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Disclosures

* | do not have any relevant financial relationships.

This presentation and/or comments will provide a balanced, non-promotional, and evidence-based approach to all diagnostic,
therapeutic and/or research related content.

The off-label/investigational use of Cisplatin, and Doxorubicin will be discussed.
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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that
relate to patient care must include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of

January 1, 2022, all continuing education courses for a physician and surgeon must contain curriculum that includes specified
instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may
impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a
direct patient care component.

This presentation is dedicated solely to research or other issues that do not contain a direct patient care component.
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241

Gastric peritoneal carcinomatosis

Major problem of the disease evolution

More than 50% of potentially curable gastric cancer died of

peritoneal recurrence

60% of all causes of gastric cancer deaths Is from peritoneal
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No improvement in median survival for patients
with metastatic gastric cancer despite increased
use of chemotherapy

N. Bernards-2*, G. J. Creemers?2, G. A. P. Nieuwenhuijzens3, K. Bosscha?, J. F. M. Pruijt® &

V. E. P. P. Lemmens!':©

'Eindhoven Cancer Registry, Comprehensive Cancer Centre South, Eindhoven; Departments of Zinternal Medicine; °Surgery, Catharina Hospital, Eindhoven;

ANNALS
ONCOLOGY

Departments of *Surgery; °Internal Medicine, Jeroen Bosch Hospital, 's-Hertogenbosch, ®Department of Public Health, Erasmus MC University Medical Centre,

Rotterdam, The Netherlands

Figure 1. Prescription of chemotherapy for patients with metastatic gastric
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Figure 2. The overall survival of patients with metastatic gastric cancer in

weeks.
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FLOT in advanced gastric
cancer

B | Overall survival

1.0+

O
(0]
I

o
o)
|

©
i
|

Proportion Surviving

Median survival of 11 months

O
N
I

0 3 6 9 12 15 18 21 24 27 30 33 2017 JAMA Oncology

Time, mo

o Cityof . _ .
ﬁOBF/DG Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura




PIPAC in combination with IV chemotherapy

Systemic chemotherapy < > PIPAC

PCl and PCl and PCl and

PRGS scores PRGS scores PRGS scores

taken taken taken
Chemo- Chemo- PIPAC Chemo- Chemo- PIPAC Chemo- Chemo- PIPAC
therapy therapy therapy therapy therapy therapy

/\ PIPAC every 6 weeks (£2 weeks) /\

CT scan
Tumour marker

CT scan
Tumour marker

Tumour board

Tumour board

Alyami , hubner et al Lancet Oncol 2019

H 2 Cityof AN
Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura 7
. Hope. dvancing P <



Pressurized intraperitoneal aerosol chemotherapy with low-dose cisplatin and
doxorubicin (PIPAC C/D) in patients with gastric cancer and peritoneal metastasis: a
phase Il study

2Spatients | Cisplatin-doxorubicin

AGE 55.1
PCI 15
Complications NCI CTCAE V4.
(11, 1V) 3 (12%)
Mortality 0
Median survival 6.7 month
Struller et al Ther Adv Med oncol 2019
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Pressurized Intraperitoneal Aerosol Chemotherapy (PIPAC) with Low-Dose Cisplatin
and Doxorubicin in Gastric Peritoneal Metastasis

AGE 56

PCI 16

Complications NCI CTCAE V4.

(111, IV) 7 (29.1%)
Mortality 2 (8.3%), 1 (4.15%) related
Median survival 15.4 month

Nadiradze et al, J Gastrointest Surg (2016)

m EK Cityof
. HOBF/)e Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura



Bidirectional chemotherapy in gastric cancer with peritoneal metastasis combining intravenous XELOX with
intraperitoneal chemotherapy with low dose cisplatin and Doxorubicin administered as a pressurized aerosol: an
open label, Phase-2 study (PIPAC-GA2)

3lpatients | Cisplatin-doxorubicin

AGE 52

PCI 16
Complications NCI CTCAE V4.

(111, IV) 1(3.2%)
Mortality 0

Median survival 13 month
Complete pathological response 27%
Partial pathological response 33%

Khomyakov et al, Pleura and Peritoneum 2016
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Palliative Systemic Chemotherapy with or without Pressurized IntraPeritoneal Aerosol
Chemotherapy with Cisplatin and Doxorubicin (PIPAC C/D) for Gastric Cancer with Peritoneal
Metastasis: A Propensity Score Analysis.

