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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.



Clinicians in the Audience, Please Complete 
the Pre- and Postmeeting Surveys

Quick Survey Quick Poll
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The Clinical Implications of 
Key Recent Data Sets in Oncology

A Daylong Multitumor Educational Symposium 
in Partnership with Florida Cancer Specialists

Moderator
Neil Love, MD

Lung Cancer 
7:30 AM – 8:30 AM ET

Faculty
Corey J Langer, MD

Christine M Lovly, MD, PhD

CLL and Lymphomas 
8:30 AM – 9:30 AM ET

Faculty
Ann S LaCasce, MD, MMSc
Mitchell R Smith, MD, PhD

Saturday, October 22, 2022

Join Us In Person or Virtually



The Clinical Implications of 
Key Recent Data Sets in Oncology

A Daylong Multitumor Educational Symposium 
in Partnership with Florida Cancer Specialists

Moderator
Neil Love, MD

Prostate and Bladder Cancers 
10:00 AM – 11:00 AM ET

Faculty
Alicia K Morgans, MD, MPH

Evan Y Yu, MD

Renal Cell Carcinoma 
11:00 AM – 11:20 AM ET

Faculty
Thomas Powles, MBBS, MRCP, MD

Saturday, October 22, 2022

Join Us In Person or Virtually



The Clinical Implications of 
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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Semin Cancer Biol 2022 April 5;[Online ahead of print].



Histological Classification of Epithelial Ovarian Cancer

Schoutrop E et al. Semin Cancer Biol 2022 April 5;[Online ahead of print].



Transcoelomic Metastasis of Ovarian Cancer

Schoutrop E et al. Semin Cancer Biol 2022 April 5;[Online ahead of print].



Fluid and Solid Tumor Microenvironments (TMEs) in Ovarian Cancer

Schoutrop E et al. Semin Cancer Biol 2022 April 5;[Online ahead of print].



Patient-Derived Models for the Study of Ovarian Cancer

Schoutrop E et al. Semin Cancer Biol 2022 April 5;[Online ahead of print].



Meet The Professor with Dr Lheureux
MODULE 1: Cases 
• Dr Chase: 55-year-old woman with Stage IVB BRCA WT, HR-proficient primary peritoneal cancer

• Dr ElSahwi: 74-year-old woman with recurrent gBRCA2-mutant, platinum-sensitive peritoneal cancer – Lynch VUS
• Dr Martins: 63-year-old woman with ovarian cancer and prolonged pancytopenia after treatment with a 

PARP inhibitor
• Dr Morganstein: 64-year-old woman with platinum-resistant recurrence of BRCA WT clear cell ovarian cancer 

s/p carboplatin/paclitaxel/bevacizumab and maintenance bevacizumab – HRD-negative
• Dr Gosain: 61-year-old woman with multiregimen-recurrent BRCA WT, HRD-negative metastatic ovarian cancer
• Dr Chen: 62-year-old woman with BRCA WT recurrent ovarian cancer who experiences significant anemia and 

thrombocytopenia on maintenance niraparib
• Dr Chase: 69-year-old woman with recurrent platinum-resistant, BRCA WT, HR-proficient ovarian cancer s/p 

paclitaxel/tumor treating fields on a clinical trial
• Dr Ku: 57-year-old woman with BRCA2 mutation-positive metastatic ovarian cancer and platinum-resistant 

recurrence on third-line cisplatin/gemcitabine
• Dr ElSahwi: A 55-year-old woman with BRCA WT, MSS oligometastatic HGSOC
• Dr Rupard: 66-year-old woman with recurrent metastatic BRCA WT ovarian cancer who does not want 

further RT or chemotherapy



Case Presentation: 55-year-old woman with Stage IVB BRCA 
WT, HR-proficient primary peritoneal cancer

Dr Dana Chase (Phoenix, Arizona)



Voluntary Withdrawals of Late-Line Indications of PARP Inhibitors
Niraparib – September 14, 2022

The indication for niraparib has been voluntarily withdrawn for the treatment of advanced ovarian, fallopian tube or primary 
peritoneal cancer in adult patients who have received 3 or more prior chemotherapy regimens and whose cancer is associated 
with homologous recombination deficiency status. The decision was made in consultation with the US FDA and based on a totality 
of information from PARP inhibitors for ovarian cancer in the late line treatment setting. 

