments
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Kaplan-Meier plots showed a more favourable effect for olaparib arm than for placebo arm with a separation
of curves since the first three months.

Similar PFS results were observed in both the China cohort and the global cohort in SOLO1. However, the
China cohort was not powered for assessment of statistical significance due to the limited number of
participants (64 patients). Nevertheless, a significant efficacy result was achieved (hazard ratio=0.46 95%
Cl1 0.23 0.97 p=0.0320).

The median PFS was planned to be 21 months on olaparib vs 13 months on placebo with an estimated HR
about 0.62. The benefit of olaparib seems to have been underestimated in SOLO1 study. Estimation was
made in relation to results from Study 19 and the target population in study 19 was heavily pre-treated
patients in an advanced line setting whereas SOLO-1 targeted newly diagnosed patients.

The changes in the primary endpoint from BICR-based to INV-based PFS and in the number of events
needed for the primary analysis were justified by the initial underestimation of the median PFS in patients
with gBRCAmM and by discrepancy rates observed between INV confirmed progression and BICR results. No
specific report for concordance analysis between investigator and BICR assessment of PFS in SOLO1 was
provided, however the disagreement between investigator and BICR of declaring progression as per RECIST
1.1 was acceptable (15%) and consistent with those in other previous studies. There was no suggestion of
bias in the investigator assessment favouring the olaparib arm.

It was also noted that proportion of patients with residual disease in previously conducted studies should
have been taken into account for assumptions of the primary analysis considering its prognostic value in the
setting of upfront and interval debulking. The median PFS from diagnosis varies from 20 to 26 months in
patients with BRCAm newly diagnosed advanced ovarian cancer according to epidemiology data and
19.6-30.2 months in patients with BRCAmM (without maintenance treatment) in the previous studies. Taking
the different definitions of PFS into account, the median PFS of 13.8 months observed in the control arm in
SOLOL1 is still consistent with the literature taking into account the clinical stage of the participants or
residual disease after chemotherapy.

Overall, sensitivity and additional analyses of PFS (evaluation time bias, attrition bias, using the eCRF
stratification variable, assess possible informative censoring (using BICR), estimating HR using the stratified
log rank test, based on earliest progression of investigator/BICR assessment of progression) were all
consistent with the primary analysis showing favourable treatment benefit for olaparib in maintenance
therapy for the study population. Some differences have been reported in stratification variables and
discrepancies between the randomisation and investigator reported data in the eCRF are known to occur.

Subgroup analysis of PFS across various particular subgroups did not reveal an obvious differential benefit
across pre-defined subgroups compared with the overall population. The benefit of olaparib over placebo
was maintained across all pre-defined subgroups, with different magnitude.

The median PFS as the primary endpoint was not reached and will not be tested at a later time point to
provide a precise estimate as per planned statistical analyses. The results of the primary analysis and
sensitivity analyses support that maintenance treatment during 2 years result in PFS benefit in the both
subgroups of patients regardless of the primary disease status (clinical CR or clinical PR).

In patients with evidence of disease (PR) at baseline, median PFS on olaparib was 30.9 months as compared
with 8.4 months on placebo arm. The currently observed results in patients with residual disease at baseline
(mainly those with persisting PR or stable disease after 2 years of treatment) support the continuous
olaparib maintenance treatment until disease progression as currently proposed.

Overall, in regard to the duration of treatment, the SmPC reflects that patients can continue treatment until
radiological disease progression, unacceptable toxicity or for 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
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treating physician can derive further benefit from continuous treatment, can be treated beyond 2 years in
line with the protocol of the pivotal study (see SmPC section 4.2).

At the time of analysis, a lower number of patients from olaparib arm had a second progression compared to
placebo arm (26.5% vs 39.7%). The benefit on PFS was partly maintained at second progression with a HR
of 0.50 (95% CI 0.35, 0.72, p<0.0001, median not reached for olaparib and 41.9 months for placebo).

The provided analysis of PFS2 is far from mature and probably over-represents patients with a short-lasting
response with poor platinum sensitivity. The MAH should provide the updated and final PFS2 data from
SOLO1 study (see Annex Il). PFS2 might also have been influenced by inclusion of cancer antigen 125 as a
biomarker for disease progression according to the PFS2 definition in this trial.

At the time of the analysis OS survival data were not yet sufficiently mature to allow comparison between
two groups, with event rate of 21.2% and 20.6% in olaparib and placebo arms respectively. At 21.0% of
maturity, the HR was not indicating a detriment in OS of olaparib arm compared to placebo, with a large CI
(HR 0.95, 95% CI 0.60, 1.53, p= 0.8903, median was not reached in either arms). In order to further
investigate the efficacy of olaparib in the claimed indication, the final OS analysis which will be done at
approximately 60% maturity will be submitted by the MAH (see Annex Il). Updated OS analyses are also
expected to be submitted (see Annex Il and RMP).

Analysis of exploratory efficacy endpoints showed a reduction in the risk of discontinuation of study
treatment or death and a delay of time until the first subsequent anti-cancer therapy and the second
subsequent therapy or death in the olaparib group compared with the placebo group in overall population
(FAS). TDT results showed a median difference of 10.8 months favouring olaparib vs placebo arm (median
of 24.6 months for olaparib vs 13.8 months for placebo, HR 0.63, 95% IC 0.51, 0.79, p<0.0001). A
statistically significant delay in TFST was observed for olaparib arm compared with placebo in the overall
population (HR 0.30, 95% IC 0.22, 0.40, p<0.0001, median of 51.8 months olaparib vs 15.1 months
placebo). At the time of the DCO, median TSST was not reached in the olaparib arm vs 40.7 months for the
placebo arm. Results showed a delay in the time to a second therapy in the olaparib arm compared with the
placebo arm (HR 0.45, 95% IC 0.32, 0.63, p< 0.0001). Data from subsequent therapies showed that
patients are still capable to respond to the following treatments after the administration of maintenance
treatment with olaparib.

Thirty three patients (35.1%) of the 94 placebo-treated patients who had a subsequent therapy received a
PARP inhibitor and only 10 patients of the 91 olaparib-treated patients (11.0%) who had a subsequent
therapy received a PARP inhibitor. According to data provided from SOLO-1 study, results seemed to show
a positive trend in delaying second progression (7/10 patients) in patients retreated with olaparib in
maintenance following a platinum-based chemotherapy after first relapsed. However, data are too immature
to conclude whether patients can benefit from PARP inhibitor re-challenge after previous exposure to
olaparib. The SmPC reflects that there are no efficacy and safety data on maintenance retreatment with
Lynparza following first or subsequent relapses in ovarian cancer patients or on retreatment of breast cancer
patients (see sections 4.2 and 5.1).

Number of events for ‘Time to earliest progression by RECIST 1.1, CA-125 or death endpoint’ at the time of
the analysis was lower in olaparib arm compared to placebo arm (39.2% vs 74%, respectively). Hazard ratio
results benefited better the study arm than the control arm (HR 0.30, 95% IC 0.23, 0.40; p<0.0001; median
was not reached for olaparib vs 12 months for placebo arm). K-M plot showed a separation of the curves. A
pronounced decrease during month 3 to month 18 is observed in placebo arm while olaparib arm remained
slightly decreasing.

Among the patient with evidence of disease at the time of randomization (target or non-target lesions at
baseline), ORR of 42.6% was achieved in patients in the olaparib arm vs 23.1% in patients in the placebo
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arm. In the olaparib arm (54 patients), 27.8% of the patients reached complete response, 14.8% reached
partial response and 48.1% remained with stable disease as BoR.

Patient-reported outcome (PRO) data were assessed by the change from baseline in the Trial Outcome Index
(TOI) of the Functional Assessment of Cancer Therapy — Ovarian (FACT O) as a secondary endpoint. These
analyses are considered as exploratory. There was no pre-specified hypothesis and alpha allocation.
Significant changes in the types of analyses have been introduced during the study. The relatively high
scores at baseline likely reflect generally few cancer-related symptoms post-chemotherapy. The results at
the chosen timepoints do not appear to fully capture treatment-related toxicities and the decreased
tolerability. The rationale has not been comprehensively provided for the appropriateness of the timing of
data collection and numerous changes in the analysis methods, in light of the patient population, disease
setting and treatment regimen. The impact of missing data and of introduced collection of data beyond
progression have not been discussed. Overall, limitations mentioned above precluded PRO inclusion in the
SmPC.

Regarding patients with sSBRCAm, only 2 confirmed patients were included in the SOLO-1 trial. Available data
is not sufficient to allow comparison of the efficacy profile of Lynparza within the two populations (JBRCAmM
and sBRCAmM). However, an activity similar to that in patients with germline BRCA mutations is expected
based on strong biological rationale. In addition, available clinical data indicating efficacy of olaparib in
patients with somatic BRCA mutations in the maintenance treatment of ovarian cancer support extrapolation
in this setting. Nevertheless, the MAH is recommended to collect efficacy and safety data in patients with
sBRCA1/2 mutations in clinical trials and/or in real-life setting in patients treated with olaparib after the
first-line platinum-containing chemotherapy.

Patients with high grade endometrioid and other histology types were poorly/not represented in the patient
population effectively enrolled in the SOLOL1. Altogether there were 15 patients (5.8%) on the olaparib arm
and 1 (0.8%) on the placebo arm with high grade endometrioid or other histology type. Exploratory analysis
of the number of PFS events in the non-serous histology groups showed broadly similar results for olaparib
treated patients, with the caveat of the small number of patients with non-serous histology. In addition,
exploratory analysis of the number of PFS2 events in the non-serous histology groups also showed broadly
similar results for olaparib treated patients. In view of consistent results in the SOLO-2 and SOLO-1 study for
patients with high grade endometrioid cancer and the olaparib mechanism of action and biological rationale
suggesting benefit in high grade tumours the indication is not restricted to “serous” histological type.

Although most of women with HGSOC have a good response to standard platinum-containing chemotherapy
treatment, about 20 to 30% of patients relapse within 6 months (platinum-resistant disease) (Testa et al,
2018). About 15% of patients with gBRCA1/2 mutations are estimated to have platinum-free interval of less
than 6 months after the first line chemotherapy (Chartron et al, 2019). The proportion of patients in olaparib
arm (3.5%) and in placebo arm (8.4%) for which the effective progression date (by RECIST1.1, BICR) was
reported to occur during first 6 months after the last dose of the platinum-based chemotherapy is considered
informative and has been reflected in the SmPC.

2.4.3. Conclusions on the clinical efficacy

The study SOLO-1 provided significant evidence of PFS benefit for Lynparza in monotherapy as maintenance
after a first line of platinum-based chemotherapy for patients with high-grade serous epithelial ovarian,
fallopian tube and primary peritoneal cancers with BRCA mutations. Considering OS and PFS2 results were
immature, the CHMP considers the following measures necessary to address issues related to efficacy:

PAES: In order to further investigate the efficacy of olaparib maintenance treatment in patients with
advanced BRCA1/2-mutated 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, the
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MAH should submit the final analysis of OS and updated analyses of PFS2 from the phase 3, randomised,
double-blind study SOLO1. Due date: 31 December 2023.

2.5. Clinical safety

Introduction

Across the entire clinical programme, as of 15 June 2018, approximately 9293 patients are estimated to
have received treatment with olaparib. The focus of this analysis is the SOLO1 study (SOLO1) where olaparib
300 mg (or placebo) bd was given as a maintenance monotherapy in patients with newly diagnosed BRCA
mutated advanced (FIGO Stage I11-1V) ovarian cancer following platinum based chemotherapy. Supportive
safety data, for olaparib 300 mg bd as a monotherapy, are provided by a pool of 1060 patients who were
intended to receive this dose and received olaparib in the MAH-sponsored studies, as indicated in Table 37.

Table 37: Number of patients in the 300 mg bd pool (as of DCO: 17 May 2018)

Number of patients intended
for the 300 mg bd cohort and
received olaparib
Study'pooled dataset (all tmmour types)
Total exposed 106G
DOS18C00001 (SOLO1): Phase III FIGO Stage ITI-IWV ovarian cancer 260
SOLO1 China cohort 40
DOE816C00002 (SOLO2): Phase IIT platimum-sensitive serous owvarian cancer 195
SOLO2: China cohort 22
DOS19C00003 (OlmpiATY): Phase ITI HER 2-negative breast cancer 205
patients with gBRCA /2 mmutation
Study 24: Phase I Felatrve Bicavailability (300 mg tablet bd patients only. 24
Groups 4 and &)
Study 04: Phase I Food interaction & QT 57
Study 06: Phase I Fenal impainment study 43
Study 07: Phase I CYP3 A4 inhibition and QT 56
Study 08: Phase I CYF induction 19
Study D081 CC0001 : Phase I anti-hormonal PE study 69
Study DOS1BC0O0001: Phase I Japan Menotherapy study 19
D0816C00005: Phase I hepatic impairment study 31
DOS1BC0O0002: China PE stody 20

bd Twice daily; CYP Cytochrome P450; gBRCA Germline breast cancer susceptibility gene; FIGO
Intemational Federation of Gynecology and Obstetrics; HEF2 Human epidermal growth factor receptor-2:
PK Pharmacokinetic{s).

Patient exposure

Overall extent of exposure
SOLO1

At the Data Cut-Off (DCO) for the analysis of PFS, the majority of patients in the safety analysis set (SAS)
had discontinued study treatment (247 [95.0%] of 260 olaparib-treated patients and 129 [99.2%] of 130
placebo-treated patients). The most common reason for discontinuation in the olaparib arm was completion
of 2 years of therapy (123 [47.3%] of 260 olaparib-treated patients, compared with 35 [26.9%] of
placebo-treated patients who completed 2 years of therapy); the most common reason for discontinuation
in the placebo arm was disease progression (78 [60.0%] of 130 patients).

A higher proportion of patients in the olaparib arm had discontinued for an AE, compared with the placebo
arm (30 [11.5%] of 260 patients vs 3 [2.3%] of 130 patients, respectively). However, a lower proportion of
olaparib-treated patients discontinued due to a progression event (51 [19.6%] of 260 patients vs 78
[60.0%] of 130 patients, respectively).
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Fifteen olaparib-treated patients (5.8%) had stable disease and remained on treatment as per protocol,
compared with 2 (1.5%) placebo-treated patients. Eleven olaparib-treated patients (4.2%) and 1 (0.8%)
placebo-treated patient had no evaluable disease or stable disease and continued on treatment in error.

The majority of olaparib-treated patients received treatment for a period of 218 months (compared with the
majority of patients receiving treatment for =12 months on the placebo arm). The number of patients still on
treatment began to diverge between arms at approximately 6 months (in favour of olaparib). Duration of
exposure to study treatment in SOLO1 is summarised in Table 39.

Table 38: SOLO1: Overall extent of exposure (SAS)

Number (29) of patients

Month (approximate) ;3:]“5:;‘:1—:1 PI’::;[’D

(IN=260) (IN=130)
Day 1 260 (100) 130 (100)
=1 month (304 days) 246 (94.6) 128 (98.5)
=3 months (91.3 days) 231 (88.8) 119 (91.5)
=6 months (182.6 days) 213 (81.9) 102 (78.5)
=9 months (273.9 days) 203 (78.1) 87 (66.9)
=12 months (3653 days) 190 (73.1) 68 (52.3)
=138 months (547 .9 days) 174 (66.9) 52 (40.0)
>24 months (730.5 days) 115 (44.2) 36 (27.7)
=36 months (1095_8 days) 14 (5.4) 2(1.5)

Rows are cunmlative and patients are included if they have taken treatment beyond the treatment day stated in
the parenthesis. A month is defined as 365.25/12 = 304375 days
bd Twice daily: CSR Clinical study report; DCO Data cut-off: SAS Safety analysis set

Table 39: SOLO1: Duration of olaparib/placebo exposure (SAS)

Olaparib Placebo
Treatment duration (weeks) 300 mg bd bd
(IN=260) (IN=130)
Olaparib/placebo total treatment duration®
Mean (SD) 87.0(47.13) 65.3 (38.91)
Median 1069 60.3
MNlimdmmnmn; Maximmn 0; 226 1; 198
Total treatment weeks 22623 2494

Olaparib/placebo actual treatment duration®

Mean (SD) 84.7 (46.93) 64.6 (38.79)
Median 102.0 58.6
Mminnun; Maximnun 0: 226 1: 196
Total treatment weeks 22011 8396

2 Total treatment duration (days) = (last dose date - first dose date +1) for each phase.

= Actual treatment duration (days) = (last dose date - first dose date +1) excluding dose intermuptions.
bd Twice daily; SD standard dewviation.

Table 40 summarizes study treatment interruptions and dose reductions. Per protocol, dose reductions were
only allowed for toxicity management and the maximum number of dose reductions was 2. The 8 patients (7
olaparib-treated patients and 1 placebo-treated patient) who are shown in Table 40 as having more than 2
reductions were patients who had a treatment interruption (eg, a missed dose) incorrectly reported as a

dose reduction.

Assessment report
EMA/330530/2019

Page 61/109



Table 40: SOLO1: Study treatment interruptions and dose reductions (SAS)

Number (%) of patiemts
Olaparib 30 mg bd Placebo
(=161 (N=130)
Beceived planned starting Yes 246 (94 8) 128 (98.5)
dose o 14 (5.4) 2(1.5)
Mo mtermuption 101 (35.8) 90 (89.2)
Murnlber of patients with an Ay 159 (61.2) 40 (30.8)
mrerpnen 1 mieruption 54 (20.8) 23 (17.T)
2 mierruptions 35 (13.5) 10 (7.7
3 mierruptons 26 (10.0) 4(3.1)
4 mteruphons 15 (5.8 1 (0.8)
-4 mierruptions 28 (11.2) 2(1.5)
Eeazon for mtermaption® Advrerse event 128 (49.2) 21 (16.2)
Surgery 42 {(1a.X) 13 (10.00)
Crher 51 {19.6) 18 (13.8)
Mo dose reduction 166 (63_8) 119 (21.5)
Mumber of patients with a Ay Q4 (36.2) 11 (B.5)
dose raduction 1 reduction 44 (16.9) 7 (5.4)
2 reductions 43 (16.5) 34{2.3)
=3 reductions TET 1 {0.8)
Feason for dose reduction” Advrerse event 75 (28.8) 5(3.8)
Crher 12 (4.6) 1 (0.8}
Mo dose modification B9 (342} SR (&87.T)
Murnlber of pahents with 2 Ay 171 (65_8) 42 (32.3)
doze modification” 1 modification 51 (19.6) 20 (15.4)
2 modifications 30 (11.5) 14 {1008}
=3 modifications o0 (34.6) B{5.2)
Eeazon for dose modificaton? | Adverse event 134 (51.5) 21 (16.2)
Crther 9T (37.3) 31 (23.8)
MNumlbser of patients with both Any 82 ({31.5) 9(6.9)
an Infermapton and dose
reduction
# Reasons for intenuptions were not mrtually exchisive for patents with mmltple intermuphons although were

counted only once per category.

