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Ovarian Cancer: Clinical Impact

Age-adjusted SEER ovarian cancer incidence and prevalence from 2001-2017
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SEER=Surveillance, Epidemiology and End Results.

National Cancer Institute Surveillance, Epidemiology and End Results Program (SEER). SEER Cancer Statistics Review (CSR) 1975-
2016 - Ovary. 2016; https://seer.cancer.gov/csr/1975 2016/sections.html. Accessed Apr 14, 2020.
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Phase 2 OVARIO Study of Niraparib + Bevacizumab Therapy in
Advanced Ovarian Cancer Following Frontline Platinum-Based
Chemotherapy with Bevacizumab — M. Hardesty, et al SGO 2022
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Phase 2 OVARIO Study of Niraparib + Bevacizumab Therapy in
Advanced Ovarian Cancer Following Frontline Platinum-Based
Chemotherapy with Bevacizumab — M. Hardesty, et al SGO 2022

Median PFS (95% CI) was higher in
the HRd subgroup (28.3 months [19.9,
NE]) versus HRp(14.2 months [8.6,
16.8]) and HRnd subgroups (12.1
months [8, NE])

OVARIO enrolled a high-risk population

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

PFS analysis suggests that the
combination of niraparib and
bevacizumab maintenance is
efficacious; clinical benefit was
observed in the overall population, and
across biomarker subgroups in a
continuum
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Efficacy and Safety of Niraparib as Maintenance Treatment in
Patients with Newly Diagnosed Advanced Ovarian Cancer Using
an Individualized Starting Dose (PRIME Study): A Randomized,
Double-blind, Placebo controlled, Phase 3 Trial N Li, et al SGO 2022

PRIME study was designed to prospectively assess the efficacy and
safety of niraparib with ISD as maintenance therapy in patients with newly
diagnosed advanced ovarian cancer after a response to 1L Pt-based
chemotherapy, regardless of biomarker status and postoperative residual

disease status.
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Chinese population

ITT population: mPFS, 24.8 vs 8.3 months;
HR, 0.45; p<0.001

HRD subgroup: mPFS, NR vs 11.0 months;
HR, 0.48; p<0.001

gBRCAmut patients: mPFS, NR vs 10.8
months; HR, 0.40; p<0.001

Non-gBRCAmut patients: mPFS, 19.3 vs 8.3
months; HR, 0.48; p<0.001
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ATHENA-MONO (GOG-3020/ENGOT-ov45): <br />A Randomized, Double-blind, Phase 3 Trial Evaluating Rucaparib Monotherapy Vs Placebo As Maintenance Treatment Following
Response To First-line <br />Platinum-based Chemotherapy In Ovarian Cancer

Monk ASCO 2022 LBA 5500
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ATHENA-MONO Study Schema

Monk ASCO 2022 LBA 5500
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Step-down Analysis for Efficacy Endpoints

Monk ASCO 2022 LBA 5500
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Primary Endpoint — Investigator-Assessed PFS: HRD Population
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Primary Endpoint — Investigator-Assessed PFS: ITT Population

Monk ASCO 2022 LBA 5500

FOUNDATION® The James
Transfarmmng the shondand of carg THE OHIO STATE UNIVERSITY




Investigator-Assessed PFS:<br />Exploratory Subgroups
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BICR-Assessed PFS:<br />Exploratory Subgroups

Monk ASCO 2022 LBA 5500
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Efficacy

PARPI for 1LM: Key Efficacy Data

PRIME2
(N=384)

PRIMA"
(N=733)

(study performed
only in China)

SOLO-13
(N=391)
(5-year follow-up)

ATHENA-MONO*
(N=538)

ATHENA-MONO*
(N=538)

