
Safety

• At DCO, 267 patients (95.7%) had experienced at least 
one TEAE

– The most common TEAEs were nausea (48.4%)  
and fatigue/asthenia (44.1%) (Figure 3).

• CTCAE grade ≥3 TEAEs occurred in 29.0% of patients, 
and serious TEAEs in 19.7% of patients.

• TEAEs led to dose interruption, dose reduction and 
treatment discontinuation in 47.0%, 22.6% and 7.5%  
of patients, respectively.

• Adverse events of special interest were: two new 
primary malignancies (0.7%; breast cancer and rectal 
adenocarcinoma), two cases of myelodysplastic 
syndrome (0.7%), two cases of pneumonitis (0.7%),  
and one case of lung infiltration (0.4%).

• One death (0.4%) occurred because of aspiration 
pneumonia (a TEAE) but was not considered related  
to olaparib by the investigator.
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Objective
• The OPINION study investigated the efficacy of olaparib maintenance monotherapy in non-germline 

BRCA1/2-mutated (non-gBRCAm) platinum-sensitive relapsed ovarian cancer (PSR OC) patients who had 
received ≥2 lines of platinum-based chemotherapy.

Conclusions
• In this primary analysis, median progression-free survival (PFS) was 9.2 months overall, demonstrating 

clinical benefit vs historical controls.1,2

• Median PFS was prolonged across pre-defined biomarker subgroups based on Myriad BRCAm and 
homologous recombination deficiency (HRD) status.

• No new safety signals were observed, and data were consistent with the known safety profile of olaparib.

• Consistent with the OPINION interim analysis,3 the findings of the primary analysis support olaparib as a 
standard of care in PSR OC.

• Previously, in the Phase II Study 19 trial (NCT00753545), 
maintenance olaparib improved PFS vs placebo in PSR 
OC patients, including in a retrospective analysis of a 
subset of patients without a BRCA mutation.1

• A significant PFS benefit was also seen with 
maintenance olaparib vs placebo in PSR OC 
patients with a gBRCAm in the Phase III SOLO2 trial 
(NCT01874353).2

• OPINION was the first trial to prospectively evaluate 
olaparib maintenance monotherapy in non-gBRCAm 
patients with PSR OC who had received ≥2 prior lines of 
platinum-based chemotherapy.

 Introduction

• OPINION is a Phase IIIb, single-arm, open-label, 
international study.

• More information can be found in the Supplement, which 
is accessible via the QR code.

 Methods

 Results and interpretation 
Patient disposition, characteristics, and follow-up

• Of 371 patients screened, 279 were enrolled from 17 
countries; 253 (90.7%) were confirmed non-gBRCAm.

• At the primary analysis DCO (October 2, 2020),  
71 patients (25.4%) were still receiving olaparib and  
85 patients (30.5%) had died. 

• Median treatment duration with olaparib was 9.4 months 
(range 0.0–31.9 months).

• Patient characteristics at baseline, including patient  
HRD and sBRCAm status following central Myriad 
testing, are shown in Table 1 and the Supplement.

Efficacy

• Median PFS in the overall study population was  
9.2 months (95% confidence interval [CI] 7.6–10.9)  
after 210 PFS events (75.3% maturity) (Figure 1)

– At 12 and 18 months, 38.5% and 24.3% of patients 
were progression-free, respectively (Figure 1)

– A sensitivity analysis in confirmed non-gBRCAm 
patients showed that median PFS (9.1 months; 95% 
CI 7.4–10.3) was consistent with that observed in  
the overall study population.

• PFS benefit was observed across subgroups irrespective 
of HRD and sBRCAm status (Figure 2) and other patient 
subgroups (Table 2).

• Median TFST in the overall study population was 13.9 
months (95% CI 11.5–16.4) (Figure S2), median TDT was 
9.6 months (95% CI 7.8–11.1) (Figure S3), and median 
CT-FI was 17.3 months (95% CI 13.9–23.3) (Figure S4). 
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Plain-language summary
Why did we perform this research? 
The drug olaparib is an effective long-term treatment for women diagnosed with ovarian cancer that has 
already spread beyond their ovaries (known as ‘advanced’ ovarian cancer).1–4 Olaparib is particularly effective 
at preventing tumors from growing (known as disease progression) in women who have an inherited genetic 
abnormality (also called a mutation) in a BRCA gene (known as a germline BRCA mutation [gBRCAm]).3 We 
wanted to measure the effectiveness of long-term olaparib treatment in women with advanced ovarian cancer 
who did not have a gBRCAm.

How did we perform this research?
We conducted the OPINION study, involving 279 women (aged 40–85) who had all experienced disease 
progression after receiving at least two previous courses of chemotherapy treatments, and who then began 
taking olaparib tablets twice every day after finishing their most recent course of chemotherapy where their 
cancer had reduced in size. Although the women did not have an inherited BRCA mutation (a gBRCAm), some 
had BRCA mutations that were not inherited (known as somatic BRCA mutations [sBRCAm]) and some had 
deficiencies in other genes (known as homologous recombination deficiencies, or HRD-positive tumors). 