Olaparib 300 mg bd pool

Long-term exposure to olaparib therapy was assessed in the 300 mg bd pool; 438 (41.3%) and 250 (23.6%)
of all patients remained on treatment for 21 year and =2 years, respectively. The median total treatment

duration in the 300 mg bd pool was 272 days (approximately 9 months). Compared with the olaparib arm of
SOLO1, treatment duration in the 300 mg bd pool was generally shorter (probably due to the fact that
31.9% of patients in this pool were recruited to Phase | studies).
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Table 41: Overall extent of exposure in the 300 mg bd pool

MMonth (davs)

Number (29) of patients

Olaparib 300 mg bd

N=1060
o 1060 {100.0)
=1 month (30.4 days) 984 (92.8)
=3 months (91.3 days) 796 (75.1)
=6 months (182.6 days) 629 (59.3)
=12 months (365.3 days) 438 (41.3)
=18 months (547.9 days) 342 (32.3)
=24 months (730.5 days) 250 (23.6)
=36 months (1095_8 days) 16 {1.5)

Duration of treatment was collected in days. A month is defined as 365.25/12 = 30.4375 days.
Rows are cunmlative and patients are included if they have taken treatment beyond the treatment day stated in

the parenthesis

bd Twice daily; DCO Data cut-off.

Demographics

SOLO1

The demographic and disease characteristics of patients in SOLO1 are summarised previously in Table 11.

Olaparib 300 mg bd pool

Demographic data have not been pooled, as the group of studies contributing to the 300 mg bd pooled
dataset have different patient populations of varying stages of disease. Summaries of the key demographic
and baseline patient characteristics for the 12 studies contributing to the pooled dataset are provided in

Table 42.
Table 42: Key demographic and baseline characteristics by study: studies in olaparib 300 mg bd
pool
Study Agelsex/race Performance status Tumour type Prior anticancer BRCA mutation
Number of treatment status
Subjects
randomised/
treated
SOLO1 29 to 84 years (mean age ECOGP5=1 Advanced (FIGO Stage III-IV) All pre-treated 389 gBRCAm
N=391/390 53.5 years) 305 (78.0%) PSO Crarian Cancer Median number of 2 sBRCAm
(260 n the pooled All Female 85 (21.7%) P51 prior
dataset) 320 (81.8%) White, chemotherapies
59 (15.1%) Asian was 1.0
12 (3.1%) Black
African American and
Other
SOLO1 China 33 to 67 years (mean age ECOGP5=1 Advanced (FIGO Stage III-IV) All pre-treated All gBRCAm
cohort 51.0 years) 33 (51.6%) P50 Ovarian Cancer Median number of
N=64/64 All Female 31(48.4%) PS1 prior
(44’ in the 64 (100%) Asian chemotherapies
pooled dataset) was 1.0
OlympiAD 22 to 76 years (mean age ECOGPS=1 Metastatic breast cancer All pre-treated All gBRCAm
N=302/296 45 3 years) 210 (69.5%) PSO Median number of
(205 in the 205 (07 7%) Female, 92(30.5%) P51 prior
pooled dataset) 7(2.3%) Male chemotherapies
197 (65.2%) White, was 1.0
94 (31.1%) Asian
11 (3.6%) Black.
African American and
Other
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Study Age/sex'race Performance status Tumour type Prior anticancer BRCA mutation
- = - -P
Number of treatment starus
Subjects
randomised/
treated
SOLO2 28 to 83 years (mean age ECOGPS=1 PSR ovarian cancer All treated patients All gBRCAm
N=205/294 37.0 years) 239 (81.0%) PSO had prior
(195 in pooled All female 54 (18.3%) PS1 chgmothemp}r
dataset) 173 (88.3%) White Median number of
22 (11.2%) Asian prior regumens =
1 (0.5%) Black or 2.0 (range 2-7)
African American
SOLO2 China 33 to 67 years (mean age ECOGP5=1 PSR ovarian cancer All treated patients All gBRCAm
Cohort N=32/32 49.6 years) had prior
(22 in pooled All female chemotherapy
dataset) 32 (100%) Asian Median number of
prior regimens =
2.0 (range 2 - 4)
Study 24 40 to 78 years (mean age ECOGPS=2 Breast or ovarian cancer Al had prior All gBRCAm
bioavailability 56 years) chemotherapy
(zroups 4 and 6) 23 (95.8%) Female, Median number of
N=197 in whole 1 (4.2%) Male prior regimens in
study/24 in 23 (95.8%) White, groups 4 and 6 was
groups 4 and 6 1(4.2%) Asian 40
(24 in pooled
dataset)
Study Agelsex'race Performance status Tumour type Prior anticancer BRCA mutation
Number of treatment status
Subjects
randomised/
treated
Study 04 Food 36 to 79 years (mean age ECOGPS =2 Patients with advanced solid tumours. All pre-treated 5 BRCAm;
effect (Part C) 60.0 years) (54 [98.2%0] patients The most common primary tumour 8 BRCAwtTUS,
N=60/55 42 (76.3%) Female, were ECOG PS =1 locations were: ovary (19 [34.5%] 47 patients not
(57 in pooled 13 (23.6%) Male and data for 1 patient | patients). breast (9 [16.3%] patients), tested
dataset. includine 54 (98.2%) White, Was missing) lung (:1 [73%] _patieuns)_ c_:o]orecta]
2 patients from 1(1.8%) other (3 [5.5%] patients). peritonenm
Part B (2 [3.6%] patients), and prostate
) (2 [3.6%] patients).
Study 06: renal 2to 76 years (mean age | 41 (95.3%) patients | Patients with advanced solid tumonrs All pre-treated 3 BRCAm:
impairment study 61.9 years) were ECOG PS =1; and normal renal function or mild or 4 BRCAwt,
art B only’ 2% data for 2 patients moderate renal impairment. Most 35 patients not
(P ) 19 (44.2%) male. P mp: P
N=44/43 24 (55 8%) female Were missing common locations were ovary tested
(43 in pOUIE.'d. 42 (gq—un) White/ {12 [2?.90.4]] patieuts]_ renal
dataset) 1(2.3%) Asian (5 [11.6%] patients) and breast
(4 [9.3%] patients).
Study 07 34 to 82 years ECOGP5=2 Patients with advanced solid tumours. All pre-treated 6 BRCAm:
itraconazole (mean age 61.0 years) (53 [98.1%0] patients The most common primary fumour 8 BRCAwtTUS,
interaction study 38 (70.4%) Female, were ECOG PS <1; locations were: ovary (20 [37.0%] 45 patients not
(Part C) 16 (29.6%) Male 1 patient was PS 2) patients), pancreas (6 [11.1%] tested
N=59/54 51 (94.4%) White patients), rectal (4 [7.4%] patients),
e - e By breast, cervix, and head/'neck, cervix
(56 in pooled 1 {1.9%%) each of Asian, . = cor -
dataset including Black or African (3 patients [5.6%] each). biliary tract.

2 patients from
Part B)

American, and other
race

colon, colorectal, lung, pentonenm,
and wterns (2 [3.7%] patients each).
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Study Agelsex'race Performance status Tumour type Prior anticancer BRC4A mutation
Number of treatiment status
Subjects
randomised/
treated
Study 08 31 to 79 years ECOGPS=2 Patients with advanced solid fumounss. All pre-treated Unknown
rifampicin (mean age 58.0 years) (16 [84.2%] patients The most common primary fHnour
interaction study 16 (84.2%) Female, were ECOG PS =1; locations were: breast and ovary
(Part B only) 3 (15.8%) Male 3 patients were PS 2) | (each with 6 p_ah'.ents [26.3%]); colon
N=22/19 19 (100.0%) White (2 patients [10.5%]).
(19 in pooled
dataset)
DO81BCO0001 34 to 77 years ECOGPS=2 Patients with advanced solid The median
Japan Phase I (mean age 54 1 years) (18 [78.3%] patients malignancies. The primary tumour | mumber of previous
study (Part B 15 (65.2%) Female, were ECOG PS 0) locations in most of the patients were chemotherapy
only) 8 (34.8%) Male b:reasl_[i [_21 .T@'é] pah'ents}: ovary re g:'_mms at
N=23/23 23 (100.0%) Asian (4017 .423] pfhrentsj.. cervix and baseline was 3.
(19 in pocled uterus (2 [8.7%] patients each).
dataset)
DOS1CCO0001: 29 to 79 years ECOGP5=2 Patients with advanced solid cancer. All pre-treated 21 BRCAm;
Anti-hermonal (mean age 58.3 years) (78[98.7%] patients The most common primary fumour 9 BRCAwt,
PK interaction 64 (81.0%) Female, were _ECDG Ps=l; lociatior:'l.s were: ovary (36 patlieuts 46 patient? aot
study (Part B 15 (19.0%) Male 1 patient was PS 2) [45.6%]). and h-regst (16 patients tested, 3 missing
only) 73 (92 4%) White, [20.3%]).
N=T9/79 2 (2.5%) Asian.
(69 in pooled 2 (2.5%) Black or
dataset) African American
2 (2.5%) other
Study Age/sex/race Performance status Tumour type Prior anticancer BRC4 mutation
Number of treatment status
Subjects
randomised/
treated
DOS16C00005 41 to 78 vears (mean age ECOGPS =2 Patients with advanced solid cancer. All pre-treated BRCA status was
Hepatic 59.7 years) (12[38.7%%] patients The most conumon primary tumons not a requirement
impaimment study 14 (45.2%) Female, wers ECOG PS 0; locations were: liver (8 patients); for study entry
N=31/31 (30 in 17 (54.8%) Male 17 [34.8%] patients ovary, colon and pancreas were also
pooled dataset) 30 (96.8%) White, were P51 and commen sites (each in 4 patients).
1(3.2%) Asian. 2 patients were PS 2 Hepatic function was normal in
atthe start of Part B | 13 (41.9%) patients; mild impairment
of the study) in 10 (32.3%) patients; moderate
impairment in 8 (25.8%) patients.
D081BC00002 2 to 67 years (mean age | 35 [97.2%] patients | Patients with advanced solid tumours. All pre-treated. Patients were not
China PK stody; 48 4 years). were ECOGPS =1; Most common locations were breast | Median number of | tested for BRCA
N=47/36 (20 m 8 (22.2% male. 1 patient was PS 2 (21 [58.3%] patients) ovary regimens of mutation states.
pooled dataset) 28 (77.8%) female. (6 [16.7%] patients), and gastric previous
36 (100%) Asian (5 [13.9%] patients). chemotherapy at
baseline was 4.0

bd: Twice daily; CSE: Clinical study report; BRCA: Breast cancer susceptibility gene: BRCAm: BRCA-nutated; BRCAVUS: BRCA variant of uncertain

significance; BRCAwt: BRCA wild type; ECOG: Eastern Cooperative Oncology Group; FIGO: International Federation of Gynecology and Obstetrics; PE:
Pharmacokinetics; PS: Performance statos; PSR platinum sensitive relapsed.
Data derived from CSRs for SOLO1, OlympiAD, Study 24, Study 04, Study 07, Study DOSIBCO0001, Study DOSIBC00002, Study DOS1CCO0001,
Study DOS16C00005, Study DOS16C00006 and SOLO?2 (including SOLO2 China Cohort).

Adverse events

The number and proportion of patients who had at least one AE in any category in SOLO1 are summarised

in Table 43.
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Table 43: SOLO1: Number (26) of patients who had at least 1 AE in any category (SAS)

Number (2o) of patients
AFE category” Olaparilb Placebo
300 mg bd ad

N=260 N=130
Any AE 256 (98.5) 120 (92_3)
Any AE of CTCAE Grade 3 or lngher 102 (39.2) 24 (18.5)
Any AE with outcome = Death (o] (o]
Any SAE (including events with outcome = death) 54 (20.8) 16 (12.3)
Any AE leading to discontinuation of study treatment 30(11.5) 3(2.3)
Any AE leading to dose reduction of study treatment 74 (28.5) 4(3. 1)
Any AE leading to mtermaption of study treatment 135 (51.9) 22 {16.9)

= Patients with multiple events in the same category are counted only once 1n that category. Patients with
events in more than one category are counted once 1in each of those categones.

Includes AFEs with an onset date on or after the date of first dose and up to and including 30 days following the
date of last dose of olapanb/placebo.

AFE adwverse event; bd Twice daily; CTCAE Common Terminology Criteria for Adverse Events (v4.0):

SAE serious adverse event; SAS Safety analysis set.

The most commonly reported AEs occurring in >10% of patients in either treatment group in SOLO1 are
presented in Table 44. Given that the median duration of exposure of patients in the olaparib arm was

approximately two times that of patients who received placebo in SOLO1, the overall frequencies of the most
commonly reported AEs adjusted for patient years’ exposure were also presented.
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Table 44: Most common AEs (occurring in 210% of patients in either treatment group) (SAS)

Olaparib 300 mg bd Placebo
(IN=260) (N=130)
Event rate Event rate
Number (%) | (per 1000pt | Number (%) | (per 1000 pt
MedDEA preferred term of patients* years) of patients* vears)
Patients with any AE 256 (98.3) 17789.93 120 (92.3) TO28.73
Nausea 201 (77.3) 174727 490317 42042
Fatigue 106 (40.8) 375375 39 (30.00 306.10
Vomiting 104 (40.0) 346.03 19(14.6) 12491
Anaemia 99 (38.1) 32148 12(9.3) 1278
Diarthoea 89 (342 28483 32 (24.6) 23412
Constipation 27T 20579 25019 167.16
Drysgeusia 68 (26.2) 199.23 5(3.8) 30.53
Arthralgia 66 (25.4) 186.57 35(26.9) 269.14
Abdominal pam 64 (24.6) 174.99 25(19.2) 164.23
Asthenia 63 (24.2) 176.10 16(12.3) 101.63
Headache 39 (22N 15719 31(23.8) 208.04
Dizzmess 51(19.6) 134.95 200154 13478
Decreased appetite 51(19.6) 13514 13 (10.00 §291
Abdominal pam upper 46 (17.7) 121.29 17(13.1) 108.90
Dryspepsia 43(16.5) 11005 16(12.3) 103.64
Cough 42(16.2) 106.38 28(21.5) 190.46
Neutropenia 41(15.8) 104.13 969 5489
Back pam 40(15.4) 0091 16(12.3) 103.17
Dryspnoea 39 (15.0 95.57 T(5.4) 4163
Pyrexia 3019 7497 12 (9.2 T2.04
Uninary tract infection 31(119) 75.38 8(6.2) 4854
Myalzia 28 (10.8) 66.88 13 (10.00 8256
Upper respiratory tract infection 28 (10.8) 66.71 1292 78.13
Pain m extremity 28 (10.8) 68.42 11(3.5) 68.03
Nasopharyngitis 27 (104) 65.07 17(3.0) 106.19
Insommia 27 (10.4) 64.78 16(12.3) 102.29
Depressicn 13 (5.0 xnmn 13 (10.00 §282

Y MNumber (%) of patients with AFs, sorted in decreasing frequency of preferred term i the olapanb amm.
Inchades AFs with an onset date on or after the date of first dose and up to and includmg 30 days following the
date of last dose of study dmg.

MedDEA Version 21.0.
AE adverse event; bd twice daily; MedDEA Medical Dictionary for Regulatory Activities; pt patient;
SAS Safety Analysis Set.

Adverse events by treatment period

The majority of AEs first occurred within the first 3 months of treatment. An assessment of AEs by treatment
period of AE onset with the onset data for 0-3 months and 3-6 months presented in Table 45. For AEs of
constipation and dyspnoea, the reporting frequency was higher for olaparib-treated patients over patients in
the placebo arm during the first O to 3 months and/or 3 to 6 months of treatment.
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Table 45: SOLO1: Onset of AE in the first 3 months and 3-6 months of treatment for the most
common AEs (reported in =10% of patients in either arm; (SAS)

Freferred term

Number (%) of patients

Drnzet in 0-3 months

Drmizet im 3-6 months

laparib 300 Flacebo O laparib J3000 Flacelo

mg bd Tbd i Tad
N=2Ia0 N=130 N=2I4Z N=L1I8
TMau=aa 184 (70.8) 35 2T. 7 26 CLOTy (=R ]
Fatizue S0 (30_8) 25 (19 23 L7 CF.ON 3 (23>
W onmrtm e ST LZ1.9) 11 {8.52 3Z(13.2) 1 (OB
A namencia 63 24 20 S {4.5) 3T CL5.3) 3 (23D
Daiaxvhoea S5 (212D 18 (13 .81 19 (7.9 = |
Comstipation 37T LA 2 11 {8.5) 15 (6.2 4 (3.1
Diwsmewsia S& (ZX1_50 2 (3.1 S (2. 5] 1 (OB
LHathealais 29 (L1120 19 {14.60 11 (2.5 10 7 By
A bdominal pain 2T (LD <) B (S5_2) 12X (S0 3 (23D
A =thenia 43 (1&_5) B {5 2) 23[9 1) 2 (L.&E)
Headache IO (L1_5) 13 {130 D (3.7 S (T.0n
Dhizminesss 26 ([ LO_00 13 100 L1 C2.5) 2 (23D
Diecreased appetite 3E (L3 8D L= -y T 2.9 3 (23>
Abdominal pain upEeer 22 (B_.3) 1O (7. 7D L2 (S.0) 4 (3.1
Diwspepsia 24 (2.2 S (4.5 8 (3.3 5 (3.9
Couzh 1S (6.2) T A5 A 11 25D T LS. 5D

Meutrop-eania B > Ty | L -y 16 (5.8) o

FPreferred termm

Number (%&) of patients

Drmxset im 0

3 mmomths

Ormzet im I

& mmonths

Olaparik 3040 Flacebo O laparib 300 Flacebo

g bd B e b Tad
=260 N=130 I B ™N=128

Back paix 10 C3_8) 2 L1.5) 24 CL. T T 5.5
Dv=pmoaa 16 (6.2 5 €2.3) T 2.5 1 CO.B)
Pyrem= S 1_9% 2 1.5 10 (2. 12 3 (2.3
Urinary tract infection s (313 3 232 T 2o 3 (2.3
MAw=l=ia T2 Ty TS A 312N 3 (23
Pain in extremity T 2Ty 5 (3.8) T 2.5y EERT]
Upper respitatory fract infection 5 (1.5% 4 (3 1) S 2 1y EERT)
MMasopharyo=itis & (2.3% 5 £3.8) S 2.1 3 (2.3
Inscamania 12 (45> TS A S 2.1y & CA T
Depression & (233 5 £3.8) 3 1.2y ENERT]

AF Adverse event AT T Alamne aminoctransferase; AST Aspartate aminotansferase; bd Trwice dasly:
CSR Choucal study seposrt;: CTCATE Common Terminologsy Criteria for Adhverse Events; DM Data cut-off
M Total oumbeer of patents; SAF Serous adverse event: SAS Safety analirsis set
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CTCAE Grade =3 AEs
Table 46: SOLO1: CTCAE Grade =3 AEs occurring in =2 patients in either treatment arm (SAS)

Number (%4) of patients*
MedDRA 50C Olaparib Placebo
preferred term" 300 mg bd hd
(N=260) (N=130)

Patients with any CTCAE Grade =3 AE 102 (38.2) 24(18.5)
Blood and bmphatic system disorders 63(24.2) 5(6.2)
Anaenna 3BELN 2(1.3)
Neutropenia 130500 4(3.1)
Lenkopenia 4(1.5% 0
Lymphopema 2(0.8) 1{0.8)
Febrile nentropenia 2(0.8) 0
Gastrointestinal dizorders 17 {6.5) 323
Dharrhoea 8(31) 0
Abdominal pam 4(1.3) 1(0.8)
Small mtestinal obstroction 2{0.8) 1{0.8)
Mansea 2(0.8) 0
Investigations 11 {4.6) 431
Neutrophil count decreased T.T 2(1.5)
White blood cell count decreased 40135 0
Lymphocyte decreased 208 0
Platelet count decreased 1{0.4) 2(1.5)
General disorders and adminiztration site 114.2) (.5
conditions

Fatigue (19 2(1.5)
Asthema (1.9 0
Infections and infestations 331 4(3.1)
Uninary Tract Infection 2({0.8) 0
Musculoskeletal And Connective Tissue 2(0.5) 0
Disorders

Fotator cuff syndrome 2(0.8) 0
ERenal and urinary disorder 2(0.5) 0
Uninary incontinence 2(0.8) 0
Respiratory and mediastinal disorders 5(1.9) 0
Pulmenary embolism 2(0.8) 0
Nervous system disorders 4(1.5) & (4.6)
Headache 1{04) 23
Syncope 1(04) 2(1.5)
Vascular disorders 2(0.8) (.5
Hypertension 1(0.4) 2(1.5)

Multiple cccurrences of a system ocrgan class/preferred term for a patient are counted only once for the
patient

b Sorted by decreasmg crder of frequency 1n the olapanb arm and then by order of frequency in the placebo

arm.
AFE: Adversze event; bd Twice daily; MadDE A Medical Dhctionary for Fegulatory Activities (v21.07;
SAS Safety analysis set; SOC System COrgan Class.

