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Networked iPads are available.

For assistance, please raise your hand. Devices will be collected at the conclusion of the activity.

Review Program Slides: Tap the Program Slides button to review speaker 
presentations and other program content.

Answer Survey Questions: Complete the premeeting survey before the meeting. 
Survey results will be presented and discussed throughout the meeting.

Ask a Question: Tap Ask a Question to submit a challenging case or question for 
discussion. We will aim to address as many questions as possible during the 
program.

Complete Your Evaluation: Tap the CME Evaluation button to complete your 
evaluation electronically to receive credit for your participation. 

Clinicians in the Meeting Room



Review Program Slides: A link to the program slides will be posted in the chat 
room at the start of the program.

Answer Survey Questions: Complete the premeeting survey before the meeting. 
Survey results will be presented and discussed throughout the meeting.

Ask a Question: Submit a challenging case or question for discussion using the 
Zoom chat room.

Get CME Credit: A CME credit link will be provided in the chat room at the 
conclusion of the program.

Clinicians Attending via Zoom



About the Enduring Program

• The live meeting is being video 
and audio recorded.

• The proceedings from today will 
be edited and developed into 
an enduring web-based 
video/PowerPoint program. 
An email will be sent to all attendees when the activity is 
available. 

• To learn more about our education programs, visit our website, 
www.ResearchToPractice.com
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• 67-yr-old woman presents with chief 
complaint of abdominal distension, cough, 
and pain for >1 mo

• Patient has history of mild hypertension, but 
negative for diabetes, coronary heart disease, 
depression

• Family history: sister with AML

• Exam significant for decreased breath sounds 
in right-side of chest

• Abdominal distension with fluid wave and 
ballotable mass; pelvic exam shows nodularity 
in cul-de-sac and fixed pelvic mass

• Labs: CA-125, 231 U/mL; albumin, 3.3 g/dL

Case 1 — Kathleen N Moore, MD, MS 

Imaging



• Tissue biopsy of omentum confirmed high-grade mixed endometrioid/
serous cancer

• Patient started on neoadjuvant paclitaxel/carboplatin + bevacizumab

• During first cycle of therapy, her germline panel showed no deleterious 
mutations in BRCA1/2

• Bevacizumab given with cycles 1-2 with good response to fluid collection 
and tumor volume, but significant disease still present after cycle 3 
(no bevacizumab)

• IDS had near-complete gross resection with MRD

• FM tumor testing for HRD test was 19% and she had a somatic BRCA2m

Case 1 — Kathleen N Moore, MD, MS 



• Restarted bevacizumab cycle 5 and 6 with paclitaxel and carboplatin but at 
time the patient was treated, PAOLA-1 was not reported and her only 
option for front line PARPi was monotherapy olaparib

• Olaparib started approximately 7 weeks after completing chemotherapy. 
CA-125 at the start had normalized to 15 U/mL

• Olaparib continued for 2 years and then discontinued

Case 1 — Kathleen N Moore, MD, MS 



• 52yo woman presenting with pelvic discomfort

- CT scan with multiple large solid and cystic pelvic masses concerning for malignancy.  3.5-cm 
metastatic peritoneal implant within L paracolic region, possible 1.2-cm hepatic implant, 
retroperitoneal lymphadenopathy.  

- CA125 2,800
- Recommended for neoadjuvant chemotherapy

• Neoadjuvant carboplatin/paclitaxel x 3 cycles.  CA125 fall from 3,719 to 159; good 
radiographic response.

• Optimal IDS to no residual disease.

- Path: High-grade serous carcinoma, involving bilateral ovaries, FTs, and uterine serosa. Complete 
chemotherapy response in omentum.  CRS 3. 