Niraparib vs Niraparib vs Olaparib vs Rucaparib vs Rucaparib vs Olaparib/Bev vs . .
Ui placebo placebo placebo placebo placebo Bev NI4T
SR or BICR BICR Investigator Invegtlgator BICR Investigator Investigator?
Investigator (Primary)
N=733 N=384 N=538 N=538 N=806 N=105
ITT 13.8vs 8.2 24.8 vs 8.3 - 20.2vs 9.2 259vs 9.1 22.1vs 16.6 19.6
0.62 (0.50-0.76) 0.45 (0.34-0.60) 0.52 (0.40-0.68) 0.47 (0.36-0.63) 0.59 (0.49-0.72) '
n=249 n=127b n=238 n=238 n=211 n=38
BRCAwWt/HRp 8.1vs54 14.0vs 5.5 - 12.1vs 9.1 12.0vs 6.4 16.9 vs 16.0 b 1_4 >
0.68 (0.49-0.94) 0.41 (0.25-0.65) 0.65 (0.45-0.95) 0.60 (0.40-0.89) 1.00 (0.75-1.35) ’
n=150 n=132° n=119 n=119 n=152
BRCAwt/HRd 19.6 vs 8.2 248vs11.1 - 20.3vs 9.2 27.8vs 9.1 28.1vs 16.6 . n=16
0.50 (0.31-0.83) 0.58 (0.36-0.93) 0.58 (0.33-1.01) 0.46 (0.26-0.81) 0.43 (0.28-0.66) 28.3
n=223 n=125d n=391 n=115 n=115 n=90 n=29
BRCAmM 22.1vs 10.9 NR vs 10.8 56.0vs 13.8 NR vs 14.7 NR vs NR 37.2vs 21.7 X l:lR
0.40 (0.27-0.62) 0.40 (0.23-0.68) 0.33 (0.25-0.43) 0.40 (0.21-0.75) 0.48 (0.23-1.0) 0.31 (0.20-0.47)
Median
Sl e 13.8 27.5 59 26.1 26.1 22.9 28.7
follow-up,
months

Median PFS, months; HR? (95% CI)

aHR for disease progression or death. P Non-gBRCAm/HRp. ¢ Non-gBRCAm/HRd. 4 gBRCAm population. 1LM, first-line maintenance; BRCAwt, BRCA wild type;
gBRCAm, germline BRCA mutant; HR, hazard ratio; HRd, homologous recombination deficient; HRp, homologous recombination proficient; ITT, intention-to-
treat; NA, not available; NR, not reached; PARPi, poly(ADP-ribose) polymerase inhibitor; PFS, progression-free survival.

1. Gonzalez-Martin A, et al. N Engl J Med. 2019;381(25):2391-2402. 2. Li N, et al. Presented at SGO 2022. Abstract 244. 3. Banerjee S, et al. Lancet Oncol.
2021;22(12):1721-1731. 4. Monk B, et al. JCO on line June 6, 2022.

5. Ray-Coquard |, et al. N Engl J Med. 2019;381(25):2416-2428. 6. Hardesty M, et al. Presented at SGO 2022. Abstract 170B.
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ENGOT-OV16/NOVA Long-term
Follow-up: OS

BRCAmMut: mOS 43.6 vs. 41.6 for niraparib vs placebo
(HR=0.93 (95% 0.63-1.36)

BRCAwt: mOS 31.1 vs. 36.5 months for niraparib vs
placebo (HR =1.10 (95% CI 0.83-1.46)

BRCAWt/HRD mOS 37.3 vs. 41.4 months for niraparib vs
placebo (HR 1.32 (95% CI 0.84-2.06)

The current OS result indicate a possible OS detriment to
patients in the overall BRCAwt cohort who received
niraparib

For a PARPI naive patient with PSOC — does this impact
your practice?

https://www.zejulahcp.com/content/dam/cf-

pharma/hcp-zejulahcp-
F{j LJ MDATION"  v2/en_US/pdfiZEJULA%20(niraparib)%20Dear%20H The James
Trawssfarmming the standard of care CP%ZOLetter_pdf THE OHIO STATE UNIVERSITY
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Q: How does the HCP letter affect your consideration of PARPI

use in the Recurrent Setting?
(assume patient is otherwise eligible to receive a PARPI)

It doesn’t at all — | question the analysis

| believe PARPI maintenance therapy is valuable for
patients, but will now limit my treatment duration

| believe PARPI maintenance therapy is valuable for
patients, but will now limit my patient selection

Both B and C

| believe PARPI maintenance therapy is potentially
dangerous and will significantly limit my administration

| don’t believe PARPI maintenance therapy is valuable
and this letter confirms my bias

