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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Meet The Professor with Dr Westin
Introduction

MODULE 1: Case Presentations – Part 1 
• Dr Chen: A 58-year-old woman with Stage IIIC high-grade serous carcinoma and a gBRCA2 mutation
• Dr Ahmed: A 66-year-old woman with Stage IIIA BRCA1/2 wild-type, high-grade serous ovarian adenocarcinoma
• Dr Zafar: A 61-year-old woman with metastatic MSS ovarian carcinoma – gBRCA1 mutation
• Dr McKenna: A 60-year-old woman with multiregimen-recurrent advanced ovarian cancer – gBRCA1 mutation
MODULE 2: Journal Club with Dr Westin – Part 1
MODULE 3: Case Presentations – Part 2
• Dr Ahmed: A 51-year-old woman with metastatic hepatoid carcinoma of the ovary with an FGFR fusion
• Dr McKenna: A 92-year-old woman with Stage IIIC/IV papillary ovarian cancer and concurrent chronic 

lymphocytic leukemia
• Dr Zafar: A 46-year-old woman with metastatic BRCA1/2 wild-type, clear cell ovarian cancer – MSI-high, 

TMB 43 mut/Mb, PD-L1 15%
• Dr Chen: A 60-year-old woman with multiregimen-recurrent BRCA1/2 wild-type ovarian cancer

MODULE 4: Journal Club with Dr Westin – Part 2

MODULE 5: Appendix of Key Publications
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ASH 2021;Abstract 84.



BELLINI: Progression-Free Survival and Overall Survival in All 
Patients and Key Biomarker Subgroups

Kumar SK et al. ASH 2021;Abstract 84.





Phase III First-Line PARP Inhibitor Maintenance Trials

Study design
SOLO-11

(N = 391)
PAOLA-12

(N = 612)
PRIMA3

(N = 620)
VELIA4

(N = 1,140)

Treatment arms vs placebo Olaparib (n=260) Bevacizumab ± olaparib Niraparib Veliparib

Patient population BRCA mutation All comers All comers All comers

Treatment duration 24 months 15 months for bev
24 months for olaparib

36 months or 
until PD 24 months

Median PFS 56 mo vs 14 mo
HR: 0.33

22.1 mo vs 16.6 mo
HR: 0.59

22.1 mo vs 10.9 mo
HR 0.40

23.5 mo vs 17.3 mo
HR: 0.68

1 Banerjee et al. Lancet Oncol 2021;22(12):1721-31; 2 Ray-Coquard et al. SGO 2020;Abstract 33; 3 González-Martín A et al. ASCO 2021;Abstract 5518; 
4 Aghajanian C et al. Gyn Oncol 2021;162(2):375-81.

bev = bevacizumab; PD = disease progression



J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Study Schema

Monk BJ et al. ASCO 2022;Abstract LBA5500.



ATHENA-MONO Investigator-Assessed PFS in the ITT Population 
(N = 538) 

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].

ITT = intent to treat



ATHENA-MONO Investigator-Assessed Progression-Free Survival 
(PFS) in the Homologous Recombination Deficiency Population 
(N = 234)

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Investigator-Assessed PFS in HRD Subgroups in 
the ITT Population

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Investigator-Assessed PFS for Patients with 
BRCA Tumor Mutations

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Investigator-Assessed PFS for Patients with 
BRCA Wild-Type/LOH-High Tumors

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Investigator-Assessed PFS for Patients in the 
HRD-Negative Subgroup (BRCA Wild Type, LOH Low)

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



FDA Advises Manufacturer Not to Submit First-Line 
Maintenance sNDA Until OS Survival from the ATHENA-MONO 
Trial Are More Mature
Clovis 2022 Q1 Earnings Report

“We are currently evaluating the timing of our planned sNDA and Type II variation submissions. As 
suggested by the recent Oncologic Drugs Advisory Committee (“ODAC”) involving PI3K inhibitors, 
and our recent discussions with the FDA on May 3 and 4, 2022, the FDA is placing increasing 
emphasis on overall survival (“OS”) in oncology trials. 