Olaparib – August 26, 2022

The indication for olaparib has been voluntarily withdrawn for the treatment of deleterious or suspected deleterious gBRCAm
advanced ovarian cancer in adult patients who have received 3 or more prior lines of chemotherapy. The decision was made in 
consultation with the US FDA after a recent subgroup analysis indicated a potential detrimental effect on overall survival for 
olaparib compared to the chemotherapy control arm in the subgroup of patients who had received 3 or more prior lines of 
chemotherapy in the randomized Phase III study SOLO-3.

Rucaparib – June 10, 2022

The indication for rucaparib has been voluntarily withdrawn for the treatment of BRCA-mutated ovarian cancer after 2 or more 
chemotherapies. The withdrawal is based on discussions with the US FDA following submission of overall survival data from the
ARIEL4 trial, which demonstrated an increased risk of death in participants with BRCA-mutated ovarian cancer treated with 
rucaparib after 2 or more therapies. 

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/57e2a3fa-7b9b-432f-a220-5976a509b534/57e2a3fa-7b9b-432f-a220-
5976a509b534_viewable_rendition__v.pdf?medcommid=REF--ALL-004447; https://www.lynparzahcp.com/content/dam/physician-services/us/590-lynparza-
hcp-branded/hcp-global/pdf/solo3-dhcp-final-signed.pdf; https://www.hayesinc.com/news/market-withdrawal-rubraca-for-third-line-ovarian-cancer-indication/



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].



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



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.



Abstract 529MO



MEDIOLA: Non-gBRCAm Cohorts Study Design

Banerjee S et al. ESMO 2022;Abstract 529MO.



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/


ESMO 2022



OPINION: Overall Survival

Poveda A et al. ESMO 2022;Abstract 531P.



Gynecologic Oncology 2022;164:498-504.



Case Presentation: 74-year-old woman with recurrent 
gBRCA2-mutant, platinum-sensitive peritoneal cancer –
Lynch VUS

Dr Karim ElSahwi (Neptune City, New Jersey)





Case Presentation: 63-year-old woman with ovarian cancer and 
prolonged pancytopenia after treatment with a PARP inhibitor

Dr Joseph Martins (Tyler, Texas)



Case Presentation: 64-year-old woman with platinum-
resistant recurrence of BRCA WT clear cell ovarian cancer 
s/p carboplatin/paclitaxel/bevacizumab and maintenance 
bevacizumab – HRD-negative

Dr Neil Morganstein (Summit, New Jersey)



Clin Cancer Res 2022 September 12:[Online ahead of print].





Case Presentation: 61-year-old woman with multiregimen-
recurrent BRCA WT, HRD-negative metastatic ovarian cancer

Dr Rahul Gosain (Corning, New York)



Cancers (Basel) 2022 February 22;14(5):1122.



Schematic Diagram of Standard Treatment Algorithm for 
Advanced-Stage First-Line and Recurrent High-Grade Serous 
Ovarian, Fallopian Tube or Primary Peritoneal Carcinoma

Kasherman L et al. Cancers (Basel) 2022 February 22;14(5):1122.

FT = fallopian tube; PP = primary peritoneum; C = carboplatin; T = paclitaxel; bev = bevacizumab; IP = intraperitoneal; HIPEC = heated 
intraperitoneal chemotherapy; PLD = pegylated liposomal doxorubicin; gem = gemcitabine; VNL = vinorelbine; etop = etoposide



Schema of Key Considerations Involving Angiogenesis Inhibitors 
for Managing Advanced Gynecologic Cancers

Kasherman L et al. Cancers (Basel) 2022 February 22;14(5):1122.

TGF-ß = transforming growth factor-beta; VDAs = vascular disrupting agents



Schematic Diagram of Current Therapeutic Targets in 
Gynecologic Cancers

Kasherman L et al. Cancers (Basel) 2022 February 22;14(5):1122.