FOUNDATION The James
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Q: How does the HCP letter affect your consideration of PARPI

use in the Primary Setting?
(assume patient is otherwise eligible to receive a PARPI)

It doesn’t at all — it questions the analysis

| believe PARPI maintenance therapy is valuable for
patients, but will now limit my treatment duration

| believe PARPI maintenance therapy is valuable for
patients, but will now limit my patient selection

Both B and C

| believe PARPI maintenance therapy is potentially
dangerous and will significantly limit my administration

| don’t believe PARPI maintenance therapy is valuable
and this letter confirms my bias
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Final overall survival results from SOLO3: Phase Il trial assessing
olaparib monotherapy versus non-platinum chemotherapy in heavily
pre-treated patients with germline BRCA1- and/or BRCA2-mutated
platinum-sensitive relapsed ovarian cancer R Penson et al SGO 2022
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Final overall survival results from SOLO3: Phase Il trial assessing
olaparib monotherapy versus non-platinum chemotherapy in heavily
pre-treated patients with germline BRCA1- and/or BRCA2-mutated
platinum-sensitive relapsed ovarian cancer R Penson et al SGO 2022

Overall Survival

PFS2
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What Is the Standard Systemic Treatment
for Newly Diagnosed Advanced EOC 20227

Supporting
Phase 3 trial
BRCA mut + SOLO-1
HRD: PRIMA
— Add PARPi
Decision #1 (preferred) ATHENA
NACT vs No bevacizumab
Primary debulking HRP:
Add PARPI PRIMA
or ATHENA
Testing IV g 3 week Observation
- Germ line panel testing carboplatin +
(all EOC) » paclitaxel BRCA mut
- Tumor HRD testing . HRD:
(all EOC) Add PARPI PAOLA-1
.. Bevacizumab during (preferred)
Decision #2 chemotherapy and in
Bevacizumab Y/N maintenance
HRP:
Continue GOG 218
bevacizumab GOG 262
Decision #3
_ Add PARPI?
1. NACT = Neoadjuvant chemotherapy
2. EOC=Epithelial ovarian cancer
3.HRD f Homologous recomb_lnat_lon deflglgnt Selecting new upfront regimens for advanced ovarian cancer with biomarker guidance.
4.HRP - Homologous r_ecomplngtl_on proficient Chan JK, Liang SY, Kapp DS, Chan JE, Herzog TJ, Coleman RL, Monk BJ, Richardson MT.
5. PARPi = Poly ADP Ribose inhibitor Gynecol Oncol. 2020 Dec;159(3):604-606.
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Future Directions in the Front Line: What is Potentially Exciting?

_ Estimated
Anti- .
angiogenic ALl

Completion

FIRST! + . . .

ENGOT OV-44 1405 Bevacizumab Niraparib Dostarlimab Oct 2018 Jan 2023

LI ~1254  Bevacizumab  Olaparib Durvalumab  Jan 2019  June 2023

ENGOT OV-46 P

ATHENALC]

GOG-3020 ~1000 - Rucaparib Nivolumab May 2018 Dec 2024

ENGOT OV-45

ENGOT OV- N

43Id] ~1086 Bevacizumab Olaparib Pembrolizumab Dec 2018  Aug 2025

KEYLYNK-001

. ClinicalTrials.gov. NCT03602859; b. ClinicalTrials.gov. NCT03737643; c. ClinicalTrials.gov. NCT03522246; d. NCT03740165.

Slide courtesy of K Moore



FLORA-5/GOG-3035: Phase 3 Oregovomab (O) Plus Chemo (PC) in Newly Diagnosed

Patients With Advanced Epithelial Ovarian Cancer Following Optimal Debulking Surgery

Authors: Angeles Alvarez Secord %, Sunil Gupta 2, CW Reddick 2, John O. Schorge 3, Sarah Gill* on behalf of all FLORA-5 Investigators.