• Completed adjuvant chemotherapy with 3 cycles of carboplatin/paclitaxel

- Treatment complicated by severe fatigue, neuropathy limiting ADLs, thrombocytopenia (nadir 46K)

• Offered but declined participation in ATHENA trial

Case 2 — Joyce F Liu, MD, MPH



• NOVA, PAOLA-1 and VELIA data publicly reported

• Myriad MyChoice assay returned as HR deficient

• Started on niraparib maintenance 200 mg daily per weight and platelet-based dosing 
(weight 68 kg, platelets 174K)

- Tolerated well with Grade 1 fatigue
- Intermittent Grade 1 neutropenia, normal Hgb and platelets

• 20 months after starting maintenance therapy, slow rise in CA125 (8 à 10 à 31 à 43)

- CT with slight increase in R external iliac node
- PET-CT with FDG-uptake in enlarged R external iliac LN, concerning for nodal metastasis

Case 2 — Joyce F Liu, MD, MPH



CT Scan and PET Scan

Case 2 — Joyce F Liu, MD, MPH



• Given oligometastatic platinum-sensitive recurrence, discussed secondary 
cytoreductive surgery

• At time of surgery, external iliac LN fixed to underlying iliac vein with no safe plane for 
resection.
- Decision made to coordinate resection with vascular surgery

• Niraparib restarted at 200 mg daily as anticipated coordination could take weeks
- 3 weeks after restarting, reports petechiae along shins
- Sent for CBCD – platelet count 1K, Hgb 9.4 (baseline 12.4), ANC 1,340
- Niraparib held, supportive transfusion, platelets fully recover to normal after 3 weeks

• Surgery coordinated 5 weeks later
- Right external iliac LN area dissected completely.  Path: HGSOC involve 1 of 3 LNs.  Rind resected 

from vein with necrotic tumor surrounded by dense fibrosis without viable tumor.
• Patient did not want to consider repeated chemotherapy at this time

- Local EBRT performed to lymph node bed
- Restarted on niraparib at 100 mg daily with close CBCD monitoring

Case 2 — Joyce F Liu, MD, MPH



Pivotal Trials and Regulatory Milestones in 1L Maintenance 
Therapy of Advanced Ovarian Cancer

29

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. 

1L, first line; 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, 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 months 15 months for bev
24 months for olaparib

36 months or 
until PD 24 months

Median PFS 56  vs 14 months
HR: 0.33

22.1 vs 16.6 months
HR: 0.59

22.1 vs 10.9 months
HR 0.40

23.5 vs 17.3 months
HR: 0.68

1 Banerjee 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.

PD = disease progression; PFS = progression-free survival



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.



SGO 2022;Abstract LBA5.



PRIME: PFS Benefit by gBRCAmut Status

Li et al. SGO 2022;Abstract LBA5.



Bevacizumab in First-Line Chemotherapy to Improve 
the Survival Outcome for Advanced Ovarian Clear Cell 
Carcinoma: A Multicenter, Retrospective Analysis 

Seki T et al.
ASCO 2022;Abstract 5502.

Track: Gynecologic Oral Session
June 6, 2022; 9:00 AM



Efficacy of Maintenance Olaparib plus Bevacizumab in 
Patients with Newly Diagnosed Advanced Ovarian 
Cancer According to BRCA Mutation Genotype in the 
Phase III PAOLA-1/ENGOT-ov25 Trial

Labidi-Galy SI et al.
ASCO 2022;Abstract 5571.

Track: Gynecologic Poster Session



ATHENA-MONO and ATHENA-COMBO Study Design

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



Rucaparib Significantly Improves PFS in First-Line Maintenance 
Treatment for Women with Ovarian Cancer Regardless of Their 
Biomarker Status in the Phase III ATHENA-MONO Trial
Press Release – March 31, 2022
• ATHENA study evaluating rucaparib monotherapy versus placebo (ATHENA-MONO) successfully 

achieved the primary endpoint of improved PFS in both populations in the primary efficacy 
analyses: HRD-positive and all patients randomized (ITT) 
- Median PFS of 20.2 months for rucaparib vs 9.2 months for placebo in the ITT population 

• The exploratory PFS endpoints were also achieved in both HRD-negative and BRCA mutant 
subgroups of patients 

• Safety of rucaparib observed in ATHENA-MONO was consistent with both the current US and 
European labels 

• ATHENA-MONO results will serve as the basis of a supplemental NDA for US label expansion to 
be submitted during Q2 2022; European submission to follow during Q3 2022 

