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Landscapes of peritoneal cancer treatment
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Roadmap

Peritoneal surface maligancies: Definition and Epidemiology
Systemic treatment
Locoregional treatment CRS=EHIPEC=XEPIC

NIPS

PIPAC

Comprehensive treatment strategies
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Tumours causing PSM

Secondary extraperitoneal origin Secondary intraperitoneal origin

Lung cancer Cholangiocarcinoma

Breast cancer — Gastric cancer

Kidney cancer — Pancreatic cancer

Malignant melanoma Colorectal cancer

Small bowel cancer

Peritoneal — Ovarian cancer

cavity

Endometrial cancer

Primary peritoneal origin

Peritoneal mesothelioma —— Appendiceal cancer

Primary peritoneal cancer Sarcoma
nv www.chirurgieviscerale.ch Cortés Guiral & Hiibner Nature Rev Dis Prim 2021
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Incidence by entity

Tumor Incidence of peritoneal
carcinosis

Colorectal Cancer 15-20% if isolated
20-30% with other
localizations e.g liver

Stomach Cancer 10-20% when first
diagnosed,
30-40% for T3N + primary
tumor,
40-50% with recurrence

Ovarian Cancer 60-80% at first diagnosis,
55-75% with recurrence

Pancreatic cancer, 5-10%

cholangiocellular carcinoma

Cancer of unknown primary | <5%

(CUP syndrome), breast

cancer, renal cell carcinoma,

retroperitoneal sarcoma

uv www.chirurgieviscerale.ch Piso Dtsch Arztebl Int 2011
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Incidence increasing?
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Fig. 1 Trends of inddence rates of primary peritoneal (C48.1 + C48.2 + C488) and appendiceal (C18.1) malignancies between 1979 and 2016
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Standard treatment

Percentage

100

—— Chemotherapy

80 — No chemotherapy

Median OS 5mo

40— Log-rank p < 0.001

20—+

0 10 20 30
Months after diagnosis
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Survival of metastatic colorectal cancer

25 - 30 months since 2015
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5-FU

Irinotecan
Capecitabine
Oxaliplatin
Bevacizumab
Cetuximab
Panitumumab
Aflibercept —»
ﬂv L Regorafenib/trifluridine-tipiracil
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Immunotherapy: hope for subgroups!

Primary Molecular alterations Alterations
tumour that favour a
response to ICls

Peritoneal Ki67 expression >9% associated with inferior prognosis'; loss of BAP1 expression PD-L1?
mesothelioma associated with improved prognosis®™*; ALK fusions seem to reflect a distinct (11-72%)34%3%
molecular profile with different characteristics from those of BAP1 loss™;
EWSR1/FUS-CREB fusions associated with an epithelial phenotype albeit of

indeterminate prognostic relevance™’**

PMP Ki67 expression >15% associated with an inferior prognosis in patients with PD-L1°(2.2%)***
high-grade appendiceal PMP**

Colorectal KRAS and BRAF mutations®?, NTRK, ALK and ROS51 fusions associated with an MSI-H (5% of

cancer inferior prognosis®; implications of ERBB2 amplifications for prognosis remain stage [V)™*°

controversial®’

Gastric cancer  HERZ overexpression associated with inferior prognosis; MSI-H status associated PD-L1°
with improved prognosis®™ (14.5-57.1%)°

Ovarian cancer  Loss-of-function BRCA1/2 mutations and mutations leading to HRD associated PD-L1®
with increased sensitivity to both platinum-containing agents and PARP (7.7-68.6%) "%
inhibitors and improved prognosis™

HRD, homologous recombination deficiency; ICI, immune-checkpoint inhibitor; MSI-H, microsatellite instability high; PARF,
poly(ADP-ribose) polymerase; PMF, pseudomyxoma peritonei.*Proportion of tumours with PD-L1 expression on 21% of tumour cells.

uv www.chirurgieviscerale.ch Kepenekian Nature Rev Clin Oncol 2022
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16:30-18:15 Presidential Symposium I
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Major pathologic response in[95% \of patients; 67% pCR