8 100 % HR for death (adjusted) 0.396
IS log rank test (Mantel-Cox,
= not adjusted): p <0.0001
3
wy
95 Patients 69 SC + PIPAC 26 SC alone =
1}
AGE 52.8 60.6 H— | 14 months
-
Median survival 14 month 7 month 1
7 months SC + PIPAC Cf‘D
——__sc|
0%
0 6 12 18 24 30 months
SC+PIPACC/D 69 62 28 6 1 patients
SC 26 21 9 F i 1 at risk
Khomiakov et al ASCO GI 2020
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Pressurized intraperitoneal aerosol chemotherapy (PIPAC) for nonresectable peritoneal
metastasis from gastric cancer.
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Alyami et al , EJSO, 2019
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Clinical outcome for patients managed with Low-Dose Cisplatin and Doxorubicin
delivered as Pressurized Intraperitoneal Aerosol Chemotherapy for unresectable
Gastric Peritoneal Metastasis

AGE 57

Complications NCI CTCAE V4.

(111, 1V) 7 (4.9)
Mortality 2(1.4)
Overall survival 11 months
>3 pipac 16 months

Sindayigaya R et al, Ann Surg oncol (2021)
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Effect of Pressurized intraperitoneal aerosol chemotherapy on the survival rate of
patients with peritoneal carcinomatosis of gastric origin.

Not Eligible (n= 52)
-E

- Hepatic (n=16)
- Hepatic and ganglionic (n=2)

- Bones (n=2)

- Lymph nodes (n=2)

- Hopatic and bone (n=1)

- Hopatic and pulmonary (n=1)

= Pulmonary (n=1)
= Celiac lymph nodes, hilar hepatic (n=1)
= Multiple lymph nodes, hepatic, osteomedullary
infiltration (n=1)
- Adrenal ganglon and possibly hepatic (n=1)
- Too weak to be treated (n=9)

- dates of and /or death — (n=9)
- Gastrointestinal Stromal Tumor (GIST) — (n=86)

P not (n= 0)
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( Analysis )
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(a) At6 months follow-up (b) Over the entire follow-up
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PIPAC Cohort study

Flow chart

Patients treated
with PIPAC
(= S539)

PiIPAC 1

(= S=29)

il

Flope.

- —pi Waiting for 1}
L PIPAC 2 (n= 1) 3

PiPAC =2

Excluded
(= 197)

(= =2O22)

PiIPAC =

Excluded
(= 129)

(= Z6=3)

PIPAC 4-6

Excluded
(= 14a42=2)

(= A1=21)

PiIPAC 7%+

Excluded
(Nn= 99)

(= 22)
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Alyami et al ASCO Gl 2022
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Ahmedabad

-_ Colorectal Vesothelioma Total (PIPAC)

- 23 (62)
Barcelona 3 4 11 - 4 27 (60)
Dijon 15 10 5 2 5 37 (95)
Ghent 3 36 26 - - 70 (215)
Grenoble 0 14 11 2 2 32 (96)
Lausanne 42 47 13 6 6 114 (280)
Leipzig 4 23 36 6 16 85 (175)
Lyon 41 52 105 26 12 236 (810)
Manipal ) 10 2 2 - 36 (62)
Montpellier 21 18 22 6 13 80 (240)
Moscow 10 - 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 3 23 33 2 20 86 (150)
TOTAL v 335 =T . 105 1356 (3441)



Characteristic Overall, M = 589" 1-3 PIPAC, N = 468" =3 PIPAC, M = 121" p-value®
Age (median) 56 (47, 64) 56 (46, 64) 57 (49, 6§3) 0.4
Age (stratified) 0.13
=50 200 (3434) 165 (35%%) 35 (29%)
S50-70 339 (58%:) 260 (56%) 79 [(65%)
=70 50 (8.5%) 43 (9.2%) 7 [6.8%)
Gender 0.2
Male 272 (46%%) 223 {48%%) 49 (40%:)
Female 317 (5434%) 245 (5294 72 (60%%)
EMI (median) 220 1194, 24.5) 22.0 {(19.2_24.7) 220 (201, 24.2) 0.7
BEMI (stratified) 0.6
{0,17] 23 (6.5%%) 19 (6.7%) 4 (5.4%)
{17.22] 161 (45%:) 125 {445%%) 36 (49%:)
(22 30] 159 {(45%:) 129 (46%%:) 30 (4134)
{20,100] 13 {3.73%%) 9 (3.29%) 4 (5.4%)
ASA score =<0.001
1 42 (13%) 32 (12%a) 10 {14%:)
2 192 (583%4) 137 ({54%) 55 (75%)
3 Q5 (29%) a7 (34%:) 8 (11%)
ECOG 0.019
O 248 (51%4) 204 (52%) 44 (47%)
1 190 {39%4) 143 (3634) A7 (50%%)
2 44 {9.0%) 41 (1034) 3 (3.2%)
3 G (1.29:) 6 (1.5%:) O (0%:)

