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Guideline Rapid Recommendation Update
William P. Tew, MD1; Christina Lacchetti, MHSc2; and Elise C. Kohn, MD3; for the PARP Inhibitors in the Management of Ovarian Cancer

Guideline Expert Panel

ASCO Rapid Recommendations Updates highlight revisions to select ASCO guideline recommendations as a
response to the emergence of new and practice-changing data. The rapid updates are supported by an evidence
review and follow the guideline development processes outlined in the ASCO Guideline Methodology Manual.
The goal of these articles is to disseminate updated recommendations, in a timely manner, to better inform
health practitioners and the public on the best available cancer care options.

BACKGROUND

In 2020, ASCO published a guideline on poly(ADP-
ribose) polymerase inhibitor (PARPi) therapy in the
management of ovarian cancer.1 In June 2022, the
ATHENA-MONO2 phase III multinational, double-
blind, randomized controlled trial (RCT) evaluating
rucaparib monotherapy reported on the efficacy of
rucaparib maintenance therapy compared with pla-
cebo in patients with stage III-IV epithelial ovarian
cancer (EOC) who are in complete or partial response
to first-line platinum-based chemotherapy. A signifi-
cant improvement in progression-free survival (PFS)
constituted a strong signal for an update of the 2020
ASCO guideline recommendation for first-line main-
tenance therapy. Furthermore, reports of detrimental
overall survival (OS) from the ARIEL4 trial3 (rucaparib),
SOLO3 trial (olaparib),4 and ENGOT-OV16/NOVA trial5

(niraparib) constituted safety signals for recommen-
dation updates for treatment in recurrent platinum-
sensitive EOC (BRCA mutation or homologous re-
combination deficiency [HRD] positive status) and in
unselected patient population second-line mainte-
nance treatment, respectively.

METHODS

A targeted literature search was conducted to identify
any additional phase III RCTs of PARPi in this patient
population. No additional randomized trials were
found, although three Dear Health Care Provider let-
ters,4-6 one abstract,3 and changes in US Food and
Drug Administration (FDA) labeling were identified.
The original Expert Panel was reconvened to review the
evidence from ATHENA-MONO2 and reports of
ARIEL4,3 SOLO3,4 ENGOT-OV16/NOVA5 OS out-
comes, and new GSK prescribing information6 to
approve the updated recommendation (see Appendix
Figs A1 and A2, online only, for summary).

EVIDENCE REVIEW

Monk et al2 reported that, compared with placebo,
rucaparib maintenance in patients with newly diag-
nosed advanced ovarian cancer was associated with
significantly longer PFS. The median PFS was
28.7 months (95% CI, 23.0 to not reached) with
rucaparib versus 11.3 months (95% CI, 9.1 to 22.1)
with placebo in the BRCA-mutant and homologous
recombination deficiency (HRD) population, deter-
mined using FoundationOne CDx (log rank P 5 .0004;
HR, 0.47; 95% CI, 0.31 to 0.72); 20.2months (95% CI,
15.2 to 24.7) versus 9.2months (95%CI, 8.3 to 12.2) in
the intent-to-treat population (log-rank P , .0001; HR,
0.52; 95% CI, 0.40 to 0.68); and 12.1 months (95% CI,
11.1 to 17.7) versus 9.1months (95%CI, 4.0 to 12.2) in
the HRD-negative population (HR, 0.65; 95% CI, 0.45
to 0.95).

ARIEL4, a phase III RCT, evaluated rucaparib versus
chemotherapy in patients with relapsed, BRCA-mutated,
high-grade EOC who received two or more prior lines of
chemotherapy. The final analysis of the secondary OS
end point3 (70% of death events reported) found an OS
detriment for patients randomly assigned to rucaparib. In
the intent-to-treat population, the median OS was
19.4 months in the rucaparib group compared with
25.4 months in the chemotherapy group, resulting in a
HR of 1.31 (95% CI, 1.00 to 1.73), P 5 .0507. A
withdrawal of FDA approval in the United States of
rucaparib as a treatment for patients withBRCA-mutated
EOC after two or more chemotherapies became effective
on June 10, 2022.7

