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Peritoneal carcinomatosis of colorectal origin

Cortes Guiral D., … , Sgarbura O, Turaga K et al. Nature Primers Rev, 2022

• Cytoreduction (CSR) +/-
HIPEC

• Perioperative
chemotherapy

Resectable

• Induction chemotherapy

• CSR+/-HIPEC

Borderline

• Chemotherapy

• PIPAC +/-sCT

Non resectable

Taibi A, Sgarbura O. ASO, 2022

➔ 3rd most common site of metastasis from colorectal cancer
➔ 5-year overall survival : 40%



Unicancer Prodige 7 trial design

Stratification :

• Centre
• Residual tumor status (R0/R1 vs R2 ≤ 1 mm) 
• Prior regimens of systemic chemotherapy
• Neoadjuvant Chemotherapy

Peritoneal 
carcinomatosis of 
colorectal origin
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Patients received systemic 
chemotherapy 

for 6 months, 

either pre-operative, post-
operative, or both

For both arms:

Surgery:
complete surgical 

resection
≤ 1 mm 1:1

No PCI stratification

Quénet F et al, Lancet Oncol, 2022
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Median Follow Up: 64 months [95% CI:58.9-69.8]

HIPEC Non-HIPEC
P-

value

Median Survival

(months)

[95% CI]

41.7

[36.2-52.8]

41.2

[35.1-49.7]

0.995

1-year Survival 86.9% 88.3%

5-year Survival 39.4% 36.7%

HR=1.00: 95%CI [0.73 – 1.37] p=0.995

Oxaliplatine Resistance?



5
Identification of  new therapeutic targets to overcome oxaliplatin resistance

Sensitive Cells Oxaliplatin resistant cells

HCT116 (IC50: 0.3µM) HCT116-R1 (IC50: 10µM)

RNAi-based loss of function genetic screening

(Synthetic Lethality screening)

Identify genes whose inhibition confers sensitivity

Coll. R. Beijersbergen, NKI, Netherland Gourdier et al, FEBS letter, 2002

Kinome Library: 

1798 validated hairpins targeting 518 genes

Infection HCT116-R1  

Oxaliplatin treatment (7 days)

Scrapping + DNA purification PCR Sequencing
(Illumina platform, miSeq Run)

HCT116-s

HCT116-R1
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HCT116-R1: 
oxaliplatin resistant

cells
VE-822: ATR 

inhibitor

Oxaliplatin (µM)

SYNERGY MATRIX

VE-822
(µM)

SRB cytotoxic test

VIABILITY MATRIX

VE-822
(µM)

ATR pharmacologic inhibition is synergistic with oxaliplatin



HCT116-R1: 
oxaliplatin resistant

cells
VE-822: ATR 

inhibitor

Oxaliplatin (µM)

SYNERGY MATRIX

VE-822
(µM)

SRB cytotoxic test

VIABILITY MATRIX

VE-822
(µM)

Anti-PD1 addition?

Combes et al, Cancer Research, 2019

Improve patients treatments with a new therapeutic combination :
- Ve-822 : ATR inhibitor to limit oxaliplatin resistance
- Oxaliplatin : Standard chemotherapy
- Anti-PD1 : Approved for metastatic colorectal cancer MSI-H

ATR pharmacologic inhibition is synergistic with oxaliplatin
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MC38 CT26

Isotype ct
VOX
VE822
OX
NT

PDL1 regulation

Combinaison VOX+anti-PD1 in vivo: syngenic model, subcutaneous
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Tumor free 
mice %

Protected
mice %

VOX 44 50

anti-PD1 66 50

VOX + anti-
PD1 66 100

Combinaison VOX+anti-PD1 in vivo: orthotopic syngenic model
PERITONEAL CARCINOMATOSIS
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Tumor free 
mice %

Protected
mice %
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Cells
origine of the 

cells
Graft Mice model

1 HCT116-R Human subcutaneous Humanized Nude

3 MC-38 Murin subcutaneous C57BL/6

4 MC-38 Murin intraperitoneal C57BL/6 0

10

20

30

40

50

60

70

Humanisées MC38 sous cut MC38 carcinose

tumor free mice % depending on mice
model

NT VOX anti-PD1 VOX + anti-PD1

CONCLUSION

• Oxaliplatine + ATRi +anti-PD1 is efficient in peritoneal carcinomatosis

(dMMR cells)

• Induce complete regression of the tumor + protection

• Favor tumor infiltration of neutrophils and B cells, and prevent

macrophages, MDSCs and monocytes 

• Current experiement on pMMR cells

NT

VOX + anti-PD1
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