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= On the Speakers Bureau for Bristol Myers Squibb, Eisai, Lilly, and MSD; Consultant for Amgen,
and AstraZeneca.

This presentation and/or comments will be free of any bias toward or promotion of the above referenced companies or their
products and/or other business interests.

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

This presentation has been peer-reviewed and no conflicts were noted.

The off-label/investigational use of Paclitaxel, 5FU, Doxorubicin, Oxaliplatin, and Cisplatin will be discussed.
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Regional therapies for Gastric Cancer

||» #5

Regmncl therapies reqasons



Peritoneal metastasis
IS @ poor prognostic
factor to systemic
therapy




Unmet need for GCPM

= Systemic therapies benefit patients with GCPM, but the magnitude of benefit is lower

Peritoneal metastasis is a poor prognostic factor to systemic therapies in

1L SPIRITS, 2L REGARDS, RAINBOW, 3L TAGS and ATTRACTION-2
RAINBOW - 2L GC

Ramucirumab+  Placebo+

HR (95% Cl)
paclitaxel paclitaxel
Peritoneal metastasis Haza rd ratio
Yes 163 152 —e— 0-807 (0-627-1.038) crosses 1!
No 167 183 —e— 0-758 (0-589-0-976) .
| |
05 1 2
< P

Favours ramucirumab  Favours placebo

) Koizumi W Lancet Oncol 2008, Fuchs CS Lancet 2014, Wilkie H. Lancet Oncol 2014; Shitara K. Lancet Oncol 2018; Kang YK. Lancet 2017 T
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Unmet need for GCPM

= Systemic therapies benefit patients with GCPM, but the magnitude of benefit is lower
= Peritoneal metastasis is a poor prognostic factor to systemic therapies in

1L SPIRITS, 2L REGARDS, RAINBOW, 3L TAGS and ATTRACTION-2

TAGS - 3L GC
Peritoneal metastases Hazard ratio
Yes 65/87 46/53 —a 077 (0-51t0 1-15) :
No 179/250 94/117 —a— 0-66 (051 to 0-86) crosses 1!
| T
01 0.5 1.0 1!5 2!0 3-I0
Favours Favours
trifluridine/tipiracil placebo

Koizumi W Lancet Oncol 2008, Fuchs CS Lancet 2014, Wilkie H. Lancet Oncol 2014, Shitara K. Lancet Oncol 2018; Kang YK. Lancet 2017 ...
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Unmet need for GCPM

= Systemic therapies benefit patients with GCPM, but the magnitude of benefit is lower
= Peritoneal metastasis is a poor prognostic factor to systemic therapies in

1L SPIRITS, 2L REGARDS, RAINBOW, 3L TAGS and ATTRACTION-2

ATTRACTION-2 - 2L+ GC

Peritoneal metastasis

No 178/267 105/121 - 0-64 (0-50-0-82) Hazard ratio
| Yes - 48/63 36/42 —— 0-74 (0-48-1-15) crosses 1!
o 1 2 3
<4+—
Favours nivolumab Favours placebo

HR (95% Cl)

Koizumi W Lancet Oncol 2008, Fuchs CS Lancet 2014, Wilkie H. Lancet Oncol 2014, Shitara K. Lancet Oncol 2018; Kang YK. Lancet 2017 ...
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Regional therapies can
potentially overcome
deficiencies of
systemic therapies




N
Challenges of systemic therapy

= Plasma-peritoneal barrier

= Poor blood supply

= |[mmune-evasive milieu

Gwee YX. J Clin Oncol. 2022
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Catheter-based IPC A

Regional therapies for GCPM

HIPEC — v——

mmmmmmmmmmm = Plasma-peritone

0 = Poor blood supp

rier

Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura

Overcoming challenges of systemic therapy

Direct drug delivery

Superior drug exposure
at target tissue

Augment efficacy by
modulating
temperature or pressure

Gwee YX. J Clin Oncol. 2022
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Regional therapies for GCPM

Drugs MW pAUC/sAUC Overcoming challenges of systemic therapy
e oo P . . Direct drug delivery
Mitomycin C 334 32,5 " PIasma—perltone rer
Cisplatin 300 7.8 .
Gemitabine 299 500 Superior drug exposure
Miroxantron 517 115-255 - .
Oxaliplatin 387 16 Poor blood supp at target tissue
Etoposide 568 63
Irrinotecan 677 NA ]
Paclitaxel 853 10,000 = Immune-evasiv Augment efficacy by
Docetaxel 861 552 .
5-FU 130 250 modulating
carboplatin 371 10
: temperature or pressure
Gwee YX. J Clin Oncol. 2022
ﬁg%ﬂ Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura %‘e& 1