• These data, including additional analyses, have been submitted for presentation at the 
American Society of Clinical Oncology Annual Meeting in June 2022 

https://ir.clovisoncology.com/investors-and-news/news-releases/press-release-details/2022/Clovis-Oncologys-Rubraca-Rucaparib-Significantly-
Improves-Progression-Free-Survival-in-First-line-Maintenance-Treatment-in-Women-with-Ovarian-Cancer-Regardless-of-Their-Biomarker-Status-in-
Phase-3-ATHENA-MONO-Trial/default.aspx



ATHENA–MONO (GOG-3020/ENGOT-ov45): A 
Randomized, Double-Blind, Phase 3 Trial Evaluating 
Rucaparib Monotherapy versus Placebo as 
Maintenance Treatment Following Response to First-
Line Platinum-Based Chemotherapy in Ovarian Cancer 

Monk BJ et al.
ASCO 2022;Abstract LBA5500.

Track: Gynecologic Oral Session
June 6, 2022; 9:00 AM



• 71-yr-old with sBRCA2 ovarian cancer

• Received 6 cycles of IV carboplatin + paclitaxel, 
normalized her CA-125 and CT scan followed by 
2 years of olaparib maintenance, tolerated well

• At conclusion of olaparib maintenance, CA-125 
was 12 U/mL and CT was normal

• She has been in 3 month surveillance for two 
years and presented with an elevated CA-125 to 
150 U/mL and her CT is shown

Case 3 — Kathleen N Moore, MD, MS 
Imaging



• 2 yr after completing olaparib maintenance (24 months from completion of 
chemotherapy), she was diagnosed with recurrent ovarian cancer

• She receives 6 cycles of carboplatin and PLD, and CT scan after 6 cycles 
showed decreasing peritoneal carcinomatosis. CA-125 is down to 32

• She has completed carboplatin and PLD

• She was counseled during chemotherapy regarding the OReO results and 
options for maintenance to include adding in bevacizumab now and to 
follow or repeat use of a PARPi per OReO

• She was started on olaparib following cycle 6 and remains on treatment x 
6 months with SD and stable CA-125

Case 3 — Kathleen N Moore, MD, MS 



• 67 y/o at diagnosis

• She complained of abdominal distention and constipation in January 2016

• Due to worsening of abdominal distention the patient went to emergency on 
March 23rd, 2016 where an ultrasound showed bilateral adnexal masses and 
ascites. 

• A PET-CT on March 31st, 2016 confirmed peritoneal carcinomatosis, 
retropritoneal lymphadenopathies and bilateral adnexal masses.

• CA 125 467 U/mL

Case 4 — Antonio González-Martín, MD, PhD



First Treatment and Pathology Report

• After evaluation in MDT a primary cytoreductive surgery (PCS) was proposed 

• PCS on April 4th, 2016

- Basal PCI: 30
- Omentectomy, left hemicolectomy, hysterectomy with bilateral oophorectomy, 

bilateral diaphragmatic peritonectomy,  splenectomy, pelvic and para-aortic 
lymphadenectomy, resection of multiple nodules in the small bowel and colon.

- Surgical outcome: Residual tumour of 5 mm in bowel serosa

• Pathology: HGSC. FIGO Stage IIIC

• BRCA testing: gBRCA2 mutated

Case 4 — Antonio González-Martín, MD, PhD



Front-Line Systemic Therapy

• Patient was included in PAOLA-1 study

• She received 6 cycles of paclitaxel-carboplatin with bevacizumab from the 2nd cycle

• Last platinum dose was mid October 2016

• She started olaparib 300 mg tid in November 2016

• Olaparib was discontinued in April 2017 due to anaemia despite dose interruption/
dose reduction

• She completed 15 months of bevacizumab and then she started F/U

Case 4 — Antonio González-Martín, MD, PhD



First Relapse: Diagnosis and Treatment

• In October 2019 she started vespertine fever and asthenia

• A PET-CT on January 28th, 2020 showed pelvic lymph node relapse and presacral 
disease (TFIp 39 months)

• After discussion at the MDT a secondary cytoreductive surgery (SCS) was proposed

• SCS was conducted on February 10th, 2020 achieveing complete cytoreduction 

• She received 6 cycles of post-operative carboplatin-PLD. 