Pathologic response (RVT) Adjuvant chemotherapy (CTx
14 patients with ypN+ disease
Yes (= 50%) 106 (99%) 3 patients received adjuvant CTx"
Major (s10%) 102 (95%) = 5 patients >70 years
+ 6 patients refused
Complete (0%) 72 (67%) T nonresponder, T partial responder and 1 MPR
Partial  (10% - 50%) 4 (4%) Disease recurrence Myriam Chalabi
No (250%) 1(1%) With a median follow-up of 13.1 months (1.4 - Neoadjuvant immune checkpoint
RVT = rosidual vistle tumor 57.4), there have beer‘% disease recurrences inhibition in locally advanced MMR-
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Pathologic tumor regression (%) %
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Green bars = NICHE-1 cohort
Bilue bars = NICHE-2 cohort
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ypN- = tumor-free lymph nodes: ypN+ = lymph nodes with tumor, including rmicrometastases, ypN(i+ ) = lymph nodes with solated tumor calls
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Limitations of systemic chemotherapy

Lymphatic
system

¢ Anarchic microcirculation

¢ High interstitial pressure

* Low intra-nodule drug
concentration

Peritoneal
cavity

Plasma—
peritoneal
barrier

nv www.chirurgieviscerale.ch

Vascular
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Peritoneal mets: dismal prognosis

colorectal

uv www.chirurgieviscerale.ch

Overall survival (%)

Median overall
survival months
(95% Cl)

---- Patients with liver metastasis 19-1 (18-3-19-8)

---- Patients with lung metastasis  24-6 (22:7-26-4)

— Patients with peritoneal 16-3 (13:5-18-8)
metastasis

Number at risk

(number censored)
Patients with liver metastasis 3179 (2)
Patients with lung metastasis 623 (0)
Patients with peritoneal 193 (0)

metastasis

12

|
24 36 48 60

Time from randomisation (months)

2187 (127)
483 (30)
110 (8)

901 (355) 328 (221) 93 (144) 26 (43)
238 (81) 73(76) 15(33) 5(9)
38(14) 1307) 4(3) 0(2)

Centre Hospitalier Universitaire Vaudois
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Little improvements of the « gold standard »

40 -
Slope=-0.31 mo/y
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February 8, 2003 March 3, 2015
Trial Publication Date
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Excellent outcomes after CRShirec
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MOS =51 months

0 12 24 36 48 60 72 84 96 108 120
Time from CRS/HIPEC [months]
Number at risk
505 415 272 170 100 60 43 26 16 9 3
0 12 24 36 48 60 72 84 96 108 120

Centre Hospitalier Universitaire Vaudois

Breuer J Nat Cancer Inst 2021
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Key of success: complete cytoreduction

Complete Incomplete HR
CRS :
Ovarian 62mo 28 (46 none) 110% CRS =1 5.5% OS
CRC >40mo PCl+1=|5% OS
DMPM 94mo 67mo 24 L
PMP 103 53 . I
Gastric 18.8mo 1.45 :

I | 1 I
5 10 15 20

Peritoneal Cancer Index

Kepenekian Nature Rev Clin Oncol 2022, Bonnot JCO 2019 and BJS 2021,
uv www.chirurgieviscerale.ch Faron Ann Surg Oncol 2016
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Patient selection for CRS

Patient’s condition Centre

* Age * Surgeon’s skills
* Performance status * Multidisciplinary peritoneal
¢ Vital function status surface malignancy team

* Motivation, psychology ¢ Intensive care unit availability
* Comprehensive geriatric * Interventional radiology
assessment * Prehabilitation and enhanced

recovery

Resectability of
peritoneal surface
malignancies

Tumour Peritoneal disease

* Histological features * Disease extent (PCI)

* Response to neoadjuvant * Possibility of complete
systemic or intraperitoneal cytoreductive surgery
chemotherapy * Extraperitoneal disease

* Molecular factors

uv www.chirurgieviscerale.ch Kepenekian Nature Rev Clin Oncol 2022
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Rationale for IP chemotherapy
; o M|

Intraperitoneal chemotherapy
HIPEC, EPIC, NIPEC or PIPAC

* Increased intraperitoneal |
drug concentrationand |
fluid pressure

* Higher intra-nodule
drug concentration

nv www.chirurgieviscerale.ch Kepenekian Nature Rev Clin Oncol 2022
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Prodige 7: HIPEC as treatment

for CR patients with peritoneal metastases

1.00
|
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0 6 12 18 24 30 36 4
Time (months)