Comparative analysis of adverse events for the olaparib treatment group in SOLO1 and the 300 mg bd pool

The proportions of patients with AEs, SAEs, AEs leading to treatment (olaparib) discontinuation, CTCAE
Grade =3 AEs and AEs leading to death were comparable for SOLO1 and the 300 mg tablet pool.
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Table 47: Number (26) of patients who had at least 1 AE in any category (olaparib treatment
groups) in SOLO1 and the 300 mg bd pool

AF category™ Number (%%) of patients
SOLO1 Olaparik 300 mg bhd
olaparib 300 mgz bd pool
{IN=160}) (N=1060)
Anwv AE 256 (98.5) 1037 (97.8)
Any AFE of CTCAE Grade 3 or higher 102 (39.2) 404 (3813
Any AF with outcome = Death ] L]
Any SAE (including events with cutcome = death) 54 (20.8) 210 (19_8)
Any AF leading to discontinmation of study treatment 30({11.5) 84 (7.9
Any AFE leading to dose reduction of study treatment 74 (28.5) 219 (20.7T)
Any AF leading to interrapton of study treatment 135 (51.9) 398 (37.5)
= Patients with multaple events in the same category are counted only once m that category. Patients with

events in more than 1 category are counted once in each of those catezories.
Inclades AEs with an cnset date between the date of first dose and 30 days following the date of last dose of
study treatment
AE Adverse event; bd Twice daily; CSE Chmucal study report; CTCAE Common Terminology Criteria for
Adverse Events; DMCO Data cut-off ; M Totzl number of patients; SAFE serious adverse event; SAS Safety
analysis set.

Table 48 shows the most commonly-reported AEs for the olaparib treatment arm in SOLO1 and the 300 mg
bd pool.

Table 48: Most common AEs (reported in 210% in the olaparib treatment arm of SOLO1 or the
300 mg bd pool

Number (%) of patients®
Preferred term olnpsf:::iig:)é'i bd Olapa nl;:oulo mg bd
(IN=Z60) N=1060

Patients with any AF 156 (98.5) 1037 (27.8)
Mausea 201 (F7.3) 682 (64.3)
Fatizue 1046 (40 8) 416 {39.2)
Womiting 104 (2000 381 ({3590
Anzemia 99 (38.1) 400 (37.7)
Diamhoea 89 (34.2) IED (26.6)
Constipation T2 27T 200 (18.9)
Dwszeusia 58 (26.2) 187 (17.6)
Arthralzia 66 (25.4) 151 (14.2
Abdominal pain 64 (24.6) 172 {16.2)
A sthenia 63 (24.2) 171 {16.1)
Headache 59 (22.7) 194 (18.3)
Decreased appetite 51 (19.6) 2446 {23.2)
Dizzinesss 51 (19.6) 135 (127
Abdominal pain upper 46 (17.7» 118 (11.1D)
Dyspepsia 43 (16.5) 114 (10_8)
Cough 42 (16.2) 156 (14.7)
MNeutropenia 41 (15.8) 151 (14.2)
Back pain 40 (15.4) 128 (12.1)
Drwspmoea 39 (15.0) 139 (13.1)
Payrexia 31 ¢11.5% 127 {12.0)
Urinary tract infection 31 ¢11.5% 92 (B.T)
Myalzia 28 (10.8% 66 (6.2)
Pain in extremity 28 (10.8% T2 (6.8)
Upper respiratory tract infection 28 (10.8) 104 (9_8)
Masopharyngzihs 27T {10.4% BE (8.3}
In-ommnia 27 (10.4) 75 (713

= Table crdered by incidence of events in SOLO1

Includes AEs with an onset date betawreen the date of first dose and 30 dawvs following the date of last dose of
study treatment

AE Adverse event; AT Alanine aminotransferase; bd Twice danly; CSFE Choocal study report; THOO Data
cut-off. ; M Total number of patient=; SAS Safety analysis set.
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Comparison of CTCAE Grade =3 adverse events

Table 49: Most common AEs of CTCAE Grade 3 or higher (reported in =29% patients in olaparib
treatment arm of SOLO1 and the 300 mg bd pool

Number (%0} of patients™

System organ class SOLOL1 SAS Olaparib 300 mg bd
Preferred term claparib _IH:'“I

300 me bd (N=1060)

(N=160)

Patents with any CTCAE Grade =3 AE 102X (39.2) 404 (38.1)
Blood and lymphatic system dizorders &3 (24.2) 115 (20.3)
Anaemia 55 (21.2) 181 (17.1}
MNeutropenia 13 (5.0) 40 (4.6)
Castrointestinal dizorders 17 (6.5) 66 (6.2)
Diarrhosa 8 (3.1) 15 (L.4)
Investigations 1I{4.6) o4 (6.0)
MNeutrophil count decreased T 2.7 30 (2.8)
CGeneral dizorders and administration site conditions 11 (4.2) ST (5.4)
Fatizue 5(1.9) 29027

= Table ordered by incidence of events in S0OLO1

Includes AEs with an cnset date betwreen the date of first dose and 30 days following the date of last dose of
study treatment

AFE Adverse event; bd Twice daily; CSE Clnical study report; CTCAE Common Terminology Crteria for
Adverse Events; D00 Data cut-off.; N Total oumber of patrtents; SAS Safety analysis set.

Adverse drug reactions

Lynparza monotherapy has been associated with adverse reactions generally of mild or moderate severity
(CTCAE grade 1 or 2) and generally not requiring treatment discontinuation. The most frequently observed
adverse reactions across clinical trials in patients receiving Lynparza monotherapy (= 10%) were upper
abdominal pain, cough, dyspneoa, anaemia, neutropenia, thrombocytopenia and leukopenia.

The Grade > 3 adverse reactions occurring in > 2% of patients were anaemia (16%), neutropenia (6%),
fatigue/asthenia (6%0), leukopenia (3%), thrombocytopenia (2%) and vomiting (2%o).

Adverse reactions that most commonly led to dose interruptions and/ or reductions were anaemia (13.9%),
vomiting (7.1%), nausea (6.6%), fatigue/asthenia (6.1%) and neutropenia (5.8%). Adverse reactions that
most commonly led to permanent discontinuation were anaemia (1.3%), nausea (0.8%) and
thrombocytopenia (0.5%).

The list of ADRs based on pooled data from 1,826 patients with solid tumours treated with Lynparza
monotherapy in clinical trials at the recommended dose is presented below.

Table 50: Tabulated list of adverse reactions

Adverse reactions

MedDRA System
Organ Class

Frequency of All CTCAE grades

Frequency of CTCAE grade 3
and above

Blood and
lymphatic system
disorders

Very common
Anaemia®, Neutropenia®, Thrombocytopenia?®,
Leukopenia®

Common
Lymphopenia®

Very common
Anaemia?®

Common
Neutropenia®, Thrombocytopenia?,
Leukopenia®

Uncommon
Lymphopenia?
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Adverse reactions

MedDRA System
Organ Class

Frequency of All CTCAE grades

Frequency of CTCAE grade 3
and above

Immune system
disorders

Common
Rash?

Uncommon
Hypersensitivity?, Dermatitis®

Metabolism and
nutrition disorders

Very common
Decreased appetite

Uncommon
Decreased appetite

Nervous system

Very common

Uncommon

disorders Dizziness, Headache, Dysgeusia Dizziness, Headache
Respiratory, Very common Common

thoracic and Cough?®, Dyspnoea® Dyspnoea®
mediastinal Uncommon
disorders Cough®
Gastrointestinal Very common Common

disorders

Vomiting, Diarrhoea, Nausea, Dyspepsia,
Upper abdominal pain

Common
Stomatitis?

Vomiting, Diarrhoea, Nausea

Uncommon
Stomatitis®, Upper abdominal pain

General disorders
and administration
site conditions

Very common
Fatigue (including asthenia)

Common
Fatigue (including asthenia)

Investigations

Common
Increase in blood creatinine

Uncommon
Mean corpuscular volume elevation

Uncommon
Increase in blood creatinine

a Anaemia includes preferred terms (PTs) of anaemia, anaemia macrocytic, erythropenia, haematocrit
decreased, haemoglobin decreased, normochromic anaemia, normochromic normocytic anaemia,
normocytic anaemia and red blood cell count decreased; Neutropenia includes PTs of agranulocytosis,
febrile neutropenia, granulocyte count decreased, granulocytopenia, idiopathic neutropenia,
neutropenia, neutropenic infection, neutropenic sepsis and neutrophil count decreased;
Thrombocytopenia includes PTs of platelet count decreased, platelet production decreased, plateletcrit
decrease and thrombocytopenia; Leukopenia includes PTs of leukopenia and white blood cell count
decreased; Lymphopenia includes PTs of B-lymphocyte count decreased, lymphocyte count
decreased, lymphopenia and T-lymphocyte count decreased; Cough includes PTs of cough and
productive cough; Rash includes PTs of exfoliative rash, generalised erythema, rash, rash
erythematous, rash generalised, rash macular, rash maculo-papular, rash popular and rash pruritic;
Hypersensitivity includes PTs of drug hypersensitivity and hypersensitivity; Dermatitis includes PTs of
dermatitis, dermatitis allergic and dermatitis exfoliative. Dyspnoea includes PTs of dyspnoea and
dyspnoea exertional; Stomatitis includes PTs of aphthous ulcer, mouth ulceration and stomatitis.

Dyspnoea

Following the database lock for the primary analysis of the SOLO1 study, dyspnoea was identified as an ADR
for olaparib. Table 51 shows that AEs of dyspnoea were reported for a higher percentage of patients in the
olaparib arm than the placebo arm.
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Table 51: SOLO1: Patients who had at least one AE of dyspnoea (grouped term analysis)
reported in any category (SAS)

Number (%o) of patients
AFE category™ Olaparib Placebo
300 mg bd bd
(N=260) (N=130)
Any AE 40 (15.4) B({6.2)
Any AE of CTCAE Grade 3 or higher v] 0
Any AE with outcome = death o ]
Any SAE V] 0
AFEs leading to dose reduoction o ]
AFEs leading to treatment intermiption 1 {0.4) 1 {0.8)
Any AFE leading to discontinnation 1 {0.4) ]

Grouped term consisting of bendopnoea, bergman's triad. dyspnoea. dyvspnoea at rest, dyspnoea exertional,
dyspnoea paroxysmal nocturnal, laryngeal dyspnoea. nocturnal dyspnoea. orthopnoea. platvpnoea,
transfusion-associated dyspnoea and trepopnoea.

a Patients with nmltiple events reported in the same category are counted only once in that category. Patieutsl

with events in more than 1 category are counted once in each of those categories.
Inchudes adwverse events with an cnset date between the date of first dose and 30 days following the date of last
dose of study treatment.

AFE Adverse event; CTCAE Common Terminology Criteria for Adverse Events: N Total mumber of patients:

SAE Serious adverse event: SAS Safety analysis set.
A similar imbalance in rates of dyspnoea was seen in the SOLO2 study. In SOLO2, there were 23 (11.8%)
patients in the olaparib arm with AEs of dyspnoea (single preferred term) compared with 1 (1.0%) patient
in the placebo arm.

Analysis of concurrent event data suggested that dyspnoea is multifactorial. At a population level, the
imbalance was not driven by imbalances in the event rates of pneumonitis, upper respiratory tract infections
or nasopharyngitis. The proportion of the patients with a dyspnoea AE who also experienced another
relevant AE (with an incidence of >30%) is presented in Table 52.

Table 52: SOLO1: Most common other AEs (=30%0) in olaparib-treated patients with an AE of
dyspnoea or exertional dyspnoea versus olaparib arm of the SAS

Preferred term Olaparib-treated patients with Olaparib arm of SOLO1 SAS
dvspnoea 300 mg bd
300 mg bd (N=160)
(N=40)
Nausea 32 (80.0) 201 (77.3)
Fatigne 27(67.5) 106 (40.8)
Anaemnia 21(32.5) 99 (35.1)
Diarrhoea 21 (52.5) 29 (34.2)
Vomiting 20 (50.0) 104 (40.00
Abdominal pain 17 (42.5) 64 (24.6)
Arthralgia 16 (40.0) 66 (25.4)
Constipation 16 (40.0) T2(27.7)
Dizziness 14 (35.00 20(15.4)
Cough 13 (32.3) 42 (16.2)
Decreased appetite 13 (32.5) 51(19.6)
Drysgensia 13 (32.53) 63 (26.2)

AE Adverse event; N Total number of patients; SAS Safety analysis set.
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AEs of dyspnoea were reported throughout the study period (median time to first onset was 5.72 months
[range 0.2 to 23.0 months]). In the majority of patients (33/40; 82.5%), the events of dyspnoea resolved.

Importantly, all of the 39 olaparib treated patients with AEs of dyspnoea in the SOLO1 study had AEs that
were mild or moderate in severity; none were SAEs. One patient had a dyspnoea AE leading to dose
interruption and 1 AE led to permanent discontinuation; no dyspnoea AEs led to dose reduction. The patient
with the dyspnoea event leading to permanent discontinuation also reported AEs of upper respiratory tract
infection and pyrexia leading to treatment discontinuation. This patient received treatment and recovered
from the AE of dyspnoea but was subsequently diagnosed with AML.

Gastrointestinal toxicities

In first-line ovarian cancer maintenance treatment, patients experienced nausea events (77% on olaparib,
38% on placebo), vomiting (40% on olaparib, 15% on placebo), diarrhoea (34% on olaparib, 25% on
placebo) and dyspepsia (17% on olaparib, 12% on placebo). Nausea events led to discontinuation in 2.3%
of olaparib-treated patients (CTCAE Grade 2) and 0.8% of placebo-treated patients (CTCAE Grade 1); 0.8%
and 0.4% of olaparib-treated patients discontinued treatment due to low grade (CTCAE Grade 2) vomiting
and dyspepsia, respectively. No olaparib or placebo-treated patients discontinued due to diarrhoea. No
placebo-treated patients discontinued due to vomiting or dyspepsia. Nausea events led to dose interruption
and dose reductions in 14% and 4%, respectively, of olaparib-treated patients. Vomiting events led to
interruption in 10% of olaparib-treated patients; no olaparib-treated patients experienced a vomiting event
leading to dose reduction.

Anaemia

Table 53 shows AEs of anaemia. AEs of anaemia were reported for a higher percentage of patients in the
olaparib arm compared with the placebo arm.

Table 53: SOLO1: Patients who had at least one AE of anaemia (grouped term) reported in any
category (SAS)

Number (%) of patdents

AF category® Olaparib Placebo
200 mg bd bd
(IN=160) (IN=13)
Any AE 101 (38.8) 13 (10.0)
Any AE of CTCAE Grade 3 or higher 56 (21.5) 2 (1.5)
Any AE with outcome = death ] Qa
Anv SAE 18 (6.9) 0
AFEs leading to dose reduction 44 (16.9) 1 (0.8}
AFEs leading to treatment intereption 58 (22.3) 1 (0.8)
Any AFE leading to discontinnation 6(2.3) a

Grouped term consisting of the preferred terms of anaenua, anaemia macrocytic, eryvthropenia. haematocrit
decreased. haemoglobin decreased. nomochromic anaemia, normoechromic normocytic anaemia, normocytic
anaenuda, red blood cell conunt decreased.

In clinical studies with the tablet formulation, the incidence of anaemia adverse reactions was 38.8%
(CTCAE grade >3 17.4%) and the incidences of dose interruptions, reductions and discontinuations for
anaemia were 15.7%, 10.8% and 1.9%, respectively; 20.9% of patients treated with olaparib needed one
or more blood transfusions. An exposure response relationship between olaparib and decreases in
haemoglobin has been demonstrated. In clinical studies with Lynparza the incidence of CTCAE grade > 2
shifts (decreases) from baseline in haemoglobin was 20%, absolute neutrophils 20%, platelets 5%,
lymphocytes 30% and leucocytes 20% (all % approximate).

No patients in SOLO1 had CTCAE Grade 4 haemoglobin values during the study; 19.5% of olaparib-treated
patients had increases to CTCAE Grade 3 haemoglobin values (Table 30).
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Table 54: SOLO1: Number (26) of patients with maximum overall CTCAE Grade shifts during
treatment for haemoglobin (SAS)

B.n*;e.l.ine Patients at Maximum overall CTCAE grade during treatment (%0)
CTCAE grade baseline o | 1 | 2 i | 4
Olaparib 300 mg bd (N=260)
0 105 (40.93 28 (10.9) 41 (16.07 16 (6.2) 20(7.8) 0
1 151 (58.8) 6(2.3) 67 (26.1) 49 (19.1) 20(11.3) 0
2 1(0.4) 0 0 0 1(0.4) 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Total evaluable 257 (100) 34(13.2) | 108(42.0) | 65(23.3) 50(19.5) 0
Placebo hd (x=130)
0 45 (34.5) 36(27.7) 0(6.9) 0 0 0
1 82 (63.1) 12 (9.2) 57(43.8) 11 (8.5) 2(1.5) 0
2 3(23) 0 1(0.8) 2(1.5) 0 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Total evaluable 130 ( 1007 48 (36.9) 67 (51.5) 13 (10.0y 2(1.5) 0
Haemoglobin: Grade 1 <IN to 100 g/'L, Grade 2 <100 to 80 g/, Grade 3 <80 to 65 g/L, Grade 4 <65 gL

bd twice daily; CTCAE Common Terminology Criteria for Adverse Events; SAS Safety Analysis Set.

Neutropenia
Table 55 shows AEs of neutropenia. AEs of neutropenia were reported for a higher percentage of patients in
the olaparib arm compared with the placebo arm.