Despite the fact that the ATHENA-MONO trial met its primary endpoint, and OS is a secondary 
endpoint, the FDA advised us that we should not submit the first line maintenance sNDA until OS 
data from the ATHENA-MONO trial are as much as 50% mature, and if we do choose to submit 
prior to that, we should expect the FDA to require a discussion at an ODAC meeting in connection 
with its review of such sNDA submission. This recommendation by the FDA was also influenced by 
their interpretation of the ARIEL4 survival data. 

Currently, the OS data are approximately 25% mature and our initial estimates suggest we would 
reach 50% maturity in approximately 2 years.” 

https://ir.clovisoncology.com/investors-and-news/financial-information/quarterly-results/default.aspx



SCENARIO 1

A patient presenting with ovarian cancer with extensive intra-
abdominal disease (clinical Stage IIIC) receives neoadjuvant 
carboplatin/paclitaxel/bevacizumab with good response and 
proceeds to surgery with R0 resection. Regulatory and 
reimbursement issues aside, what would you most likely 
recommend as maintenance therapy if genetic testing revealed 
the following results:



SCENARIO 2

A patient presenting with Stage IIIC ovarian cancer undergoes 
R0 resection and receives adjuvant carboplatin/paclitaxel with 
good response. Regulatory and reimbursement issues aside, 
what would you most likely recommend as maintenance 
therapy if genetic testing revealed the following results:



Genetic Testing Results

• Germline BRCA mutation

• Somatic BRCA mutation

• Germline PALB2 mutation

• BRCA wild type, HR deficient (eg, LOH high)

• BRCA wild type, HR proficient (eg, LOH low)



Options for Maintenance Therapy

• None
• Bevacizumab
• Niraparib
• Olaparib
• Rucaparib
• Olaparib/bevacizumab
• Niraparib/bevacizumab
• Rucaparib/bevacizumab
• Other



In general, what is the optimal approach to mutation testing 
for possible use of a PARP inhibitor for a patient with newly 
diagnosed ovarian cancer and no relevant family history? 

1. Germline BRCA; if negative, multigene somatic (eg, NGS)
2. Multigene germline and somatic/NGS
3. Germline BRCA
4. Multigene somatic/NGS
5. Multigene germline panel

NGS = next-generation sequencing



A patient presenting with ovarian cancer with extensive intra-abdominal disease 
(clinical Stage IIIC) receives neoadjuvant carboplatin/paclitaxel/bevacizumab 
with good response and proceeds to surgery with R0 resection. Regulatory and 
reimbursement issues aside, what would you most likely recommend as 
maintenance therapy if genetic testing revealed a germline BRCA mutation?

1. None
2. Bevacizumab
3. Niraparib
4. Olaparib
5. Rucaparib
6. Olaparib/bevacizumab
7. Niraparib/bevacizumab
8. Rucaparib/bevacizumab
9. Other 



A patient presenting with ovarian cancer with extensive intra-abdominal 
disease (clinical Stage IIIC) receives neoadjuvant carboplatin/paclitaxel/
bevacizumab with good response and proceeds to surgery with R0 
resection. Regulatory and reimbursement issues aside, what would you 
most likely recommend as maintenance therapy if genetic testing revealed 
a germline BRCA mutation?

Olaparib/bevacizumab 

Olaparib 

Olaparib/bevacizumab 

Olaparib/bevacizumab 

Olaparib/bevacizumab 



The patient in the previous scenario comes to you for a second 
opinion after her primary oncologist has recommended 
niraparib/bevacizumab as maintenance therapy. Regulatory and 
reimbursement issues aside, how would you respond? 

1. I agree with the recommendation
2. I disagree with the recommendation 
3. I believe it is acceptable, but it is not my treatment of choice



SGO 2022;Abstract 40.



A patient presenting with ovarian cancer and a germline BRCA mutation with 
extensive intra-abdominal disease (clinical Stage IIIC) receives neoadjuvant 
carboplatin/paclitaxel/bevacizumab with good response and proceeds to surgery 
with R0 resection. Beyond your preferred approach, which other approaches to 
maintenance therapy do you believe are acceptable in this situation? 

Niraparib
Olaparib

Rucaparib 

Niraparib
Olaparib

Rucaparib 

Niraparib
Olaparib

Rucaparib 

Niraparib 

Niraparib
Olaparib

Rucaparib 



A patient presenting with Stage IIIC ovarian cancer undergoes R0 
resection and receives adjuvant carboplatin/paclitaxel with good 
response. Regulatory and reimbursement issues aside, what would you 
most likely recommend as maintenance therapy if genetic testing 
revealed BRCA wild type, HR proficient (eg, LOH low)?