I
2 48 54 60 66

Number at risk

Non HIPEC 132 124 113 109 94 83 72 56 45 36 27 22
HIPEC 133 123 111 106 98 87 74 58 49 37 30 22

Non HIPEC

HIPEC

uv www.chirurgieviscerale.ch Quenet Lancet Oncol 2021
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20016
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20052
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2013%
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1110 mg/m?
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Early Post-OP I[P Chemotherapy

Purse-string
suture

Tenckhoff
catheter

Closed-suction
drain

Author (Ref) Year n Method Agent for IPC
Glehen ef al. (23) 2004 506 EPIC+HIPEC 5-FU
Kecmanovic et al. (51) 2005 18 HIPEC+EPIC 5-FU

Da Silva et al. (52) 2006 70 HIPEC+EPIC 5-FU+tMMC
Fuzun et al. (53) 2006 29 HIPEC+EPIC 5-FU
Bijelic er al. (54) 2007 49 HIPEC+EPIC 5-FU+tMMC
Elias er al. (55) 2007 23 EPIC 5-FU+MMC
Piso et al. (56) 2007 32 HIPEC+EPIC 5-FU

Yan et al. (57) 2008 50 HIPEC+EPIC 5-FU
Bretcha-Boix ef al. (58) 2010 20 HIPEC+EPIC 5-FU
Saxena et al. (59) 2010 63 EPIC+HIPEC 5-FU
Cashin et al. (60) 2012 57 SPIC 5-FU+leucovorin
Klaver et al. (61) 2012 24 EPIC+HIPEC 5-FU

Chua et al. (62) 2013 75 HIPEC+EPIC 5-FU
Huang et al. (63) 2014 62 HIPEC+EPIC Docetaxel+carboplatin

Combination:

more complications
no survival benefits

Murono Anticancer Research 2018

uv www.chirurgieviscerale.ch
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Neoadjuvant |IP and Systemic Chemotherapy

Port-a-cath (Port)

Port-a-cath
under skin

' Superior
vena cava

Heart

|

Catheter exit site
External catheter segment

Bag containing
dialysis solution

Disconnect
tubing

Drain line

Transfer set tubing

Internal segment

Modification: SPIC

Sequential Perioperative Intraperitoneal Chemotherapy

nv www.chirurgieviscerale.ch
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2011-2016 PHOENIX-GC Trial

: : S-1/PTX + IP PTX

Gastric cancer with
peritoneal metastasis

) J S-1/CDDP

Key Eligibility Criteria Stratification Primary Endpoint
* Peritoneal metastasis * Institution e Overall survival
* No or <2mo. prior chemo * Prior chemotherapy +/- Secondary Endpoints
* No prior gastrectomy * Peritoneal meta. * Response rate
* No other distant metastasis P1/P>3 e 3-yr OS rate
* No frequent ascites drainage » Safety

By courtesy of H. Ishigami

PHOENIX-GC trial

Japan intraperitoneal chemotherapy study group (JIPG)




Overall Survival

Moderate amount ascites B Additional 1-year follow-up analysis
1 - 100 Fam 3-year overall survival rate, %
90 4 — IP 21.9(95% ClI, 14.9 to 29.9)
SP 6.0 (95% Cl, 1.6 to 14.9)
— 80+
=
— 704
© {
.= 60 1
S
0.5 - S 50 -
wn
= 40 -
@
o 30
>
O 20 4
10 S
D T T T T T T T 1 v 1 v I v | v I ' 1
0 12 24 36 A8 0 12 24 36 48 60
Time (Months) Time (months)
HR 0.38 (95%Cl 0.16—0.90) No- at risk
P 114 82 44 25 4 0
SP 50 35 15 3 0 0
By courtesy of H. Ishigami Ishigami H et al. J Clin Oncol 2018

PHOENIX-GC trial Japan intraperitoneal chemotherapy study group (JIPG)




Outcomes of a Phase 11 Study of Intraperitoneal Paclitaxel plus
Systemic Capecitabine and Oxaliplatin (XELOX) for Gastric
Cancer with Peritoneal Metastases