Regional therapies
reduce peritoneal
relapse In locally
advanced GC




Prophylactic HIPEC - Belarus study

Assessed for ligiblity 478 pacients e 3-year PFS survival in T4 GC was higher in the HIPEC
T group cisplatin 50 mg/m2 + doxorubicin 50 mg/m?2

| Not meeting inclusion criteria:

D dteeeten pertemet g compared with the control group (47% vs 27%, p =
INTRAOPERATIVE RANDOMIZATION O . O O 2 4) .

after intraoperative morphological confirmation of serosal invasion
by frozen section (pT4a-bNxM0), n=154

e Fewer peritoneal recurrences.

\d

H[_II;EC group Control group ...
B e No G4/5 toxicities
Excluded from long-term results Excluded from long-term results M -
analysis n=8 analysis n=23 ° ®
e RI resection n=2 e R resection n=2 =] = e - — W
* unconfirmed gastric cancer n=1 e unconfirmed gastric cancer
e Borrmann type I-II n=5 n=1 2 p
e  Borrmann type [-1l n=14 g £
e refused to participate in the e i
study n=3 - = "
v e carly withdrawal, no data o ;
available n=3 20 32
HIPEC group 3 ° R 2
Included in long-term results l L S R ] é
analysis, n=68 b ]
Control group
Included in long-term results ° s
ana])ISls, " 55 ° 0 20 % a0 % ; 10 20 3e 40 se
Months Months

Yu Reutovich. Eur J Surg Onc. 2019
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Prophylactic HIPEC - China study

Assessed for 100+
eligibility (n=94) . == HIPEL
Excluded 14 cases E 80+ =+~ Control
Positive cytology at exploration E
Included in the 3 60+
study (n=80) o
1 s 40-
: o HIPEC 93% vs Control 65%
HIPEC group Control group n.: 20
(n=40) (n=40) P=0.0054 (Log-rank)
| |
Follow-up 0 T T T 1
HIPEC group Control group 0 10 20 30 40
(n=40) (n=40) DF S(months)

e 3-year PFS survival T3/4 GC was higher in the HIPEC group cisplatin 50 mg/m2 compared with the
control group (93% vs 65%, p = 0.0024). Adjuvant XELOX after surgery.

e Fewer peritoneal recurrences (3% vs 23%, P < 0.05).
e No significant difference in post op morbidity. Beeharry MK. BMC Cancer 2019

pod Cityof | | | |
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Meta-analysis supports adjuvant HIPEC