1. None
2. Bevacizumab
3. Niraparib
4. Olaparib
5. Rucaparib
6. Olaparib/bevacizumab
7. Niraparib/bevacizumab
8. Rucaparib/bevacizumab
9. Other 



A patient presenting with Stage IIIC ovarian cancer undergoes R0 resection 
and receives adjuvant carboplatin/paclitaxel with good response. 
Regulatory and reimbursement issues aside, what would you most likely 
recommend as maintenance therapy if genetic testing revealed BRCA wild 
type, HR proficient (eg, LOH low)?

Niraparib 

Niraparib 

Bevacizumab 

None or bevacizumab 

Niraparib 



The patient in the previous scenario comes to you for a second 
opinion after her primary oncologist has recommended rucaparib
as maintenance therapy. Regulatory and reimbursement issues 
aside, how would you respond? 

1. I agree with the recommendation
2. I disagree with the recommendation 
3. I believe it is acceptable, but it is not my treatment of choice



A patient presenting with Stage IIIC ovarian cancer, BRCA wild type, HR 
proficient (eg, LOH low), undergoes R0 resection and receives adjuvant 
carboplatin/paclitaxel with good response. Beyond your preferred 
approach, which other approaches to maintenance therapy do you 
believe are acceptable in this situation?

None
Rucaparib 

None
Bevacizumab

Niraparib ± bevacizumab
Olaparib ± bevacizumab

Rucaparib ± bevacizumab 

Niraparib
Rucaparib 

Niraparib 

Niraparib
Olaparib

Rucaparib 



A patient presenting with Stage IIIC ovarian cancer undergoes R0 
resection and receives adjuvant carboplatin/paclitaxel with good 
response. Regulatory and reimbursement issues aside, what 
would you most likely recommend as maintenance therapy if 
genetic testing revealed a germline PALB2 mutation? 

Olaparib 

Olaparib 

None 

Niraparib 

Olaparib 



A patient presenting with Stage IIIC ovarian cancer undergoes R0 
resection and receives adjuvant carboplatin/paclitaxel with good 
response. Regulatory and reimbursement issues aside, what 
would you most likely recommend as maintenance therapy if 
genetic testing revealed a somatic BRCA mutation?

Olaparib 

Olaparib 

Olaparib 

Olaparib 

Olaparib 



A patient presenting with Stage IIIC ovarian cancer undergoes R0 
resection and receives adjuvant carboplatin/paclitaxel with good 
response. Regulatory and reimbursement issues aside, what would 
you most likely recommend as maintenance therapy if genetic 
testing revealed BRCA wild type, HR deficient (eg, LOH high)?

Niraparib 

Niraparib 

Olaparib/bevacizumab 

Niraparib 

Niraparib 
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Case Presentation: A 58-year-old woman with Stage IIIC 
high-grade serous carcinoma and a germline BRCA2 
(gBRCA2) mutation

Dr Gigi Chen (Pleasant Hill, California)



Case Presentation: A 66-year-old woman with Stage IIIA 
BRCA1/2 wild-type, high-grade serous ovarian 
adenocarcinoma

Dr Syed Ahmed (Libertyville, Illinois) 



Case Presentation: A 61-year-old woman with metastatic MSS 
ovarian carcinoma – gBRCA1 mutation

Dr Syed Zafar (Fort Myers, Florida)



Case Presentation: A 60-year-old woman with multiregimen-
recurrent advanced ovarian cancer – gBRCA1 mutation

Dr Rajalaxmi McKenna (Willowbrook, Illinois)
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Cancer J 2021;27(6):491-500. 



Correlation of HRD Status with Clinical and 
Survival Outcomes in Patients with Advanced-
Stage Ovarian Cancer
Sims TT et al.
ASCO 2022;Abstract 5568.





Potential Mechanisms of PARP Inhibitor and Anti-angiogenic 
Combination Treatment

Secord AA et al. Gyn Oncol 2021;162:482-95.







Progression-Free Survival by Normalization of CA-125 at Interval 
Tumor Reductive Surgery (TRS)

Fleming ND et al. Gyn Oncol 2021;162:65-71.

