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Decision #1:  Upfront surgery or NACT



Surgical Options

• Primary Debulking Surgery (PDS)
• Neoadjuvant Chemotherapy (NACT)





• NACT versus Primary Surgery
– EORTC 55971 (2010)
– CHORUS trial (2015)
– SCORPION (2016, 2020)
– JCOG 0602 (2016, 2020)

• What did we learn?
– NACT non-inferior to PDS for OS and PFS (55971 & CHORUS)
– 55971 / CHORUS suggest PDS better for less extensive disease, 

NACT for extensive disease
– NACT non-inferiority not confirmed by JCOG 0602
– SCORPION - NACT not superior to PDS for PFS or OS in high 

disease burden 
– NACT had lower morbidity & mortality across trials
– Median survivals , operative times, optimal cytoreduction low  

across trials 

Upfront surgery or NACT

Vergote et al. N Engl J Med 2010;363(10);943
Kehoe et al. Lancet 2015;386:249-57
Vergote et al. Lancet Oncol 2018;19:1680-7
Onda et al. Eur J Cancer 2020;130:114
Fagotti et al.  Int J Gynecol Cancer 2020;30:1657-1664





Heated intraperitoneal chemotherapy at 
time of IDS

• Cytotoxicity from synergy of local intraperitoneal 
chemotherapy administration and hyperthermia

• Heat known to increase cytotoxicity of platinum 
through increased DNA adduct formation

• Intraperitoneal administration
– High concentration of cytotoxic drug to tumor
– Reduced systemic absorption and toxicity 
– High peritoneal to plasma ratio promotes extended exposure 

increased locoregional therapeutic effect



Steps

• Completion of CRS
• Placement of 

catheters
• Temporary closure 

of abdomen
• 90 min infusion of 

chemotherapy 
heated to 41-43℃ 



Van Driel, OVHIPEC, NEJM, 2018

• Multicenter, P3 trial of 245 women with at least stable 
disease after 3 cycles of Carboplatin AUC 5/6 + 
Paclitaxel 175mg/m2 to undergo:
– IDS + HIPEC with Cisplatin 100mg/m2: 122
– IDS alone: 123
– 3 additional cycles of Carboplatin/Paclitaxel given post-op

• Primary Objective: PFS
• Secondary Objectives: OS, toxicity, QOL
• Power: 245 patients, for 80% power to detect 50% 

longer PFS



Van Driel, OVHIPEC, NEJM, 2018

Improved PFS - 14.2 vs. 
10.7 months; HR 0.66, 

95% CI 0.50, 0.67, 
p=0.003

Improved OS – 45.7 vs. 
33.9 months; HR 0.67, 

95% CI 0.48, 0.94, p=0.02



NCCN Guidelines for HIPEC



Upcoming Trials





Decision #2: Addition of bevacizumab to 
primary systemic chemotherapy



• Bevacizumab
– GOG 218

PFS 14.1 v 10.3 in favor of bev throughout (18 v 12 when CA125 
data censored) (HR 0.717; 95% CI, 0.625-0.824; P < .001)

OS 43.4 v 41.1 (not significant)
Stage IV OS 42.8 v 32.6 (significant; exploratory subgroup analysis)
**no OS benefit in exploratory analysis classifying patients as 

ICON7 high-risk subgroup**
– ICON-7

PFS 22.4 v 24.1 in favor of bev throughout (P = 0.04)

OS 45.5 v 44.6 (not significant)
Stage IV, suboptimal stage III OS 39.3 v 34.5 (significant; 

exploratory)

Burger et al. N Engl J Med. 365(26) (2011) 2473-2483
Tewari et al. J Clin Oncol. 37(26) (2019) 2317-2328
Perren et al. N Engl J Med. 365(26) (2011)2484-96
Oza et al. Lancet Oncol. 16(8) (2015) 928-936







ICON7:Study Design

Stratification variables
• Stage and extent of debulking: I–III debulked ≤1cm vs I–III debulked >1 cm vs IV and 

inoperable III
• Timing of intended treatment start: ≤ vs > 4 weeks after surgery

• GCIG group 

Paclitaxel 175 
mg/m2

Carboplatin AUC6

Carboplatin AUC6

Paclitaxel 175 mg/m2

18 cycles

R

n=1528
*

Bevacizumab 7.5 mg/kg 
q3w 

1:1

*Dec 2006 to Feb 2009

Academic-led, industry-supported trial to investigate 
use of bevacizumab and to support licensing



ICON 7 PFS/OS





Primary Systemic Therapies

• Paclitaxel / carboplatin q 3weeks
• Paclitaxel / carboplatin/bevacizumab + 

maintenance bevacizumab

• Paclitaxel weekly / carboplatin weekly
• Docetaxel / carboplatin
• Carboplatin / liposomal doxorubicin
• Paclitaxel weekly / carboplatin q3weeks

• IP/IV paclitaxel / cisplatin

NCCN “Preferred”

NCCN “other 
recommended”

NCCN “useful in certain 
circumstances”





Date of download:  10/24/2022 Copyright 2021 American Medical Association. 
All Rights Reserved.