What were the findings of this research and what are the implications? 
By October 2020, the women in the OPINION study had been taking olaparib for a median duration of 9.4 
months. Olaparib was effective for the women who took part in the OPINION study. The participating women 
did not have their cancer get worse until a median of 9.2 months after they began taking olaparib. Severe side 
effects were experienced by 29% of women, the most common of which was anemia (a reduced number of red 
blood cells, which typically causes tiredness). A low proportion of women (less than 8%) had to permanently 
stop taking olaparib because of side effects. The OPINION study shows that olaparib is an effective long-term 
treatment for women with advanced ovarian cancer even if they do not have a gBRCAm. 

Where can I access more information?
OPINION ClinicalTrials.gov identifier: NCT03402841.

This study was funded by AstraZeneca and is part of an alliance between AstraZeneca and Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., 
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Olaparib tablets 
300 mg bid

Treated until
disease progression 

or unacceptable 
toxicity

Primary endpoint
Investigator-assessed PFS (modi�ed 

RECIST v1.1) in overall study population

Primary analysis planned 
18 months after last patient enrolled 

(DCO: October 2, 2020)

•  PFS by prede�ned Myriad HRD 
and sBRCAm status†

•  TFST

•  TDT

•  CT-FI

•  OS

•  Safety and tolerability

Secondary endpoints

Patient criteria

•  Non-gBRCAm*

•  Relapsed, high-grade serous 
or endometrioid ovarian 
cancer

•  ≥2 prior lines of 
platinum-based chemotherapy

•  In complete or partial 
response to last 
platinum-based chemotherapy

*Enrolled using local (or central) germline testing and retrospectively confirmed via central germline testing (BRACAnalysis CDx; Myriad Genetics); the study population 
included six patients with a confirmed gBRCAm who were excluded from pre-defined HRD/sBRCAm based subgroup analysis. †sBRCAm status was determined by 
positive tBRCA status (tumor testing; myChoice HRD Plus) and negative gBRCAm status (germline testing; BRACAnalysis CDx) 
bid, twice daily; CT-FI, chemotherapy-free interval; DCO, data cut-off; OS, overall survival; RECIST, Response Evaluation Criteria in Solid Tumors; tBRCA, tumor BRCA; 
TDT, time to treatment discontinuation or death; TFST, time to first subsequent therapy or death. 

OPINION study design

Olaparib
(N=279)

Age at enrollment, mean (SD) [range], years
64.0 (9.2) 
[40–85]

Non-gBRCAm by central Myriad testing, n (%)

Yes 253 (90.7)

No 6 (2.2)

Test failed, cancelled, or missing 20 (7.2)

Biomarker status, n (%)

tBRCAm 37 (13.3)

sBRCAm 27 (9.7)

gBRCAm 6 (2.2)

sBRCAm/gBRCAm status not defined* 4 (1.4)

Non-tBRCAm 232 (83.2)

HRD positive† 94 (33.7)

HRD negative 115 (41.2)

HRD failed 23 (8.2)

Test failed, cancelled, or missing 10 (3.6)

Table 1. Patient characteristics

*Four patients could not be classified as sBRCAm as they were tBRCAm by 
Myriad testing but did not have a Myriad gBRCA mutation test result.
†A tumor with a genomic instability score ≥42 was considered HRD positive. 
SD, standard deviation. 

Figure 1. Kaplan–Meier plot of PFS
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Figure 2. Kaplan–Meier plot of PFS by Myriad HRD and sBRCAm status subgroups
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Figure 3. Summary of most frequently reported TEAEs (>10% frequency)
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Table 2. PFS outcomes in key subgroups

No. of  
events (%)

Median PFS, 
months  
(95% CI)

18-month 
PFS rate, % 

(95% CI)
Number of prior 
platinum-based 
chemotherapy 
regimens

2, n=165
127  

(77.0) 
9.2  

(7.4–11.1)
23.7  

(17.2–30.7) 

>2, n=114
83  

(72.8) 
9.0  

(7.2–10.9)
25.3  

(17.5–33.9)

Response to 
most recent 
platinum-based 
chemotherapy

CR/NED, n=92
60  

(65.2) 
13.7  

(9.3–16.4)
36.3  

(26.3–46.4) 

PR, n=184
147  

(79.9) 
7.4  

(5.6–9.1)
18.7  

(13.2–25.0)

Age at 
enrollment, years

<65, n=132 
100  

(75.8) 
9.2  

(7.8–12.8)
26.2  

(18.9–34.2) 

≥65, n=147 
110  

(74.8) 
9.0  

(7.2–10.8)
22.6  

(15.9–30.1)

CR, complete response; NED, no evidence of disease; PR, partial response. 
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