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Still… Surgery and Chemo (plus some)

Include a Gyn Oncologist in the care team starting at diagnosis 
because survival is improved1,2

• Data continues to show that those good candidates who get upfront R0 surgery DO BETTER

• NACT on the rise, so is survival

• Our treatments are better

• Our informed decision making is better on selecting appropriate surgical candidates

(1)Gynecol Oncol. 2021 Jun;161(3):852-857. doi: 10.1016/j.ygyno.2021.04.021. Epub 2021 Apr 20. PMID: 33888339 (2) Obstet Gynecol. 2007 Jun;109(6):1342-50. doi: 10.1097/01.AOG.0000265207.27755.28. PMID: 
17540806.



HIPEC

q Multicenter open label phase III trial

q 245 women w/ >/= stable disease after carbo/taxol x 3 w/ 
iCRS to R0/R1
q Randomized to +/- HIPEC with cisplatin 100 mg/msq
q All got carbo/taxol x 3 postop

q mRFS: 10.7 vs 14.2 months in favor of HIPEC (p=0.003)

qmOS: 33.9 vs 45.7 months in favor of HIPEC (p=0.02)

qGrade 3-4 adverse events: 25 vs 27% (similar)

HOTT trial 
opening here at 

UMCNO





What about PARPi!?



Probably not (now), so how to maximize PARP



Can PARPi replace upfront chemo before 
surgery
• NOW (SGO 2023)

• HGSOC for NACT, BRCA mut
• Olaparib until response or PD à Surgery or chemo
• N=15, 86% surgery directly
• ORR:53%, 1/15 pCR, 12/15 R0

• NANT (ASCO 2024)
• Stage III-IV unresectable, HRD
• Niraparib x 2 cycles à surgery or chemo
• N=67, n=48 evaluable
• 62.5% PR, 25% SD

• 80% R0 resection, 95% optimal debulk

• Harano, et al (ASCO 2024)
• Stage III-IV HGSOC, endometrioid, HR
• Niraparib with ICPC (pembrolizumab) x 2 cycled à surgery or chemo
• N=20, n=17 had surgery, n=15 required more chemo
• 70% ORR – No CRs

•  88%R0

(1)Westin et al. SGO 2023 (2)Gao et al. ASCO 2024 abstract 5549 (3) Harano et al. ASCO 2024 abstract 5545



PARPi now or PARPi later

(1) Current use, NCCN July 2024 (2) Zhang et al. ASCO 2024 abstract 5520



Can PARPi Replace Chemo at recurrence
• NEO trial: rPSOC 44 patients with rec HGSOC >/= 6 m after plat. 
• Pts naïve to PARPi and were suitable for 2CRS
• Neoadjuvant olaparib at 300 mg twice daily for 6 weeks (± 2 weeks

• No significant difference in PFS (2.3 months in the chemo arm and 
2.4 months in the olaparib-alone arm) 
• (hazard ratio [HR], 1.31; 95% CI, 0.54-3.15; P =.5478).

• No significant difference in OS between the arms. 
• (HR, 0.90; 95% CI, 0.28-2.83; P =.8518).

• Very select population
• 31% had a known germline BRCA1/2 mutation.

Lheureuxet al. ASCO 2024 abstract 5506



Recurrent disease

• Does platinum sensitive hold the same meaning as before?
• “Those for which platinum is an option”
• Use of maintenance treatments prolong clinical benefit of platinum therapy, and 

the evolving definition of platinum resistance has shifted the characteristics of 
patients with PROC toward a population that is later in the disease course and 
more heavily pretreated

• In a phase 2 RCT1, ORR for cisplatin plus gemcitabine in patients with 
PROC was 57%, with 3 of 14 patients reaching a complete response. 
• Accordingly, the European Society for Medical Oncology guidelines8 

now recommend the use of platinum-based therapies until platinum is 
no longer appropriate
• GCIG: Recs PFI or TFI

(1) Gynecol Oncol. 2022;165(1):97-104. doi:10.1016/j.ygyno.2022.02. 002



NCCN July 2024 – treatment for PROCs



Anti-angiogenesus with I/O

• NRG GY009: Phase 2/3study of PLD + Atezo +/- Bev in PROC
• Negative trial: mOS 15m v 12.5m

• AGO-OVAR 2.29 (ENGOT-ov34)2
: atezolizumab +bevacizumab 

+chemotherapy vs placebo +bevacizumab +chemotherapy in 
recurrent Ovary
• Negative trial (RR: 40% atezo, 44% in placebo), NS diff in PFS ~6.5m
• mOS 14m vs 13m (NS)

• ENGOT-ov65/KEYNOTE-B96:Phase 3 pembro vs placebo plus 
paclitaxel with optional bevacizumab for PROC
• Ongoing 
• Paclitaxel (more activity in PROC-antiangiogenic property)

(1) MarmeF et al. ASCO 2024 LBA 5501 (2) O’cearbhailet al. IGCS 2023 (3) Colombo et al, ASCO 2022 TIP



Other promising new approaches
Pembrolizumab, oral cytoxan, 
bevacizumab
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TRIAS TRIAL: Topotecan / Sorafenib
Topotecan (1·25 mg/m 2 on days 1–5) plus PO sorafenib 400 mg or placebo BID 
days 6–15, repeated every 21 days for six cycles, followed by daily maintenance 
sorafenib or placebo for up to 1 year in patients without progression.
• Sorafenib, a non-selective oral multi-kinase inhibitor
• Gr3-4 leukopenia, Hand/foot rxn
• No Gr3-4 HTN
• mOS was 17·1 mos sorafenib group
Vs 10·1 mos placebo group (HR 0.65)

Lancet Oncology, The, 2018-09-01, Volume 19, Issue 9, Pages 1247-1258,



NCCN July 2024 – treatment for PROCs



Where are the TARGETs at?

