
Colon Cancer with Peritoneal Disease – Who 

Benefits from HIPEC?

Joseph Skitzki MD, FACS

South Florida GI Cancer Symposium

April 12th, 2025



Colon Cancer with peritoneal metastases

• Peritoneum is the 2nd most common site of spread 

• 4-7% CRC patients with synchronous peritoneal disease, 25% of all 

metastatic CRC patients

• Peritoneal metastatic CRC with shorter OS than lung, liver, other 

sites

World J Gastroenterol 2014 Sep 21;20(35):12493-12500

Lancet Oncology 2016 Dec:17(12):1709-1719



Lancet Oncology 2016 Dec:17(12):1709-1719

Systemic Chemotherapy Only

• Median OS 16.3 months 

• 5-year survivors = 0



Defining HIPEC

• Cytoreduction/HIPEC (Heated IntraPEritoneal Chemotherapy)

• Cytoreduction – removing all visible tumor deposits 

PCI – Peritoneal Cancer Index  Completeness of Cytoreduction

BMC Geriatrics 2010 May: 10(Suppl 1):A11



• HIPEC – usually Mitomycin C 30 mg at 42C for 90 minutes

Defining HIPEC

Proven topical agent – ophthalmology, bladder, 

peritoneum

• Hyperthermia – In vitro - 42C for >60 minutes kills tumor cells 

Advanced Drug Delivery Reviews 2020 Vol 163-164, 98-124



Cytoreduction/HIPEC

• “Kitchen Sink” approach

• Limited Phase III data – tons of Phase II and clinical series 

• Debate has been contentious at times…. NCCN guidelines, lay 

press

“This is cancer therapy at its most 

aggressive, a treatment patients liken 

to being filleted, disemboweled and 
then bathed in hot poison.”



Phase III Trial for CRC (The  “Dutch” Study)

• 105 patients with CRC carcinomatosis randomized:

  Surgery/HIPEC with 6 mos IV 5-FU (54)

  6 mos IV 5-FU +/- palliative surgery (51)

• 55% synchronous peritoneal disease/45% were peritoneal 

recurrence

• 71% colon 12% rectum (17% appendix)

• 8% mortality  19% hematologic toxicity  15% fistulae

• Median survival  - HIPEC 22.4 mos; IV – 12.6 mos

• 20% predicted 5 yr OS for HIPEC J Clin Oncol 2003 21:3737-3743



Phase III Data

Completeness of cytoreduction determined overall survival….



The  “Dutch” Study Update

• Median follow-up 8 years (72-115 months)

• PFS 7.7 versus 12.6 months with HIPEC

• DSS 12.6 versus 22.2 months with HIPEC

• 45% 5 year OS for R1 resection



Phase III Trial PRODIGE 7 – The “French” Study

• Cytoreduction + HIPEC (133)  Cytoreduction alone (132)



PRODIGE 7 – The “French” Study

Oxaliplatin rather than mitomycin C…



PRODIGE 7 – The “French” Study

Low morbidity/mortality – contemporary rates



PRODIGE 7 – The “French” Study

No benefit seen for adding HIPEC to cytoreduction….



PRODIGE 7 – The “French” Study

Questionable benefit for moderate PCI???



PRODIGE 7 – Conclusions

• Oxaliplatin-HIPEC had no impact on OS or PFS

• Cytoreduction alone showed good results (too good??)

• Low PCI patients

• Multiple Centers/Surgeons

• 30 min Oxaliplatin

• 5-FU infusion in OR

• No hyperthermia

• Cytoreduction alone 

results superior to any 

prior reports



Colon Cancer with Peritoneal 

Disease – Who Benefits from HIPEC?

3 criteria for eligibility

• performance status

• disease isolated to peritoneum

• disease that is amenable to a complete cytoreduction

Must be in the context of low morbidity/mortality



~ 38% CRC HIPEC patients 

alive at 5 years

~ half with no evidence of 

disease

??~15-19% patients benefit??



Thank You!!!!
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