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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.





Meet The Professor
Optimizing the Management of 

Hepatobiliary Cancers
Thursday, July 7, 2022
5:00 PM – 6:00 PM ET

Ghassan Abou-Alfa, MD, MBA

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of 

Gastroesophageal Cancers
Tuesday, July 12, 2022
5:00 PM – 6:00 PM ET

Samuel J Klempner, MD

Moderator
Neil Love, MD

Faculty 



Management of Acute Myeloid Leukemia and 
Myelodysplastic Syndromes – A Review of the 
2022 ASCO Annual Meeting and EHA Congress

Richard M Stone, MD

Moderator
Neil Love, MD

Faculty 

Wednesday, July 13, 2022
5:00 PM – 6:00 PM ET



Meet The Professor
Optimizing the Management of 

Chronic Myeloid Leukemia
Tuesday, July 19, 2022
5:00 PM – 6:00 PM ET

Daniel J DeAngelo, MD, PhD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of 

Hepatobiliary Cancers
Thursday, July 28, 2022
5:00 PM – 6:00 PM ET

Robin K Kelley, MD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of Ovarian Cancer

Wednesday, August 3, 2022
5:00 PM – 6:00 PM ET

Prof Jonathan A Ledermann
Faculty 

Moderator
Neil Love, MD



Recent Advances in Medical Oncology: 
A daylong CME hybrid (live/online) event

Neeraj Agarwal, MD
Harold J Burstein, MD, PhD

Ibiayi Dagogo-Jack, MD
Rafael Fonseca, MD

Brad S Kahl, MD
Rutika Mehta, MD, MPH

Moderator
Neil Love, MD

Faculty 

Saturday, August 6, 2022
9:00 AM – 4:30 PM PT (12:00 PM – 7:30 PM ET)

Craig Moskowitz, MD
Joyce O’Shaughnessy, MD

Krina Patel, MD, MSc
Philip A Philip, MD, PhD, FRCP

Suresh S Ramalingam, MD
Sandy Srinivas, MD

Bellagio Las Vegas | Las Vegas, Nevada

In Partnership with the American Oncology Network



Thank you for joining us!

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



Meet The Professor
Optimizing the Management of Ovarian Cancer

Ursula Matulonis, MD
Chief, Division of Gynecologic Oncology

Brock-Wilson Family Chair
Dana-Farber Cancer Institute

Professor of Medicine
Harvard Medical School
Boston, Massachusetts



Meet The Professor Program Participating Faculty

Stephanie Lheureux, MD, PhD
Drug Development Program - Gynecology
Division of Medical Oncology and Hematology
Gynecology Site Lead
Co-Director of the Beyond Chemotherapy Program
Princess Margaret Cancer Centre
Associate Professor
University of Toronto
Toronto, Ontario, Canada

Ursula Matulonis, MD
Chief, Division of Gynecologic Oncology
Brock-Wilson Family Chair
Dana-Farber Cancer Institute
Professor of Medicine
Harvard Medical School
Boston, Massachusetts

Prof Jonathan A Ledermann
Professor of Medical Oncology
UCL Cancer Institute
London, United Kingdom

Ramez N Eskander, MD
Associate Clinical Professor of Obstetrics, 
Gynecology and Reproductive Sciences
UC San Diego Health
La Jolla, California



Meet The Professor Program Participating Faculty

MODERATOR
Neil Love, MD
Research To Practice

Shannon N Westin, MD, MPH
Associate Professor
Director, Early Drug Development
Department of Gynecologic Oncology and 
Reproductive Medicine
The University of Texas
MD Anderson Cancer Center
Houston, Texas

Richard T Penson, MD, MRCP
Associate Professor of Medicine
Harvard Medical School
Clinical Director, Medical Gynecologic Oncology
Massachusetts General Hospital
Boston, Massachusetts



