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Methods

Background

Advanced ovarian cancer is a serious and life-threatening disease, and is the leading cause of death from

gynaecological cancers in France, ranking as the fourth most common cause of cancer death in women1. There

have been very few advances in effective treatment with little impact on patient survival. Currently, the 5-year

survival rate for patients with advanced ovarian cancer is 38%2. Standard therapy for newly diagnosed, advanced

ovarian cancer includes cytoreductive surgery, and platinum-based doublet chemotherapy, which is generally given

for 6 cycles3-5.

There were no maintenance treatments approved specifically for women with a BRCAm newly diagnosed advanced

ovarian cancer and these patients had the same treatment options as patients without BRCA mutations3.

Despite best standard of care for newly diagnosed advanced ovarian cancer patients, approximately 70% of

patients relapse within the first 3 years and become largely incurable3.

Olaparib is a highly selective PARP enzyme inhibitor (poly-ADP-ribose polymerase). PARP inhibition leads to

double strand breaks (DSB), in use of the error-prone DNA repair pathway, resultant genome instability and,

ultimately, cell death. Furthermore, trapping of PARP in genetic lesions resulting from suppression of auto-poly

(ADP-ribosyl)ation (PARylation) can contribute to cytotoxicity6.

Olaparib has already been shown to be suitable for long-term use in a platinum-sensitive relapsed ovarian cancer

maintenance setting in 2 pivotal trials: Study 19 (platinum-sensitive relapsed regardless of BRCAm status) and

SOLO-2 (BRCAm)7,8.

The SOLO-1 trial is an international Phase III, randomized, double-blind, placebo-controlled multi-center study to

evaluate the efficacy of olaparib in patients with newly diagnosed, advanced ovarian cancer and a BRCA mutation

following response to platinum-based chemotherapy9.

Olaparib demonstrated a statistically significant and clinically meaningful improvement in progression-free survival

(PFS) versus placebo, in the BRCA mutated population of the SOLO-1 study: after a median follow up of 41

months, median PFS was not reached with olaparib versus 13.8 months with placebo (HR 0.30; 95% CI, 0.23-0.41;

p<0.001)9.

The safety profile in the olaparib arm of SOLO-1 was consistent with previous olaparib data9. The majority of

adverse events (AEs) were grade 1-2 and most of them resolved without the requirement for discontinuations9.

Grade ≥3 AEs occurred in 39% of patients in the olaparib arm vs. 18% in the placebo arm9. The most common AEs

reported in patients on olaparib in SOLO-1 were gastrointestinal disturbances (all grades AEs, olaparib vs placebo

groups: nausea (77.3% vs 37.7%), vomiting (40.0% vs 14.6%), fatigue (63.5% vs 41.5%) and anaemia (38.8% vs

10.0%)9.

In France, access to innovative drugs, prior to their marketing authorization (MA), is evaluated by the French Health

Agency, ANSM (Agence Nationale de Sécurité du Médicament et des Produits de Santé) who can grant a

Temporary Authorization for Use (Autorisation Temporaire d’Utilisation; ATU), either for a cohort of patients (cohort

ATU, ATUc) or for a single named patient (nominative ATU). Theses ATU programms are designed to provide rapid

and fair access to innovative drugs. Since March 2019, the extensions of indications are within the scope of the

cohort ATU process, called ATUc by indication. Olaparib is the first molecule for which an ATUc by indication was

granted by ANSM.

Olaparib was approved by European Commission on June 12, 2019, following the SOLO-1 trial results, as a

maintenance treatment of adult patients with advanced (FIGO stages III and IV) BRCA-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 1st-line platinum-based chemotherapy.

We describe here the first real-life data from patients with BRCA mutated epithelial ovarian cancer treated by

olaparib in the French ATUc program from March 11, 2019 to January 16, 2020.

We describe here the first French real-life data through ATUc program with olaparib as a

maintenance treatment of adult patients with advanced BRCA-mutated high-grade epithelial

ovarian, fallopian tube or primary peritoneal cancer who are in response following completion of 1st-

line platinum-based chemotherapy. All patients had a BRCA testing which is routinely performed in

France. The enrolment of 201 patients in only 10 months highlights the strong unmet need for

mBRCA ovarian cancer patients in 1st line maintenance treatment. Olaparib was well tolerated and

no new safety signal was observed in this real-life patients population.