1 Duke University Medical Center, 2 OncoQuest Pharmaceuticals Inc., 3 Tufts Medical Center, 4 Lewis Cancer & Research Pavilion at St. Joseph's/Candler TPS5606

Abstract Number:

Phase 2 Study Results (Oregovomab + Chemotherapy)

Efficacy
Median PES 41.8 months (95% CI: 21.8 -NE) CPO arm and Median OS not yet estimable CPO arm, 43.2 months (95%
12.2 months (95% CI: 10.4-18.6) CP arm; hazard ratio (HR) Cl: 31.8 - NE) CP arm; HR 0.35, (95% CI: 0.16-0.74)
0.46 (95% CI: 0.28-0.77), p=0.0027, log rank test p=0.0043, log rank test

Safety There were no differences in the overall safety pattern between the CPO and the CP patients.

Brewer, M., et al (2020). Gynecol Oncol. 2020 Mar;156(3):523-
529.
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Improving Outcomes for Women with Ovarian Cancer Characterized as HRp is a High
Unmet Need

One ongoing trial: GOG 3035: RPh3 Study of CP +/- oregovomab
(primary surgery cohort)

Screening Phase Treatment Phase Post-Treatment Phase
( \ ) Carboplatin AUC6 +
Previously paclitaxel 175 mg/m2 q 3w
untreated + oregovomab C1, 3,5 + 12
patients with weeks
epithelial
ovarian, tubal or c ’
g o
peritoneal e EOT + PFS
< OS follow-
cancer, Stage IlI = Safety follow- u
or IV s/p optimal o FU up P
N ke
primary 5 ls
debulking x
setting. i
CA125 >50 Carboplatin AUC 6 +
N =372 paclitaxel 175 mg/m2 g
\ ) 3w + placebo

Alvarez-Secord for GOG Foundation
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Improving Outcomes for Women with Ovarian Cancer Characterized as HRp is a High
Unmet Need

One ongoing trial: GOG 3035: RPh3 Study of CP +/- oregovomab
(NACT cohort)

Screening Phase Treatment Phase Post-Treatment Phase
% ] Carboplatin AUC6 +
p:tri](::ﬁgt\?v?th paclitaxel 175 mg/m2 q 3w
advanced + oregovomab C4, 6, +6
. ; weeks and + 18 weeks
epithelial
ovarian, tubal or
peritoneal 5 ’ PES
cancer, s/p g SE:;:: follow- 0s follow-
neoadjuvant g FU v up
chemotherapy = up
and optimal & ls
interval
debulking Carboplatin AUC 6 +
surgery. paclitaxel 175 mg/m2 q
CA125 >50 3w + placebo
\_ N=230

Alvarez-Secord for GOG Foundation
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Efficacy and safety of rucaparib maintenance treatment in
patients from ARIEL3 with platinum-sensitive, recurrent
ovarian carcinoma not associated with homologous
recombination deficiency. — Coleman ASCO 2022
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Role of cytoreductive surgery for the second ovarian cancer relapse in patients
previously treated with chemotherapy alone at first relapse: A subanalysis of the

DESKTOP Il trial. Sehouli ASCO 2022

DESKTOP-3:

0S: HR 0.57; 95% C1 0.43-0.76

NMuPniz & st al A SEO 2
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GOG 213:
0S5: HR 1.28; 95%CI 0.92-1.78

Coleman RA et al. NEJM 2019
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Rare Tumor
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A pilot phase Il study of neoadjuvant fulvestrant plus abemaciclib in women
with advanced low-grade serous carcinoma. Cobb L et al. ASCO 2022

Abemaciclib: CDK 4/6i

Interval cytoreductive surgery:
Underwent surgical resection to date — 7/15 (47%)

Achieved complete gross resection —5/7 (71%)

Achieved optimal cytoreduction — 7/7 (100%)
*Five patients have transitioned to letrozole maintenance
*Adverse events (grade 3 or 4) possibly related to abemaciclib
occurred in 2 patients (13.3%) and included acute kidney injury
(6.7%) and neutropenia (6.7%).
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Efficacy and safety of Lucitanib + Nivolumab in Patients
with Advanced Gynecologic Malignancies

Patel et al. ASCO 2022 Abstract 5517




BOUQUET GOG-3051 (W0O42178/ENGOT-GYN2)
A Phase Il, open-label, multicenter platform study evaluating the
efficacy and safety of biomarker-driven therapies in patients with
persistent or recurrent rare epithelial ovarian tumors

