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Cytoreductive surgery plus hyperthermic 

intraperitoneal 

chemotherapy versus cytoreductive surgery 

alone for 

colorectal peritoneal metastases (PRODIGE 

7): a multicentre, 

randomised, open-label, phase 3 trial

HIPEC CRS only P value

Median Survival 41.7 41.2 0.995

1-year Survival 86.9% 88.3%

5-year Survival 39.4 36.7

Excellent results of CRS + Systemic Chemotherapy
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Should HIPEC 

still be the 

standard of 

care after 

neoadjuvant 

systemic 

therapy and 

optimal CRS ?
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Normal CEA 

Levels After 

Neoadjuvant 

Chemotherapy 

and Cytoreduct

ion 

with Hyperther

mic 

Intraperitonea

l 

Chemoperfusion 

Predict 

Improved 

Survival 

from Colorecta

l 

Peritoneal 

Metastases

• Ann Surg Oncol (2024) 31:2391–2400 

• https://doi.org/10.1245/s10434-024-
14901-0



Patient 

Selection

• PCI < 17 – 20

• Ideally <10

• Response to NACT ?

• Normalization of CEA 
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T4



However the 

development 

of 

Metastases 

is NOT a “ 

random 

process” 

occurring 

in any T4 

tumor



•Tumor cells 
require unique 

skills to 

survive, to 

adhere, to 

infiltrate and to 

proliferate in 

the hostile 

hypoxic 

peritoneal cavity



•Can the tumors 
that cause 

peritoneal 

metastases be 

identified ?













Peritoneal metastases from CRC belong 

to Consensus Molecular Subtype 4 are 

most similar to original Tumor



Peritoneal 

metastases 

from CRC 

belong to 

Consensus 

Molecular 

Subtype 4 

have a worse 

prognosis



Peritoneal metastases from CRC belong 

to Consensus Molecular Subtype 4 are 

resistant to Oxaliplatin



New 

Knowled

ge

85-95% of PM occur 

in patients with 

CMS4 tumors

CMS 1-2-3 tumors are 

less likely to 

develop PM

CMS-4 tumors are 

resistant to 

systemic oxaliplatin



Outline

Current Evidence 

for CRS HIPEC in 

CRC

New knowledge in 

the science of 

CRC PM

Prevention of PM 

in CRC
Future outlook



Adjuvant 

Hyperthermic 

Intraperitoneal 

Chemotherapy in 

patients with 

locally advanced 

colon cancer 

(Colopec), a 

multicenter open 

label randomized 

trial
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Efficacy and 

safety of 

intraoperative 

hyperthermic 

intraperitonea

l chemotherapy 

for locally 

advanced colon 

cancer.

A phase 3 

randomized 

clinical trial

• JAMA Surg. 2023;158(7):683-691. 

doi:10.1001/jamasurg.2023.0662
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Does this 

trial 

justify 

adjuvant 

HIPEC after 

resection of 

high risk 

CRC as 

standard of 

care ?
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Adjuvant 

HIPEC

Agents that 

specifically Target 

CMS-4
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DW MRI



FAPI PET CT

• Fibroblast activation protein (FAP) is a 
membrane-bound type 2 serine protease, which is 
overexpressed in activated fibroblasts. 

• Through the specific binding to the enzymatic 
domain of FAP, FAPI-PET is able to visualize 
the tumor stroma formation as small as 2–3 mm

• High image contrast, resulting from the low 
background signal in the normal organs, due to 
the low expression or FAP in the normal, 
quiescent fibroblasts

• Targeting the activated cancer associated 
fibroblasts (CAFs).

• Cancer stroma (tumor microenvironement)

• Provides a new method for imaging and treating 
tumors
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s
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CAR-T 

Therapy
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Radium Labelled 
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Adjuvant 224-
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Adjuvant 

224-Radium 

Labelled 

Microparti

cles



Conclusi

ons

CRS and HIPEC is a valuable and 

proven treatment modality for 

CRPM

Prevention

Treatment

Rapid progress in Technology is 

poised to help propel the 

treatment of this difficult 

condition forward



Thank you 