We Encourage Clinicians in Practice to Submit Questions 

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





Meet The Professor
Optimizing the Management of 

Hepatobiliary Cancers
Thursday, July 7, 2022
5:00 PM – 6:00 PM ET

Ghassan Abou-Alfa, MD, MBA

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of 

Gastroesophageal Cancers
Tuesday, July 12, 2022
5:00 PM – 6:00 PM ET

Samuel J Klempner, MD

Moderator
Neil Love, MD

Faculty 



Management of Acute Myeloid Leukemia and 
Myelodysplastic Syndromes – A Review of the 
2022 ASCO Annual Meeting and EHA Congress

Richard M Stone, MD

Moderator
Neil Love, MD

Faculty 

Wednesday, July 13, 2022
5:00 PM – 6:00 PM ET



Meet The Professor
Optimizing the Management of 

Chronic Myeloid Leukemia
Tuesday, July 19, 2022
5:00 PM – 6:00 PM ET

Daniel J DeAngelo, MD, PhD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of 

Hepatobiliary Cancers
Thursday, July 28, 2022
5:00 PM – 6:00 PM ET

Robin K Kelley, MD

Moderator
Neil Love, MD

Faculty 



Meet The Professor
Optimizing the Management of Ovarian Cancer

Wednesday, August 3, 2022
5:00 PM – 6:00 PM ET

Prof Jonathan A Ledermann
Faculty 

Moderator
Neil Love, MD



Recent Advances in Medical Oncology: 
A daylong CME hybrid (live/online) event

Neeraj Agarwal, MD
Harold J Burstein, MD, PhD

Ibiayi Dagogo-Jack, MD
Rafael Fonseca, MD

Brad S Kahl, MD
Rutika Mehta, MD, MPH

Moderator
Neil Love, MD

Faculty 

Saturday, August 6, 2022
9:00 AM – 4:30 PM PT (12:00 PM – 7:30 PM ET)

Craig Moskowitz, MD
Joyce O’Shaughnessy, MD

Krina Patel, MD, MSc
Philip A Philip, MD, PhD, FRCP

Suresh S Ramalingam, MD
Sandy Srinivas, MD

Bellagio Las Vegas | Las Vegas, Nevada

In Partnership with the American Oncology Network



Meet The Professor
Optimizing the Management of Ovarian Cancer

Ursula Matulonis, MD
Chief, Division of Gynecologic Oncology

Brock-Wilson Family Chair
Dana-Farber Cancer Institute

Professor of Medicine
Harvard Medical School
Boston, Massachusetts



Commercial Support

This activity is supported by educational grants from AstraZeneca 
Pharmaceuticals LP, GlaxoSmithKline, Merck, and Mersana Therapeutics Inc.

Research To Practice CME Planning Committee Members, 
Staff and Reviewers

Planners, scientific staff and independent reviewers for Research To Practice 
have no relevant conflicts of interest to disclose.



Dr Matulonis — Disclosures

Advisory Committee

2X Oncology, Agenus Inc, Blueprint Medicines, Boehringer 
Ingelheim Pharmaceuticals Inc, Clearity Foundation, ImmunoGen
Inc, NextCure, Ovarian Cancer Research Alliance, Rivkin 
Foundation, Trillium Therapeutics Inc

Consulting Agreements AstraZeneca Pharmaceuticals LP, GlaxoSmithKline, Merck, Novartis

Contracted Research FUJIFILM Pharmaceuticals USA Inc, ImmunoGen Inc, Merck, 
Mersana Therapeutics Inc

Data and Safety Monitoring 
Board/Committee Advaxis Inc, Alkermes, Symphogen A/S



Bruce Bank, MD 
Northwest Oncology and Hematology
Rolling Meadows, Illinois

Rajalaxmi McKenna, MD 
Southwest Medical 
Consultants SC 
Willowbrook, Illinois

Syed F Zafar, MD 
Florida Cancer Specialists 
Fort Myers, Florida

Gigi Chen, MD 
John Muir Health 
Pleasant Hill, California

Dana M Chase, MD 
Arizona Center for Cancer Care 
Virginia G Piper Cancer Care Network
Phoenix, Arizona

Paul DiSilvestro, MD 
Women and Infants Hospital of 
Rhode Island/Alpert School of 
Medicine at Brown 
Providence, Rhode Island

Atif Hussein, MD, MMM 
Memorial Healthcare System 
Florida International University
Hollywood, Florida