Table 55: SOLO1: Patients who had at least one AE of neutropenia (grouped term) reported in
any category (SAS)

Number (%0) of patients
AF category® Olaparib Placebo
300 mg bd bd
(N=161) (V=130
Any AE 60 (23.1) 15 (11.5)
Any AE of CTCAE Grade 3 or higher 22(8.3) G (4.6)
Any AE with outcome = death 0 0
Any SAE 4(1.5) 0
AFs leading to dose reduction 10(3.8) 1(0.8)
AFEs leading to treatment intenzption 30 (11.5) 3(3.8)
Any AFE leading to discontinuation 1(0.4) 0

Grouped term consisting of agranunlocytosis. febnle neutropenda, granulocyte count decreased, grammlocytopenia,

idiopathic neutropenia, neutropenia, neutropenic infection. neutropenic sepsis, and neutrophil count decreased

» Patients with nmultiple events reported in the same category are counted only once in that category. Patients
with events in more than 1 category are counted once in each of those categories.

The majority (234 of 256 [91.4%] patients) of olaparib-treated patients in SOLO1 had a maximum CTCAE
Grade <2 reported for absolute neutrophil count (ANC) values; 93.8% (121 of 129 patients) of patients in
the placebo arm also had CTCAE Grade <2 ANC during the SOLO1 study.
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Table 56: SOLO1: Number (20) of patients with maximum overall CTCAE Grade shifts during

treatment for neutrophils (SAS)

EaTsE]J;.E grade Patie:n.n at Maximum overall CTCAFE grade during treatment (%@)

: baseline o | v | 2 | 3 | 4
Olaparib 300 mg bd (N=160
0 218 (85.2) 122 (47.7) | 32(11.5) 51(19.9) 11(4.3) 2(0.8)
1 37(14.5) 4(1.6) 8(3.1) 17 (6.6) 8(31) 0
2 1(0.4) 0 0 0 1(0.4) 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Total evaluable 256 (100} 126 (49.2) | 40(13.6) 68 (26.6) 20(7.8) 2(0.8)
Placebo bd (3=130)
0 112 (86.8) T6(58.9) 20(15.5) 10 (7.8) 6(4.7) 0
1 16 (12.4) 4(3.1) 8(6.2) 3(2.3) 1 (0.8) 0
2 1(0.8) 0 0 0 1(0.8) 0
3 0 0 0 0 0 0
4 0 0 0 0 0 0
Total evaluable 129 (100} 80 (62.00 28(21.7) 13 (10.1) 8(6.2) 0

Neutrophils: Grade 1 <LLN to 1.5 = 10°L, Grade 2 <1.5 = 10°L to 1.0 = 10°L, Grade 3 <1.0 = 10°/L to 0.5 =

10°L, Grade 4 <0.5 = 10°L.

bd Twice daily; CTCAE Common Teminology Crteria for Adverse Events; LLN Lower limit of normal;

SAS Safety Analysis Set..

Increase in creatinine

AEs of increased creatinine were reported for a higher percentage of patients in the olaparib arm compared
with the placebo arm, although overall numbers were low. These events were predominantly Grade 1 in

severity and none led to permanent discontinuation of treatment.

Table 57: SOLO1: Patients who had at least one AE of increased creatinine reported in any

category (SAS)

Number (2o) of patients

AE eategors” Suparie, Pl

(IN=260) (IN=130)
Any AE 21(8.1) 2(1.5)
Any AE of CTCAE Grade 3 or higher o] o
Any AE with outcome = death o] o
Any SAE o] o]
AFEs leading to dose reduction 0 o]
AFEs leading to treatment intermuption 0 o]
Any AE leading to discontinuation 0 o]

a

with events in more than 1 category are counted once in each of those categories.
Includes adverse events with an onset date between the date of first dose and 30 days following the date of last

dose of study treatment.

Patients with multiple events reported in the same category are counted only once 1n that category. Patients

Two patients in the olaparib arm of the SOLO1 study had a 2 grade increase in laboratory values for
creatinine during the study, compared with no patients in the placebo arm; no patients in either treatment
arm had a =3 grade increase in laboratory values for creatinine.
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Table 58: Number (26) of patients with maximum overall CTCAE Grade shift increases during
treatment for blood creatinine in SOLO1 (SAS)

Baseline Patients at MMaximum overall CTCAFE grade during treatment (%o)
CTCAE grade baseline o | 1 | 2 | 3 4
Olaparib 300 mg bd (IN=260)

(o] 249 (96.9) 170 (66.1) FT(30.0) 2 (0.8) (o] (o]
1 8(3.1) 1 (0.4 5(1.9) 2 (0.8) (o] (o]
2 (o] [¥] o] o] O (o]
3 (o] (o] o] o] o] (o]
4 (o] [¥] o] o] O (o]
Total evaluable 257 (1000 171 (66.5) 82 (31.9) 4 (1.6 (o] (o]
Placebo bd (IN=130)

(o] 123 (94.6) 105 (80.8) 18 (13.8) o] o] (o]
1 T (5.4 1(0.8) & (4.6 o O o
2 (o] (o] o] o O (o]
3 (0] (v] o o O (0]
4 (0] [v] 0] o O (0]
Total evaluable 130 (100) 106 (81.5) 24 (18.5) 0] O (o]

Creatinine: grade 1: =ULIN - 1.5 x ULN; grade 2: =15 - 3.0 x ULN:; grade 3 >3 0 - 6 0 x ULN; grade 4 =60 x
LN
bd Twice daily; CTCAE Common Terminology Criteria for Adverse Events; SAS Safety analysis set.

In clinical studies with Lynparza (pool), the incidence of CTCAE grade =2 shifts (elevations) from baseline in
blood creatinine was approximately 10%.

Hypersensitivity, rash and dermatitis

The analyses showed that the most commonly-reported AE associated with hypersensitivity was rash and
that these types of events were reported for a similar percentage of patients in the olaparib arm compared
with the placebo arm. Rash and other hypersensitivity events were predominantly Grade 1 or 2 in severity
and none led to permanent discontinuation of treatment. There was no association between the reporting of
AEs of rash and the length of time on olaparib treatment. AEs of rash in the olaparib-treated arm were
reported throughout the study period, (median time to onset was 6.41 months [range 0.07 to 24.94
months]); the majority (24 of 27 patients) of events of rash on olaparib treatment resolved (median time to
resolution of first event of 1.05 months). A higher proportion of patients in the olaparib arm with AEs of rash
(12 [44.4%] of 27 olaparib-treated patients) were treated for the AE, compared with the placebo arm (4
[28.6%] of 14 placebo patients); 3 (60.0%) of 5 patients in the olaparib arm received treatment for an AE
of hypersensitivity, and the single patient in the placebo-treated arm with the AE of hypersensitivity also
received treatment. There were no events suggestive of a severe hypersensitivity reaction (eg, angioedema
or anaphylaxis) in either arm. There were no AEs of CTCAE Grade =3 and no SAEs within the SMQ narrow
term search.

Thrombocytopenia

Table 59 shows AEs of thrombocytopenia (grouped term consisting of thrombocytopenia, platelet production
decreased, platelet count decreased and plateletcrit decreased). AEs of thrombocytopenia were reported for
a higher percentage of patients in the olaparib arm compared with the placebo arm.

In the olaparib arm, 1 of the 2 patients with CTCAE Grade =3 AEs reported the event as an SAE (1 patient
had a non serious CTCAE Grade 4 AE of platelet count decreased concurrently with an AE of anaemia which
had a worst CTCAE grade of 3). There was 1 SAE of thrombocytopenia in the placebo arm and 2 patients with
CTCAE Grade 4 AEs of platelet count decreased.
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Table 59: SOLO1: Patients who had at least one AE of thrombocytopenia (grouped term)
reported in any category (SAS)

Number (%) of patdents
AF category® Olaparib FPlacebo
300 mg bd bd

(IN=2160) (IN=130)
Any AE 20(11.2) 5(3.8)
Any AE of CTCAE Grade 3 or higher 2(0.8) 2 (1.5)
Any AF with cutcome = death Q Q
Any SAE 1{0.4) 1 (0.8)
AFs leading to dose redoction 4(1.5) Q
AFEs leading to treatment interroption 6 (2.3) 0
Amny AF leading to discontinnation 1 (0.4) Q

Grouped term consisting of thrombocytopenia. platelet production decreased. platelet connt decreased amd

plateletcrit decreased.

= Patients with muitiple events reported in the same category are counted only once in that category. Patients

with events in more than 1 category are counted once in each of those categories.
Inclundes adverse events with an cnset date between the date of first dose and 30 days following the date of last
dose of study treatment.

The majority of patients had a worst CTCAE Grade of <2 reported for platelet values throughout treatment.
A low proportion of olaparib-treated patients (2 patients [0.8%]) had CTCAE Grade =3 reductions in platelet
count during the study; 2 (1.5%) patients in the placebo arm had a CTCAE Grade =3 reduction in platelet
count.

Table 60: SOLO1: Number (20) of patients with maximum overall CTCAE Grade shifts during
treatment for platelets (SAS).

]EB_ase_].iue Patients at hlaximum overall CTCAE grade during treatmemnt {(%o)
CTCAE grade baseline 0 | 1 | 2 | 3 4
Olaparib 300 mg bd (IN=260)

Qa 238 (92.6) 164 (63.8) 68 (26.5) 4 (1.6) 1(0.4) 1 (0.4)
1 19 (7.4) 4 (1.6} 12 (4.7) 2 (0.8) 1(0.4) a

2 o] Q o o o a

3 o] Q o o o a

4 4] ] ] o o Q
Total evaluable 257 (100} 168 (65.4) 80 (31.1) 6 (2.3) 2 (0.8) 1 (0.4)
Placebo bd (IN=130)

Qa 117 (90.0) 100 (76.9) 15 (11.5) o 1 (0.8) 1 (0.8)
1 13 (10.0) 4 (3.1) O (6.9) o o a

2 4] ] ] o o Q

3 o] Q o o o a

4 o] Q o o o a
Total evaluable 130 ( 100) 104 (80.07) 24 (18.5) o 1(0.8) 1 (0.8)

Platelets: Grade 1 <LIM to 75.0 = 10%L. Grade 2 <<75.0 = 10°/L to 50.0 = 10°/L. Grade 3 <50.0 > 10°/L to 25.0 =
1051, Grade 4 =25.0 = 10°/L.

bd Twice daily; CTCAE Common Terminology Criteria for Adverse Events; LI N Lower limit of normal:

SAS Safety analyvsis set.

Lymphopenia

Table 61 shows AEs of lymphopenia (grouped term consisting of: B-lymphocyte count decreased,
lymphocyte count decreased, lymphopenia and T-lymphocyte count decreased). These events were
predominantly Grade 1 or 2 in severity and none led to permanent discontinuation of treatment. Events of
lymphopenia were generally reported early in the treatment period (median time to first onset was 3.27
months); the majority (13 of 16 patients) of events with olaparib resolved (median time to resolution of first
event of 3.38 months.
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Table 61: SOLO1: Patients who had at least one AE of lymphopenia (grouped term) reported in
any category (SAS)

Number (%) of patients
AF catesory* Olaparib Placebo
s 300 mg bd hd

(IN=260) (N=130)
Any AE 16 (6.2) 2%
Any AE of CTCAE Grade 3 or higher 4(1.5) 1(0.8)
Any AF with cutcome = death 0 a
Any SAE o 1(0.8)
AFs leading to dose reduction 0 a
AFs leading to treatment interniption X 0
Any AF leading to discontinuation 1(0.4) a

Grouped term consisting of the preferred terms of B-lymphocyte count decreased, lymphocyte count decreased
lymphopenia and T-lymphocyte count decreased.
*  Patients with nmltiple events reported in the same category are counted only once in that category. Patients

with events in more than 1 category are counted once in each of those categories.
Inchudes adverse events with an enset date between the date of first dose and 30 days following the date of last

dose of study treatment.

AE Adverse event; bd Twice daily; CSE. Clmical study report; CTCAE Common Temuneclogy Criteria for

Adverse Events; DCO Data cut-off, N Total mumber of patients; SAE Serious adverse event; SAS Safety

analysis set.

Data derived from Table 2.7.4.1.5.2.14b, Module £3.5.3 (DCO: 17 May 2018).

The proportion of patients with CTCAE Grade =3 reductions in lymphocyte count during the study was higher
for the olaparib arm (15 of 231 patients [6.5%]) than for the placebo arm (3 of 110 patients [2.7%0]).

Table 62: Lymphocytes, CTCAE grade change from baseline to maximum on treatment (SAS).

Baseline - Maximum overall CTCAF grade during treatment {20
CTCAE grade S mseline 0 | 1 | fl | E | l: 4)
Olaparib 300 mg bd ((N=260)

o 188 (81.4) 76 (32.9) &0 (26.0) 37 (16.00) 15 (6.5) 0
1 32 (13.9) 1 (0.4) g (3.3) 14 (6.1) o (3.9) 0
z 9 (3.9) 0 0 3 (1.3) & (2.6) 0
3 2 (0.9 (0] 0 0 2 (0.9 0
4 ] ] 0 Q o Q
Total evaluable 231 (100) 77 (33.3) 68 (29.4) 54 (23.4) 32 (13.9) 0
Placebo bd (IN=120)

0 93 (84_5) 76 (6913 9 (8.2) 5 (4.5) 3 (2.7 0
1 15 (13.6) 2 (1.8) 7 (6.4) S (4.5) 1 (0.9) 0
z 2 (1.8) 0 0 1 (0.9) 1 (0.9) 0
3 (4] (0] 0 0 o 0
4 (4] (0] 0 0 o 0
Total evaluable 110 (100) 78 (70.9) 16 (14.5) 11 (10.0) S (4.5) 0

Lymphocytes: Grade 1 <ILI N to 0.8 = 10%L. Grade 2 <0.8 = 105%L to 0.5 = 10°/L, Grade 3 <0.5 = 10°0/L to 0.2 =

10/, Grade 4 <02 = 10°L.
bd Twice daily; CTCAE Common Terminology Criteria for Adverse Events: LT IN Lower limit of normal:
SAS Safety Analysis Set..

Important potential risks

Myelodysplastic syndrome/acute myeloid leukaemia

In SOLO1, in the post-follow-up period 2 patients had AEs of AML and 1 patient had an AE of
myeloproliferative neoplasm; all of these AEs occurred in patients in the olaparib arm of SOLO1.
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Table 63: Events of MDS/AML occurring in SOLO1

Event Treatmen Day of last Reason for Day of Number of AF outcome
tarmin | doseof study treatment MDS/AML cyeles of prior
SOLO1 treatment in discontinuation AFE onset (from platinum
SOLO1 start of study therapy
treatment)
AML Olaparib 757 Completion of the 807 6 Fatal: patient died on Day
protocol specified 1084, 328 days after her
2 years of treatment last dose of olaparib
AML Olaparib 518 CTCAE Grade 1 AE 57 6 Fatal: patient died on Day
of pyrexia and 825, 308 days after her
CTCAE Grade 2 last dose of olaparib
AEs of dyspnoea,

and upper respiratory
tract infection

Myeloproliferative || Olaparib 437 CTCAE Grade 2 AE 609 6 Patient died on Day 798,
neoplasm of anaemia and 363 days after her last
CTCAE Grade 3 AE dese of claparib. The

of neutropenia cause of death was given
as septic shock (in the

context of graft versus
host disease, following a
stem cell transplantation
procedure); the AE of
myeloproliferative
neoplasm was ongoing at
the time of death.

AE Adverse event; AML Acute myeloid leukaemia; bd Twice daily; CTCAE Common Terminology Criteria for Adverse Events (v4.0).

Table 64 shows the AEs and incidence rates of MDS/AML in other pivotal studies, in the olaparib all doses
monotherapy pool and across the entire olaparib clinical programme.

Table 64: Summary of AEs of MDS/AML occurring across the olaparib programme

TEAFEs™ + AF s after 30 day follow-—uap
- - b
Data sonrce Olapariby Clomparator
Number of Incidence Number of Incidence
AF< AF<
SOLO1
N=260 clapanb 3 1. 2>%a (1] o
MN=130 placebo
SOLO2
MN=195 oclaparib 4= 2 1%a 44 4 0%
IN=9% placebo
Study 19
MN=136 oclaparib > 1._5%a 1 0 _8%a
MN=128 placebo
Olyoopi AT
N=205 oclaparib 0] o o o
MN=921 physician’s choice
Olap;ai:lb mOﬂD‘LI:I.E'I’Zp- . all doses pool 25 1. o A NA
IN=2258 olaparib
Entire clinical programmme pool
= 5 o P
N—9293 olaparib = 0.6%e A A

= TEAEs are events ccowring on-study or during 30-day follow-nag.

The comparator was placebo in SOLO1. SOLO2 and Study 19, The comparator was physician’s choice of

chemotherapy in Olyvmpi AT {consisting of either capecitabine. eribulin or vinorelbine).

= The AE of ANMI ccowrred prior to the DMCOO date of 19 September 2016 for SOLO2, but details of the report
were not available mntil after the DO date; this AF is therefore not included in the SOLO2 dataset.

One of the 4 placebo patients had received claparib treatment 3 months prior to developing AN

Most of the 26 patients with events of MDS/AML in the olaparib monotherapy all doses pool were receiving
treatment for ovarian, peritoneal or fallopian tube cancer (n=24), with 2 other events occurring in patients
with breast cancer. Twenty-two patients had a documented BRCA mutation, 2 patients were gBRCA wildtype
and in 2 patients, the BRCA mutation status was unknown. In 20 of the 26 cases of MDS/AML in the
monotherapy pool a fatal outcome was reported, with MDS/AML noted as the primary or secondary cause of
death. The duration of therapy with olaparib in patients who developed MDS/AML varied from <6 months to
>2 years. The time to death after olaparib was discontinued ranged from 17 to 667 days (median 209 days).

In 4 of the 20 cases, patients died due to other causes (progressive disease [2 patients], bone marrow
transplant complications [1 patient], and disseminated intravascular coagulation [1 patient]). In 5 cases,
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MDS/AML was ongoing at the time of reporting and in 1 case of chronic myelomonocytic leukaemia, outcome
was reported as recovered following allogeneic transplantation 320 days after diagnosis.

In order to assess the potential contributions of the duration of exposure to olaparib and the number of prior
lines of platinum-containing chemotherapy on the risk of MDS/AML, a further analysis of data from SOLO1
and SOLO2 was conducted. In SOLO1, patients had received 1 prior line of platinum-containing
chemotherapy, but the duration of exposure to olaparib and subsequent follow-up time was longer than in
SOLO2. To take into account these differences, an exploratory analysis was conducted to directly compare
the event rates of MDS/AML per patient-year of follow-up time in these studies (Table 65).

Table 65: Event rates of MDS/AML in SOLO1 and SOLO2

Study Study arm Total duration of Number of patients Event rate
follow-up tme with AFSTs of MDS or | (events per 1000
(patient-years) AML/Number of patient-years of

patients in group with | follow-up time)"
follow-up data

Olaparib 300 mz bd 8336 37260 EX]
S0OLO1
Placebo 4122 0/130 0
SOLO2 Olapartb 300 mz bd 3814 4195 10.5
Placebo 1853 3/99 16.2

AESI Adverse event of special interest; AML Acute myeloid leukaemia; MDS Myelodysplastic syndrome;
PARP Polyadenosine 5 diphosphotibose pelymerase.

In this analysis, the event rate for MDS/AML in SOLO1 was lower than the event rate in both olaparib and
placebo-treated patients in SOLO2, despite the longer duration of exposure to olaparib and longer follow-up
time in SOLO1. As a significant number of patients in the placebo arms of both SOLO1 and SOLO2 received
a PARP inhibitor (either olaparib or another PARP inhibitor, such as niraparib or rucaparib) as a subsequent
therapy after discontinuing study treatment, a sensitivity analysis was also conducted. Results of this
analysis are presented in Table 66.