Conclusions
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Results

Characteristics N=201

Age, mean years (range) 62.5 ± 11 (32 - 91)

ECOG performance status, n (%)

0

1

2

113 (56.2)

83 (41.3) 

5 (2.5)

Primary tumour location, n (%)

Ovary

Primary peritoneal

Fallopian tubes

176 (87.6)

13 (6.5)

6 (3.0)

Histology, n (%)

High-grade serous

High-grade endometrioid

Other

187 (93.0)

3 (1.5)

11 (5.5)

FIGO stage, n (%)

IIIA

IIIB

IIIC

IV

17 (8.5) 

13 (6.5 %) 

113 (56.8)

56 (28.1)

BRCAm status, n (%)

Germinal mutation

Somatic mutation

Germinal & somatic mutations

BRCA1 mutation

BRCA2 mutation

BRCA1 & BRCA2 mutations

76 (38.4)

104 (52.5)

18 (9.1)

126 (62.7)

72 (35.8)

3 (1.5)

History of cytoreductive surgery, n (%)

Upfront surgery

Interval cytoreductive surgery

Complete resection after surgery (of the 168 patients)

168 (83.6)

53 (31.9)

108 (65.1)

148 (90.8)

Response after platinum-based chemotherapy, n (%)

Complete response

Partial response

166 (83.8) 

32 (16.2)

Inclusion criteria not met N=28

Start of olapraib maintenance treatment planned more than 8 weeks after day of last 

administration of chemotherapy
17

Patient in relapse of her EOC 7

EOC with no BRCA mutation 1

Blood transfusion performed in the previous 28 days 1

Only 3 cycles of chemotherapy 1

Hemoglobin <10.0 g / dL 1

Patient characteristics

Patients included in the ATUc had a mean age of 62.5 ± 11.0 years (32-91).

Regarding the tumour: 87.6% primary location were ovary, most common histology was high-grade

serous (93.0%) et most common stage was stage IIIC (56.8%).

Germline (g) and somatic (s) BRCA testing was performed in routine practice, prior to ATUc inclusion.

Somatic BRCA mutation was found in 52.5% of patients

Table 2. Patient characteristics

Table 1. Reasons for ATUc non inclusion

Patient population

From March 11th, 2019 to January 16th, 2020, 107 centres requested an inclusion for 238 pts; 201

requests were accepted, 28 excluded and 9 requests were pending additional information at January

16, 2020 and were finally not validated for the ATUc

The main reason of ATUc exclusion was because of the delay between the last chemotherapy cycle

and the request was superior to 8 weeks (Table 1).
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Characteristics of requesters

A total of 164 specialists have made at least one request for ATUc, spread over 107 centres in
metropolitan France and the French overseas departments and territories (DOM-TOM).

Specialists who included patients in the ATUc were oncologists (89.0%), haemato-oncologists (4.9%)

or gynaecologists with cancer expertise (4.3%).

Of the 107 sites, 39 (36.4%) were private centres, 34 (31.8%) were general hospitals (CHGs), 20

(18.7%) were cancer centres (CLCCs) and 13 (12.1%) were university hospitals (CHUs). The national

coverage was the following (Figure 1). Five requests (3.0%) were made by physicians from the

DOM-POM: in Guadeloupe and Ile de la Réunion.

Figure 1. Geographical distribution of requesting physicians in metropolitan 

France

ATU program

ANSM granted an ATUc for olaparib on March 11, 2019, as monotherapy for the maintenance

treatment of adult patients with newly diagnosed advanced (FIGO stages III and IV) BRCA-mutated

high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer, who are in response

(complete or partial) following completion of first line of platinum-based chemotherapy.

Each request for ATUc was analyzed and managed by the Regulatory Affairs, and the Medical

Oncology Departments of AstraZeneca France including Patient Safety, according to the Protocol for

Therapeutic Use approved by ANSM.