• Last platinum dose in October 2020 with NED in the post-Cht imaging assessment.

Case 4 — Antonio González-Martín, MD, PhD



Second Progression: Diagnosis

• A PET-CT on September 20th, 2021 showed 3 new pelvic lesions of small volume 
in different sites from prior relapse (platinum-free interval 11 months).

• Patient was asymptomatic

Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



Second Progression: Treatment
• Options

- Tertiary cytoreductive surgery
- Platinum based chemotherapy +/- bevacizumab
- PARPi monotherapy

• Rucaparib 600 mg tid was started on October 1st, 2021 based on:

- Low volume disease
- No progression on prior PARPi
- Patient did not accept a new platinum chemotherapy line

• Since January 19th, 2022 a dose reduction to 500 mg tid and a schedule of 6 days  
on 1 day off per week was required in order to control asthenia 

• A PET-CT on January 13, 2022 showed CR that is maintatined

Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



Case 4 — Antonio González-Martín, MD, PhD



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 
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.

Track: Gynecologic Poster Session
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Biologic Rationale for Combining a PARP Inhibitor 
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)



The 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.

DCR = disease control rate



Abstract 814MO.



MEDIOLA Non-gBRCA Mutated: Antitumor Activity

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



Abstract 10415



Liu JF et al. SGO 2021;Abstract 10415.



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.

Poster Session: Gynecologic Cancer



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 UpRi Dose Group, NaPi2b Level and Duration 
of Response

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.



Dividing Cell under TTF
Selective Electric Field Sensitivity

Tumor Treatment Fields: Mechanism of Action

Luo et al. Biomedicine and Pharmocotherapy 2020; 127:110193 

Non-dividing Cells

Dividing Cells

Microtube
Intervention

Luo et al. Biomed Pharmacother 2020;127:11013.

Tumor Treating Fields (TTF)



Effect of TTFs on Dividing Cancer Cells

www.novocure.com/our-therapy/

Normal cancer cell division Effect of TTFs



NovoTTF-100L™(O) System: A Portable Medical Device That 
Allows Normal Daily Acbvibes

Vergote I et al. Gynecol Oncol 2018;150(3):471-7.



INNOVATE: TTFs + Paclitaxel

Outcomes (PROC)
TTFields +
paclitaxel 
(n = 31)

Median OS in months (95% CI) NR

Survival rates, % (95% CI)
6 months

12 months
90 (72-97)
61 (37-78)

Median PFS in months (95% CI) 8.9 (4.7-NA)

PFS rates, % (95% CI)
6 months 57 (37-72)

Best response in patients w/ available 
radiologic data,* n (%)

CR
PR
SD
PD

CBR 

28 (90%)

0 (0)
7 (25%)

13 (46%)
8 (29%)

20 (71%)

Fr
ac

tio
n

Fr
ac

tio
n

Vergote I et al. Gynecol Oncol 2018;150(3):471-7.



INNOVATE: Select Adverse Events

Adverse event
TTFields + paclitaxel (N = 31)

Grade 1-2 Grade 3-4

Skin irritation 26 (84%) 2 (6%)

Abdominal pain 13 (42%) 0

Constipation 8 (26%) 0

Diarrhea 15 (48%) 2 (6%)

Nausea 13 (42%) 0

Vomiting 7 (23%) 0

Fatigue 10 (32%) 0

Edema 14 (45%) 0

Dysgeusia 8 (26%) 0

Neuropathy 14 (45%) 0

Vergote I et al. Gynecol Oncol 2018;150(3):471-7.



Recommendation Announced to Continue the Phase III Pivotal 
INNOVATE-3 Study of Tumor Treating Fields for Ovarian Cancer
Press Release — March 23, 2022

“The results of a pre-specified interim analysis for the phase 3 pivotal INNOVATE-3 study 
evaluating the safety and efficacy of Tumor Treating Fields (TTFields) together with 
paclitaxel for the treatment of patients with platinum-resistant ovarian cancer were 
announced today.