Monk B et al TIP SGO 2022



GOG-3052/VS-6766-201:RAMP 201: A phase 2 study of VS-6766 (dual
RAF/MEK inhibitor) alone and in combination with Defactinib (FAK inhibitor) in
recurrent low-grade serous ovarian cancer



SGNTUC-019: Phase 2 basket study of tucatinib and trastuzumab in
previously treated solid tumors with HER2 alterations: uterine and
cervical cancer cohorts (Monk et al. Trial in Progress SGO 2022)

SGNTUC-019: Phase 2 basket study of tucatinib and
trastuzumab in previously treated solid tumors with HER2
alterations: uterine and cervical cancer cohorts (Trial in
Progress)



GOG FOUNDATION’
T'-:.'-":'!.'l.'lrl‘"'h:l"ll:l the standarnd l.'l_r CORE

Thank you

The James

THE OHIO STATE UNIVERSITY
WEXNER MEDICAL CENTER




	Ovarian Cancer – First Line and platinum Sensitive- �the Current Landscape 
	Ovarian Cancer: Clinical Impact
	Phase 2 OVARIO Study of Niraparib + Bevacizumab Therapy in Advanced Ovarian Cancer Following Frontline Platinum-Based Chemotherapy with Bevacizumab – M. Hardesty, et al SGO 2022��
	Phase 2 OVARIO Study of Niraparib + Bevacizumab Therapy in Advanced Ovarian Cancer Following Frontline Platinum-Based Chemotherapy with Bevacizumab – M. Hardesty, et al SGO 2022��
	Efficacy and Safety of Niraparib as Maintenance Treatment in Patients with Newly Diagnosed Advanced Ovarian Cancer Using an Individualized Starting Dose (PRIME Study): A Randomized, Double-blind, Placebo controlled, Phase 3 Trial N Li, et al SGO 2022�
	Slide Number 6
	ATHENA–MONO (GOG-3020/ENGOT-ov45): <br />A Randomized, Double-blind, Phase 3 Trial Evaluating Rucaparib Monotherapy Vs Placebo As Maintenance Treatment Following Response To First-line <br />Platinum-based Chemotherapy In Ovarian Cancer
	ATHENA–MONO Study Schema
	Step-down Analysis for Efficacy Endpoints
	Primary Endpoint – Investigator-Assessed PFS: HRD Population
	Primary Endpoint – Investigator-Assessed PFS: ITT Population
	Investigator-Assessed PFS:<br />Exploratory Subgroups
	BICR-Assessed PFS:<br />Exploratory Subgroups
	PARPi for 1LM: Key Efficacy Data
	Slide Number 16
	ENGOT-OV16/NOVA Long-term Follow-up: OS
	Q: How does the HCP letter affect your consideration of PARPi use in the Recurrent Setting?�(assume patient is otherwise eligible to receive a PARPi)
	Q: How does the HCP letter affect your consideration of PARPi use in the Primary Setting?�(assume patient is otherwise eligible to receive a PARPi)
	Final overall survival results from SOLO3: Phase III trial assessing olaparib monotherapy versus non-platinum chemotherapy in heavily pre-treated patients with germline BRCA1- and/or BRCA2-mutated platinum-sensitive relapsed ovarian cancer R Penson et al SGO 2022�
	Slide Number 21
	What Is the Standard Systemic Treatment �for Newly Diagnosed Advanced EOC 2022?
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Slide Number 26
	Efficacy and safety of rucaparib maintenance treatment in patients from ARIEL3 with platinum-sensitive, recurrent ovarian carcinoma not associated with homologous recombination deficiency. – Coleman ASCO 2022�
	Slide Number 28
	Slide Number 29
	Slide Number 30
	Efficacy and safety of Lucitanib + Nivolumab in Patients with Advanced Gynecologic Malignancies
	BOUQUET GOG-3051 (WO42178/ENGOT-GYN2)�A Phase II, open-label, multicenter platform study evaluating the efficacy and safety of biomarker-driven therapies in patients with persistent or recurrent rare epithelial ovarian tumors�Monk B et al TIP SGO 2022
	Slide Number 33
	SGNTUC-019: Phase 2 basket study of tucatinib and trastuzumab in previously treated solid tumors with HER2 alterations: uterine and cervical cancer cohorts (Monk et al. Trial in Progress SGO 2022) 
	Slide Number 35