‘ Enrollment of patients for phase 2 trial and selection of controls

r
Synchronous GCPM
n=36

Eligible for trial of
conversion surgery
n=18

Not eligible for trial of
CONVErsion surgery
n=18

Proceeded with Abandoned
conversion surgery CONVersion surgery
13 =5

uv www.chirurgieviscerale.ch

____________________________________________

> 402 cycles of IP PTX and XELOX

AE 2 3: neutropenia (18%) — 2 +
electrolyte derangements (14%)
diarrhea (7%)

Port-related complications in 23%
— 9%re-OP

Dncol 2022

Centre Hospitalier Universitaire Vaudois



Propensity score matching

Prince Charles Ozzy Osbourne

® Male 8 Male

8 Bornin 1948 ® Born in 1948

® Raised in the UK 8 Raised inthe UK
s Married twice 8 Married twice

® Livesin a castie ® Livesin acastle

® Wealthy & famous ® Wealthy & famous

uv www.chirurgieviscerale.ch
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Same in Singapore ...

(a) Progression-free survival (b) Overall survival Overall survival

Progression-free survival Lod Group
; ’ |— TP chemo trial
1.0 \ (Jmu,p Systemic chemo
= H_EL‘E“?” trial —— TP chemo trial-censored
Systemic chemo Systemic chemo-
—— IP chemo trial-censored cénsored
Systemic chemo- .
cénsored 0.8
0.8+
E
B 9.5vs. 4.4 mo 2 06 14.6 vs. 10.6
= (0.6 E
By Em
- mo
= o
g :
z £°4
=W U.‘4_ (=%
£
-»
0.1
0.1
0.0
0.0 T T T T T T T
T T T T T T 00 6.00 12.00 18.00 24.00 30.00 36.00
00 6.00 12.00 18.00 24.00 30.00

Time (months)
Time (months)

In IP group: conversion surgery in 36.1% (13/36)
— median OS of 24.2 (95% CI 13.1-35.3) months
— 1-year OS of 84.6%

uv www.chirurgieviscerale.ch Chia Ann Surg Oncol 2022
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PIPAC: rationale and set-up

ieropu =
yys cce?s rocar 29N
Injector
Head
J m Syringe with
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Waste System ) 2-Insufflator . ‘\ ytostatic solution
oo S K
/ -r
74 NErs ‘

Remote control .(I@ . J_...‘
1
(@-‘ Power supply

Solass Ann Surg Oncol 2014
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Pressurised intraperitoneal aerosol chemotherapy:

rationale, evidence, and potential indications

Mohammad Alyami*, Martin Hiibner*, Fabian Grass, Naoual Bakrin, Laurent Villeneuve, Nathalie Laplace, Guillaume Passot, Olivier Glehen,