An independent data monitoring committee (DMC) reviewed the safety data for all 
platinum-resistant ovarian cancer patients enrolled on the trial. In addition, an analysis of 
overall survival was performed on the first 540 patients randomized. The interim analysis 
did not indicate a need to increase the sample size and the DMC recommended that the 
study should continue to final analysis as planned.”

www.yahoo.com/now/novocure-announces-favorable-recommendation-continue-120000088.html



INNOVATE-3 (ENGOT-OV50/GOG-3029) (TTFields, 200 kHz)

Enrollment target (n = 540) 

Number of sites (n = 110)
§ ENGOT enrollment began March 2019

§ GOG enrollment began February 2020

Sc
re

en
in

g

Ra
nd

om
iza

tio
n

1:
1

TTFields
until local PD +

Weekly paclitaxel
until PD

Weekly paclitaxel
until PD

Follow-up + 
MRI/CT (q8w)
until local PD

Post-
progression 

F/U

Follow-up + 
MRI/CT (q8w)
until local PD

Post-
progression 

F/U

Survival
F/U

Survival
F/U

Local progression in 
abdomen/pelvis

N = 540

≤28 days from
signing ICF

max. 7 
days

TTFields 
+/- 3 days 
Paclitaxel

Local progression in 
abdomen/pelvis

§ Prior bevacizumab use
• prior bevacizumab 

use
• no prior bevacizumab 

§ BRCA status 
§ mutated BRCA 
§ wild type BRCA/ 

unknown

Stratification
§ Prior therapy 

• no prior systemic 
therapy following 
PROC

• one prior line 
• two prior lines

https://clinicaltrials.gov/ct2/show/NCT03940196

Enrollment closed October 2020



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 AEs were low-grade, reversible 
ocular and GI events

• Serious Grade ≥3 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.

Track: Gynecologic Poster Session



• 55yo woman

• History of triple-negative cancer 15 years prior, treated with R-sided lumpectomy, adjuvant chemo and RT
- Local recurrence 3 years later, treated with neoadjuvant cisplatin/docetaxel with complete remission, followed by 

mastectomy
- Germline testing negative for BRCA mutation

• Begins to develop rising CA27-29
- Imaging: Extensive omental caking.  +Pleural effusion.  CA125 421
- Path: Metastatic adenocarcinoma most c/w high grade serous ovarian cancer

• Neoadjuvant carboplatin/paclitaxel à CA125 1,017 to 82, response on scan.  Interval cytoreductive surgery, 
followed by carboplatin/paclitaxel/bevacizumab
- Repeat genetic testing demonstrates BRCA1 mutation (del exon 17)

• Enrolls to OVARIO trial and receives bevacizumab/niraparib maintenance (1 year bevacizumab), niraparib 
continued for 1.5 years, then develops disease progression

• Receives repeat carboplatin/paclitaxel chemotherapy with stable disease and goes on treatment holiday 
after 6 cycles
- Disease progression 3 months later

Case 5 — Joyce F Liu, MD, MPH



CT Scan at Progression; CA125 522

Case 5 — Joyce F Liu, MD, MPH



• Tumor testing positive for FR alpha

• Enrolled to SORAYA trial with mirvetuximab soravtansine

Case 5 — Joyce F Liu, MD, MPH
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Imaging after 2 cycles: CA125 trend on study



• Complete resolution of ascites and all symptoms

• Bought a chainsaw for herself as a Christmas gift and had a friend teach her 
how to use it

- Cutting up tree trunks and wood in her backyard

• Did notice some slightly dry eyes bilaterally

- Treated with lubricating drops and stable

Case 5 — Joyce F Liu, MD, MPH



• Diagnosed at 68 y/o with HGSC FIGO Stage IIIC tBRCAwt HRDuk

• She received PCS in January 2018 with outcome of complete cytoreduction

• 1st line systemic therapy: paclitaxel-carboplatin-bevacizumab

• Last platinum in June 2018

• 1st relapse detected by increment of CA 125 to 51 U/mL (previously normal). A 
PET-CT showed no extra-abdominal locations and disease was considered 
suitable for complete resection by the MDT

• SCS in February 2020 with outcome of complete cytoreduction

• 2nd line systemic therapy: 4 cycles of carboplatin-PLD (last in July 2020) followed 
by niraparib maintenance started in August 2020.