From: Efficacy and Safety of First-line Single-Agent Carboplatin vs Carboplatin Plus Paclitaxel for Vulnerable 
Older Adult Women With Ovarian Cancer: A GINECO/GCIG Randomized Clinical Trial

JAMA Oncol. 2021;7(6):853-861. doi:10.1001/jamaoncol.2021.0696

Efficacy and Safety of Single-Agent Carboplatin vs Carboplatin Plus Paclitaxel for Vulnerable Older Adult Women With Ovarian 
Cancer

Figure Legend: 
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Progression-Free Survival (PFS) and Overall Survival (OS) in All Patients and Those With Geriatric Vulnerability Score (GVS) 4-5

Figure Legend: 





Decision #3: Maintenance PARP inhibitor 
(alone or in combination with bevacizumab )













Upfront Maintenance Regimens 
• Bevacizumab with chemo and continued maintenance

– FDA Approved June 2018
– GOG 218:  PFS benefit of 6.2 months over placebo

• Olaparib maintenance
– FDA Approved December 2018
– SOLO-1:  PFS benefit of 34 months over placebo

• Niraparib maintenance
– FDA Approved April 2020
– PRIMA:  PFS benefit of 5.6 months (11.5 in HRD) over placebo

• Olaparib + Bevacizumab maintenance
– FDA Approved May 2020
– PAOLA-1:  PFS benefit of 5.5 months (19.5 in HRD) over Bev + 

Placebo 







SOLO 1 OS Update at 7 years

40% crossover 
to PARPi in later 
lines of therapy 
for the placebo 
group



Upfront Maintenance Regimens 
• Bevacizumab with chemo and continued maintenance

– FDA Approved June 2018
– GOG 218:  PFS benefit of 6.2 months over placebo

• Olaparib maintenance
– FDA Approved December 2018
– SOLO-1:  PFS benefit of 34 months over placebo

• Niraparib maintenance
– FDA Approved April 2020
– PRIMA:  PFS benefit of 5.6 months (11.5 in HRD) over placebo

• Olaparib + Bevacizumab maintenance
– FDA Approved May 2020
– PAOLA-1:  PFS benefit of 5.5 months (19.5 in HRD) over Bev + 

Placebo 









PRIME Study

Li 2022 SGO



Upfront Maintenance Regimens 
• Bevacizumab with chemo and continued maintenance

– FDA Approved June 2018
– GOG 218:  PFS benefit of 6.2 months over placebo

• Olaparib maintenance
– FDA Approved December 2018
– SOLO-1:  PFS benefit of 34 months over placebo

• Niraparib maintenance
– FDA Approved April 2020
– PRIMA:  PFS benefit of 5.6 months (11.5 in HRD) over placebo

• Olaparib + Bevacizumab maintenance
– FDA Approved May 2020
– PAOLA-1:  PFS benefit of 5.5 months (19.5 in HRD) over Bev + 

Placebo 





PAOLA-1

• PFS:  22.1 (Olap + Bev) v 16.6 months (Bev only)
– 41% reduction in risk of progression or death

• PFS in HRD 37.2 v 17.7 months
– 67% reduction in risk of progression or death

• PFS in HRP 16.6 v 16.2 months (NS)



Slide credit: clinicaloptions.com

PAOLA-1: OS (ITT Population)

 19.7% and 45.7% of 
patients in olaparib + Bev 
and placebo + Bev arms, 
respectively, received 
PARP inhibitor during any 
subsequent treatment

 Median time from first 
cycle of chemotherapy to 
randomization: 6 mo

Ray-Coquard. ESMO 2022. Abstr LBA29. Reproduced with permission.

Olaparib + Bev 
(n = 537)

Placebo + Bev 
(n = 269)

Events,* n (%) 288 (53.6) 158 (58.7)

Median OS, mo 56.5 51.6

5-yr OS rate, % 47.3 41.5

HR: 0.92 (95% CI: 0.76-1.12; P = .4118)

*55% maturity.
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Slide credit: clinicaloptions.com

PAOLA-1: OS in HRD-Positive Subgroup

 17.3% and 50.8% of 
patients in olaparib + Bev 
and placebo + Bev arms, 
respectively, received 
PARP inhibitor during any 
subsequent treatment

Ray-Coquard. ESMO 2022. Abstr LBA29. Reproduced with permission.

Olaparib + Bev 
(n = 255)

Placebo + Bev 
(n = 132)

Events, n (%) 93 (36.5) 69 (52.3)

Median OS, mo 75.2* 57.3

5-yr OS rate, % 65.5 48.4

HR: 0.62 (95% CI: 0.45-0.85)

*Median unstable; <50% data maturity.
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Niraparib





Updated ASCO rapid PARPi guidelines





NOVA- PFS

Mirza 2016 NEJM



NOVA - OS

Non-gBRCAmut
HR: 1.10

Non-gBRCAmut HRD
HR: 1.32

Unpublished data 
released by GSK 2022



Updated ASCO rapid PARPi guidelines





ARIEL 4 PFS



ARIEL 4 OS





ATHENA Study schema



ATHENA – MONO PFS

HRD
-mPFS 28.7 vs 11.3 m
-HR 0.47

ITT
-mPFS 20.2 vs 9.2 m
-HR 0.52





Thank you 

Questions? 
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