Alyami et al ASCO Gl 2022
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Characteristic

differenciation
well-mod. diff.
poorly diff.
SRC

PC chronology
synchrone
metachrone

History of CRS-HIPEC

History of gastrectomy

PIPAC modality
concomittant CT
exclusive PIPAC

Mb of PIPAC

CTCAE 3+
complications

30d POM
"Madian (IQR): n (%)

Owverall, N = 5839’

66 (1326)
133 (2526)

327 (622%26)

406 (72%)
165 (28%)
16 [2.7%)
165 (28%)

253 (B6%)
40 (14%)
2.00 (1.00, 3.00)

29 (5.1%)
11 (1.9%)

1-3 PIPAC, N = 468" =3 PIPAC, N = 121" p-value

326 (72%)
124 [28%)
16 [3.2%)
128 (279%)

187 (85%)
32 (15%)
2.00 (1.00, 3.00)

20 (4.4%)
11 (2.4%)

ZWilcoxon rank sum test; Pearson's Chi-squared test; Fisher's axact test

=0.9
80 [72%)
31 (283%)
1 (0.8%) 0.2
37 (31%) 0.5
0.4
66 (B9%)
8 (11%)
5.00 {4.00, 6.00) =0.001
9 (7.6%) 0.2
0 (0%) 0.13

2
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Characteristic before PIPAC, N = 392" after >= 3 PIPAC, N = 392" p-value”

PCI 13 (7, 21) 13 (7, 22) 0.8
cytology 85 (22%) 60 (16%) 0.027
ascites 71 (18%) 80 (21%) 0.4
pain 132 (34%) 157 (40%) 0.057
dysphagia 52 (13%) 36 (9.2%) 0.074
occlusion 35 (8.9%) 83 (21%%) <0.001
nausea 40 (10%) 80 (21%) <0.001
EORTC 54 (35, 73) 53 (6, 67) 0.4
RECIST

complete 0O (NA%%) 9 (3.7%)

partial/stable 0O (NA%%) 138 (57%)

progression 0 (NA%) 97 (40%)
PRGS

PRGS1-2 0 (NA%) 206 (71%)

PRGS3-4 0 (NA%%) 85 (29%)

"Median {IQR); n (%)
? Wilcoxon rank sum test; Pearson's Chi-squared test

Alyami et al ASCO Gl 2022
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Strata == All

1.00 Overall Survival
%“'?5' 15.4 months
I (IC 95% :13.9- 16.5)
= 0.504
=
8B 0.25-

0.00 1 _ _

0 1 2 3
Time (years)

o Number at risk
E Alld 514 275 62 17
vl 0 1 2 3

Flope.

Time (years)
Alyami et al ASCO GI 2022
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Strata —+— 1-3 PIPAC —— =3 PIPAC

1.00 -
Overall Survival
__.i" 0.75 4
= 20.1 months
E 0.50 - (IC 95% :17.9- 22.8)
o
L
o= 0.25 4
0.00 - ' T
0 1 2 3
Time (years)
Number at risk
*:3.; 1-3 PIPAG:I 402 169 26 10
% =3 PIPAC 1'_I1 T3 1_4 2
0 1 2 3
Time (years)
Alyami et al ASCO GI 2022
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Unresectable Peritoneal Metastasis treated by Pressurized Intraperitoneal
Aerosol Chemotherapy (PIPAC) leading to Cytoreductive Surgery And
Hyperthermic Intraperitoneal Chemotherapy.

