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Supplementary Table 1: Treatment modalities for primary and metastatic PSMs

Pathologies Neoadjuvant treatments Surgery HIPEC Targeted therapies Intraperitoneal Systemic
treatments chemotherapy
Pseudomyxoma peritonei and PM from appendiceal cancers
e  curative No Upfront CC-0 recommended No Option of EPIC Adjuvant if poor
or CC-1 CRS prognostic factors
e  palliative - Upfront CC-2 recommended Antiangiogenic* PIPAC under Palliative according
or 3 CRS Bromelain and evaluation to right-sided
Acetylcysteine colorectal cancer*
(BroMac) in early
clinical development
Malignant peritoneal mesothelioma
e  curative Intraperitoneal Upfront CC-0 recommended No standard Option of EPIC Adjuvant if poor
chemotherapy, NIPS and CC-1CRS recommendation* prognostic factors to
PIPAC under evaluation be considered*
. palliative No No Immunotherapy, Option of long-term | Palliative Platinum-
PARP-inhibition intraperitoneal /Pemetrexed-based
and other targeted chemotherapy or regimens
agents under PIPAC
evaluation*
PM from Ovarian Cancer
. 1st line Systemic chemotherapy if Upfront or Option in Antiangiogenic or No Adjuvant Platinum-
CC-0 CRS not possible interval CC-0 interval surgery PARP-inhibition /Taxane-based
CRS
. Platin Systemic chemotherapy if Upfront or Under Antiangiogenic or PIPAC under Palliative Platinum-
sensitive CC-0 CRS not possible delayed CC-0 evaluation into PARP-inhibition evaluation based
recurrence CRS RCT
e  Platin Systemic chemotherapy if Option if CC-0 Option if CC-0 Antiangiogenic PIPAC under Palliative Topotecan
resistant CC-0 CRS not possible CRS CRS evaluation or Anthracyclines
recurrence
PM from colorectal cancer
e  curative Option of systemic CC-0CRS Option into No standard PIPAC under Adjuvant if poor
chemotherapy specialized recommendation® evaluation prognostic factors*
Intraperitoneal centers
chemotherapy, NIPS and
PIPAC under evaluation
. palliative - No No Antiangiogenic and PIPAC under Palliative
anti-EGFR evaluation Oxaliplatin/Fluorop
according to yrimidine based or
mutational status Irinotecan/Fluoropyr
and sidedness of imidine or
primary tumor Trifluridine-
Immunotherapy in Tipiracil (3-line)
MSI patients
PM from gastric cancer
e  curative Option of systemic CC-0CRSiin Option in No standard PIPAC under Adjuvant
chemotherapy patients with combination recommendation* evaluation
Intraperitoneal low PCI with CC-0 CRS
chemotherapy and NIPS,
PIPAC under evaluation
e palliative PIPAC under evaluation No Under Trastuzumab in Her PIPAC under Palliative
evaluation 2 positive patients evaluation Platinum/Fluoropyri
Immunotherapy in midine based 1°-
MSI and under line, Taxane (2"-
further evaluation in line) or Irinotecan or
MSS Trifluridine-
Tipiracil (3-line)
PM from others malignancies
e  curative To select adequate Only in case of Option in - Optional
candidate CC-0CRS combination
with CC-0 CRS
. palliative - No Option in - Optional Registered and
malignant established disease
ascites specific regimens

CRS: cytoreductive surgery; CC-0 CRS: complete CRS; CC-1 CRS: sub-complete CRS; CC-2 and 3: Incomplete CRS; PARP: Poly (ADP-ribose) polymerase;
PCI: Peritoneal Cancer Index; PM: peritoneal metastasis; HIPEC: hyperthermic intraperitoneal chemotherapy; EPIC: early postoperative intraperitoneal
chemotherapy; MSI: microsatellite instability; MSS: Microsatellite stable; PIPAC: Pressurized intraperitoneal aerosolized chemotherapy; NIPS: neoadjuvant
intraperitoneal and systemic chemotherapy.

*No definitive evidence from controlled trials available.




Supplementary Table 2: Principal results of largest trials evaluating curative

treatment of peritoneal surface malignancies

Authors Year | Type of trial Treatment N 5yr OS (%) Median OS Severe Mortality
modalities morbidity (%) (%)
Pseudomyxoma peritonei
Ansari et al.(1) 2016 | Retrospective CRS + HIPEC 738 87.4 Not reached 15.2 0.8
Monocentric
Kusamura et al.(2) 2021 | Retrospective 1924
Multicentric CRS alone 376 46.2 28.9 8.5
CRS + HIPEC 1548 57.8 Not reached 32.6 31

Peritoneal Mesothelioma

Alexander et al.(3) 2013 | Retrospective | CRS + perioperative 211 26 38.7 months 30 2.3
Multicentric intraperitoneal
chemotherapy
Yan et al.(4) 2010 | Retrospective CRS +/_HIPEC 401 47 53 months 31 2
Multicentric

Colorectal PM

Verwaal et al.(5) 2003 Prospective Systemic 51 - 12.6 months - -
Randomized chemotherapy 54 22.3 months - 8
CRS + HIPEC
Elias et al.(6) 2010 | Retrospective CRS + HIPEC 523 27 30.1 months 31 3
Multicentric
Esquivel et al.(7) 2014 | Retrospective Systemic 308 19 10 months - -
Multicentric chemotherapy 705 58 41 months - _
CRS + HIPEC
Quenet et al.(8) 2021 Prospective CRS alone 132 13.1 41.2 months 30 2.3
Randomized CRS + HIPEC 133 14.8 41.7 months 40 3
Gastric PM
Yang et al.(9) 2011 Prospective CRS alone 34 - 6.5 months 11.7 -
Randomized CRS + HIPEC 34 - 11 months 14.7 -
Cambay et al.(10) 2013 | Retrospective NIPS + CRS + 194 10.7 15.8 months 23.6 3.9
Monocentric HIPEC
Bonnot et al.(11) 2019 | Retrospective CRS alone 97 6.4 12.1 months 55.3 10.1
Multicentric CRS + HIPEC 180 19.9 18.8 months 53.7 74

Ovarian PM 1rst line

Eisenkop et al.(12) 2003 Prospective CRS alone 408 49 58 months - -
Amstrong et al.(13) 2006 Prospective CRSand LT IP 214 - 66 months - -
Randomized chemotherapy 215 - 50 months - -

CRS alone
Van Driel et al.(14) 2018 Prospective CRS alone 123 - 33.9 months 25 4
Randomized CRS + HIPEC 122 - 45.7 months 27 1

Ovarian PM recurrence

Harter et al.(15) 2006 | Retrospective Complete CRS 170 - 45 months - -
Incomplete CRS 47 20 months - -
Bakrin et al.(16) 2013 | Retrospective CRS and HIPEC 566 - 35.4 months 31.3 0.8
Multicentric
Spiliotis et al.(17) 2015 Prospective CRS alone 60 - 13.4 months - -
Randomized CRS + HIPEC 60 - 26.7 months - -

CRS: Cytoreductive surgery, HIPEC: Hyperhermic intraperitoneal chemotherapy, LT IP chemotherapy: Long term intraperitoneal chemotherapy
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