Eligibility criteria

- Patient with a newly diagnosed high grade (FIGO III or IV) histologically confirmed epithelial  ovarian 

cancer (primary peritoneal and/or of Fallopian tube cancer included) 

- Patient carrier of a germline or somatic BRCA gene mutation 

- Patient in complete or partial clinical response at end of first line of platin-based chemotherapy and 

not presenting any radiological sign of disease progression in a post-treatment imaging examination, 

and no rise in CA-125, after the end of chemotherapy

- It is planned to start treatment with olaparib at least 8 weeks after day of last administration of her 

chemotherapy

- Major exclusion criteria:

- Patient eligible in a clinical trial with ongoing recruitment

- Hemoglobin <10.0 g / dl 

- Blood transfusion in the previous 28 days

Dosage and duration of treatment

The recommended dose of olaparib is 300 mg (two 150 mg tablets) taken twice daily. The 100 mg

tablet is available in case of a dose reduction.

Patients with advanced EOC with BRCA gene mutation can continue treatment during 2 years or up

to disease progression. Patients with a complete response (no radiological sign of the disease) at 2

years should discontinue the treatment. Patients with signs of the disease at 2 years who, in the

opinion of the physician, may benefit from continuation of treatment can be treated longer than 2

years.

Data Collection
The data presented below were treatment access request forms completed by physicians at the time

they requested for the olaparib treatment.

Clinical and safety data were collected on a monthly basis until the end of ATUc.

Safety data were reported spontaneously to AstraZeneca by physicians who were asked to report all

AEs and those considered related to olaparib treatment.

% of requesting physicians

Previous treatments for ovarian cancer

All patients included in the ATUc received platinum-based chemotherapy prior to the initiation of

olaparib as follows:

- Carboplatin + Paclitaxel : 96.5%

- Carboplatin alone: 3.0%

- Carboplatin + pegylated liposomal doxorubicin : 1.5%

- Carboplatin + gemcitabine: 0.5%

The median time from chemotherapy end to ATUc inclusion was 6.4 weeks.

Of the 201 patients included, 14 patients (7.0%) received platinum-based chemotherapy in

combination with bevacizumab. Treatment with bevacizumab was discontinued prior to initiation of

olaparib in the ATUc.

Duration of olaparib treatment

Median follow-up duration was defined as the follow-up duration between the start date and the end

date of olaparib treatment. For patients without treatment discontinuation, it was defined as the follow-

up duration between start date of olaparib treatment and the latest safety update for this analysis

(February 17, 2020).

A total of 194 patients were exposed to olaparib treatment within ATU program.

February 17, 2020, 180 (92.8%) patients still always treated with olaparib and the median follow-up

duration was 5.31 months (min 0.03 months - max 11.07 months).

At the latest safety update (February 17, 2020), 14 patients (7.8%) had discontinued olaparib

treatment, the reasons were :

- Adverse Event (AE) : n=3; asthenia (n=2) , dysgeusia (n=1)

- Adverse Drug Reaction (ADR) (olaparib causally related AEs assessed by reporting physician or

AstraZeneca if not reported): n=5; anemia (n=2), hypersensitivity (n=1), dizziness (n=1), fatigue

(n=1)

- Disease progression, n=5

- Patient decision, n=1

- Unknown reason, n=2

Safety and tolerability

The safety population was defined as all patients treated with olaparib within ATU program or for whom

a compassionate use was granted by AstraZeneca and who experienced one or several AEs ADRs.

There was no active collection of AE or ADR and participating physicians were requested to report

ADRs that occurred with olaparib to regional Center of Pharmacovigilance.

Safety data presented below include all adverse events reported spontaneously to AstraZeneca, with a

reporting period from the beginning of ATU to February 17, 2020. AEs of any cause and grade

occurred in 128 patients who received olaparib. ADRs of any grade occurred in 70 patients. Serious

ADRs occurred in 24 patients. Table 3 shows reported serious ADRs.

Table 3. Serious ADRs reported at the latest safety update 

(n=24 patients; February 17, 2020)

Preferred Term Number of events

Anaemia 12

Neutropenia 3

Thrombocytopenia 3

Asthenia 1

Hypersensitivity 1

Creatinine renal clearance decreased 1

Full blood count abnormal 1

Hemoglobin decreased 1

Platelet count decreased 1

White blood cell count decreased 1

Neuropathy peripheral 1

Lung disorder 1
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