NACT = neoadjuvant chemotherapy



Progression-Free Survival by Type of Chemotherapy Dosing

Fleming ND et al. Gyn Oncol 2021;162:65-71.
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Case Presentation: A 60-year-old woman with multiregimen-
recurrent BRCA1/2 wild-type ovarian cancer

Dr Gigi Chen (Pleasant Hill, California)
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Identifying Disparities in Gynecologic Cancer: Results 
and Analysis from a Patient Preference Survey
Chapman-Davis E et al.
ASCO 2022;Abstract 5561.
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• Dr Ahmed: A 66-year-old woman with Stage IIIA BRCA1/2 wild-type, high-grade serous ovarian adenocarcinoma
• Dr Zafar: A 61-year-old woman with metastatic MSS ovarian carcinoma – gBRCA1 mutation
• Dr McKenna: A 60-year-old woman with multiregimen-recurrent advanced ovarian cancer – gBRCA1 mutation
MODULE 2: Journal Club with Dr Westin – Part 1
MODULE 3: Case Presentations – Part 2
• Dr Ahmed: A 51-year-old woman with metastatic hepatoid carcinoma of the ovary with an FGFR fusion
• Dr McKenna: A 92-year-old woman with Stage IIIC/IV papillary ovarian cancer and concurrent chronic 

lymphocytic leukemia
• Dr Zafar: A 46-year-old woman with metastatic BRCA1/2 wild-type, clear cell ovarian cancer – MSI-high, 

TMB 43 mut/Mb, PD-L1 15%
• Dr Chen: A 60-year-old woman with multiregimen-recurrent BRCA1/2 wild-type ovarian cancer

MODULE 4: Journal Club with Dr Westin – Part 2

MODULE 5: Appendix of Key Publications



Optimal Biomarker Evaluation 
and Front-Line Management



An Estimated 25% of Newly Diagnosed Ovarian Cancers Harbor 
BRCA1/2 Mutations 

EOC = epithelial ovarian cancer; mut = mutation; wt = wild type
Pennington et al. Clin Cancer Res 2014;20(3):764-75. Courtesy of Kathleen Moore, MD

An estimated 1 in 4 women with EOC will have a BRCA-positive tumor result
Tumor testing detects more patients with BRCA mutations than blood/saliva 

tests that do not look at tumor DNA

75%
BRCA-wt

25%
BRCA-mut

18%
Germline

7%
Somatic

ORIGINS OF MUTATIONBRCA MUTATIONAL RATES



Pivotal Trials and Regulatory Milestones in First-Line 
Maintenance Therapy for Advanced Ovarian Cancer

PRIMA4

Niraparib

PAOLA-15
Olaparib + 
bevacizumab

GOG-0218/ICON71,2
Bevacizumab VELIA6

Veliparib + Pt-based 
chemotherapy 

SOLO-13
Olaparib 
BRCAm

Bevacizumab7

Bevacizumab8

Olaparib10Regulatory
approvals:

Niraparib11,12

Olaparib + 
bevacizumab13,14

2011 20202018 2019

Olaparib9

Pivotal trials:

Dates shown indicate the year of the publication of the pivotal studies and regulatory approvals for these compounds. 

BRCAm, breast cancer gene mutant; GOG, Gynecologic Oncology Group; Pt, platinum. 
1. Burger RA et al. N Engl J Med. 2011;365(26):2473-2483. 2. Perren TJ et al. N Engl J Med. 2011;365(26):2484-2496. 3. Moore K et al. N Engl J Med. 2018;379(26):2495-2505. 4. González-Martín A et al. N Engl J 
Med. 2019;381(25):2391-2402. . Ray-Coquard I et al. N Engl J Med. 2019;381(25):2416-2428. 6. Coleman RL et al. N Engl J Med. 2019;381(25):2403-2415. 7. European Medicines Agency. Published September 
22, 2011. Accessed June 7, 2021. 8. F. Hoffmann-La Roche Ltd. Published June 13, 2018. Accessed June 7, 2021. 9. US Food and Drug Administration. Published December 26, 2018. Accessed June 7, 2021. 10. 
European Medicines Agency. Published April 26, 2019. Accessed June 7, 2021. 11. GlaxoSmithKline. Published April 29, 2020. Accessed June 7, 2021. 12. GlaxoSmithKline. Published October 29, 2020. Accessed 
June 7, 2021. 13. US Food and Drug Administration. Published May 11, 2020. Accessed June 7, 2021. 14. European Medicines Agency. Published September 17, 2020. Accessed June 7, 2021. 