Table 66: Sensitivity analysis of event rates of MDS/AML in SOLO1 and SOLO2

Study Group description Total duration of Number of patients Event rate
follow-up tdme with AESIs of MDS or | (events per 1000
{patient-years) AML/Number of patient-years of
patients in group with | follow-up time)
follow-up data
Patients who had ever ,
) i T 3
received a PARP inhibitor 8928 3302 34
SOLO1
Patients who had never - e
received a PARP inhibitor 3330 01130 0
Patients who had ever
2737k 77
received a PARP inhibitor 409.4 /222 122
SOLO2
Patients who had never o~ ]
received a PARP inhibitor 157.3 3199 19.1

*  Forty-two patients in the placebo arm of SOLO1 were subsequently treated with a PARP inhibitor and so
contribute follow-up time to both groups. No AEs of MDS/AMIL cecurred in these 42 patients.

¥ Twenty-seven patients in the placebo arm of SOLO2 were subsequently treated with a PARP inhibitor and
zo contribute follow-up time to both groups. One AE of MDS/AML occutred in these 27 patients
(3 months after they started receiving a PARP inhibitor [olaparib] as a subsequent therapy).
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New primary malignancy

In SOLO1, there were 5 (1.9%) patients in the Olaparib arm and 3 (2.3%) patients in the placebo arm with
new primary malignancies. These AEs are discussed in more detail in Table 67.

Table 67: Events of potential new primary malignancies in SOLO1 (SAS)

. IDrax of CTCATE D bc-onme
Exent - .
onset Grade /S
SAFES
related
Olaparib 200 mg bd
Tovasive dirctal 329 3/yesio Patient discomtimmeed stwedy
- . - treatment: AE resolved after
east carcinomma s13 -
Br - 55 3/yresino Fatient discomtizmred stods
east camcer E =
= 1 treatment; AF vnrescolved at
S DO
Iotraduactal 257 3/yes/nro Study treatment internapted:

proliferative AE rescolved affer 2 days

breast lesion
Lip and’ocr oral
catity cCancer

STE 3rvesiyes Patient discomntimmred studsr
treatmment; AFE rsesolved after
219 dass
SO 3Syes/no FPatient continmed on treatoaent.
ATE resolved afier 275 daws.
Patient discontinued afrer
2 wears on treatment (IDaw 758)
per protocol.

Thyrcid cancer

Flacebo armm

Ex 2ivesimo Paticnt discomtizneed studsy

Breast cancer — =
treatmyent on Dasy 176 to

Feanale receive treatmemnt for breast

cancer. AF umnresoluved at IO

SEs 3/yesino Patient discontimied stodsyr
treatiment; AFE resolbved after
T3 days
240 2 ivesino Patient discontimued stody
treatment on Day 247 duoe to
progressive disease and
secondary malisnancy. AE

unresclved at MO,

Breast cancer
fieanale

Breast cancer

fermale

Table 68 shows the AEs of new primary malignancies in SOLO1 compared with other studies in the clinical
programme, and provides incidence rates. When larger populations of olaparib-treated patients are
considered the incidence remains below 1.0%.

Table 68: Summary of AEs of new primary malignancies occurring across the olaparib
programme

TEAFs" + AF s after 30 day follow-up
. . b
Data source Olaparib Comparator
Number of Incidence Number of Imncidence
AFs AFs
SOLO1
MN=260 claparib 5 1.9%% 3 2 3%
MN=130 placebo
SOLO2
MN=195 claparib 1 1.52% 1 1.0%
MN=99 placebo
Study 19
N=136 claparib 4 2 90 1 0_8%a
MN=128 placebo
Olympi ATY
MN=2035 clapanrb 1 0_524% 1] 0
MN=91 physician’s choice
Ol ib monotherapwy. all doses 1
apam > monat ¥ es pee 20 1.3% DA NA
MN=2258 olaparib
Entire climical progranyse posol o .
N=9293 olaparib °1 0-7% DA A

TEAFEs are events ocowuring on-study or doring 30-day follow-—ayp._
E The comparator was placebo in SOLO1. SOLO2 and Study 19. The comyparator was physician’s choice of
chemotherapy in Olympi AT (consisting of either capecitabine. eribulin or vinorelbine).

Pneumonitis

Table 69 shows the rates of pneumonitis in the clinical programme, and provides incidence rates. In the
larger pool (therapeutic dose pool), the incidence of pneumonitis events was 0.7%.
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Table 69: Summary of AEs of pneumonitis occurring across the olaparib programme

TEAESs?

Olaparib Comparator?

Drata sonrce

Number of Incidence Number of Incidence
AFEs AFs

SOLO1
MN=260 claparib 5 1.9%5 o] o
N=130 placebo
SOLO2
MN=19253 claparib 3 1.5% o] o
MN=99 placebo
Study 19
MN=136 claparib 1 0. 7% 1 0_8%a
MN=128 placebo
ObympdATY
MN=203 claparib o 0% o] o
MN=921 physician’s choice
Olaparib monotherapy combined
therapeutic dose pool 13 0. 7% NA NA
MN=1826 olaparib

TEAEs= are events occwrring on-study or dorng 30-day follow-up_
The comparator was placebo in SOLO1. SOLO2 and Study 19. The comparmator was physician’s choice of
chemotherapy in Olyvmpi AT (comsisting of either capecitabine, eribulin or vinorelbdine).

The majority of pneumonitis AEs reported in the olaparib monotherapy therapeutic dose pool were mild or
moderate, non-serious and resolved without treatment discontinuation. None of the 13 pneumonitis AEs in
the pool had a fatal outcome.

Serious adverse event/deaths/other significant events

Deaths in SOLO1

A summary of patients who died in the SOLO1 study is presented in Table 70. The number of patients in each
of the categories of deaths were similar for the SAS, the Myriad gBRCAm and the FMI tBRCAmM subsets.

Table 70: SOLO1: Deaths (FAS)

Number (%) of patients
Category OHaparib Placebo
: 300 mg bd bd
IN=260) (IN=131)
Total number of deaths 55 (21.2) 27 (20.6)
Dieath related to disease under investigation only* 1 {04y o
Dieath related to disease under investigation only (death = 30 50(19.2) 27 (20.6)
days after last treatment dose)
Dieath related to disease under iwestigation and with AE 0 o
cutcome = death
AE with cutcome of death only a
AFE with outcome of death only (AE start date falling =30 days 2 (0.8 o
after last treatment dosea)
Dieaths = 30 days after last treatment dose, unrelated to AE or 2 (0.8 o
disease nnder mmveshgaton
Dieaths = 30 days after last treatment dose, AE melated to i o
dizease under mmvestization and with AF outcome of death
Patients with unknown reason for death® 0 o

= Dieath= on or afier the date of first doze and up to 30 days following the last dose of study medication
Patients who died and are not captured in the sarlier categones.
Patients EQ305008 and E1003004 beoth died of acute myeloid leukasrmia {ANMI)

o Patient ESQ01006 died of septic shock and also had an ongoing AE of myveloprohferative neoplasm;
Patient E7TE46017 died due to an intentional carbon monexide overdose.

Patients in SOLO1 whose deaths were not considered due to disease progression only are listed in Table 71,
with relevant data on their treatment history in the study, and the investigator’s opinion on the likelihood of
a causal relationship between death and study treatment.
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Table 71: SOLO1: Key information for deaths not due to disease progression in the olaparib arm

(FAS)
Time fromm | Time from | Treatment | Primary cauze of | Secondary canze of | Autopsy Comments, including causzal
first dose | last dose to period death (investizgator | death (investigator | performed relationship te olaparib®
{days) death (days) text/ MedDEA text/ AMedDEA
preferred term) preferred term)
1084 328 Paost Acute myelowd HNone specified No Patient discontinued olapanb on
Follow-up lenkasmma Day 757 as she had no evidence of
disease after completing the protocol
specified 2 vears of treatment. AML
was diagnosed on Day 807; the AE was
considered related to treatment
823 308 Paost Acute myelowd HNone specified No Patient discontinued olapanb on
Follow-up leukaemma Day 518 due to AEs of dyspnoea,
pyrexia and upper respiratory tract
infection. Radiological disease
progressien was noted on Day 370,
AML was diagnosed on Day 571; the
AFE was considered related to treatment.
798 363 Post Septic shock" Inpmnosupression No At the time of death. the patient had an
Follow-up ongomg SAE of myeloproliferative
neoplasm (CTCAE Grade 3). which
started on Day 609 and was considered
related to olapanb treatment The
patient was treated for thes SAE by
autologous stem cell transplantation and
developed sepsis as a result of
complications with the stem cell
transplantation.
Time from | Time from | Treatment | Primary cauze of | Secondary cauze of | Autopsy Comments, including cauzal
first dose last doze to period death (investizgator | death (investizator | performed relationzhip to elaparib®
{days) death (days) text’ AedDEA text/ MedDEA
preferred term) preferred term)
611 115 Past Intentional None specified No Patient had a medical history of
Follow-up overdose depression and msommnia at basehne and

discontinued olapanb treatment on Day
497 for AEs of depression and
msomma Both AFs were CTCAE
Grade 2, non-senous and neither were
considered related to treatment.

- As a:se:.sed by the in're:ltigatccr

The event of septic shock was not recorded as an AE as 1t ocowred after the 30-day follow up period (after the 30-day follow-up peried only events that are
AFESIs were reported as AEs)

AFE Adverse event; AES] Adverse event of special interest; bd Twice daily; CTCAE Common Termunology Cntena for Adverse Events (v4.0); FAS Full
analysis set; MedDEA Medical Dictionary for Regulatory Activities (v21.0); NA Mot applicable; WAV Not avauzble; SAE Senous adverse event.

Data derived from Tables 11.3.3.2.1, Table 11.3.3.1.2, Appendix 12.1.5.1 and Appendix 12.2,7.1.1, SOL0O1 C5E, Medule 5.3.5.1 (DCO: 17 May 2018).
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Comparison of deaths in SOLO1 and the 300 mg bd pool

Table 72 summarises the number of deaths in the olaparib treatment arm in SOLO1 and the 300 mg bd pool.

Table 72: Patients who died in the olaparib treatment arm of SOLO1 and the 300 mg bd pool

Number (%6) of patients
Category S0OLO1L FAS O laparik
olaparib 300 mg bhd 2D mg bd pool
(IN=250) (IN=11E107)
Total pumber of deaths S5 {(21.2) 269 (254
Dreath related to disease under investigaton ondy 51 (19.6) 249 (23.5)
AE with outcome = death onlw O 1 Q0 1)
Diaath related to disease and an AFE with cutcome = death 0 2 (0.3
AF with outcome of death =30 days afier last treatment dose 2 0.8y 2 (0.2
Orther deaths® 2 (D8 14 (1.3

Patrents who died zand are not captured in the sarlier categories

FPatient ESQOO01 00 (sephic shock with ongoines AF of myveloproliferatve neoplasm}y and Patient E7VE4S01 7
(infentional carbon monoxide overdose) fromy SOLO]L , reported as “deaths =30 days after last treatooent
do=se, nnrelated to AF or disease under inveshigaton’ in the SOLO]1 clinecal database (see Table 13}

See Table 2.7.4.1.2.4 Module 5.35.5.3 for a isting of all deaths captured in the “other™ category for the
tablet pool.

A listing for all patients who had AEs leading to death in the 300 mg bd pool (excluding deaths in SOLO1) is
presented in Table 73.

Table 73: Listing of key information for AEs leading to death in the 300 mg bd pool (excluding
SOLO1)

Sex/Age AFE (MedDRA Causally Time from start | Dose last taken | Time from last | Time from start
(vears) preferred term) related to of treatment to before death doze to death of treatment to
olaparib* AFE onzet {(days) (mg'day) (daysz) deathidayz)
Fi7l Acute myeloid Yes 526 300 177 680
leukasmia
Mi83 Ophthalmic heipes Na 68 600 3l 89
zoster
MTT Hepatic failure Mo 3 400 2 24
Fr39 Sepsis No 138 &00 16 139

As assessed by the investigator

AE: Adverse event; bd: Twice daily; CSE: Clinieal study report; DCO: Data cut-off; F: Female: M: Male; MedDFEA: Medical Dictionary for Regulatory
Activihes.

Serious adverse events in SOLO1

During SOLO1, a higher proportion of patients reported SAEs in the olaparib arm compared with the placebo
arm. The majority of SAEs had resolved with either no action taken or following a temporary dose
interruption or dose reduction, or were resolving. Eight patients (6 in the olaparib arm and 2 in the placebo
arm) had SAEs that were ‘not recovered/not resolved’ at the DCO date for this analysis.
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Table 74: SOLO1: SAEs occurring in 22 patients in either treatment group (SAS)

Number (%) of patients
Categors Qe
(IN=260) (IN=130)
Patients with any SAE 54 (20.8) 16 (12.3)
Blood and Ihymphatic system dizorders 21 (8.1 1 {D.8)
Anaemia 17 (6.5) a
Febrile nentropenia 2 (0.8} 0
MNeuiropenia 2 (0.8 a
Infection: and infestations 10 (3.8) S(3.58)
Urinary tract infection 3I(12) i
Jiral infection 2 (0.8} a
Castrointestinal dizorders T({2.T) 4031y
Abdominal pain 2 (0.8) 1(0.8)
Small intestinal obstmction 2 (0.8} 1 (0.8)
Nervous system dizorders T({2.T) 2(1L.8)
Syncope 2 (0.8) a
Transient ischasmic attack 2 (0.8} 0
Headache 1 (0.4) 2(1.5)
Respiratory, thoracic and mediastinal disorders 4 (1.5) ]
Proeumonitis 2 (0.8) a
Pulmonary embolism 2 (0.8} 0
Neoplazms benign, malisnant and unspecified (incl cyvsts and 5 (1.9 4031y
polyps)
Breast cancer female 1 {04y 323
Aluzcozkeletal and connective tizzue dizorders 2 (0.8) o
Rotator cuff syndrome 2 (0.8) a

bd Twice daily; SAE Serous adverse event; SAS Safety analysis set
Comparison of serious adverse events in SOLO1 and the 300 mg bd pool

Most SAEs were reported by single patients in SOLO1, but the SOC where SAEs were most commonly
reported was Blood and lymphatic system disorders and this was consistent for 300 mg bd pool data (see
Table 75).

Table 75: Most common SAEs (reported by =2 patients in the olaparib treatment arm of SOLO1
and/or reported by 25 patients in the 300 mg bd pool)

Number (%) of patients
System organ class SOLOL SAS Olaparib 300 mg bd
FPreferred term olaparib 300 mg bd pool
(N=260) (IN=1060)

Patients with any SAF =4 (20.8) 210 (19.8)
Blood and Iymphatic system dizorders 21 (8.1) 65 (6.5
Amnaemia 17 (6.5} 56 (5.3}
Febrile neutropenia 2 (0.E) 3 (0.3)
Neutropenia 2 (0B T 0.7
Thrombocytopenia o 5 (0.5
Infections and infestations 10 (3.8) 44 (4.2
Urinary tract infection 3 (1.2 9 (0_8)

Tiral infection 2 (0.8) 200.2)
Prneumonia L] T (0. T)
Castrointestinal disorders T (2.T) 31 (2.9)
Abdominal pain 2 (0.8) T{0.7)
Small intestinal obstucton 2 (0.8) 3 (0.3)
Constipation o 2002y
Nervous system disorders T (2.7} 13 (1.2}
Ssmcope 2 (0.8B) 2 (0.3
Transient ischaemic attack 2 (0.E) 2002
Headache 1 {04y 2002y
Respiratory, thoracic and mediastinal disorders 4 (1.8} 14 (1.3}
FPneumomitis 2 (0.8) 4 (0.4
Pulmonary embolism 2 (0.8 3 (0.3)
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Number (%2) of patients

System ergan class SOLO1 SAS Olaparib 300 mg bd
Preferred term olaparib 300 mg bd pool
(N=260) (IN=1060)
'C'-ene.rfll dizorder: and adminiztration site 3 (1.2) 17 (1.6}
conditions
Pyrexia 1 (0.4 & (0.6}
Auzcozkeletal and connective tiszue dizorders 2 (0.B) L (0.9
Rotator cuff sy ndrome 2 (0.8) 2002y

Includes AFs= with an onset date betoreen the date of first dose and 30 days following the date of last dose of
study treatment.

bd Twice daily; CS5E Climical study report; MO Diata cut-of £ ; N Total number of patients; SAE Senous
adverse event; SAS Safety analysis set

Crata derived from Table 11.3.4.1.1.1, SOLO1 CSE., Module $.3.5.1 (DvCO: 17 Aay 2018): Table 2.7.4.1.3.1,
300 meg bd poel, Module £.23.5.3 (D000 17 May 20L8).

Laboratory findings

Haematology

Table 76: SOLO1: Number (26) of patients with maximum overall CTCAE grades during
treatment for key haematological parameters (SAS)

Grade 0 Grade 1 Grade 2 Grade 3 CGrade 4

Haemoglobin

Olaparib 300 mg bd 34257 (13.2) 108/257 (42.0) 63257 (23.3) 500257 (19.5)

Placebo bd 45/130 (36.9) 67/130 (51.5) 13/130(10.0) 2130 (1.5) 0
Platelets

Olaparib 300 mg bd 168/257 (65.4) 80/257 (31.1) 6257 (2.3) 21257 (0.8) 1257049

Placebo bd 104/130 (80.0) 24/130(18.5) 0 1/130 (0.8) 1/130 (0.8)
Leukocytes

Olaparib 300 mg bd T8/257 (30.4) 90/257 (35.0) 721257 (28.0) 15/257 (5.8) 2257 (0.8)

Placebo bd 62/130 (47.7) 49/130 (37.7) 18/130(13.8) 1/130 (0.8) 0
Neutrophils

Olapanib 300 mg bd 126/256 (49.2) 40/256 (15.6) 68/256 (26.6) 201256 (7.8) 2/256 (0.8)

Placebo bd 80/129 (62.0) 28129 (21.7) 15/129(10.1) 8129 (6.2) 0
Lymphocytes

Olaparib 300 mg &d 77231 (33.3) 65/231 (29.4) 54231 (23.4) 32/231(13.9) 0

Placebo bd T8/110 (70.9) 16/110(14.5) 11/110(10.0) 5110 (4.5) 0

ALP Alkaline phosphatase; ALT Alanine aminotransferase; AST Aspartate apunotransferase; bd Twice daily; CSE Climical study report;
CTCAE Common Termmology Critena for Adverse Events; DCO Data eut-off: SAS Safety analysis set.
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Clinical chemistry

Table 77: SOLO1: Number (20) of patients with maximum overall CTCAE grades during
treatment for key clinical chemistry parameters (SAS)

Grade 0 CGrade 1 Grade 2 Grade 3 Grade 4

ALT

Olaparib 300 mg bd 181/257 (70.4) 67257 (26.1) 8/257 (3.1} 1/257 (0.4} o

Placebo bd SOL30 (69.2) 3T/130 (28.5) 17130 (0_8) 2/130 (1.5} o
AST

Olaparib 300 mg bd 193/256 (75.4) 61/256 (23.8) o 24256 (0.8) o

Placebo bd 94130 (72.3) 34130 (26.2) 17130 (0_8) 1/130 (0.8) o
ALP

Olaparib 300 mg bd 195/257 (75.9) G2/257 (24.1) o 4] o

Placebo bd B5/128 (66.4) 42/128 (32.8) 1/128 (0.8} 4] o
Albumin

Olaparib 300 mg bd 224/253 (88.5) 25,253 (9.9) 4/253 (1.6) 4] o

Placebo bd 115/129 (89.1) 14129 (10.9) o 4] o
Bilirubin

Olaparib 300 mg bd 233/256 (91.0) 200256 (7.8) 3/256 (1.2) 4] o

Placebo bd 119/129 (92.2) 8/129 (6.2) 2129 (1.6) 4] o
Creatinine

Olaparib 300 mg bd 171/257 (66.5) B2/257 (31.9) 4257 (1.6} 4] o

Placebo bd 106/130 (81.5) 24/130 (18.5) o 4] o

Grade 0 Grade 1 Grade 2 Grade 3 Grade 4

GCGT

Olaparib 300 me bd 1651249 (66.3) £4/249 (25.7) 13/249 (5.2) 71248 (2 8) 0

Placebo bd TI/118 (65.3) 3VII8 (25.4) 8/118 6.8) 3118 2.5) 0

ALP Alkaline phosphatase; ALT Alamne aminotransferase; AST Aspartate aminotransferase; bd Twice daly; CSE Chmecal study report;
CTCAE Common Terminolegy Criteria for Adverse Events; DU Data cut-off; GGT gamma glutamy] transerase; SAS: Safety analysis set.