TCR = T-cell receptor; MHC = major histocompatibility complex; HIF = hypoxia inducible factor; 
TLR = toll-like receptor; VEGF = vascular endothelial growth factor; FGF = fibroblast growth factor; 
PDGF = platelet-derived growth factor





Case Presentation: 62-year-old woman with BRCA WT 
recurrent ovarian cancer who experiences significant 
anemia and thrombocytopenia on maintenance niraparib

Dr Gigi Chen (Pleasant Hill, California)



OZM-114: Phase Ib Expansion Study of CX-5461 in 
Patients with Solid Tumors and
BRCA2 and/or PALB2 Mutation

Alqaisi H et al.
ASCO 2021;Abstract TPS5621.



G-Quadruplex Stabilizer Selectively Kills HR-Deficient Cancer Cells 
Through Stabilizing G4 Structures and Inducing Replication-
Dependent DNA Damage

Alqaisi H et al. ASCO 2021;Abstract TPS5621.



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.



Case Presentation: 69-year-old woman with recurrent 
platinum-resistant, BRCA WT, HR-proficient ovarian cancer 
s/p paclitaxel/tumor treating fields on a clinical trial

Dr Dana Chase (Phoenix, Arizona)





Combination of Treatment Approaches to Overcome Resistance

McMullen M et al. Sem Cancer Biol 2021;77:167-81.



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.



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.



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.





Drapkin R et al. IGCS 2022;Abstract 408.

Evaluation of NaPi2b Expression in a Well-Annotated
Longitudinal Tissue Series of Ovarian Serous Carcinomas





Comparison of NaPi2b Expression from Paired Tissue Samples in a 
Clinical Study of Upifitamab Rilsodotin (UpRi) Supports a Strategy 
of Testing in Archival Material

Richardson DL et al. IGCS 2022;Abstract 425.





UPLIFT (ENGOT-ov67/GOG-3048): A Pivotal Cohort of the XMT-1536-1 
Trial of Upifitamab Rilsodotin, an NaPi2b-Directed Antibody-Drug 
Conjugate, for Platinum-Resistant Ovarian Cancer (PROC)

Richardson D et al. IGCS 2022;Abstract TIP426.





UP-NEXT (GOG-3049/ENGOT-ov71-NSGO-CTU): A Study of Upifitamab
Rilsodotin for Platinum-Sensitive Recurrent Ovarian Cancer

Richardson DL et al. IGCS 2022;Abstract TIP453.

DAR = drug-to-antibody ratio





UPGRADE: A Phase I Combination Trial of Upifitamab Rilsodotin
for Patients with Ovarian Cancer

Hays J et al. IGCS 2022;Abstract TIP446.



Case Presentation: 57-year-old woman with BRCA2 
mutation-positive metastatic ovarian cancer and platinum-
resistant recurrence on third-line cisplatin/gemcitabine

Dr Kimberly Ku (Bloomington, Illinois)



Case Presentation: A 55-year-old woman with BRCA WT, 
MSS oligometastatic HGSOC

Dr Karim ElSahwi (Neptune City, New Jersey)





Case Presentation: 66-year-old woman with recurrent 
metastatic BRCA WT ovarian cancer who does not want 
further RT or chemotherapy

Dr Erik Rupard (West Reading, Pennsylvania)



RT



New left hydronephrosis and hydroureter. Unchanged wall thickening along the distal left ureter and 
adjacent mass-like density concerning for residual disease, now probably causing obstruction
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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 



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 

None
Bevacizumab 

Bevacizumab 

Niraparib 

Niraparib 

Niraparib 



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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Kasherman L et al. Gynecol Oncol 2021;36:100729.

Case 1 (A-E): High-power H&E image of invasive high-grade serous carcinoma in patient 1 
showing typical morphologic features of slit-like spaces, high-grade cytologic atypia and brisk 
mitotic activity (2A) with corresponding mutant overexpression of p53 
immunohistochemistry
Case 2 (F-H): Low-power H&E image of the fimbriated end of the fallopian tube in case 2 
distended by invasive high-grade serous carcinoma



Schema for Diagnostic Considerations Required for Accurate 
Diagnosis of High-Grade Serous Ovarian Carcinoma

Kasherman L et al. Gynecol Oncol 2021;36:100729.