Courtesy of Kathleen Moore, MD



Phase III First-Line PARP Inhibitor Maintenance Trials

Study design
SOLO-11

(N = 391)
PAOLA-12

(N = 612)
PRIMA3

(N = 620)
VELIA4

(N = 1,140)

Treatment arms vs placebo Olaparib (n=260) Bevacizumab ± olaparib Niraparib Veliparib

Patient population BRCA mutation All comers All comers All comers

Treatment duration 24 mo 15 mo for bev
24 mo for olaparib

36 mo or 
until PD 24 mo

Median PFS 56 mo vs 14 mo
HR: 0.33

22.1 mo vs 16.6 mo
HR: 0.59

22.1 mo vs 10.9 mo
HR 0.40

23.5 mo vs 17.3 mo
HR: 0.68

1 Banerjee et al. Lancet Oncol 2021;22(12):1721-31; 2 Ray-Coquard et al. SGO 2020;Abstract 33; 3 González-Martín A et al. ASCO 2021;Abstract 5518; 
4 Aghajanian C et al. Gyn Oncol 2021;162(2):375-81.

bev = bevacizumab; PD = disease progression



SGO 2022;Abstract 40.



Hardesty et al. SGO 2022;Abstract 40.



OVARIO: PFS by Homologous Recombination Deficiency Status 
Overall (n = 105)

18-mo PFS rate 62

24-mo PFS rate 53

HRd (n = 49)

18-mo PFS rate 76

24-mo PFS rate 63

HRp (n = 38)

18-mo PFS rate 47

24-mo PFS rate 42

HRnd (n = 18)

18-mo PFS rate 56

24-mo PFS rate 50

Hardesty et al. SGO 2022;Abstract 40.



OVARIO: Treatment Related Adverse Events (TRAEs) 

Hardesty et al. SGO 2022;Abstract 40.



SGO 2022;Abstract LBA5.



PRIME: Study Design

PRIME is a randomized, double-blind, placebo-controlled phase III trial (NCT03709316).

Li et al. SGO 2022;Abstract LBA5.



PRIME: Demographics and Baseline Characteristics

Li et al. SGO 2022;Abstract LBA5.



PRIME: PFS (by Blinded Independent Central Review) in the ITT Population

Li et al. SGO 2022;Abstract LBA5.



PRIME: PFS Benefit in Prespecified Subgroups

Li et al. SGO 2022;Abstract LBA5.



PRIME: PFS Benefit by gBRCAmut Status

Li et al. SGO 2022;Abstract LBA5.



PRIME: PFS Benefit in non-gBRCAmut Subgroups

Li et al. SGO 2022;Abstract LBA5.



PRIME: Safety Overview (and PRIMA)

Li et al. SGO 2022;Abstract LBA5.



J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO Study Schema

Monk BJ et al. ASCO 2022;Abstract LBA5500.



ATHENA-MONO: Investigator-Assessed PFS in the HRD 
Population (N = 234)

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO: Investigator-Assessed PFS in the ITT Population 
(N = 538) 

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO: Investigator-Assessed PFS

BRCA-mutant BRCA-WT/LOH High

HRD-Negative

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO: Investigator-Confirmed ORR

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].

ORR = objective response rate



ATHENA-MONO: Common Treatment-Emergent Adverse Events

Monk BJ et al. J Clin Oncol 2022;[Online ahead of print].



ATHENA-MONO and ATHENA-COMBO Study Design

Monk BJ et al. Int J Gynecol Cancer 2021;31(12):1589-94.



DUO-O Study Design in Newly Diagnosed Advanced Ovarian Cancer

Harter P et al. ASCO 2019;Abstract TPS5598.