Case 6 — Antonio González-Martín, MD, PhD



Second Progression and Treatment

• In November a CT showed perihepatic implant and mesenteric nodules.

Case 6 — Antonio González-Martín, MD, PhD



Basal CT Scan

Case 6 — Antonio González-Martín, MD, PhD



Second Progression and Treatment

• In November a PET-CT showed perihepatic implant and mesenteric nodules.

• Patient signed pre-screening for SORAYA trial and resulted eligible.

• She started on December 17th, 2020 mirvetuximab soravtansine 6 mg/kg.

Case 6 — Antonio González-Martín, MD, PhD



Second Progression and Treatment

• Safety

- Grade 3 diarrhoea after cycle 1, that required one dose reduction to 5 mg/kg
- Grade 3 keratitis and Grade 3 blurred vision after cycle 4, that decreased to Grade 1 

with topic corticosteroids, and continued mirve with new dose reduction

• She got PR after 4th cycle and CR after cycle 8

Case 6 — Antonio González-Martín, MD, PhD



Best Response

Case 6 — Antonio González-Martín, MD, PhD

After cycle 4 After Cycle 8



Second Progression and Treatment

• Patient continued treatment for 15 cycles and progressed on November 19th, 2021

• The PFS on mirvetuximab was 11 months and prior PFS after platinum-based 
therapy and niraparib maintenance was 4 months

Case 6 — Antonio González-Martín, MD, PhD



Appendix of Key Data Sets



SGO 2022;Abstract 40.



Hardesty et al. SGO 2022;Abstract 40.

OVARIO Study Design



OVARIO: Treatment Related Adverse Events (TRAEs) 

Hardesty et al. SGO 2022;Abstract 40.



• OVARIO enrolled a high-risk population
• 63% received NACT/IDS; 42% had partial response after first-line platinum-based therapy in 

combination with bevacizumab
• In the overall population, more than half (53%) of patients remained progression free at 24 months

• 63% remained progression free in the homologous recombination deficient (HRd) group, and 42% in 
the homologous recombination proficient (HRp) group

• Median time to first subsequent therapy was 17.5 months, and median time to second subsequent 
therapy was not reached in the overall population

• Progression-free survival (PFS) analysis suggests that the maintenance combination of niraparib and 
bevacizumab is efficacious; clinical benefit was observed in the overall population, and across 
biomarker subgroups in a continuum
• Overall: Median PFS (mPFS) of 19.6 months (95% CI 16.5-25.1)
• HRd subgroup: mPFS of 28.3 months (95% CI 19.9-NE) and not yet reached in the BRCAm subgroup
• HRp subgroup: mPFS of 14.2 months (95% CI 8.6-16.8)

• Safety of niraparib in combination with bevacizumab was consistent with the known side effects of 
each treatment as monotherapy, and no new safety signals were observed
• Rate of treatment discontinuation is higher for combination therapy than for monotherapy 

alone, consistent with other PARPi+ bevacizumab studies

OVARIO: Conclusions 

Hardesty et al. SGO 2022;Abstract 40.



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.



A Phase I/II Study of Ruxolitinib with Frontline 
Neoadjuvant and Post-Surgical Therapy in Patients 
with Advanced Epithelial Ovarian, Fallopian Tube, or 
Primary Peritoneal Cancer 

Landen CN et al.
ASCO 2022;Abstract 5501.

Track: Gynecologic Oral Session
June 6, 2022; 9:00 AM



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 Nov;37(32):2968-73. 3 Poveda A et al. 
Lancet Oncol 2021;22:620-31. 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.



Study 42: Olaparib Monotherapy in Patients with Relapsed 
Ovarian Cancer and gBRCA Mutations Who Received 3 or More 
Lines of Prior Chemotherapy

Platinum sensitivity ORR Median DoR

Total (N = 137) 34% 7.9 mo

Platinum sensitive (n = 39) 46% 8.2 mo

Platinum resistant (n = 81) 30% 8.0 mo

Platinum refractory (n = 14) 14% 6.4 mo

Unknown (n = 3) 67% 6.3 mo

Domchek SM et al. Gynecol Oncol 2016;140(2):199-203.