Vikas Malhotra, MD
Florida Cancer Specialists 
Spring Hill, Florida



Meet The Professor with Dr Matulonis

Introduction: Journal Club with Dr Matulonis – Part 1

MODULE 1: Case Presentations – Part 1 
• Dr Chase: A 67-year-old woman with primary peritoneal carcinoma and a gBRCA mutation s/p naturopathic therapy
• Dr DiSilvestro: A 78-year-old woman with Stage IIIC fallopian tube cancer (HRp) s/p neoadjuvant chemotherapy
• Dr Malhotra: A 69-year-old woman with high-grade serous ovarian carcinoma (HGSOC) and extensive peritoneal and 

omental metastases (HRp) s/p chemotherapy and bevacizumab à niraparib
• Dr Bank: A 75-year-old woman (gBRCA1 mutation) s/p bilateral breast cancer with a CR to chemotherapy for metastatic 

ovarian cancer for 8 years
• Dr Hussein: A 36-year-old woman s/p R0 debulking surgery for Stage IIIC HGSOC (HRp) 

MODULE 2: Faculty Survey
MODULE 3: Journal Club with Dr Matulonis – Part 2
MODULE 4: Case Presentations – Part 2 
• Dr Zafar: A 46-year-old woman s/p multiple relapses of MSI-high clear cell ovarian cancer
• Dr McKenna: A 92-year-old woman with Stage IIIC/IV papillary ovarian cancer and concurrent CLL
• Dr Chen: A 60-year-old woman with recurrent ovarian cancer s/p multiple prior therapies, including Tumor Treating Fields

MODULE 5: Appendix of Key Publications



Meet The Professor with Dr Matulonis

Introduction: Journal Club with Dr Matulonis – Part 1

MODULE 1: Case Presentations – Part 1 
• Dr Chase: A 67-year-old woman with primary peritoneal carcinoma and a gBRCA mutation s/p naturopathic therapy
• Dr DiSilvestro: A 78-year-old woman with Stage IIIC fallopian tube cancer (HRp) s/p neoadjuvant chemotherapy
• Dr Malhotra: A 69-year-old woman with high-grade serous ovarian carcinoma (HGSOC) and extensive peritoneal and 

omental metastases (HRp) s/p chemotherapy and bevacizumab à niraparib
• Dr Bank: A 75-year-old woman (gBRCA1 mutation) s/p bilateral breast cancer with a CR to chemotherapy for metastatic 

ovarian cancer for 8 years
• Dr Hussein: A 36-year-old woman s/p R0 debulking surgery for Stage IIIC HGSOC (HRp) 

MODULE 2: Faculty Survey
MODULE 3: Journal Club with Dr Matulonis – Part 2
MODULE 4: Case Presentations – Part 2 
• Dr Zafar: A 46-year-old woman s/p multiple relapses of MSI-high clear cell ovarian cancer
• Dr McKenna: A 92-year-old woman with Stage IIIC/IV papillary ovarian cancer and concurrent CLL
• Dr Chen: A 60-year-old woman with recurrent ovarian cancer s/p multiple prior therapies, including Tumor Treating Fields

MODULE 5: Appendix of Key Publications





Cramer DW et al. Int J Gynecol Cancer 2021;31(5):733-43.



Front Surg 2021;8:594570. 



Clin Adv Hematol Oncol 2022;20(4):240-53.



Stage 1 Results of BrUOG 354: A Randomized 
Phase II Trial of Nivolumab Alone or in 
Combination with Ipilimumab for People with 
Ovarian and Other Extra-Renal Clear Cell 
Carcinomas (NCT03355976)

Dizon DS et al.
ASCO 2022;Abstract 5598.



Dizon DS et al. ASCO 2022;Abstract 5598.

BrUOG 354: Tumor Change

Nivolumab Nivolumab + Ipilimumab





Abstract LBA5503



Colombo N et al. ASCO 2022;Abstract LBA5503; Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.

GR is abundantly expressed in ovarian tumors, and
high GR expression is associated with poor outcomes2



Abstract 762022



Richardson DL et al. SGO 2022;Abstract 76.
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Richardson DL et al. SGO 2022;Abstract 76.