A Randomized Phase III Trial of Durvalumab with 
Chemotherapy and Bevacizumab, Followed by 
Maintenance Durvalumab, Bevacizumab and 
Olaparib in Newly Diagnosed Advanced Ovarian
Cancer (DUO-O): Updated Trial Endpoint and 
Inclusion of China Cohort

Okamoto A et al.
SGO 2022;Abstract 329.





The Modeled CA-125 Elimination Rate Constant 
K (KELIM) Score as a Predictor of Treatment 
Response in Patients with Advanced High Grade 
Serous Ovarian Cancer

Piedimonte S et al.
SGO 2022;Abstract 190.



Pharmacokinetic and Pharmacodynamic Analysis of 
Adavosertib in Advanced Ovarian Cancer

Oza AM et al.
ASCO 2022;Abstract 5579.



Proc Natl Acad Sci U S A 2021 June 22;118(25):e2026663118.



Mathematical Framework of HGSC Clinical Course

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .

Representative CA125 Levels

Residual Tumor <1 mm Treatment by PDS Treatment by NACT

HGSC = high-grade serous tubo-ovarian carcinoma; PDS = primary debulking surgery; NACT = neoadjuvant chemotherapy



Mathematical Framework for Modeling HGSC Progression

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .



Predicted Outcome for Patients Undergoing PDS or 
NACT with the Same Initial Tumor Burden

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .

Predicted Survival PDS or NACT Progression Dynamics Chemosensitive or Chemoresistant

<1-mm residual tumor 1- to 10-mm residual tumor PDS NACT

Cell Distribution by Residual Tumor
<1-mm residual tumor 1- to 10-mm residual tumor



HGSC Clinical Course Following PDS or NACT Treatment

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .



Predicted Outcome for PDS and NACT Patients with 
the Same Initial Tumor Burden

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .

Delay Between Debulking Surgery and Adjuvant Chemotherapy Progression Dynamics Chemosensitive or Chemoresistant

Cell Distribution After PDS <1-mm Residual Tumor

PDS <1-mm residual tumor PDS 1- to 10-mm residual tumor NACT <1-mm residual tumor NACT 1- to 10-mm residual tumor

Delay between debulking surgery and adjuvant chemotherapy



Predicted HGSC Clinical Course Following PDS (<1-mm Residual 
Tumor) with Standard or Delayed Adjuvant Chemotherapy

Gu S et al. Proc Natl Acad Sci USA 2021 June 22;118(25):e2026663118 .



Curr Oncol 2022 August 22;29(8):5988-6009.



ICD-10 Codes of ED Admission Diagnosis During Systemic 
Treatment for Patients Receiving Bevacizumab Combination in 
First-Line Setting

Liu SL et al. Curr Oncol 2022 August 22;29(8):5988-6009.



ICD-10 Codes for Hospital Admission Diagnoses During Systemic 
Treatment for Patients Receiving Bevacizumab Combination in 
First-Line Setting

Liu SL et al. Curr Oncol 2022 August 22;29(8):5988-6009.
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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 Germline BRCA Mutation Status

Li et al. SGO 2022;Abstract LBA5.



PRIME: PFS Benefit in Non-gBRCAmut Subgroups

Li et al. SGO 2022;Abstract LBA5.



PRIME and PRIMA Trials: Safety Overview

Li et al. SGO 2022;Abstract LBA5.



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].



Applications Submitted to FDA and EMA for Maintenance 
Rucaparib for Advanced Ovarian Cancer
Press Release: September 14, 2022

A supplemental new drug application has been submitted to the FDA and a Type II variation to the 
European Medicines Agency for rucaparib as first-line maintenance treatment for advanced ovarian 
cancer regardless of biomarker status and after response to first-line platinum-based chemotherapy.

Results from the Phase III ATHENA-MONO trial led to the submission, the results of which were presented 
at the 2022 ASCO Annual Meeting. In the intent-to-treat (ITT) population, the median progression-free 
survival (PFS) in the rucaparib group was 20.2 months versus 9.2 months in the placebo arm (HR 0.52, log-
rank p < 0.0001). Median PFS by blinded independent central radiology review (BICR) was 25.9 months in 
the rucaparib arm and 9.1 months in the placebo arm (HR 0.47, log-rank p < 0.0001).