Study 10/ARIEL2: Rucaparib in Patients with Relapsed Ovarian 
Cancer with Germline or Somatic BRCA Mutations Who 
Received 2 or More Lines of Prior Chemotherapy

Oza AM et al. Gynecol Oncol 2017;147:267-75.

Confirmed response rate by investigator ORR

ORR (95% CI)



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

Efficacy population ITT population

Endpoint
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.



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



TOPACIO/KEYNOTE-162: Patient Characteristics at Baseline

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



Abstract 814MO.



MEDIOLA Non-gBRCA Mutated Study Schema 

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.

Poster Session: Gynecologic Cancer



DUO-O Study Design

Harter P et al. ASCO 2019;Abstract TPS5598.



FIRST Phase III Trial of Dostarlimab (TSR-042) 
in 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
+ IV placebo
± bevacizumab

Arm 1
Carboplatin-paclitaxel

+ IV placebo
± bevacizumab

Arm 2
Carboplatin-paclitaxel

+ TSR-042
± bevacizumab

Arm 3

Placebo
(oral and IV)*
± bevacizumab

Niraparib
+ IV placebo*
± bevacizumab

Niraparib
+ TSR-042

± bevacizumab

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

*IV placebo up to 15 months in total



Overall Survival Data from a 3-Arm, Randomized, 
Open-label, Phase 2 Study of Relacorilant, a Selective 
Glucocorticoid Receptor Modulator, Combined with 
Nab-Paclitaxel in Patients with Recurrent Platinum-
Resistant Ovarian Cancer 
Colombo N et al.
ASCO 2022;Abstract LBA5503.

Track: Gynecologic Oral Session
June 6, 2022; 9:00 AM



Randomized Phase III Trial on Trabectedin (ET-743) 
Single Agent versus Clinician’s Choice Chemotherapy 
in Recurrent Ovarian, Primary Peritoneal, or Fallopian 
Tube Cancers of BRCA-Mutated or BRCAness
Phenotype Patients (MITO23) 
Scambia G et al.
ASCO 2022;Abstract LBA5504.

Track: Gynecologic Oral Session
June 6, 2022; 9:00 AM



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.



• 44yo woman, presenting with pelvic discomfort, found to have bilateral 
adnexal masses

• Primary debulking surgery with Stage II high-grade serous ovarian cancer

• Genetic testing negative. Somatic testing with TP53 mutation, variants of uncertain 
significance in CDK12 and FANCI

• Treated with adjuvant carboplatin/paclitaxel x 6 cycles

• Recurrence 11 months after completion of therapy, with soft tissue nodularity in 
mesentery; mediastinal, para-aortic, and pelvic lymphadenopathy; diffuse sclerotic 
osseous lesions in thoracic and lumbosacral spine; low-attenuation lesion at R 
hepatic dome.  

- CA125 rise to 42 from nadir 6.

Case 7 — Joyce F Liu, MD, MPH



Scan at Recurrence

Case 7 — Joyce F Liu, MD, MPH



• Enrolls to clinical trial of talazoparib + avelumab

• CA125 trend from 58 à 106 (4 weeks after starting) à nadir 19

Case 7 — Joyce F Liu, MD, MPH

• On trial for 7 months before developing RECIST progression



Sunday, June 5, 2022
7:00 PM – 9:30 PM CT (8:00 PM – 10:30 PM ET)

Moderator
Neil Love, MD

Ian W Flinn, MD, PhD
Brian T Hill, MD, PhD
John P Leonard, MD

Faculty 

A CME Hybrid Symposium Held in Conjunction 
with the 2022 ASCO Annual Meeting

Cases from the Community: Investigators Discuss Available 
Research Guiding the Care of Patients with Chronic 

Lymphocytic Leukemia and Non-Hodgkin Lymphoma

Matthew Lunning, DO
Laurie H Sehn, MD, MPH

Mitchell R Smith, MD, PhD



Thank you for joining us!

CME links will be posted in the chat 
(Zoom participants only) and emailed to all 

participants within 24 hours of the program.