Antibody Drug Conjugates
• FOLR1
• HER2
• CDH6 IgG1
• NaPi2b (UPLIFT, UP NEXT)
• Many More
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Mirvetuximab soravtansine-gynx

DOI: 10.1056/NEJMoa2309169



SGO QoL updates: Patients on MIRV with 
better ovarian cancer specific measures of 
HRQoL and better abdominal & GI symptoms

Mirvetuximab ASCO Updates: Long term 
updates. Among 682 participants, longterm 
survival (defined as >15 months) was observed 
in 34% with a median OS of 28.35m

O’Malley et al. ASCO 2024 abstract 558
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C
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• Fusions of NTRK genes oncogenic activation through tyrosine 
receptor kinases (TRK) associated with downstream signaling 
pathways like Ras, MAPK, and PI3K. 
• Likely <1 % of ovarian cancers, but represents a target for precision 

therapy

• Entrectinib, N= 54 adult patients with advanced or metastatic 
NTRK fusion-positive solid tumor with 31 (57%) having an OR1 
• Larotrectinib, N = 194 adult pts enrolled, with 180 eligible for 

efficacy analyses by IRC; 22 pts had known brain metastases at 
baseline, 57% ORR2

(1) Lancet Oncol. 2020 February ; 21(2): 271–282. doi:10.1016/S1470-2045(19)30691-6 
(2) (2) Hong et al, ASCO 2023 Lancet Oncol. 2020 February ; 21(2): 271–282. doi:10.1016/S1470-2045(19)30691-6.



Other ADCs in the Pipeline

• ADC targeting sodium-dependent phosphate transport protein (NaPi2b) 
UPLIFT/UP NEXT à terminated
• ADC targteting mesolthelin 
• RC88 (anti-MSLN ADC) cORR 42%, N=83 w/ovary

• HumanCadherin-6(CDH-6)
• REJOICE

Bispecific Abs
• MUC16 × CD3 bispecific antibody (REGN4018)
• MUC16 × CD28 bispecific antibody (REGN5668) in combination with 

cemiplimab or REGN4018



Raludotadug deruxtican: ADC made of humanized anti CDH6 IgG1 
mAb covalently linked to a topoisomerase I inhibitor payload via a 
tetrapeptide based cleavable linker

REJOICE-Ovarian01
Phase I
RP2D 4.8-6.5 months
Overall response rate 48.6% with median DOR 11.2 months



Replicative Stress….



DNA replication/repair targets
• Prexasertib (CHEK1); ORR in platinum 

resistant patients (Cohorts 1--3) was 
12.1%, and 6.9% in platinum refractory 
patients1

• ACR-138 (CHEK1/2): ACRIVON
• Ceralasertib/ATR and RAD-3 inhibitor
• CAPRI Trial2 (ASCO 2024); Celasertib + 

Olaparib with 16/18 observed response
• COHORT A (platinum sensitive, HRD agnostic, no prior 

PARPi progression

• Elimusertib and camonsertib (ATR 
inhibitors)
• Peposertib (DNA-PK inhibitor)

(1) Konstantinopoulos  et al, Gynecol Oncol. 2022 Nov;167(2):213-225. doi: 10.1016/j.ygyno.2022.09.019. 
Epub 2022 Sep 30. PMID: 36192237; PMCID: PMC10673677.

(2)  Simpkins et al. ASCO 2024 abstract 5510



ACRIVON/GOG-3082



Cell Cycle CPI

• AKT inhibitor 
(afuresertib)
• AXL decoy protein 

(batiraxcept)
• WEE1 inhibitor (ZN-c3)

Ghelli Luserna di Rora’et al. Journal of Hematology & Oncology (2017) 10:77 
DOI 10.1186/s13045-017-0443-



Chemo-ID
• Cancer Stem Cell Assay Directed 

Chemotherapy in Recurrent Platinum 
Resistant Ovarian Cancer
• Patients with PROC who had failed 

standard of care (SOC) therapy à (1:1) 
given one of thirteen mono or 
combination chemotherapies based 
on the results of a ChemoID assay or 
physician choice.

• Fresh biopsy were used to determine 
the sensitivity of CSCs and the bulk of 
tumor cells to the same panel of 
chemotherapies.

• mORR of Tx guided by the ChemoID 
assay was 55%,  compared to 5% for 
those treated with physician's 
choice chemo, p<0.0001.

• mOS 3mo vs 11mo
• mDOR of 5.5mo vs 8mo

Herzog et al. ASCO 2024 abstract 5518



Rare Ovarian Therapies



Low grade ovary: NRG GY019
Retrospective multi-institutional 
series
• Low grade serous ovarian 

cancer with response rates as 
low as 4% to carbo/taxol
• CRS followed by HT associated 

with excellent responses 
oFader et al :41 months, only 22% 

with recurrence and 2 deaths from 
disease, median PFS and OS not 
reached, 2 year PFS 82.8%, 2 year 
OS 96.3%

NRG GY019





Clear Cell Ovarian Carcinoma
BrUOG 354
• Non-renal CCC with >/=1 prior line of treat with PD, no prior I/O
• Nivo +/- Ipi
• N=30, The majority (83%) had CCC of the ovary (n=24)
• ORR with N and N+I was 14.2 and 26.7%, respectively
• There were no treatment-related deaths and no new safety signals

Dizon D et al. ASCO 2024 LBA 5500



Thank you!