Comparative analysis of clinical laboratory evaluations

The laboratory evaluations for SOLO1 and the 300 mg bd pool were comparable. Changes in haemoglobin;
neutrophils; lymphocytes, platelets and MCV were the only significant haematological parameters with
clinically relevant changes; these parameters are recognised ADRs for olaparib. The only significant change
in clinical chemistry parameters occurred for creatinine: creatinine increases are a recognised ADR for
olaparib.

Assessment of the potential for drug-induced liver injury

There were no confirmed or suspected Hy’s Law cases. One (0.4%) olaparib-treated patient in SOLO1 had
concurrent elevations of bilirubin and ALT; this patient had Gilbert’s syndrome at study entry, which
provides an explanation for her elevated liver enzymes.

Laboratory abnormalities for ALT and AST (SOLO1)

In SOLO1, there were no patients who had CTCAE Grade 4 laboratory values for ALT and AST; the proportion
of patients with CTCAE Grade 3 elevations was low in both treatment arms:

- There were 2 (0.8%) of 256 patients in the olaparib arm who had a laboratory value of AST elevation of
CTCAE Grade 3 (worst grade), and 1 (0.4%) patient with CTCAE Grade 3 elevated ALT during treatment. No
liver diagnostic investigations data were reported for these 2 patients.

- There were 2 patients in the placebo arm who had CTCAE Grade 3 elevations of either ALT, AST or both
during treatment or during follow-up.

Concomitant elevations of ALT/AST and bilirubin (SOLO1)

An assessment of ALT, AST maximal elevations during treatment by maximal total bilirubin elevations
showed that 1 (0.4%) patient in the olaparib arm and no patients in the placebo arm had concurrent
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elevation of bilirubin and either ALT or AST. One patient was reported to have Gilbert’s syndrome and had
transient concurrent elevated ALT (CTCAE Grade 2) and bilirubin (>2 x ULN) at Visit 13 (Day 227). The
patient had bilirubin values above normal levels (CTCAE Grade 1 or 2) pre-treatment and from Visit 6
onwards. No AEs for liver abnormalities were reported throughout the course of the study. The patient
remained on study treatment for 756 days.

Laboratory abnormalities for ALT and AST (300 mg bd pool)

In the 300 mg bd pool, 17 (1.6%) patients had an ALT increased laboratory value (worst grade) of CTCAE
Grade 3 and 1 patient (0.1%) had an ALT increased laboratory value of CTCAE Grade 4; 25 (2.4%) patients
had a CTCAE Grade 3 laboratory value of AST increased; no patients had an AST increased laboratory value
of CTCAE Grade 4. The proportion of patients with these abnormal laboratory values in the 300 mg bd pool
was higher than that in the olaparib arm of the SOLO1 study (0.4% and 0.8%, respectively).

The proportion of olaparib-treated patients with CTCAE Grade 3 AEs in the SOLO1 study and in the 300 mg
bd pool was low and similar to the proportion of patients with CTCAE Grade 3 abnormal laboratory values.

Concomitant elevations of ALT/AST and bilirubin (300 mg bd pool)

An assessment of combined elevations of ALT and bilirubin was conducted for all patients in the 300 mg bd
pool. Of these 1060 patients, 16 patients reported elevations of both AST or ALT >3 x ULN and total bilirubin
=2 = ULN, irrespective of ALP, at any point during their study treatment.

Assessment of potential for renal impairment

The median change in creatinine from baseline to Visit 3 for olaparib-treated patients was an increase of 8.8
pmol/L compared with no change for placebo-treated patients. Median creatinine levels for olaparib-treated
patients then remained consistent over time (maximum median change 15.0 pmol/L, median change at the
majority of time points between 8.0 and 12.0 pmol/L) with levels returning to baseline at the 30 day
follow-up/post follow-up visits.

Data from all patients in the 300 mg bd pool showed that a higher proportion of patients in the tablet pool
had CTCAE grade shifts in creatinine, compared with SOLO1l. In the 300 mg bd pool, 91.7% of
olaparib-treated patients had normal creatinine at baseline, 7.7% had CTCAE Grade 1 at baseline and 0.5%
had CTCAE Grade 2 at baseline. A total of 810/1056 (76.7%) patients had a single change in CTCAE Grade
(changes were normal to Grade 1 in 780 of the 810 patients) and 163/1054 (15.4%) had 2 CTCAE grade
shifts (all were normal to Grade 2); 1 patient (0.1%) had a 3 grade shift in creatinine (from Grade O to Grade
3).

Safety in special populations

The 300 mg bd pool has been used as the data source for this section rather than SOLO1. The pooled dataset
includes patients with a range of solid tumours, including breast cancer.

Assessment report
EMA/330530/2019 Page 89/109



Effect of age

Table 78: Number of patients reporting at least one adverse event by age group in the 300 mg

bd pool
Number (%%) of patients
AMedDERA term Age =65 years Age 65 to Age 75 to Age =85 years
T4 vears S84 vears
N=865 N=1¢1 N=34 N=0
Total AEs B4T (87.9) 157 (97.5) 33 (97.1) )
Total SAFEs® 164 (19.0) 318 (23.6) 8 (23.5) o
Fatal 2 (0.2) 1 (0.s) 1 (2.9 )
Hospitalisation/prolong 150 (17.3) 32 ({19.99 8 (23.5) 0
existing hospitahsation
Life-threatening 16 (1.8} T (4.3) o )
Other (dizability incapacity) 4 (0.5) 1 (0.8} o 0
Other (medically sigmificant) 4T (5 4) B (5.0 1 (2.9% a
Total DAE= 63 (7.3) 16 (9.9} 50147 )
= The total 15 not equal to the sumwm of the events across the senonsness critena becanse Investizators are asked

to mdicate each seriousness erterion valid for the event

AE Adserse event; bd Twice daily; CSE Clmical study report; DAEs Adverse events leading to

discontimmation; DHOO Data cut-off, MedDEA  MMedical Dhetionary for Regulatory Actvites; SAEs Senous

adverse svents.

An analysis of AEs by the SOCs most relevant to elderly patients, and age is provided in Table 79.

Table 79: Number of patients with, and reports of adverse events within the SOCs/SMQs of most
relevance to elderly patients, by age in the 300 mg bd pool

MNumber (%) of patients
Catezory Age =65 years Agme &5 to Age TS to Ame =85 years

T4 vears 84 years

N=865 MN=1la61 N=34 N =i

Total mamber of pattents with AFEs S47 (97.9% 157 {97.5) 33 (2713 L]
Fswchiatne disorders (SO 155 (17_9% 25 ({155} 6 (17.6%F L]
A ecidents and mjuaries (SEIO) L S ] 10 5.2} 2 (5.9 L]
Cardiac disorders (SOC) 55 (5.4 12 (7.5) 1 (2.5% a
ascular discrders (SOC) 91 (LO_5) 20 (12.4) 2 (3.9} o
Iy s o0 0 0 0
Infections and mfestatons (SO 408 (4723 TS (48 4 14 (4120 L]
Omality of life decreasaed (PT) I L4} 0 L]
Sumn of crthostatic hypertension and
L‘:;;“:::T;;““‘] "‘*‘zia—;ﬂ::d‘ 133 (15.4) 28 (17.4) 2 (5.9 o
fractures

AFE Adhverse event; bd Twice daily; DO Data cut—-off MedDE A Medical Dhictionary fior Fegulatory

Activities; PT Preferred term:; SO Standardised BiaedDE A guery; SOHT  Systemnm organ class.
.2 and Table 2.7.4.1.13.5 AModule £ 3. 2.3 (DO : 17 Niay 2018

DFata derived from Table 2.7.4.1.6.2
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Effect of race

Table 80: Number (20) of patients who had at least 1 AE in any category by race (all patients and

non-White patients) in the 300 mg bd pool

Number (%) of patients

All patients W hite MNon-White
AF category™ {adianced solid patients patients™
THIO-E TS
{TE=100) (TF=806) (N=254)
Anv AE 1037 {(27.8) 789 (27T 9) 248 (76D
Any AT of CTCAE Grade 3 or hagher 404 (3B 1) 289 (35.9) 115 {45.3)
Any AF with ootcomme = death 4 (04 3 {04y 1 ({04}
Anw SAFE (ncluding evends with - - .
T — death) 210 (19.8) 158 (19.58) 52 {20.5)
AE leading to dose reduction of study -
- 219 (20. 158 (19.6 51 {201
freatmendt : EE ¢ 2 2 2
Any AF leading 1 rapil £ stud
o * teamismmphion @ o 398 (37.5) 298 (37.0) 100 (39 .4)
freatment
AF leading to discontmushon of stady
3 - -
fre= ot 84 (7.9% &5 (8.2} 18 ({7.1)

with events in more than 1 category are counted once 1m each of those catezories.

fother”

Patrents with multiple eveni= reported in the same catezory are counted cnly once 1 that category. Patiends

Of the 254 Mon-VWhite patients, 234 patent= were A=ian; 7 patents were Black_ and 13 patients were

The most common (=10% of either White or non-White patients) AEs by race are shown in Table 81.

Table 81: Most common AEs (=210% of either White or non-White patients) by race in the

olaparib 300 mg bd pool

Preferred term?®

Number (26) of patients

White patients

Non-White patients

(N= 806) (N=254)
Any AE 789 (97.9) 248 (97.6)
Nausea 527 (65.4) 155 (61.0)
Anaemia 278 (34.5) 122 (48.0)
Vomiting 298 (37.0) 83 (32.7)
Fatigue 338 (41.9) 78 (30.7)
Decreased appetite 177 (22.0) 69 (27.2)
WBC count decreased 21 (2.6) 59 (23.2)
Neutrophil count decreased 21 (2.6) 51 (20.1)
Upper respiratory tract infection 55 (6.8) 49 (19.3)
Diarrhoea 234 (29.0) 48 (18.9)
Neutropenia 106 (13.2) 45 (17.7)
ALT increased 27 (3.3) 39 (15.9)
Constipation 166 (20.6) 34 (13.4)
Headache 161 (20.0) 33 (13.0)
Dizziness 102 (12.7) 33 (13.0)
Leukopenia 60 (7.4) 33 (13.0)
AST increased 23 (2.9) 32 (12.6)
Dysgeusia 156 (19.4) 31 (12.2)
Platelet count decreased 17 (2.1) 31 (12.2)
Cough 127 (15.8) 29 (11.4)
Thrombocytopenia 61 (7.6) 28 (11.0)
Pyrexia 101 (12.5) 26 (10.2)
Nasopharyngitis 62 (7.7) 26 (10.2)
Malaise 13 (1.6) 26 (10.2)
Abdominal pain 147 (18.2) 25 (9.8)
Dyspepsia 93 (11.5) 21 (8.3)
Abdominal pain upper 98 (12.2) 20 (7.9)
Arthralgia 132 (16.4) 19 (7.5)
Dyspnoea 120 (14.9) 19 (7.5)
Back pain 109 (13.5) 19 (7.5)
Urinary tract infection 81 (10.0) 11 (4.3)
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Preferred term? Number (%0) of patients

White patients
(N= 806)
161 (20.0) \

Non-White patients
(N=254)
10 (3.9)

Asthenia

a Table ordered by incidence of preferred terms in the population of non-White patients.
Includes adverse events with an onset date between the date of first dose and 30 days following the date of last dose of

study treatment. ALT Alanine aminotransferase; AST Aspartate aminotransferase; bd Twice daily; WBC White blood cell.
Safety related to drug-drug interactions and other interactions

No new data were provided regarding safety related to drug-drug interactions.

Discontinuation due to adverse events

AE leading to discontinuation

In SOLO1, a higher proportion of patients had AEs that led to discontinuation of treatment (DAESs) in the
olaparib arm, compared with the placebo arm (Table 82). Further examination of data for the 6
olaparib-treated patients in SOLO1 with DAEs for nausea showed that 5 of the 6 patients had onset of nausea
<7 days after first dose of olaparib.

Table 82: SOLO1: AEs leading to dose discontinuation occurring in =2 patients in either
treatment group (SAS)

Number (%) of patients®

MedDEA SOC Olaparib Placeho
preferred term” 300 mg bd bd

(N=260) (N=130)
Patients with any AF leading to discontinuation 30 (1L.5) 32y
zeneral disorders and administration site conditions 10 (3.8 1(0.5)
Fatigue 411.3) 1(0.8)
Asthenia 2(0.8) 0
Malaise 2(0.8) 0
Blood and lymphatic system disorders T2 0
Amnaemia 6(2.3) 0
zastrointestinal disorders 6 (2.3) 1(0.5)
Nausea 623 1{0.8)
Vomiting 200.8) 0

¢ Multple ocourrences of a system organ class/preferred term for a patient are counted only once for the

patient.

" Sorted by decreasing order of frequency in the olapanb arm and then by order of frequency in the placebo

arm.

AE Adverse event; bd Twice daily; MedDEA Medical Dictionary for Regulatory Activities (v21.0);

SAS Safety anabysis set; SOC System argan class.

Data derived from Table 11.3.5.1.1, SOL0O1 CSE, Module 5.3.5.1 (DCO: 17 May 2018).

Comparison of adverse events leading to discontinuation

Anaemia and nausea were the most common AE leading to discontinuation in both populations. A higher
proportion of patients in SOLO1 discontinued for AEs of nausea compared with the 300 mg bd tablet pool.
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Table 83: Most common AEs leading to discontinuation (reported by =2 patients in the olaparib
treatment arm of SOLO1 and/or reported by =2 patients the 300 mg bd pool)

Number (%) of patients
System organ class SOLO1 SAS Olaparib 300 mg bd
Preferred term olaparib 300 mg bd pool
(N=160) (N=10610)
Any DAE 30 (11.5) 84 (7.9)
Blood and lymphatic system dizorders T(2.7) 18 (2.68)
Anzemia 6(2.3) 2001
Neutropenia 1(0.4) 4(0.4)
Thrombeeytopenia 0 4{0.4)
Leukopenia 0 2(0.2)
Number (%) of patients
System orgam class SOLO1 BAS Olaparib 300 mz bd
Preferred term olaparib 300 mg bd pool
(N=260) (N=10610)
Castrointestinal disorders 61(2.3) 13(1.2)
Nausea 6{2.3) 9(0.8)
Vomiting 2{0.8) 5(0.5)
Ceneral dizorder: and administration site conditions 10 {3.8) 13{1.2)
Fatizue 4(1.5) 6 (0.6)
Asthenia 2(0.8) 2(0.)
Malaize 2{0.8) 2(0.2)
Respiratory, thoracic and mediastinal dizorders (1.2} 6i0.6)
Preumonitis 1{0.4) 3(0.3)
Drvspnoea 140.4) 2(0.2)
Investization: 2{0.B) 9(0.58)
Platelet count decreased 1404 3(0.3)
White blood cell count decreased 1(0.4) 2(0.2)
Weutrophil count decreased 0 2{0.2)
Infections and infestations 1{04) 4i0.4)
Prneumonia 0 2(0.2)
Psvehiatrie disorders 1{0.4) 3(0.3)
Depression 1{0.4) 2(0.2)
Metabolizm and nutrition dizorders 1(04) 2(0.2)
Diecreased appetite 1404 2{0.2)

Includes AEs with an onset date between the date of first dose and 30 davs following the date of last dose of

study treatment.

AEs leading to treatment interruption

The most commonly reported AEs (>2 patients in either treatment group) leading to interruption of olaparib

dosing are presented in Table 84.
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Table 84: SOLO1: AEs leading to treatment interruption occurring in >2 patient in either

treatment group (SAS)

Preferred term"”

Number (%0) of patiemnts™

Dlaparib Flacebho
Z00 me bd bd
(IN=260) (Ie=130)
Fatients with any AF leading to dosze interruption 135 (51.9) 22 (16.5)
Anaemia 57 (21.9) 1 (0.8
IMamsea 35 (13.5) o
Womiting 25 (9.6) 3 (2.3
MNeutropenia 21 (8.1} EXERS]
IDmasrhoea 15 (5.8 ]
Fatizue 13 (5.0 1 (0.8
Leukopenia 10 ({3.8) 2 (1.5)
Pyrexia o {3.5) 1 (0.8
Meutrophil count decreased 8 ({3.1) 1 (OB
A sthenaa T2 o
Thrombocyvtopenia 5 (1.9 o
Abdominal pain 4 (1.3 1 (0.8
Influnenra like illness 4 {1.5) o
Gastroenteritis 4 (1.5) o
Whate blood cell count decreased 4 (1.5) ]
Bronchitis 312y ]
Dry=peapsia 312y ]
Gastroenteritis viral 3 {12y ]
Headache 3 (1.2 i

patient.

armm_

Comparison of adverse events leading to dose interruption

Multiple ocowmrences of a system organ class/preferred term for a patient are counted only once for the

Saorted by decreasme order of frequency in the claparib zom and then by order of frequency in the placebo

The proportion of patients who had AEs leading to dose interruption was higher for SOLO1. 135 (51.9%)
compared with the 300 mg bd pool 398 (37.5%); however, this is likely due to the longer median total
treatment duration in SOLO1. The most common AEs leading to dose modification (anaemia, vomiting,
neutropenia, nausea and fatigue) were comparable with those observed in SOLO1.

AEs leading to dose reduction

Table 85: SOLO1: AEs leading to dose reduction occurring in >2 patient in either treatment

group (SAS)

Table 18 SOLO]1: AFs leading to dose reduction occurring in =2 patients in
either treatment sroup (SAS)
Preferred term"” Number (%) of patients”
O laparib FPlacebo
300 mg bd bd
(N=260) a¥=130)
Patients with any AF leading to dosze reduction T4 (ZB_5) 4(3.1)
Anaemia 44 (15.9) 1 (0.8)
Fatigue 10 (3.8} 1 (0.8}
MNansea 10 (3. 8% 0
MNeutropenia o {3.5) 1 (0.E)
A sthensa 5 1.9 0
Leukopenia 4 {1.5) 0
Thrombocytopenaa 3 L{1.2) o

pafient
b

aArmm

Multple cccomrrences of a system organ class'preferred term for a pathent are counted only once for the

Sorted by decreasmg order of frequency 1 the clapank arm and then by order of fregquency 1n the placebo

AF Adserse event; bd Twice daily; RledDE A MMedical Dictionary for Regulatory Actwites (v21.00;

545 Safety analysis set
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Comparison of adverse events leading to dose reduction

The proportion of patients who had AEs leading to dose reduction was slightly higher for SOLO1: 74 (28.5%)
and the 300 mg bd pool 219 (20.7%); however, this is likely due to the longer median total treatment
duration in SOLO1.