For patients in the homologous recombination deficiency (HRD) group, the investigator-assessed median 
PFS was 28.7 months in the rucaparib group vs 11.3 months in the placebo group (HR 0.47, p = 0.0004). 
Additionally, the median PFS by BICR was not reached in the rucaparib group compared to 9.9 months in 
the placebo group (HR 0.44, p = 0.0004).

https://www.cancernetwork.com/view/applications-submitted-to-fda-and-ema-for-maintenance-rucaparib-in-advanced-ovarian-
cancer?utm_source=sfmc&utm_medium=email&utm_campaign=09222022_CN_GSK-22-
OND0513_Jemperli%20eNL&eKey=cmthZGVybWFuQHJlc2VhcmNodG9wcmFjdGljZS5jb20=



ATHENA-MONO and ATHENA-COMBO Study Design

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



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



Voluntary Withdrawals of Late-Line Indications of PARP Inhibitors
Niraparib – September 14, 2022

The indication for niraparib has been voluntarily withdrawn for the treatment of advanced ovarian, fallopian tube or primary 
peritoneal cancer in adult patients who have received 3 or more prior chemotherapy regimens and whose cancer is associated 
with homologous recombination deficiency status. The decision was made in consultation with the US FDA and based on a totality 
of information from PARP inhibitors for ovarian cancer in the late line treatment setting. 

Olaparib – August 26, 2022

The indication for olaparib has been voluntarily withdrawn for the treatment of deleterious or suspected deleterious gBRCAm
advanced ovarian cancer in adult patients who have received 3 or more prior lines of chemotherapy. The decision was made in 
consultation with the US FDA after a recent subgroup analysis indicated a potential detrimental effect on overall survival for 
olaparib compared to the chemotherapy control arm in the subgroup of patients who had received 3 or more prior lines of 
chemotherapy in the randomized Phase III study SOLO-3.

Rucaparib – June 10, 2022

The indication for rucaparib has been voluntarily withdrawn for the treatment of BRCA-mutated ovarian cancer after 2 or more 
chemotherapies. The withdrawal is based on discussions with the US FDA following submission of overall survival data from the
ARIEL4 trial, which demonstrated an increased risk of death in participants with BRCA-mutated ovarian cancer treated with 
rucaparib after 2 or more therapies. 

https://medinfo.gsk.com/5f95dbd7-245e-4e65-9f36-1a99e28e5bba/57e2a3fa-7b9b-432f-a220-5976a509b534/57e2a3fa-7b9b-432f-a220-
5976a509b534_viewable_rendition__v.pdf?medcommid=REF--ALL-004447; https://www.lynparzahcp.com/content/dam/physician-services/us/590-lynparza-
hcp-branded/hcp-global/pdf/solo3-dhcp-final-signed.pdf; https://www.hayesinc.com/news/market-withdrawal-rubraca-for-third-line-ovarian-cancer-indication/



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



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 518O



ARIEL4: Overall Survival 

Oza AM et al. ESMO 2022;Abstract 518O.



ARIEL4: Overall Survival by Platinum Status

Months Months Months

Oza AM et al. ESMO 2022;Abstract 518O.



ARIEL4: Overall Survival (ITT) Adjustments for Crossover

Months Months

Oza AM et al. ESMO 2022;Abstract 518O.



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



MEDIOLA Final Analysis: Median OS and 56-Week DCR 

Banerjee S et al. ESMO 2022;Abstract 529MO.



MEDIOLA Final Analysis: Individual Patient Outcomes of 
Response, OS and PFS by Line of Therapy, Genomic Instability 
Status and PD-L1 Status

Banerjee S et al. ESMO 2022;Abstract 529MO.



MEDIOLA Final Analysis: Safety Profiles

Banerjee S et al. ESMO 2022;Abstract 529MO.



MEDIOLA Final Analysis: Conclusions

Banerjee S et al. ESMO 2022;Abstract 529MO.

PSR = platinum-sensitive relapsed





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: 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



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



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.



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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