Origin of PM

MN=146
.f I
Gastric Colorectal Owarian Mesothelioma Other Indication
MN=60 N=31 MN=26& M-15 MN=14
13 1 a4 7 Appendix & N
PMP I‘-Ex:"::.;"t:, WWW.ejso.com
n=6
Patients Scheduled For CRS & HIPEC
L._ MN=26 (17.72%) 1 Small Bowel
n=2
21 L
Biliary Tract
Complete CRS and HIPEC s
Considered Unresectable
CCo-CC1 N=5
N=21 (14.4%) J J

Alyami et al, EJSO, 2019
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Unresectable Peritoneal Metastasis treated by Pressurized Intraperitoneal
Aerosol Chemotherapy (PIPAC) leading to Cytoreductive Surgery And
Hyperthermic Intraperitoneal Chemotherapy.

Patient Primary Malignancy CC score HIPEC drug used Follow up Status (Dead, Alive with recurrence, Site of recurrence (comment)
Alive free of disease)
(Month)
1 Gastric I Mitomycin C 5 Dead Peritoneal
2 Gastric 0 Mitomycin C 18 Alive with recurrence Peritoneal / Bone
3 Gastric 0 Cisplatine 6 Dead Peritoneal
4 Gastric o] Oxaliplatin 21 Alive free of disease N/A SURGICAL ONCOLOGY
“THE JOURNAL OF CANCER SURGERY
5 Gastric 0] Mitomycin C 14 Alive with recurrence Breast
6 Gastric 0 Cisplatine 9 Alive free of disease N/A
7 Gastric o] Cisplatine 7 Alive free of disease N/A
8 Gastric o] Cisplatine 9 Alive free of disease N/A
astric itomycin ea owel ischemia
9 G i (o] Mi in C 1 Dead B 1iscl i
10 Gastric (] Cisplatint+Doxo 7 Alive free of disease N/A esso @
. N . . N N TS WWW.€jS0.com
11 Malignant mesothelioma 1 Cisplatint+Doxo 26 Alive free of disease N/A
12 Malignant mesothelioma 1 Cisplatint+Doxo 25 Alive free of discase N/A
13 Malignant mesothelioma 1 Cisplatin+Doxo 5 Dead Pleura
14 Malignant mesothelioma 1 Cisplatin-+Doxo Dead Peritoneal
15 Malignant mesothelioma 1 Cisplatin+Doxo 4 Alive free of disecase N/A
16 Malignant mesothelioma 0 Cisplatin+Doxo 6 Alive free of discase N/A
17 Ovarian (] Cisplatine 22 Alive free of discase N/A
18 Ovarian 0 Cisplatint+Doxo 7 Alive free of disease N/A
19 Ovarian 1 Cisplatint+Doxo 6 Alive free of disease N/A
20 Ovarian 1 Cisplatine Alive free of disecase N/A
21 Small bowel 0 Mitomycin C 18 Alive free of disease N/A
.
Alyami et al , EJSO, 2019
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Comprehensive Treatment Algorithms of the Swiss Peritoneal Cancer
Group for Peritoneal Cancer of Gastrointestinal Origin

Gastric cancer = cT3N+

v
Initial assessment
Laparoscopy +/—
l PIPAC
PCl = O / negative Resecable disease / Unresecable
cytology PCl <7 disease / PCl =7

Neoadjuvant
IvCT

Disease assesment
2 Laparoscopy

2 PIPAC
]
v
Progressive
Response disease
Cytoreductive Palliative CT
surgery + +/— PIPAC
HIPEC

Figure 3. Treatment algorithm for gastric cancer.

Adamina m et Cancer 2022
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Gastric carcinomatosis

¢ S

Chemotherapy IV Chemotherapy IV

+ PIPAC l

PFS at 2 years
Rate of secondary CRS and HIPEC

94 Patients

6 centres

RANDOMIZATION RANDOMIZATION
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N
Pressurized intraperitoneal aerosol

chemotherapy (PIPAC) in multimodal therapy for
patients with oligometastatic peritoneal gastric

cancer: a randomized multicenter phase Ill trial

PIPAC VEROne

= srrwvOoeatias

Casella et Pleura & peritoneum 2022
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Conclusions

KPIPAC appears promising technic for peritoneal metastasis from \
gastric cancer and should be combined to IV chemotherapy

» Interesting tolerance, response rates and survival
» PIPAC do better when the full protocol proposed

» Neoadjuvant PIPAC may appropriately select patients for curative
Kapproach or surgery and should be evaluated into phase Il studies/
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15t middle east PSOGI meeting 4-6/2/2023
Jeddah/ Saudi Arabia
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