2.5.1. Discussion on clinical safety

This application is mainly supported by safety data from the phase 11l SOLO-1 Study where patients were
dosed olaparib (or placebo) 300 mg bd as a monotherapy. Supportive safety data from a pool of 1060
patients who were intended to receive olaparib 300 mg bd as a monotherapy in the MAH-sponsored studies
(12 studies, including SOLO-1 results) were also provided. Overall, the The safety profile is based on pooled
data from 1,826 patients with solid tumours treated with Lynparza monotherapy in clinical trials at the
recommended dose.

In SOLO-1, 98.5% of the patients from olaparib arm experienced any AE. The majority of AEs occurred
within the first 3 months of treatment. The most common AEs (reported by > 30% patients) in the olaparib
arm were nausea (77.3%), fatigue (40.8%), vomiting (40.0%), anaemia (38.1%) and diarrhoea (34.2%).
These results were numerically similar for the 300 mg bd pool population; except for nausea (64.3%),
vomiting (35.9%) and diarrhoea (26.6%).

For many of the most common events reported at a higher (210%) frequency on olaparib compared with
placebo, the rate remained higher for olaparib-treated patients when adjusted for exposure: nausea;
anemia; vomiting; fatigue; diarrhoea ; constipation; dysgeusia; upper abdominal pain; asthenia; decreased
appetite; dyspepsia; dyspnoea; pyrexia and urinary tract infection. Of these, dyspnoea has been identified
as a new ADRs for olaparib by the MAH and reflected in section 4.8 of the SmPC.

Dyspnoea was experienced by 15.4% (40/260 patients) of the olaparib-treated patients compared to a
6.2% of patients in the placebo arm. In addition, the exposure-adjusted event rate was higher for olaparib
compared to placebo (95.57 vs 41.63). The median time of onset for dyspnoea was 5.72 months (0.2-23.0
months). Events were mostly mild or moderate in severity; none were SAEs. All the events were resolved.
One event lead to dose interruption and other to permanent discontinuation.

The event dyspnoea seems to be multifactorial. Most of the patients that experienced dyspnoea,
experienced as well another relevant AE; the most common ones were nausea (80.0%), fatigue (67.5%) or
anemia (52.5%). However, anemia may have contributed to fatigue and dyspnea.

Frequency of previously identified ADRs for olaparib, such as neutropenia, thrombocytopenia, leukopenia
and upper abdominal pain has been increased from common to very common. Section 4.8 of the SmPC has
been amended accordingly.

The percentage of patients experiencing any AEs of CTCAE grade 3 higher or any SAEs in SOLO1 were higher
in the olaparib-treated patients compared to placebo ones (39.2% vs 18.5% and 20.8% vs 12.3%,
respectively). The most common AEs of CTCAE Grade 3 or higher occurring in two or more patients in the
olaparib arm were anaemia (21.4%), neutropenia (5%), diarrhoea (3.1%), neutrophil count decreased
(2.7%) and leukopenia (1.5%).

Proportions of patients with AE of CTCAE Grade 3 or higher were similar in SOLO-1 (39.2%) compared to the
300 mg bd pool (38.1%). The most commonly reported event of CTCAE Grade =3 was anaemia. The
proportion of patients with Grade =3 anaemia in SOLO-1 (21.2%) was consistent with results from the 300
mg bd pool (17.1%).

Discontinuations, dose reductions and interruptions due to AEs were more common in olaparib arm than in
placebo arm in SOLO1. Results showed a percentage of olaparib discontinuations due to AEs in SOLO-1 of
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11.5%; a higher proportion compared to 300 mg bd pool (7.1%). In SOLO-1, the most common DAE that
occurred at >2% difference between any of the treatment group was anemia leading to 2.3% of the olaparib
discontinuations.

In SOLO-1, 20.8% (54/260 patients) of the olaparib-treated patients experienced any SAE. The most
common reported SAE was anaemia (6.5%). No patients in SOLO1 had CTCAE Grade 4 decrease of
haemoglobin values during the study. Results were similar for 300mg bd pool.

The incidence and severity of anaemia events following olaparib treatment in SOLO1 were consistent with
the known safety profile of olaparib. Anaemia remained manageable by interrupting or reducing the olaparib
dose or giving blood transfusions, when indicated and treatment discontinuation was rarely required (see
SmPC sections 4.2 and 4.4).

In clinical studies with olaparib, the incidence of CTCAE grade =2 shifts (decreases) from baseline in
haemoglobin was 20%, absolute neutrophils 20%, platelets 5%, lymphocytes 30% and leucocytes 20% (all
% approximate).

Considering the difference in time exposure between the SOLO1 safety set and the olaparib monotherapy
300mg bd safety set, data adjusted by patient years’ exposure were provided for common AEs, grade = 3
AEs, SAEs and AEs leading to discontinuation (data not shown). The adverse event rates (per 1000 patient
year) was slightly higher for the pooled olaparib 300mg (average: 1.14 times), which was consistent with
the first line use of olaparib in the SOLOL1 trial. The consistency between the two sets was generally
observed, with ‘athralgia’ events rate being slightly increased among the SOLO1 patients (1.24 times) and
‘decreased appetite’ being almost twice less (0.52 times). CTCAE grade = 3 AE diarrhoea was more present
(1.4 times more AEs per 1000 patients years ) during the SOLO1 trial than among patients of the pool while
fatigue was twice (2.2 times) more present among the patients of the pool. Overall, these data were
consistent with the incidences already provided.

Regarding serious AEs, there was overall a slightly lower presence of time adjusted AEs observed during trial
SOLO1. The individual numbers are small and do not allow to draw conclusions on individual AEs.

In SOLO1, in the post-follow-up period, 2 patients had AEs of AML and 1 patient had an AE of
myeloproliferative neoplasm; the outcome was fatal for the cases with AML and in the myeloproliferative
neoplasm case, the patient died due to a septic shock after a stem cell transplantation.

The incidence rate of MDS/AML is 0.6% (55/9293 patients) in the entire olaparib clinical programme and
1.2% (26/2258 patients) for the pool of all doses of olaparib in monotherapy. The majority of the cases
reported a fatal outcome, with MDS/AML noted as the primary or secondary cause of death. The duration of
therapy with olaparib in patients who developed MDS/AML varied from <6 months to >2 years. The time to
death after olaparib was discontinued ranged from 17 to 667 days (median 209 days).

In order to assess the potential contributions of the duration of exposure to olaparib and the number of prior
lines of platinum-containing chemotherapy on the risk of MDS/AML, a further analysis of data from SOLO1
and SOLO2 was conducted. Data showed that the event rate for MDS/AML in SOLO1 (one platinum-based
regimen) was lower than the event rate in both olaparib and placebo-treated patients in SOLO2 (two
Platinum-based regimen): 1) event rate in SOLO1 was higher in the olaparib arm compared to placebo arms
(3.4 vs 0); 2) in SOLO2 a higher event rate was observed in placebo arm compared to olaparib arm (16.2 vs
10.5). Duration of exposure and follow-up time was longer in SOLO1.

A second sensitivity study was conducted to SOLO1 and SOLO2 regarding the influence of the exposure to
PARP inhibitors, even as a subsequent therapy. Results showed that the event rate of MDS/AML events was
higher in SOLO2 population than in SOLO1, even if the patients had never been treated with any
PARP-inhibitor. The event rate difference were of 15.7 points higher in the never PARP inhibitor treated
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population in SOLO1 study (19.1) and 8.8 points higher in the ever PARP inhibitor treated population in
SOLO2 study (12.2) compared to ever PARP inhibitor treated population in SOLO1 (3.4).

Therefore, results suggested that that the risk of MDS/AML is closely related to duration of exposure to
platinum-containing chemotherapy, rather than the duration of exposure to olaparib. Nevertheless, a causal
relationship between olaparib treatment and the incidence of MDS/AML cannot be dismissed. MDS/AML wiill
be closely monitored as reflected in the RMP.

In SOLO1, there were 5 (1.9% incidence) patients in the Olaparib arm and 3 (2.3% incidence) patients in the
placebo arm with new primary malignancies. Comparison of AEs of new primary malignancies in SOLO1
against other studies in the clinical programme suggested that when larger populations of olaparib-treated
patients are considered the incidence decrease. The incidence for the pooled data of the entire clinical
programme in the olaparib-treated population is 0.7% (29 events out of 9293 olaparib-treated patients).

As the risk of AML/MDS and NPM might be higher in patients with germline BRCAm (in whom also the blood
cells carry the mutation and will thus be affected by the PARP inhibition), incidence data specifically in
patients with gBRCA1 and gBRCA2 from clinical trials and post-marketing experience (up to June 2018) were
provided. Furthermore, in order to understand the background incidence of MDS/AML due to chemotherapy
in gBRCA mutated patients (who might potentially be more susceptible), available data from historical
populations who received platinum but not PARPi were provided (data not shown).

The analysis of the pooled data from the clinical trials did not allow concluding on differences of either
MDS/AML or NPM among the gBRACm patients treated with olaparib as relative to those treated with the
comparator. This concerned both the monotherapy studies (overall 1400 olaparib patients and 402 controls
patients) and the combination studies (67 patients treated with olaparib and 14 controls).

Currently MDS/AML cases have been reported in 1.4% of gBRAC1m patients and 1.6% of BRCA2
(gBRAC2m) treated with olaparib. Post marketing records document MDS/AML in 5 BRCA1lm and 11
BRCA2m patients for an overall number of 61 MDS/AML cases. NPMs showed similar figures among the
monotherapy olaparib treated patients (1.3% for gBRCA1m and 1.6% for gBRCA2m patients) but had a
lower overall incidence in the post marketing data (8 cases compared to 61 for MDS/AML). It is not clear
whether the lower number of NPMs cases was related to lower risk of other types of malignancies compared
to MDS/AML or to differences in data collection and potentially under-reporting for NPMs.

The annual report on AML/MDS (data cut-off Dec 2018) was provided within this procedure (data not shown)
and will be further discussed in the PSUR procedure. Section 4.4 of the SmPC has been updated to include
the incidence of MDS/AML cases specifically among gBRCA1m and gBRCA2m patients (1.7% and 1.4%,
respectively).

MDS/AML and new primary malignancies are classified in the RMP as important potential risks and will
continue to be monitored closely. Long-term safety data will also continue to be collected (see RMP).

Five events of pneumonitis were reported (1.9% incidence) in SOLO-1. The incidence for the pooled data of
olaparib in monotherapy combined therapeutic dose (N=1826 olaparib-treated patients) is 0.7%. These
events were mild or moderate, non-serious and resolved without treatment discontinuation; none of them
had a fatal outcome.

The reports of pneumonitis from post-marketing surveillance were consistent with the characterisation of
the events reported from monotherapy clinical studies. A causal relationship between olaparib treatment
and the development of pneumonitis has not been established.

Pneumonitis is classified in the RMP as important potential risks and will continue to be monitored closely.

From a mechanistic point of view, patients without germline BRCAm (gBRCAwt) might have a better safety
profile than patients with gBCRAm since the drug will act mainly on the tumour cells rather than on all cells
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of the body. A comparison of the safety data for patients confirmed as being gBRCAwt vs gBRCAmM, while
taking into account other possible baseline differences was provided (data not shown). Data in only 67
patients gBRCAwt were presented (vs 1419 for gBRCAmM). The relatively low number of gBRCAwt patients
might be explained by inclusion criteria in clinical trials mostly performed in gBRCAm patients. Overall there
was no clear difference but the low numbers of events by the ‘preferred term level’ made it difficult to draw
meaningful conclusions.

With regards to special population, the proportion of AEs and SAEs was similar among the difference age
population. Proportion of SAEs were slightly increasing from younger to older groups; 7.3% for age < 65
years group, 9.9% for age from 65 to 74 years group and 14.7% for age from 75 to 84 years group. No
patients above or same to 85 years old were included in the study.

In the SOLOL1 trial 92.1% of the non-Whites were from Asian origin: 50.4% from China, 22.7% from Japan
15.8% from Korea and the remaining patients from 8 other countries. Although differences in incidences are
observed, there were no consequences for dose adjustments as the proportions of patients requiring dose
reductions, treatment interruptions and dose discontinuations were similar for White and non-White
patients. Although some AEs occurred at rather similar frequencies among Non-White and White patients,
other including WBC count decreased, Neutrophil count decreased, Platelet count decreased, Malaise and
Asthenia have differences of incidences between the two sub populations of patients. An overview of the
literature on other PARPi did not brought evidence that races led to different PK or AEs profiles but in two
publications on veliparib Western patients were found more subject to nausea and vomiting. Pop PKs
reached similar conclusion.

Olaparib is not recommended for use in patients with severe hepatic impairment; however, no olaparib dose
adjustment is considered warranted for patients with mild or moderate hepatic impairment (See SmPC
section 4.2).

Olaparib is not recommended for use in patients with severe renal impairment; the dosage should be
reduced to 200 mg bd in patients with moderate renal impairment, however, no olaparib dose adjustment is
considered warranted for patients with mild renal impairment. (See SmPC section 4.2)

No change to the current recommendations for patients with renal and hepatic impairment is needed based
on the data provided in this application.

2.5.2. Conclusions on clinical safety

The results of study SOLO-1 did not show significant differences in safety when compared to pooled safety
data from other studies. Overall, the safety profile of olaparib tablet formulation is considered manageable
for the intended population taking into account current pharmacovigilance activities and risk minimisation
measures in place for the product. However the safety data available are considered limited in terms of
number of patients and long-term follow-up and therefore do not allow to comprehensively determine
long-term toxicities. Long-term exposure to/potential toxicity to olaparib is already included in the list of
safety concerns in the risk management plan, under missing information.

More data are also needed to assess the causal relationship between the exposure to olaparib and the
development of events that constitute important potential risks. Routine pharmacovigilance activities
including follow-up targeted safety questionnaires are in place to enable more complete data collection and
assessment (see RMP). No additional pharmacovigilance activities were considered needed as a result of the
present procedure.

2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set out in
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the list of Union reference dates (EURD list) provided for under Article 107¢c(7) of Directive 2001/83/EC and
any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan
The CHMP endorsed the Risk Management Plan version 17.4 with the following content:
Safety concerns

Table Summary of safety concerns

Important identified risks None

Important potential risks Myelodysplastic syndrome/acute myeloid leukaemia
New primary malignancies
Pneumonitis

Medication errors associated with dual availability of
capsules and tablets

Effects on embryofoetal survival and abnormal
development

Missing information Long term exposure to/potential toxicity to olaparib

Pharmacovigilance plan

Routine pharmacovigilance activities
Specific adverse reaction follow-up questionnaires

Follow-up targeted safety questionnaires are in place to enable more complete data collection and
assessment of the following important potential risks:

¢ MDS/AML: to obtain detailed information about the patient, the underlying disease, all potential risk
factors and the sequence of events, such as previous chemotherapy details, exposure to
radiotherapy, diagnostic details and classification of MDS, clinical progression and final outcome.

e New primary malignancies: to obtain detailed information about the patient, the underlying disease,
all potential risk factors and the sequence of events, such as previous chemotherapy details,
exposure to radiotherapy, diagnostic details, classification, staging of NPM, clinical progression,
complications and final outcome.

e Pneumonitis: to obtain detailed information about the patient, the underlying disease, all potential
risk factors and the sequence of events, such as previous chemotherapy details, exposure to
radiotherapy, diagnostic details, clinical progression, complications and final outcome.

Other forms of routine pharmacovigilance activities
Cumulative reviews of MDS/AML

e MDS/AML: Collection and assessment of data from the ongoing clinical programme and
post-marketing sources to further characterise the important potential risk of MDS/AML. A
cumulative report of MDS/AML cases is provided concurrent with the annual periodic benefit risk
evaluation report (PBRER) (previously categorised as a required additional pharmacovigilance
activity).
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Additional pharmacovigilance activities

There are no ongoing or planned additional pharmacovigilance activities for olaparib.

Risk minimisation measures

Table Summary table of pharmacovigilance activities and risk minimisation activities by

safety concern

Safety concern

Risk minimisation measures

Pharmacovigilance
activities

MDS/AML

Routine risk communication in:

d SmPC Section 4.4

. PL Section 2

Routine risk minimisation activities recommending
specific clinical measures to address the risk:

SmPC Section 4.4: Guidance is provided for monitoring
and management.

PL Section 2: Advice regarding low blood counts and the
signs and symptoms to look out for.

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

d Follow-up targeted
safety questionnaire

. Cumulative review
(provided concurrent
with each annual PBRER)

New primary
malignancy

None

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

d Follow-up targeted
safety questionnaire

Pneumonitis

Routine risk communication in:

d SmPC Section 4.4

d PL Section 2

Routine risk minimisation activities recommending
specific clinical measures to address the risk:

SmPC Section 4.4: Guidance is provided for monitoring
and management.

PL Section 2: Advice on the signs and symptoms of
possible pneumonitis.

Routine pharmacovigilance
activities beyond adverse
reactions reporting and signal
detection:

. Follow-up targeted
safety questionnaire

Medication errors
associated with dual
availability of
capsules and tablets

Routine risk communication in:

. SmPC Section 4.2

. PL Section 3

Routine risk minimisation activities recommending
specific clinical measures to address the risk:

SmPC Section 4.2: Statement informing that olaparib is
available as tablets and capsules which are not to be used
interchangeably due to differences in the dosing and
bioavailability of each formulation.

PL Section 3: Statement informing that olaparib is
available as tablets and capsules which are not the same
and not to be used interchangeably.

Additional risk minimisation measures:

Distribution of a DHPC to prescribers and pharmacists
providing clear information on the 2 formulations.

Routine
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Table Summary table of pharmacovigilance activities and risk minimisation activities by

safety concern

Safety concern Risk minimisation measures Pharmacovigilance
activities

Effects on Routine risk communication in: Routine
embryofoetal *  SmPC Sections 4.4, 4.6
survival and . PL Section 2
abnormal
development Routine risk minimisation activities recommending

specific clinical measures to address the risk:

SmPC Section 4.4, 4.6: Advice on contraception and

pregnancy.

PL Section 2: Advice on contraception and pregnancy.
Long term exposure | None Routine
to/potential toxicity
to olaparib

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8 and 5.1 the SmPC of the tablet
formulation have been updated. Sections 4.2, 4.4, 4.8 and 5.1 of the SmPC of the capsule formulation have
also been modified to reflect information that is also relevant to the capsule formulation. The Package Leaflet
has been updated accordingly.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package leaflet
has been submitted by the MAH and has been found acceptable for the following reasons: The wording of the
package leaflet is similar to that already tested previously during the MA applications.

2.7.2. Additional monitoring

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, Lynparza (olaparib) is included in the additional
monitoring list as it contains a new active substance which, on 1 January 2011, was not contained in any
medicinal product authorised in the EU.