Vahan Kepenekian

Mainprimary Number Numberof MNon-access =2 PIPAC Surgical Adverse events (CTCAE 4.0)
of PIPAC complications
patients [A: for=2 PIPAC?]
Grade 3 Grade 4 Grade 5
Prospective
PIPACOV-1[A: ref 577] Ovarian 64 130 11/64 (17%) 43/53 (81%) 4/53 (8%) 8/53 (15%) 0/53 0/53
PIPACGA-1(NCT01854255)  Gastric 25 43 NA 12/25 (48%) NA 4{25 (16%) 0/25 0/25
PIPACGA-2 [A: ref 397] Gastric 31 56 o] 15/31(48%) 1/31(3%) 4/31(13%) 0/31 0/31
PIPACOPC-1[A: ref 807] Various 35 129 o] 30/35 (86%) 2/35 (6%) 4435 (11%) 1/35 (3%) 0/35
Subtotal, weighted means - 155 358 8-5% 69-4% 5.9% 13-9% 0-7% ]
Retrospective
Tempfer and colleaguese: Ovarian 21 34 3/21 (14%) 8/18 (44%) 3/18 (17%) 3/18 (17%) 2/18 (11%) 0/18
Tempfer and colleagues= Ovarian 99 252 17/99 (17%) 50/82 (61%) 5/82 (6%)* 17/82 (21%) 3/82(37%) 0/82
Nadiradze and collaegues® Gastric 25 60 1/25 (4%)t:3/24 17/24 (71%) 3/60 procedures 6/24 (25%) 1/24(4%) 2/24 (8%: nr)
(13%)4 (5%)
Odendahl and colleagues™ Various 91 158 NAT:5/91 (6%)f 48/91 (53%) 3/91(3%) 8/91(9%) 1/91 (1%) 3/91(3%; 2r, 1nr)
Robella and colleagues= Various 14 40 0 14/14 (100%) 0O 014 0/14 0/14
Demtréder and colleagues Colorectal 17 48 0t; 6/17 (35%)# 14/17 (82%) 1] 417 (24%) 017 o7
Graversen and colleagues>® Pancreatic 5 16 Qo 5/5 (100%) ] /5 0/5 /5
Hibner and colleagues= Various 44 91 2{44 (4%) 30/42 (71%) 1/42 (2%) 0f/42 0/42 1/42 (3%: nr)
Alyami and colleagues** Various 73 164 NA 4573 (62%) NA 14473 (195) 0/73 5J73 (7%: 1r, 4nr)
Khosrawipour and colleagues®  Pancreatic 20 41 0t;3/20 (15%)F 10/20 (50%) 0 0/20 0/20 1/20 (5%; nr)
Falkenstein and colleagues= Biliary tract 13 17 2{13 (15%) 5/11(45%) 4] 0/11 0/11 011
Kuriz and colleagues= Various 71 142 8/71 (11%) 39/63 (62%) 71142 (5%) 1/63 (16%) 0/63 1/63 (16%:; nr)
Gockel and colleaguess” Gastric 28 46 3/28 (11%)1; 2/24  14/24 (58%) NA 0/24 0/24 0/24
(8w)F
Horvath and colleagues®® Pancreatic 12 23 ) 6/12 (50%) 0 0/12 0/12 0/12
Jansen-Winkeln and Various 62 m 5/59(8%)1,4/54  33/54 (61%) 7/54 (13%) NA NA NA
colleagues™ (7o)
Giger-Pabst and colleagues® Mescthelioma 29 74 7129 (24%) 20/22 (91%) 0 1/22 (5%) 2/22 (9%) 1/22 (5%:; 1)
Subtotal, weighted means - 624 1317 10-5%t 62-6% Not pooled (data ~ 10-4% 17% r: 0-8%; nr: 1-9%
heterogeneity)

uv www.chirurgieviscerale.ch

Centre Hospitalier Universitaire Vaudois

v/ Safe and feasible
v" Well-tolerated

v/ Encouraging clinical response

But: mixed cohorts AND

no RCTs/comparative studies yet

Alyami & Hubner Lancet Oncology 2019
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Combined Neozdjuvant Systemic and PIPAC Therapy [NA: Colorectal Peritonzal Mets

& for CRS and HIP

PIPAL for the Treatment of Peritan

reinomatosis in Patients With O

. Utering, Appendiczal, Coloractal, or Gastri

aliplatin PIPAC and Chemaoti

¢ in Colorectal Peritoneal Cancinomatosi

Study of Efficacy and Safety of Laparoscopic Intra-abdominal Chematheragy (PIPAC) Perform

ts With Peritonzal Carcinomatosis From Colorectal, ©

ncer and Primary Peritonsal Tumors

s

ritonesl Metastases of

platin in PIPAC for Monresectsbls

T Pressurlzed IntraPerltoneal Aerosol Chemotherapy (PIPAC) in Resscted High Risk Colon Cancer Patients

ritoneal Aerosolized Nanoliposemal Irinotecan (Nal-1Rl) in Peritoneal Carcinomatosis From Gastrointestinal Cancer

Intemztional Registry of Patisnts Trested With Pressurlzed IntraPerftoneal Aerosol Chemotherapy [PIPAC

Perizonesl Meoplazms
Appendiceal Neoplazms

Peritonez| Carcinomatosis

Metastatic Colorectal Cancer -

Peritones| Cercinomatosis

Col Sncie B
Clir
Clir
AL
Clir
AJC

(an

Per

Per

Per
Per
Per
Col
Ferl
Peritones| Metastases
Colorectal Cancer

(and 5 more_..)

iteneum Cancar -
Peritoneum Necplasm
Pleural Cancer

(and 12 more._.)