FIRST Phase III Trial of Dostarlimab (TSR-042) 
for Newly Diagnosed Ovarian Cancer

www.clinicaltrials.gov/ct2/show/NCT03602859 Courtesy of Ursula Matulonis, MD

Screening

Randomization
at cycle 2

Total 6 cycles
(21 days)

Maintenance
up to 3 yrs

Endpoints

Cycle 1 carboplatin-paclitaxel

N = 720-960
Newly diagnosed advanced

ovarian cancer

RANDOMIZATION 1:1:2

Carboplatin-Paclitaxel
+ I.V. placebo
± bevacizumab

Arm 1
Carboplatin-Paclitaxel

+ I.V. placebo
± bevacizumab

Arm 2
Carboplatin-Paclitaxel

+ TSR-042
± bevacizumab

Arm 3

Placebo
(oral and I.V.)*
± bevacizumab

Niraparib
+ I.V. placebo*
± bevacizumab

Niraparib
+ TSR-042

± bevacizumab

Primary endpoint: PFS
Secondary endpoints: ORR, DOR, DCR, PROs, TFST, TSST, PFS2, OS

*I.V. placebo up to 15 months in total



Current Treatment Paradigm for Recurrent Disease

Ongoing Research with PARP Inhibitors for Newly 
Diagnosed and Relapsed Disease



Eligibility and Dosing in Pivotal Studies of PARP Inhibitors for 
Recurrent, Platinum-Sensitive Ovarian Cancer

NOVA1

(niraparib)
SOLO-22

(olaparib)
ARIEL33

(rucaparib)

BRCA status With or without gBRCA 
mutation

gBRCA mutation
(Study 19: +/- gBRCA

mutation)

With or without gBRCA 
mutation

HRD testing Yes No Yes

Tumor assessment schedule Every 8 wk to C14
à every 12 wk

Every 12 wk until wk 72 à
every 24 wk

Every 8 wk to C14 à every 
12 wk

Dosing/formulation 300 mg qd 300 mg BID 600 mg BID

No. of prior lines of chemo 2 or more 2 or more 2 or more

1 Mirza MR et al. N Engl J Med 2016;375(22):2154-64; 2 Pujade-Lauraine E et al. Lancet 2017;18(9):1274-84; 3 Coleman RL et al. Lancet 
2017;390(10106):1949-61.



Progression-Free Survival with PARP Inhibitors for Recurrent, 
Platinum-Sensitive Ovarian Cancer

PARPi Control HR

NOVA1-2 — niraparib
gBRCA mutation 21.0 mo 5.5 mo 0.27
No gBRCA mutation, HRD+ 12.9 mo 3.8 mo 0.38
No gBRCA mutation 9.3 mo 3.9 mo 0.45

SOLO-23-4 — olaparib
gBRCA mutation 19.1 mo 5.5 mo 0.30
Overall survival 51.7 mo 38.8 mo 0.74

ARIEL35-6 — rucaparib
ITT (all comers) 10.8 mo 5.4 mo 0.36
g or sBRCA mutation 16.6 mo 5.4 mo 0.23
HRD+ 13.6 mo 5.4 mo 0.32
BRCAWT/high LOH 13.6 mo 5.4 mo 0.32
BRCAWT/low LOH 6.7 mo 5.4 mo 0.58

1 Mirza MR et al. N Engl J Med 2016;375(22):2154-64; 2Del Campo JM et al. J Clin Oncol 2019;37(32):2968-73. 3Poveda A et al. Lancet
Oncol 2021;22(5):620-31. 4Pujade-Lauraine E et al. Lancet 2017;18(9):1274-84; 5 Coleman RL et al. Lancet 2017;390(10106):1949-61; 
6Ledermann JA et al. Lancet Oncol 2020;21(5):710-722.



Lancet Oncol 2022;23(4):465-78.



ARIEL4: Progression-Free Survival in the Efficacy and ITT Populations

Kristeleit et al. Lancet Oncol 2022;23(4):465-78.

Efficacy population 
(BRCA1 or BRCA2 mutations with reversion mutations) Intent to treat population



ARIEL4: Overall Response Rate and Duration of Response

Endpoint

Efficacy population ITT population

Rucaparib
(n = 220)

Chemotherapy
(n = 105) p-value

Rucaparib
(n = 233)

Chemotherapy
(n = 116) p-value

ORR 40% 32% 0.13 38% 30% 0.13

DoR, 
median 9.4 mo 7.2 mo — 9.4 mo 7.2 mo —

Kristeleit et al. Lancet Oncol 2022;23(4):465-78.

ORR = overall response rate; DoR = duration of response



Abstract LBA33



OReO Phase IIIB Study Schema

Pujade-Lauraine E et al. ESMO 2021;Abstract LBA33.