Therefore the summary of product characteristics and the package leaflet includes a statement that this
medicinal product is subject to additional monitoring and that this will allow quick identification of new safety
information. The statement is preceded by an inverted equilateral black triangle.

3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

The applied indication is for the maintenance treatment of newly diagnosed advanced BRCA-mutated

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.
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3.1.2. Available therapies and unmet medical need

The current standard of care for newly diagnosed advanced ovarian cancer, including those patients with
BRCAmM high-grade ovarian cancer, consists of radical debulking surgery followed by post-operative
platinum-based first line chemotherapy (NCCN Ovarian 2019). For patients for whom upfront surgery is
unlikely to achieve a complete resection, treatment consists of neoadjuvant chemotherapy followed by
interval debulking surgery and adjuvant chemotherapy (NCCN Ovarian 2019).

First line chemotherapy is generally given for a maximum of 6 cycles. It cannot be continued until
progression as it is associated with cumulative neurological, renal, and haematological toxicities. Moreover,
clinical outcomes do not improve if chemotherapy is extended beyond 6 cycles (Ledermann et al 2013).
Since chemotherapy is not a viable treatment option in the maintenance setting, there is a need for a
well-tolerated maintenance treatment option in the first line setting. The vascular endothelial growth factor
inhibitor bevacizumab (Avastin) in combination with carboplatin and paclitaxel followed by bevacizumab
maintenance is the only treatment approved in the first line maintenance ovarian cancer setting.

There are currently no first line maintenance treatments approved specifically for BRCAmM patients with
advanced ovarian cancer and these patients receive the same treatment options as all other ovarian cancer
patients.

3.1.3. Main clinical studies

This application is based on results from the pivotal Phase 111, randomised, placebo-controlled, double-blind
multicentre study (SOLO1) in which newly diagnosed, advanced (FIGO stage I11-1V) BRCA-mutated high
grade serous or high grade endometrioid ovarian cancer, primary peritoneal cancer and/or fallopian tube
cancer who are in CR or PR following completion to first line platinum-based chemotherapy, were
randomised 2:1 to receive either olaparib (300 mg bd, tablet formulation) or Placebo.

The primary endpoint was PFS defined as time from randomisation to progression determined by
investigator assessment using modified Response Evaluation Criteria in Solid Tumors (RECIST) 1.1, or
death. BIRC assessment was presented as sensitivity analysis. Secondary endpoints included OS, PFS2,
TFST, TSST, and TDT.

3.2. Favourable effects

At the time of the DCO of 17 May 2018, 102 (39.2%) olaparib-treated patients and 96 (73.3%) had a PFS
event; HR was equal to 0.30 (95% CI 0.23, 0.41; p<0.0001) indicating a 70% reduction in the risk of
disease progression or death for olaparib-treated patients compared to placebo-treated ones. The median
PFS from randomization was not reached for olaparib arm and was 13.8 months for placebo.

Sensitivity and additional analyses of PFS (evaluation time bias, attrition bias, using the eCRF stratification
variable, assess possible informative censoring (using BICR), estimating HR using the stratified log rank
test, based on earliest progression of investigator/BICR assessment of progression) were all consistent with
the primary analysis showing favourable treatment benefit for olaparib in maintenance therapy for the study
population.

Secondary endpoints were also supportive. PFS2 data, with 26.5% and 39.7% of events in olaparib and
placebo arms, showed an initial trend towards greater reduction of risk of disease progression with next line
therapy or death for patients initially allocated to olaparib arm compared to placebo (HR of 0.50 (95% CI
0.35-0.72; p=0.0002; median not reached for olaparib vs. 41.9 months for placebo).

At the time of the analysis OS survival data were not yet sufficiently mature to allow comparison between
two groups, with event rate of 21.2% and 20.6% in olaparib and placebo arms respectively. At 21.0% of
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maturity, the HR was not indicating a detriment in OS of olaparib arm compared to placebo, with a large CI
(HR 0.95, 95% CI 0.60, 1.53, p= 0.8903, median was not reached in either arms).

A statistically significant delay in TFST was observed for olaparib arm compared with placebo in the overall
population (HR 0.30, 95% IC 0.22, 0.40, p<0.0001, median of 51.8 months olaparib vs 15.1 months
placebo).

3.3. Uncertainties and limitations about favourable effects

The OS survival data were not yet sufficiently mature to allow comparison between two groups. An updated
OS analysis and the final OS analysis which will be done at approximately 60% maturity will be submitted by
the MAH (see Annex II).

The provided analysis of PFS2 is far from mature and probably over-represents patients with a short-lasting
response with poor platinum sensitivity. Updated and final PFS2 data from SOLOL1 study will be provided (see
Annex I1).

Available data in patients with somatic BRCA mutations are considered limited. Uncertainty remains in
regard to the magnitude of benefit in patients with somatic BRCA mutations, especially in this earlier setting
in which patients are not pre-selected by platinum sensitivity. However, there is a biological rationale
suggesting similar activity in patients with somatic BRCA mutations as in patients with germline origin of
BRCA mutations in their tumours. The MAH is recommended to collect further data in these patients,
including in first-line setting.As bevacizumab treated-patients were excluded from the study, no data was
obtained in this population. This is adequately addressed in section 5.1 of the SmPC.

3.4. Unfavourable effects

Lynparza monotherapy has been associated with adverse reactions generally of mild or moderate severity
(CTCAE grade 1 or 2) and generally not requiring treatment discontinuation. The most frequently observed
adverse reactions across clinical trials in patients receiving Lynparza monotherapy (=10%) were nausea,
vomiting, diarrhoea, dyspepsia, fatigue, headache, dysgeusia, decreased appetite, dizziness, upper
abdominal pain, cough, dyspnoea, anaemia, neutropenia, thrombocytopenia and leukopenia.

Dyspnoea experienced by 15.4% (40/260 patients) of the olaparib-treated patients has been identified as a
new ADR for olaparib. The median time of onset for dyspnoea was 5.72 months (0.2-23.0 months).

Frequency of previously identified ADRs for olaparib, such as, neutropenia, thrombocytopenia, leukopenia
and upper abdominal pain has been increased from common to very common (see SmPC section 4.8).

Important potential safety concerns include the risk of MDS/AML, new primary malignancies, pneumonitis,
overdosing or underdosing due to medication errors associated with dual availability of capsules and tablets,
effects on embryofoetal survival and abnormal development.

Overall, olaparib has been associated with adverse drug reactions generally of mild or moderate severity
(CTCAE 1 or 2) and generally not requiring treatment discontinuation.

Overall, the safety profile of olaparib is well characterised. The most common (=20% of patients) AEs in the
olaparib arm were nausea (77.3%), fatigue (40.8%), vomiting (40%), anaemia (38.1%), diarrhoea
(34.2%), constipation (27.7%), dysgeusia (26.2%), arthralgia (25.4%), abdominal pain (24.6%), asthenia
(24.2%) and headache (22.7%). The AEs that led to discontinuations in more than 2 patients of the olaparib
arm are anaemia (2.3%), nausea (2.3%), fatigue (1.5%), vomiting (0.8%), asthenia (0.8%) and malaise
(0.8%). Otherwise these AEs were mostly mild or moderate in severity.

Grade =3 AEs were reported in a higher proportion of patients in the olaparib arm than in the placebo arm
(102 [39.2%] patients and 24 [18.5%], respectively). The most common AEs of CTCAE Grade =3 (reported
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in 23% of patients in either the olaparib arm and/or the placebo arm) were anaemia (grouped term: 21.5%
of olaparib-treated patients vs 1.5% patients in the placebo arm), neutropenia (grouped term: 8.5% vs
4.6%, respectively) and diarrhoea (3.1% vs 0%o).

Serious adverse events (SAEs) were reported in a higher proportion of the olaparib treated patients (20.8%,
n=54) than in patients in the placebo arm (12.3%, n=16). The most common SAE in the olaparib arm was
anaemia (17 [6.5%] olaparib treated patients vs 0% placebo arm) and urinary tract infection (3 [1.2%] vs
0). The other SAEs for olaparib occurred in <3 patients each.

The median total duration of exposure to olaparib was approximately two times longer than duration of
exposure to placebo (106.9 weeks [24.6 months, reflective of the 2 year treatment cap], versus 60.3 weeks
[13.9 months, reflective of the time to disease progression in the placebo arm], respectively).

Dose modifications (interruptions or reduction) were reported in 65.8% patients on olaparib and 32.3%
placebo patients; the majority of these were short-term interruptions in treatment. Eleven percent of the
olaparib patients had AEs that led to discontinuation.

The safety of olaparib in this study was in line with the known safety profile of olaparib.
3.5. Uncertainties and limitations about unfavourable effects

The safety data available are considered limited in terms of number of patients and long-term follow-up and
therefore do not allow to comprehensively determine long-term toxicities. Long-term exposure to/potential
toxicity to olaparib is included in the list of safety concerns under missing information in the risk
management plan.

The most important uncertainties about unfavourable effects are related to the risk of AML/MDS, new
primary malignancies and pneumonitis. The causality of olaparib in occurrence of rare cases of MDS/AML
could not be firmly established in the context of previous courses of chemotherapy. MDS/AML will be closely
monitored as reflected in the RMP. Causal relationship between the exposure to olaparib and the occurrence
of pneumonitis events could not be established. The SmPC has been modified to reflect updated safety
information in this regard.

3.6. Effects Table

Table 86: Effects Table for Olaparib in the maintenance treatment of patients with newly
diagnosed advanced BRCA-mutated high-grade epithelial ovarian, fallopian tube or primary
peritoneal cancer who are in response following completion of first-line platinum-based
chemotherapy

Effect Short Unit Olaparib Placebo Uncertainties / References
description Strength of evidence
Favourable Effects
PFS From HR 0.30 1 (95% CI 0.23, 0.41; SOLO1
randomization p<<0.0001)
to progression Median NR 13.8
or death. (month)
PFS2 From HR 0.50 1 (95% CI 0.35, 0.72, SOLO1
randomisation p<<0.0001)
to the earliest Median NR 41.9
of (month)
the progression
event

subsequent to
that used for
the primary
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Effect Short Unit Olaparib Placebo Uncertainties / References

description Strength of evidence
variable PF
S or death.
(O}S] From HR 0.95 1 OS data are immature SOLO1
randomization (21%)
until death. Median NR NR No indication of
(month) detrimental effect.
TEST From HR 0.30 1
randomisation
to first Median 51.8 15.1
subsequent (month)
therapy or
death
Unfavourable Effects
TEAEs TEAEs % 98.5 92.3 Safety sections
regardless of ARs
causality
Grade 3-4 TEAESs grade 3-4% 39.2 18.5
TEAEs regardless
causality
Serious TEAEs Serious TEAEs % 20.8 12.3
regardless
causality
AEs leading to n (%) 30 (11.5) 3 (2.3)
discontinuation
of study
treatment
AEs leading to % 28.5 3.1

reduction of

study treatment

AEs leading to % 51.9 16.9
interruption of

study treatment

Olaparib | Olaparib Uncertain-
Adverse Short 300 mg bd ties/
Effect Descriptio Placebo monotherapy Strength of | References
n bl evidence
st tablets (tablets)
N=130 | N=260 | N= 1060
anaemia, o6 pie 9.2% 38.1% 37.7%
all grades 12/130 99/260 40071060
Blood and q 1.5% 21.2% 17.1%
lymphatic ana;m;aé % Pts
disorders ~ 9"90€ = 2/130 55/260 181/1060
Neutropeni o 3.1% 5% 4.6%
a grade 23 4/130 13/260 49/1060
N o pis 37.7% 77.3% 64.3%
all grades 49/130 201/260 682/1060
Gastrointe - 14.6% 40% 35.9%
stinal Vﬁ’m't'gg % Pts
disorders &' 9rades 19/130 104/260 381/1060
2.3% 6.5% 6.2%
S0C o pis
el = 3/130 17/260 66/1060
CEmer) | [FEple % Pts 30% 40.8% 39.29%

disorders All grades
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Note: NR= not reached; SOC= system organ class
3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

Lynparza was shown to delay disease progression in patients who are in response to platinum-based
chemotherapy in a first line setting based on PFS results from a randomised study in patients BRCA mutated.
The use of PFS as primary endpoint is supported by sensitivity analyses and secondary endpoints.

Although the OS data from the SOLO1 study are still immature (21.0% of maturity), the HR was not
indicating a detriment in OS of olaparib arm compared to placebo. The magnitude of PFS benefit does not
appear to translate into OS benefit at this timepoint. The final OS analysis which will be done at
approximately 60% maturity will be submitted by the MAH (see Annex Il and RMP).

PFS2 results, even immature, are showing a positive trend. Overall, from an efficacy point of view,
maintenance treatment represents a valuable option to delay progression and next line of
platinum-containing chemotherapy, even though more mature data are needed.

The updated OS analysis and final OS analysis will be provided (see Annex Il) along with updated PFS2 data.

Fatigue, nausea and vomiting of any grade are common with olaparib and might significantly affect QoL.
Haematological AEs may prompt dose reductions and transfusions if not adequately managed. Olaparib
monotherapy is associated with an acceptable tolerability and relatively few toxicities that do not appear to
affect the measured patient reported outcomes.

Overall, olaparib was well tolerated with a manageable safety profile which is sufficiently characterised,
although data for long-term safety remain limited. While ADRs of hematologic and lymphatic system
occurred at a high frequency, they are generally of low grade and easily manageable.

3.7.2. Balance of benefits and risks

Efficacy results showed a delay in PFS, which is supported by second endpoints results. This delay is partially
maintained until the second progression. In addition patients with evidence of disease seem to respond to
the treatment and to maintain the response for a long period.

Safety results of SOLO1 appear in line with the safety profile of olaparib from other studies and
post-marketing information. Measures to minimize the risk are well addressed in the RMP submitted by the
MAH.

Overall, the benefit risk balance of Lynparza in the maintenance treatment of patients with newly diagnosed
advanced BRCA-mutated high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are
in response following completion of first-line platinum-based chemotherapy is positive.

3.8. Conclusions

The overall B/R of Lynparza in the maintenance treatment of patients with newly diagnosed advanced
BRCA-mutated high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are in
response following completion of first-line platinum-based chemotherapy is positive.

Considering OS and PFS2 results were immature, the CHMP considers the following measures necessary to
address issues related to efficacy:

PAES: In order to further investigate the efficacy of olaparib maintenance treatment in patients with
advanced BRCA1/2-mutated high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who
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are in response (complete or partial) following completion of first line platinum-based chemotherapy, the
MAH should submit the updated and final analysis of PFS2 and OS from the phase 3, randomised,
double-blind study SOLO1. Due date: 31 December 2023.

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the following

change:
Variation accepted Type Annexes
affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type Il I and 11IB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the use of Lynparza (tablet formulation) as monotherapy for the
maintenance treatment of adult patients with advanced (FIGO stages I1l 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 a
consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8 and 5.1 the SmPC of the tablet formulation
have been updated. Sections 4.2, 4.4, 4.8 and 5.1 of the SmPC of the capsule formulation have also been
modified to reflect information that is also relevant to the capsule formulation. The Package Leaflet has been
updated accordingly. The RMP version 17.4 has been updated accordingly.

The variation leads to amendments to the Summary of Product Characteristics and Package Leaflet and to
the Risk Management Plan (RMP).

This CHMP recommendation is subject to the following new condition:
Conditions and requirements of the marketing authorisation

Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

PAES: In order to further investigate the efficacy of olaparib maintenance treatmentin | 31 December
patients with advanced BRCA1/2-mutated high-grade epithelial ovarian, fallopian 2023

tube or primary peritoneal cancer who are in response (complete or partial) following
completion of first line platinum-based chemotherapy, the MAH should submit the
updated and final analysis of PFS2 and OS from the phase 3, randomised, double-blind
study SOLO1.

Similarity with authorised orphan medicinal products

The CHMP by consensus is of the opinion that Lynparza is not similar to Yondelis and Zejula within the
meaning of Article 3 of Commission Regulation (EC) No. 847/200. See appendix 1.
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Additional market protection

Furthermore, the CHMP reviewed the data submitted by the MAH, taking into account the provisions of
Article 14(11) of Regulation (EC) No 726/2004, and considers by consensus that the new therapeutic
indication brings significant clinical benefit in comparison with existing therapies (see appendix 2).

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR module 8
"steps after the authorisation” will be updated as follows:

Scope

Extension of indication to include the use of Lynparza (tablet formulation) as monotherapy for the
maintenance treatment of adult patients with advanced (FIGO stages Ill and V) 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 a
consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8 and 5.1 the SmPC of the tablet formulation
have been updated. Sections 4.2, 4.4, 4.8 and 5.1 of the SmPC of the capsule formulation have also been
modified to reflect information that is also relevant to the capsule formulation. The Package Leaflet has been
updated accordingly. The RMP version 17.4 has also been accepted.

Summary

Please refer to the Scientific Discussion Lynparza-H-C-3726-11-23.

Attachments

1. Product Inforamtion (changes highlighted) of Lynparza as adopted by the CHMP on 26 April 2019

Appendices

1. CHMP AR on similarity dated 26 April 2019

2. CHMP assessment report on the significant clinical benefit in comparison with existing therapies in
accordance with Article 14(11) of Regulation (EC) No 726/2004
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Reminders to the MAH

1. In accordance with Article 13(3) of Regulation (EC) No 726/2004 the Agency makes available a
European Public Assessment Report (EPAR) on the medicinal product assessed by the Committee for
Medicinal Products for Human Use. The EPAR is first published after the granting of the initial marketing
authorisation (MA) and is continuously updated during the lifecycle of the medicinal product. In
particular, following a major change to the MA, the Agency further publishes the assessment report of
the CHMP and the reasons for its opinion in favour of granting the change to the authorisation, after
deletion of any information of a commercially confidential nature.

Should you consider that the CHMP assessment report contains commercially confidential information,
please provide the EMA Procedure Assistant your proposal for deletion of commercially
confidential information (CCI) in “track changes” and with detailed justification by 10 May 2019.
The principles to be applied for the deletion of CCIl are published on the EMA website at
https://www.ema.europa.eu/documents/regulatory-procedural-guideline/principles-be-applied-deleti

on-commercially-confidential-information-disclosure-emea-documents_en.pdf.

2. The MAH is reminded that, within 30 calendar days of the receipt of the Opinion, an updated version of
Annex | of the RMP template, reflecting the final RMP agreed at the time of the Opinion should be
submitted to h-eurmp-evinterface@emea.europa.eu.

3. If the approved RMP is using Rev. 2 of the ‘Guidance on the format of the RMP in the EU’ and the RMP
‘Part VI: Summary of the risk management plan’ has been updated in the procedure, the MAH is
reminded to provide to the EMA Procedure Assistant by Eudralink a PDF version of the ‘Part VI:
Summary of the risk management plan’ as a standalone document, within 14 calendar days of the
receipt of the CHMP Opinion. The PDF should contain only text and tables and be free of metadata,
headers and footers.

4. The MAH is reminded to submit an eCTD closing sequence with the final documents provided by
Eudralink during the procedure (including final Pl translations, if applicable) within 15 days after the
Commission Decision, or prior to the next regulatory activity, whichever is first. For additional guidance
see chapter 4.1 of the Harmonised Technical Guidance for eCTD Submissions in the EU.
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