SOLO3 is a phase III trial comparing olaparib versus
nonplatinum chemotherapy in patients with germline
BRCA-mutated (gBRCAmut) platinum-sensitive re-
lapsed ovarian cancer who had received at least two
prior lines of platinum-based chemotherapy. At the
final analysis (data cutoff: April 16, 2021),4 there was
no significant difference in OS, a secondary end point,
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between the treatment arms. The median OS was
34.9 months in the olaparib arm and 32.9 months in the
chemotherapy arm (HR, 1.07; P 5 .71). A subgroup
analysis4 of patients treated with three or more prior lines of
chemotherapy found a potential survival detriment, with a
median OS of 29.9 months in the olaparib arm compared
with 39.4 months in the chemotherapy arm (HR, 1.33;
95% CI, 0.84 to 2.18). AstraZeneca electively withdrew on
August 26, 2022 the indication for olaparib in the treatment
of adult patients with deleterious or suspected deleterious
gBRCAmut advanced ovarian cancer who have been
treated with three or more prior lines of chemotherapy as a
monotherapy line of treatment at the time of disease
recurrence.4

Given the withdrawal of rucaparib and olaparib in the late
line treatment setting in EOC, a voluntary withdrawal of
niraparib and FDA label changes became effective on
September 14, 2022 for the treatment of adult patients with
advanced platinum-sensitive EOC who have been treated
with three or more prior chemotherapy regimens and
whose cancer is associated with HRD positive status.6

Lastly, ENGOT-OV16/NOVA is a phase III RCT evaluating
the efficacy of niraparib as maintenance treatment for
patients with platinum-sensitive recurrent EOC. On the
basis of the updated analysis5 (data cutoff: October 1,
2020), the median OS (a secondary end point) in the non-
gBRCAmut cohort was 31.1 months for patients treated
with niraparib compared with 36.5 months for patients on
placebo (HR, 1.10; 95% CI, 0.83 to 1.46). In the non-
gBRCAmut, HRDpos subgroup, with HRD status deter-
mined using Myriad myChoice CDx, the median OS was
37.3 months compared with 41.4 months, respectively
(HR, 1.32; 95% CI, 0.84 to 2.06). Although the study was
not powered for OS, was performed at a one-sided a-level of
0.025, and interpretation of OS is confounded by a high rate
of crossover and missing data, these results warrant caution
in the overall non-gBRCAmut cohort and to patients in the
non-gBRCAmut/HRDpos subgroup who received niraparib
maintenance in this setting. No change in regulatory labeling
occurred as of date in this publication.

UPDATED RECOMMENDATIONS

Newly Diagnosed Ovarian Cancer

Recommendation 2.1. Patients with newly diagnosed stage
III-IV EOC who are in complete or partial response to first-line
platinum-based chemotherapy should be offered PARPi
maintenance therapy in high-grade serous or endometrioid
ovarian cancer. For those with germline or somatic patho-
genic or likely pathogenic variants in BRCA1 or BRCA2
genes, options should include olaparib (300 mg orally every
12 hours for 2 years), niraparib (200-300 mg orally daily for
3 years) or rucaparib (600 mg twice a day for 2 years).
Longer duration could be considered in selected individuals
after discussion of risks. For those who are HRD positive,

determined using FDA-approved companion diagnostic
tests, rucaparib and niraparib are options. Niraparib or
rucaparib may be offered for non-BRCAmut/HRDneg pa-
tients. (Type: Evidence-based, benefits outweigh harms;
Evidence quality: High; Strength of recommendation:
Strong.)

Recurrent Ovarian Cancer: Second-Line or Greater

Maintenance and Treatment

Recommendation 3.0. PARPi monotherapy maintenance
(second-line or more) may be offered to patients with EOC
who have not already received a PARPi and who have
responded to platinum-based therapy regardless of BRCA
mutation status; treatment is continued until progression of
disease or toxicity despite dose reductions and best sup-
portive care. Options include olaparib 300 mg every
12 hours, rucaparib 600 mg every 12 hours or niraparib
200-300 mg once daily. (Type: Evidence-based, benefits
outweigh harms; Evidence quality: High; Strength of rec-
ommendation: Strong.) Maintenance treatment with nir-
aparib for patients without germline or somatic BRCA
mutation should weigh potential PFS benefit against pos-
sible OS decrement. (Type: Evidence-based, benefits
outweigh harms; Evidence quality: Low; Strength of rec-
ommendation: Moderate.)