Any Dose Modification d/t TRAE (Reduction, Delay, 
Discontinuation), n (%)



Richardson DL et al. SGO 2022;Abstract 76.



Richardson DL et al. SGO 2022;Abstract 76.

5 months



Richardson DL et al. SGO 2022;Abstract 76.

Dose Group 36
Dose Group 43
UpRi <33 mg/m2



Richardson DL et al. SGO 2022;Abstract 76.

Cancer



Richardson DL et al. SGO 2022;Abstract 76.



If there were no data with olaparib or niraparib in the up-front 
maintenance setting and the only available data were from 
ATHENA, would you want to use rucaparib as maintenance therapy 
for your patients with newly diagnosed advanced ovarian cancer?

1. Yes
2. Yes, in patients with BRCA mutations/HR deficiency
3. No
4. I’m not sure



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





Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.



ATHENA-MONO: Investigator-Assessed PFS – Exploratory 
Subgroups

Monk BJ et al. ASCO 2022;Abstract LBA5500; Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.



Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.



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

BRCA-mutant BRCA-WT/LOH High

HRD-Negative

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



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



FDA Advises Manufacturer Not to Submit First-Line 
Maintenance sNDA for Rucaparib Until OS Survival Data from 
the ATHENA-MONO Trial Are More Mature
June 17, 2022
“In consultation with the FDA, [the manufacturer of rucaparib] recently was advised not to file a 
supplemental new drug application based on data from a cohort of the Phase III ATHENA study 
until the study’s overall survival data mature.

In the 8-K, [the manufacturer] said the FDA has accepted a request for a pre-NDA meeting and 
noted that the ATHENA-MONO portion of the Phase III study has met its primary endpoint of 
progression-free survival compared to placebo. OS is a secondary endpoint for ATHENA-MONO and 
the data are approximately 25% mature at present. [The manufacturer] said the FDA urged it to 
hold off filing for supplemental approval until the OS data reach 50% maturity, and indicated an 
advisory committee review would likely be necessary if the data were filed earlier than that point.

In a statement to Scrip, the firm said that although it cannot anticipate the outcome of the pre-
NDA meeting, ‘we are encouraged that the FDA is willing to have a dialogue.’ [They] estimate the 
ATHENA-MONO OS data will reach 50% maturity in approximately two years.”

https://scrip.pharmaintelligence.informa.com/SC146575/Clovis-Withdraws-Rubraca-Ovarian-Cancer-Indication-Due-To-
Survival-Imbalance?vid=Pharma
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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 be your 
preferred approach to maintenance therapy if genetic testing revealed a 
germline BRCA mutation?

Olaparib 

Olaparib/bevacizumab 

Olaparib/bevacizumab 

Olaparib/bevacizumab 

Olaparib/bevacizumab 

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

None
Bevacizumab

Niraparib ± bevacizumab
Olaparib ± bevacizumab

Rucaparib ± bevacizumab 

None

Niraparib
Rucaparib 

None
Rucaparib 

Niraparib
Olaparib

Rucaparib 

None
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 

Niraparib 

None 

Niraparib 

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 a somatic BRCA mutation?

Olaparib 

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 

Niraparib 
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Abstract LBA33



OReO Phase IIIB Study Schema

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.



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.



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 RESULTS 

Randall LM et al. ASCO 2022;Abstract5573.



MOONSTONE UPDATE 

“PROC remains difficult to treat; the ORR observed with niraparib + 
dostarlimab did not reach the threshold for 2nd-stage accrual in this 
cohort of pts with PROC, no known BRCAm, and prior bevacizumab 
treatment. PD-L1 status did not predict response; HRD testing is in 
process. Although DCR was 29%, futility was declared based on low 
ORR. The safety of the combination was similar to the safety profile 
of each monotherapy.”

Randall LM et al. ASCO 2022;Abstract 5573.



DUO-O Study Design in Newly Diagnosed Advanced Ovarian Cancer

Harter P et al. ASCO 2019;Abstract TPS5598; www.clinicaltrials.gov. NCT03737643. Accessed July 2022.