OReO: Progression-Free Survival in the BRCAm Cohort

Pujade-Lauraine E et al. ESMO 2021;Abstract LBA33.



OReO: Progression-Free Survival in the Non-BRCAm Cohort

Pujade-Lauraine E et al. ESMO 2021;Abstract LBA33.



OReO: Progression-Free Survival in the Non-BRCAm Cohort by 
Homologous Recombination Deficiency (HRD) Status

Pujade-Lauraine E et al. ESMO 2021;Abstract LBA33.



OReO/ENGOT Ov-38 Trial: Impact of Maintenance 
Olaparib Rechallenge According to Ovarian Cancer 
Patient Prognosis — An Exploratory Joint Analysis 
of the BRCA and Non-BRCA Cohorts

Selle F et al.
ASCO 2022;Abstract 5558.



OReO: Post-hoc Analysis of Progression-Free Survival According 
to Patient Characteristics and Prognostic Factors

Selle F et al. ASCO 2022;Abstract 5558.

• Olaparib rechallenge was effective regardless of prognostic subgroup
• CA-125 levels and the presence of visceral disease at baseline were the best predictors of 

patient outcome



Biologic Rationale for the Combination of a PARP Inhibitor (PARPi)
with an Immune Checkpoint Inhibitor

Konstantinopoulos P et al. ASCO 2018;Abstract 106.

Preclinical data demonstrate synergy with PARPi and anti-PD-1 combinations. 

Preclinical models indicate synergy 
between PARPi + anti-PD-1 agents 
regardless of BRCA mutation status 

or PD-L1 status
Error-prone repair

Point mutations

Neoantigens

Cytosolic DNA

STING pathway 
activation

Type I IFN 
response

ATM/ATR/CHK1 
activation

STAT1/3 activation
IRF1 activation

PD-L1 upregulation

Immune activating Immune suppressing

PARP inhibitors

DSB
processing

(EXO1, BLM1, etc)

DSB
checkpoint activation

(ATM, ATR, CHK1)



Potential Synergy Between PARP Inhibition and Immune 
Checkpoint Blockade

Vikas P et al. Front Oncol 2020;10:570.



JAMA Oncol 2019;5(8):1141-9.



TOPACIO/KEYNOTE-162: Antitumor Activity of Niraparib in 
Combination with Pembrolizumab

ORR: 18%
DCR: 65%

Konstantinopoulos PA et al. JAMA Oncol 2019;5(8):1141-9.

ORR = overall response rate; DCR = disease control rate



Abstract 814MO.



MEDIOLA gBRCA Wild Type Study Schema 

Drew Y et al. ESMO 2020;Abstract 814MO.



MEDIOLA gBRCA Wild Type: Antitumor Activity

Drew Y et al. ESMO 2020;Abstract 814MO.





MEDIOLA mBRCA Cohort Study Schema 

Drew Y et al. ESMO 2019;Abstract 1190PD.



MEDIOLA mBRCA Cohort: Efficacy

Drew Y et al. ESMO 2019;Abstract 1190PD.



MOONSTONE/GOG-3032: Interim Analysis of a 
Phase 2 Study of Niraparib + Dostarlimab in 
Patients (pts) with Platinum-Resistant Ovarian 
Cancer (PROC) 

Randall LM et al.
ASCO 2022;Abstract 5573.



MOONSTONE: Efficacy Summary of Niraparib with Dostarlimab
for Platinum-Resistant Ovarian Cancer

Randall LM et al. ASCO 2022;Abstract 5573.



MOONSTONE: Select Treatment-Related Adverse Events in >10% 
of Patients

Randall LM et al. ASCO 2022;Abstract 5573.



Abstract 10415



Liu JF et al. SGO 2021;Abstract 10415.



Novel Investigational Agents and Strategies



Mirvetuximab Soravtansine: Mechanism of Action 

Moore K et al. Future Oncol 2018:14(2);123-36.