Recommendations 3.1/3.2. PARPi monotherapy should not
be routinely offered to patients for the treatment of recurrent
platinum sensitive EOC. (Type: Evidence-based, benefits
outweigh harms; Evidence quality: Intermediate; Strength
of recommendation: Moderate.) Evidence on PARPi use in
this setting is evolving and data are continuing to emerge.
Any decision to proceed with PARPi treatment in select
populations (BRCAmutation, No prior PARPi use, Platinum
Sensitive, Advanced Lines of Treatment) should be based
on individualized patient and provider assessment of risks,
benefits, and preferences.

Recommendation 3.3. PARPi monotherapy is not recom-
mended for treatment for patients with either BRCA wild-
type or platinum-resistant recurrent EOC. (Type: Evidence-
based, benefits outweigh harms; Evidence quality: High;
Strength of recommendation: Strong.)

GUIDELINE DISCLAIMER

The Clinical Practice Guidelines and other guidance
published herein are provided by the American Society of
Clinical Oncology, Inc (ASCO) to assist providers in clinical
decision making. The information herein should not be
relied upon as being complete or accurate nor should it be
considered as inclusive of all proper treatments or methods
of care or as a statement of the standard of care. With the
rapid development of scientific knowledge, new evidence
may emerge between the time information is developed
and when it is published or read. The information is not
continually updated and may not reflect the most recent
evidence. The information addresses only the topics
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specifically identified therein and is not applicable to other
interventions, diseases, or stages of diseases. This in-
formation does not mandate any particular course of
medical care. Furthermore, the information is not inten-
ded to substitute for the independent professional judg-
ment of the treating provider, as the information does not
account for individual variation among patients. Recom-
mendations specify the level of confidence that the rec-
ommendation reflects the net effect of a given course of
action. The use of words like must, must not, should, and
should not indicates that a course of action is recom-
mended or not recommended for either most or many
patients, but there is latitude for the treating physician to
select other courses of action in individual cases. In all
cases, the selected course of action should be considered
by the treating provider in the context of treating the in-
dividual patient. Use of the information is voluntary. ASCO
does not endorse third-party drugs, devices, services, or
therapies used to diagnose, treat, monitor, manage, or
alleviate health conditions. Any use of a brand or trade
name is for identification purposes only. ASCO provides
this information on an as is basis and makes no warranty,
express or implied, regarding the information. ASCO
specifically disclaims any warranties of merchantability or

fitness for a particular use or purpose. ASCO assumes no
responsibility for any injury or damage to persons or
property arising out of or related to any use of this in-
formation or for any errors or omissions.
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APPENDIX
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PARPi maintenance
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Diagnosis

End first-line
therapy
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recurrence 

End second-
line therapy

Platinum resistant
recurrence 

Bevacizumab
maintenance

CT + bev � PARPi + bev
in stage III-IV

PARPi not
recommendeda

FIG A1. PARPi use opportunities in PARPi-naive women. This figure should not be interpreted as justification for PARPi use in more than one of these
settings. aEvidence on PARPi use as treatment in platinum-sensitive recurrence is evolving and data are continuing to emerge. Any decision to
proceed with PARPi treatment in select populations should be based on individualized patient and provider assessment of risks, benefits, and
preferences. CT, carboplatin and paclitaxel; PARPi, poly(ADP-ribose) polymerase inhibitor.
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PARPi First remission:

maintenance 

Second or greater

remission:

maintenance
b

Olaparib g/sBRCA g/sBRCA

Olaparib

combined

with

bevacizumab   

g/sBRCA
a No

Niraparib g/sBRCA; HRD; wt g/sBRCA; HRD; wt

Rucaparib g/sBRCA; HRD; wt g/sBRCA; HRD; wt

Abbreviations. g/sBRCA, germline or somatic BRCA1/2 mutation; HRD,
homologous recombination deficiency; wt, BRCA1/2 wild-
type. 

FIG A2. ASCO recommendations for PARPi use: should (blue), may
(red), caution (green). Of note: (1) PARPis are not recommended for
use in combination with chemotherapy, nor is it recommended for
monotherapy treatment. (2) HRD score companion diagnostic
(Myriad MyChoice for niraparib; FoundationOne CDx for rucaparib).
(3) Olaparib has not been studied in the HRD population. Olaparib
may be considered an option in the HRD population in settings where
any PARPi is recommended. aAfter completion of up-front chemo-
therapy, continue bevacizumab (1 year) and olaparib (2 years).
bPARPi-naive. g/sBRCA, germline or somatic BRCA1/2; HRD, ho-
mologous recombination deficiency; PARPi, poly(ADP-ribose) po-
lymerase inhibitor; wt, BRCA1/2 wildtype.
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