Estimated completion date: July 2023



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: Safety Overview (and PRIMA)

Li et al. SGO 2022;Abstract LBA5.



Abstract 5518



Gonzalez-Martin A et al. ASCO 2021;Abstract 5518.

Three Phase III Niraparib Trials: Background and Methods



Abstract 11139



ENGOT-OV16/NOVA: Summary of Myelodysplastic Syndromes 
(MDS)/Acute Myeloid Leukemia (AML)

Matulonis UA et al. SGO 2021;Abstract 11139.





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



ASCO 2021 | Abstract TPS5611



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.



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.



Integrated Safety Summary of Single-Agent 
Mirvetuximab Soravtansine in Patients with
Folate Receptor α (FRα)-Positive Recurrent Ovarian 
Cancer: Phase 1 and 3 Clinical Trials

Moore KN et al.
ASCO 2022;Abstract 5574.
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Case Presentation: A 46-year-old woman s/p multiple 
relapses of MSI (microsatellite instability)-high clear cell 
ovarian cancer

Dr Syed Zafar (Fort Myers, Florida)



Case Presentation: A 92-year-old woman with Stage IIIC/IV 
papillary ovarian cancer and concurrent chronic lymphocytic 
leukemia

Dr Rajalaxmi McKenna (Willowbrook, Illinois)



Case Presentation: A 60-year-old woman with recurrent 
ovarian cancer s/p multiple prior therapies, including Tumor 
Treating Fields (TT Fields)

Dr Gigi Chen (Pleasant Hill, California)
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• Dr Zafar: A 46-year-old woman s/p multiple relapses of MSI-high clear cell ovarian cancer
• Dr McKenna: A 92-year-old woman with Stage IIIC/IV papillary ovarian cancer and concurrent CLL
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Optimal Biomarker Evaluation 
and Front-Line Management



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].



FDA Advises Manufacturer Not to Submit First-Line 
Maintenance sNDA for Rucaparib Until OS Survival Data from 
the ATHENA-MONO Trial Are More Mature
June 17, 2022

“In consultation with the FDA, [the manufacturer of rucaparib] recently was advised not to file a 
supplemental new drug application based on data from a cohort of the Phase III ATHENA study 
until the study’s overall survival data mature.

In the 8-K, [the manufacturer] said the FDA has accepted a request for a pre-NDA meeting and 
noted that the ATHENA-MONO portion of the Phase III study has met its primary endpoint of 
progression-free survival compared to placebo. OS is a secondary endpoint for ATHENA-MONO and 
the data are approximately 25% mature at present. [The manufacturer] said the FDA urged it to 
hold off filing for supplemental approval until the OS data reach 50% maturity, and indicated an 
advisory committee review would likely be necessary if the data were filed earlier than that point.

In a statement to Scrip, the firm said that although it cannot anticipate the outcome of the pre-
NDA meeting, ‘we are encouraged that the FDA is willing to have a dialogue.’ [They] estimate the 
ATHENA-MONO OS data will reach 50% maturity in approximately two years.”

https://scrip.pharmaintelligence.informa.com/SC146575/Clovis-Withdraws-Rubraca-Ovarian-Cancer-Indication-Due-To-
Survival-Imbalance?vid=Pharma



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; www.clinicaltrials.gov (NCT03737643) Accessed July 2022.

Estimated completion date: July 2023

http://www.clinicaltrials.gov/


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



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.



Abstract 5504



O’Malley DM et al. ASCO 2021;Abstract 5504.

ORR = overall response rate; PROC = platinum-resistant ovarian cancer; PSOC = platinum-sensitive ovarian cancer



O’Malley DM et al. ASCO 2021;Abstract 5504.



O’Malley DM et al. ASCO 2021;Abstract 5504.



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.



Colombo N et al. ASCO 2022;Abstract LBA5503; Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.

Safety of the relacorilant +
nab-paclitaxel combination



Colombo N et al. ASCO 2022;Abstract LBA5503; Liu N. ASCO 2022;Highlights of the Day: Gynecologic Cancers.
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