Procedurs: Pressurlzed Intraparitoneal Asrosol Chemotharapy [PIPALC)

Cembination Product: PIPAC

Saved ‘ Status Study Title Condltlens Locatlons
nknown PIPAL for the Trestment of Coloractal tonesl Metastazes Colorectal heoplzsms s Procedure: Pressurised Intreperitonsal Aerozol Chematherapy (PIPAC) Imperial College Healthcare NHS Trust
Peritones| Metastases Lendon, Unitzd Kingdem
Completsd PIPAC for Peritoneal M etzstazes of Colorectal Cancer Colorectal heoplzsms = Combinztion Product: repetitive ePIPAC-OX Catharina Hospitsl

Eindhoven, Netherlands

St. Antonius Hospital

Miguwegein, Netherlands

all you need is

patieNC

Research

1ozpital

Ghent, East-Flanders, Belgium

Roffo Cancer Institute

Busnoz Aires, Argenting

Peter MacCallum Cancer Centre
Melbourne, Australia

SALK - Bzlzlburger Landeskliniken
Szlzburg, Austriz

[and 15 more...)




Closing the gap ...

Multicenter retrospective cohort study:

Invitation of ALL active PIPAC centers :
>60 procedures

Non-selected consecutive patients

Oncological outcomes by disease entity

Centre Hospitalier Universitaire Vaudois

Paris 2019




Ahmedabad 23 (62)
Barcelona ) 4 11 - 4 27 (60)
Dijon 15 10 5 2 5 37 (95)
Ghent 8 36 26 - - 70 (215)
Grenoble 2 14 11 2 2 32 (96)
Lausanne 42 a7 13 6 6 114 (280)
Leipzig 4 23 36 6 16 85 (175)
Lyon 41 52 105 26 12 236 (810)
Manipal 22 10 2 2 - 36 (62)
Montpellier 21 18 22 6 13 80 (240)
Moscow 10 1 191 - - 202 (380)
Paris 2 12 29 5 - 134 (48)
Regenburg 6 9 19 - 2 36 (120)
Rome - 17 31 2 17 67 (110)
Salzburg 8 - 6 3 17 (102)
Strasbourg 11 7 17 5 1 41 (100)
Torino 24 45 39 7 4 119 (250)
Tiibingen 8 23 33 2 20 86 (150)

TOTAL 242 335 595 79 105 1356 (3441)
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Strata = 1-3 PIPAC —— =3 PIPAC
1.00 -
Overall Survival
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Benchmark gastric M+

> 18 studies, 751 patients

PDL1 CPS >5 Metastatic disease - Chemotherapy + Nivolumab (CHECKMATE 649,63) [N 144
HER2+ Metastatic disease - Chemotherapy + herceptin (TOGA,7)* — 16
Any site Metastatic disease - Chemotherapy with EOX (REAL2,45) NG 112
Epidemiological study - Peritoneal disease treated with SACT (Koemans et al,6) || N RnNbDbDNME 10

Epidemiological study - Peritoneal disease - Best Supportive Care (Koemans et al,6) | 2.8

Disease status and treatment option

0 5 10 15 20 25
Median OS (nponths)

*HER2, all comers
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Overall survival: mesothelioma
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0.75 0.75
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Number at risk Number at risk
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o
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100 —— Pemetrexed Alone
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1.00 ] Log-rank test : p = 0.261 1.00- g.l 804
=
0.75 : & 60
= .. 075 §
= =
g o.50 g 0.50 g 40
* 0.25 = t
- il 0.25 o
g— 20
0.00-, . . . . . : 0.00 &
o 6 12 18 24 30 36 o 6 12
Number at risk Months N 0 5 10 15 20 25
<3PPAC 38 30 24 12 s s s N PIPAG  se 17 10 Overall Survival (Months)
>=3 PIPAC 42 38 31 17 14 11 6 =3 PIPAC 42 41 26
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Parameter

Median Survival
e ] [0 ] Months (05% C1)
1-Year Survrval, 5

Median OS for resected patients: 49.6 months (Cl 95% [37.6; 61.6]. Censorship, %




IP modalities: features and (dis)advantages

Feature

Potency ofdrug
Intraperitoneal concentration
Duration of tumour exposure
Depth of drug infiltration
Frequency and duration

Drug distribution
Combination with heat
Minimally invasive surgery

Repeated pathological
evaluation of tumour response

Cost

Potential toxicity

+, low; ++, medium; +++, strong; #, not applicable.