(1) Mirvetuximab soravtansine binds with high 
affinity to FRα expressed on the tumor cell surface

(2) The antibody-drug conjugate (ADC)/receptor 
complex becomes internalized via antigen-
mediated endocytosis

(3) Lysosomal processing releases active DM4 
catabolites from the ADC molecule

(4) These maytansinoid derivatives inhibit tubulin 
polymerization and microtubule assembly

(5) The potent antimitotic effects result in cell-cycle 
arrest and apoptosis

(6) Active metabolites can also diffuse into 
neighboring cells and induce further cell death —
in other words, bystander killing



SGO 2022;Abstract LBA4.



SORAYA: Investigator-Assessed Objective Response Rate by Prior Therapy

Matulonis UA et al. SGO 2022;Abstract LBA4.



Matulonis UA et al. SGO 2022;Abstract LBA4.

SORAYA: Treatment-Related Adverse Events (≥10%)

• Most adverse events (AEs) were low-
grade, reversible ocular and GI events

• Serious Grade ≥3 treatment-related AEs 
(TRAEs) were reported in 8% of patients

• TRAEs led to dose delay in 32% and 
dose reduction in 19%

• 7 patients (7%) discontinued treatment 
due to TRAEs

• 1 death was recorded as possibly 
related to study drug

– Respiratory failure
– Autopsy: No evidence of drug 

reaction; lung metastases



Unique Events Associated with Mirvetuximab Soravtansine:
Keratopathy and Blurred Vision 

Keratopathy

Blurred vision

Events developed in 
50/106 (47%) patients:

mostly low grade
Proactive supportive care
– Lubricating artificial tears
– Corticosteroid eye drops

Predictable
– Median time to onset: cycle 2 (~1.5 months)

Manageable with dose modifications, if needed
– 22% of patients (23/106) had dose delay and/or reduction

Reversible
– At data cutoff: >80% of Grade 2-3 events had resolved to 
Grade 0-1

– 9 patients still receiving mirvetuximab soravtansine or being 
followed up for resolution

<1% discontinuation due to ocular events
– 1 of 106 patients discontinued due to Grade 4 keratopathy, which 
resolved within 15 days

Matulonis UA et al. SGO 2022;Abstract LBA4.



Mirvetuximab Soravtansine (MIRV) in Patients with 
Platinum-Resistant Ovarian Cancer with High Folate 
Receptor Alpha (FRα) Expression: Characterization of 
Antitumor Activity in the SORAYA Study

Matulonis UA et al.
ASCO 2022;Abstract 5512.



SORAYA: Overall Response Rate in the BRCA Mutation-Positive 
Subgroup 

Matulonis UA et al. ASCO 2022;Abstract 5512.

Inv-Assessed mPFS: 4.3 mo mOS: 13.8 mo



SORAYA: Overall Response Rate in the BRCA Mutation-Positive 
Subgroups 

Matulonis UA et al. ASCO 2022;Abstract 5512.



MIRASOL Phase III Study Schema

Moore KN et al. SGO 2022;Abstract 297.



PICCOLO Phase II Trial Schema

Alvarez Secord A et al. SGO 2022;Abstract 300.



SGO 2022;Abstract 76.



Upifitamab Rilsodotin (UpRi): First-in-Class ADC Targeting NaPi2b

Richardson DL et al. SGO 2022;Abstract 76.



UpRi Phase Ib Study Schema

Richardson DL et al. SGO 2022;Abstract 76.



Expansion Cohort Experience Across a Range of Doses Allowed 
for Further Optimization of UpRi Profile

Richardson DL et al. SGO 2022;Abstract 76.



TRAEs by UpRi Dose Group

Richardson DL et al. SGO 2022;Abstract 76.



Best Response by UpRi Dose Group

Progressive Disease

Richardson DL et al. SGO 2022;Abstract 76.



Confirmed ORR by UpRiDose Group and NaPi2b Level and 
Duration of Response (DoR)

Richardson DL et al. SGO 2022;Abstract 76.



Time on UpRi Study in Evaluable Patients

Richardson DL et al. SGO 2022;Abstract 76.



Ongoing UPLIFT (ENGOT-OV67/GOG-3048) Study Schema

Richardson DL et al. SGO 2022;Abstract 76.



Ongoing UP-NEXT Phase III (ENGOT-OV71-NSGO-CTU/GOG-3049) 
Study Schema

Richardson DL et al. SGO 2022;Abstract 76.
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Optimizing the Management of 
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Moderator
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Thank you for joining us!

CME and MOC credit information will be emailed 
to each participant within 5 business days.


