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Treatment of advanced ovarian cancer  

Surgical Cytoreduction
: Remove all macroscopic disease

Platinum-based chemotherapy
: Eradicate macroscopic and 

microscopic disease 



Rationale for HIPEC 

• Intraperitoneal Chemotherapy

- Enhances drug delivery at the peritoneal surface

- Eliminating residual microscopic peritoneal 

disease

• Hyperthermia

- Increases the penetration of chemotherapy

- Increases the sensitivity to chemotherapy

- Direct cytotoxic effect by promoting the 

denaturation of protein



Neoadjuvant setting

Survival benefits of HIPEC followed by interval cytoreductive surgery (ICS) in 

stage III ovarian cancer patients. 

✓ Cisplatin 100mg/m2, N/S



Neoadjuvant setting

✓ Subgroup analysis: ICS after NAC group

ICS without HIPEC (N = 43) 

vs 

ICS with HIPEC (N = 34)

✓ Cisplatin 75mg/m2, N/S

Survival benefits of HIPEC with ICS in subgroup analysis of patients who 

underwent neoadjuvant chemotherapy 



Primary ovarian cancer (Primary setting)

No survival benefits of PCS with HIPEC in stage III or IV ovarian cancer patients. 

✓ Subgroup analysis : PCS

PCS without HIPEC (N = 49) 

vs 

PCS with HIPEC (N = 58)

✓ Cisplatin 75mg/m2, N/S



Primary ovarian cancer (Primary setting)

✓ Multicenter, retrospective study 

(N=584)

PCS without HIPEC (N = 159) 

vs 

PCS with HIPEC (N = 425)

✓ Cisplatin 50mg/m2, N/S

Median OS(months) : 49.8 vs 34.0

Median OS(months) in complete resection: 

53.9 vs 42.3

Survival benefits of PCS with HIPEC in stage III ovarian cancer patients. 



Recurrent setting

Recurrent (second line chemotherapy)

CRS without HIPEC (N = 60) 

vs 

CRS with HIPEC (N = 60)

✓ Platinum-sensitive: 

Cisplatin 100 mg/m2 +paclitaxel 175 mg/m2

✓ Platinum-resistant

doxorubicin 35 mg/m2 + mitomycin 15 mg/m2

CRS and HIPEC offer a significant survival benefit to patients with recurrent EOC

Spiliotis et al. ASO, 2015

Median OS(months) :

26.7 vs 13.4 

P = 0.006 



Recurrent setting

Platinum-Sensitive Recurrent 

secondary CRS without HIPEC (N = 49) 

vs 

secondary CRS with HIPEC (N = 49)

✓ Carboplatin (800 mg/m2)

HIPEC with carboplatin was well tolerated but did not result in superior clinical outcomes

Zivanovic et al. JCO, 2021



Ongoing trial





CHIPOR trial: Maintenance treatment after surgery



CHIPOR trial: Primary endpoint (OS, ITT population)



CHIPOR trial: PFS (secondary endpoint)



Unanswered questions

• The impact of maintenance therapy after HIPEC

• Primary debulking surgery with HIPEC 

• HIPEC agent dose, regimen, solution

• Platinum-Resistant recurrent ovarian cancer

• The benefit of HIPEC in patients with stage IV



Maintenance therapy after HIPEC

• Bevacizumab, PARPi

• No maintenance treatment in previous RCT 

OVHIPEC-1 

initiated :

April, 2007 

Olaparib FDA 

apporval:

2014

PAOLA-1 

published :

2019



OV-HIPEC2

Koole SN et al. Int J Gynecol Cancer. 2020 June; 30(6): 888–892.



a phase III randomized clinical trial evaluating hyperthermic
intraperitoneal chemotherapy (HIPEC) for stage III ovarian cancer 
patients treated with primary or interval cytoreductive surgery (CHIPPI)



GOG-3068/HIPEC in Ovarian Treatment Trial (HOTT)

Heated Intraperitoneal Chemotherapy Followed by Niraparib for Ovarian, Primary Peritoneal and 

Fallopian Tube Cancer (HOTT)

Stratification:

- HRD status

- R0 vs R1

- Stage (III vs IV)

• Primary Endpoint 

• PFS 

• Secondary 

endpoints

• OS

• Toxicity

• Prognostic ef

fects of HRD, 

R0/1, Stage 3/

4

N= 230



HIPEC agent dose, regimen, solution

Filis et al. ESMO open, 2022

• HIPEC drug

- Cisplatin, carboplatin, paclitaxel, doxorubicin

• Solution 

- 1.5% dextrose vs  N/S

>> HIPEC PK/PD in ovarian cancer  



HIPEC in Platinum-Resistant recurrent ovarian 
cancer



HIPEC After Interval Cytoreductive Surgery in Patients with Advanced-Stage 

Ovarian Cancer Undergoing Neoadjuvant Chemotherapy: A Multicenter 

Prospective Comparative Effectiveness Cohort Study (KGOG3042) 

Lee et al. JAMA Surgery, 2023 accept

Primary endpoint
• Progression-free survival

Secondary endpoints
• Overall survival 
• Safety  



Flowchart of enrollment 

No. Enrollment center

1
Yonsei University College of 

Medicine

2 Ajou University School of Medicine

3 CHA Bundang Medical Center

4
Seoul National University Bundang

Hospital

5
Kyungpook National University 

Chilgok Hospital

6
Ewha Womans University College of 

Medicine

7 Korea University Medical Center



HIPEC After Interval Cytoreductive Surgery in Patients with 
Advanced-Stage Ovarian Cancer Undergoing Neoadjuvant
Chemotherapy: A Multicenter Prospective Comparative 
Effectiveness Cohort Study (KGOG3042) 

Lee et al. JAMA Surgery, 2023 accept



Comparison of recurrence patterns

Peritoneal 

(64.1%) 

Extra-

peritoneal 

(7.8%) 

Lymph 

node 

(25.0%) 

Visceral 

(25.0%) 

Peritoneal 

(32.8%) 

Extra-

peritoneal 

(15.6%) 

Lymph 

node 

(46.6%) 

Visceral 

(20.3%) 

ICS ICS with HIPEC 



ICS (n = 87) ICS + HIPEC (n = 109) P

Patients with recurrence, n (%) 64 (73.6%) 64 (58.7%) <0.001

Recurrence site, n (%) 

Peritoneal 41 (64.1%) 21 (32.8%) 0.001

Extra-peritoneal 5 (7.8%) 10 (15.6%)

Visceral metastasis 6 (9.4%) 13 (20.3%)

Lymph node 16 (25.0%) 30 (46.6%)

Comparison of recurrence patterns



Survival benefits of HIPEC with ICS in patients who underwent neoadjuvant

chemotherapy 
Lee et al. JAMA Surgery, 2023 accept



Thank You! 
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