HIPEC
++
+e

+
e+
++
e+
e

_+_

+++

+

uv www.chirurgieviscerale.ch

Centre Hospitalier Universitaire Vaudois

PIPAC NIPS
+ +++
++ ++
+ +++
+++ ++
++ +++
+++ ++
- #
+++ #
+++ #
++ +

+ ++

EPIC
+++
++
+++
++
o

++

+++

Cortés Guiral & Hubner Nature Rev Dis Prim 2021

© martin.hubner@chuv.ch



- -
A N~y
» ‘ 19 ¥ .
Q2 g .|'-4}'h4 ‘&




nv www.chirurgieviscerale.ch

© martin.hubner@chuv.ch

Centre Hospitalier Universitaire Vaudois



ok

in with the

Mart
%

o
R



Please stop the « either .. or » or
one treatment « against » the otherl!
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Treatment sequences for PSM: typical examples

A

Systemic chemotherapy CRS+HIPEC
0 1 year 2 years
Palliative chemotherapy: ovarian, colorectal, gastric ...
TARIAE 1 11 AR A1) .
NILLLLLLUR UL
15 line 2" line 3" line
||H| 1117 —) CIrur :
I I
1=t line 2" line 3™ line

Option for predominant peritoneal disease: ovarian, colorectal, gastric ...

PMP, resectable mesothelioma

-

I =
I L

uv www.chirurgieviscerale.ch

rative chemotherapy: ovarian, colorectal, gastric ...

PIPAC

O

Catheter-based IP chemotherapy

Non-resectable mesothelioma, isolated peritoneal disease (various origins)

4+ — 1

'.H"'H'l"_A L ,

Neoadjuvant bi-directional treatment: gastric, colorectal

-
o HHII

Mesothelioma, non-resectable recurrence
111 -
20 ling

NIPS for advanced PM gastric and pancreas

Cortés Guiral & Hubner Nature Rev Dis Prim 2021

Centre Hospitalier Universitaire Vaudois
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Swiss treatment algorithms: Gl

Gastric cancer 2 cT3N+
1
Colorectal cancer with i
caranomatosis \ 4
N ) | Initial assessment
Initial assessment LAER FYHERIPAC
Laparoscopy +/- PIPAC
Peitoneal - - =
mesatheliomna = - Resecable disease Unresecable
Unresectable FERO icxtolony pCieT : Uisease / PCI 27
Resectable disease Borderline disease 4
isease -
k4 Y '
i e Diffuse malignant wer Neoadjuvant
papillary IV CT 4 laparoscopy » 2 VT
== PIPAL A 4
h 3 . ‘ Disease assesment
2 lap Py
Initial assessment l ¢ 2 PIPAC
Laparoscopy - -~
x
disease
1 . Rocpance
g Y Peritoneal Respanse e
B Low risk and High risk or y pseudomyxoma diecaze

Palliative CT +/-
PIPAC

Cytoreductive
surgery + HIPEC

o

surgery +
HIPEC

- L

Dizeaye aasesarment

Cytoreductive
surgery + HIPEC

Laparoscopy +- PIPAC * *

resectable disease unresectable disease
i K Palliative CT
| Cytoreductive +/-PIPAC v
' surgery +/- HIPEC
‘

Benign Malignant

Resectable | | Un-resectable

Ealliaphg £T 4
PIPAC +/-

uv www.chirurgieviscerale.ch Adamina&Hubner Cancers 2022
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reccurence

Follow-up

iv chemo-
therapy
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Colorectal PM = ,distinct disease entity"?

Liver metastasis

Primary CRC Subtype switch
Heterogeneity |

Microenvironment #

CMS4
Heterogeneity =
Microenvironment =

Peritoneal metastasis

Polyclonal metastastic seeding
CRC-PM: Molecular subtype CMS4, 3 categories
Important for dissemination: Structural protein Moesin
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Conclusion |

Optimal landscape = multimodal oncological collaboration
— Optimal patient selection
— Optimal treatment sequence

— Optimal surgery and perioperative care

... allows to offer safe treatments with excellent oncological outcomes
and a (small) potential for cure to patients with peritoneal metastases.
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Conclusion Il

Standardization of treatments and prospective registries
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Risk for physican burn-out: 40%

60

50§

401

301

Predicted Probability of Burnout (%)

| | 1 | 1 1
1] part | 2 3 4+ 5 or more
of a book
Non-medical books read per month

Shanafelt Ann Surg 2009, Marchalik BJUI 2019
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