Gastrectomy+HIPEC  Gastrectomy Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-, R 95% CI M-H, 5% CI
RCTs
Cul 2014 10 96 16 96 235% 0.6310.30,1.31) —t
Fujimura 1994 1 n 10 18 115% 0.08 [0.01,058)
Huang 2015 3 27 2 21 160% 4,00 (0.96, 16 66} Gastrectomy+HIPEC  Gastrectomy Risk Ratio Risk Ratio
Subtotal (95% C1) 139 135 51.0% 0.66 [0.11,3.81) Study or Subgrou; Events Total Events Total ht_M-H, Random, 95% C! M-H, Random, 95% C!
Total events 19 3 RCTs
Heterogeneily Tau*s 1,81, Chi*= 10.54, &= 2 (P = 0.005), "= 81% Cui 2014 2 96 49 9% 232% 0.6510.46,092) -
Test for overall effect Z= 0.47 (P = 0.64) 'wwm';o|:94 ; ;2 l; |28 I;:S 0;“3;;.2;3 ——
Huang 201 1 1 1 120% 1 " ' Gastrectomy+HIPEC  Gastrectomy Risk Ratio Risk Ratio
NRCTs Subtotal (95% CO) 139 135 489% 0.73[0.39, 1.36) - Events Total _Events t_M.H, Random, 95% C1 M.H, Random, 95% C!
Fujimoto 1989 2 10 12 22 173% 0.37 1010, 1.34) Total events 51 n RCTs
Yarema 2014 0 19 a 19 72% 005000084 ¢——  Heterogeneity Tau"= 0.22, Ch¥*= 7.84,df= 2 (P = 0.02), "= 74% Hamazoe 1994 18 2 2 W0 94% 082(052,1.29)
Yonemura 1995 14 79 17 81 245% 0.84 [0.45, 1.59) Test for overall effect Z=0.99 (P =0.32) Ikeguchi 1995 39 8 52 96 183% 092(069,1.23)
Subtotal (95% C1) 108 122 49.0% 0.42[0.12,1.45) Kalbara 1889 12 42 16 40 58% 0.710.39,1.32
Total events 1% 38 NRCTs Yonemura 2001 19 @ 277 47 105% 0.6 [0.45, 1.06)
Heterogenelty Tau"= 0.71, Ch*= 517, df= 2 (P = 0.08), "= 61% Asdyama 1998 18 20 2 35 200% 0.92(0.60, 1.41) = Subtotal (95% C1) 210 223 440% 0.82 [0.67, 1.00)
Testfor overall effect Z=1.38 (P=017) Koga1988 10 50 % 78 132% 05110.27,0.97) T Total events 88 16
Yarema 2014 10 19 15 19 1790% 067 (041,108 — Heterogeneity Tau®= 0.00, Chi*= 1.49, df= 3 (P = 0.68), = 0%
Total (95% Cn) 247 257 100.0% 0.55[0.23, 1.30) Yonemura 1995 36 79 48 81 00% 077 [0.57,1.04] Test for overall effect Z= 1.91 (P = 0.06)
Yotol svonts 35 P Subtotal (95% CI) 107 132 514% 0.72[0.51,1.01) <
Heterogeneity Tau®= 0.69; Ch#*= 15,63, df= 5 (P = 0.008), I"= 68% o e 36 NRCTs
Testfor overall effect Z=1.37 (P=0.17) gq  Teterogeneity. Teu'= 0.02; Chi*= 264, df= 2 (P= 0.27),F = 24% Kang 2013 15 29 7 83 150% 062(0.44,087) v
Test for subaroup differences: Ch= 0.17, df= 1 (P = 0.68), F= 0% Testfor overall effect Z=1.93 (P=0.09) Koga1988 1" 59 N 7 73% 060 (0.35,1.02)
Kunisaki 2002 23 4 3 79 127% 1.15(0.79,1.68)
Total (95% C1) 246 267 100.0% 0.71 (0.53, 0.96) 9@ onemura 1995 45 79 50 81 21.0% 0920.71,1.19)
Bette r 1 r OS Thist ovonin o7 133 Subtotal (95% C1) 212 321 S60%  0.81(0.60,1.09)
y Heterogeneity Tau= 0.07, Che*= 10.45, df= § (P = 0.06), "= 52% ) o Total events 98 190
Test for overall eflect Z= 2.21 (P = 0.03) Favours [experimental  Heterogeneity Tau™= 0.05; Ch#*= 8,00, df= 3 (P = 0.05), P = 2%
Test for subaroup differences: Ch*= 000, df=1 (P=097).F=0% Test for overall effect Z=1.39 (P=0.16)
B ette r 3y r O S Total (95% C) 22 544 100.0% 0.82 [0.70, 0.96) *
Total events 186 306
Heterogenelty Tau®= 0.01; Ch*= 950, df= 7 (P = 0.22), = 26% Y o i % 00

11 RCTs and 21 NRCTs (2520 patientsg)«« o s crmumamiesos e

Test for overall efflect Z=2.52 (P = 0.01) Favours [experimental] Favours [control]

Better 5yr OS ¢

= Significant reduction in rates of PM recurrence (risk ratio = 0.63) compared with gastrectomy alone.

Cityof
Hope.
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Meta-analysis supports adjuvant HIPEC

The Thirty-Year Experience - A Meta-analysis of Randomized and
High Quality Non-Randomized Studies of Hyperthermic
Intraperitoneal Chemotherapy (HIPEC) in the Treatment of
Gastric Cancer

Jacopo Desiderio, MD'-2{Joseph Chao, MD3 JLaleh Melstrom, MD', Susanne Warner, MD',
Federico Tozzi, MD', Yuman Fong, MD', Amilcare Paviei,MD?, and Yanghee Woo, MD'

“Our study demonstrates a'survival advantage of the;use of HIPEC as a
prophylactic strategy and suggests that patients whose disease burden is
limited to positive cytology and limited nodal involvement may benefit
the most from HIPEC “

Desidero J. Eur J Cancer Cancer 2017

o Cityof | | | |
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|s there arole for HIPEC in adjuvant setting?

*

*

L *

_ ’

Reutovich 2019 Beeharry 2019
Is adjuvant HIPEC safe?
Does it reduce PM? YES
Does it improve DFS?
Level of evidence? RCT
ﬁgéoef Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura



Regional therapies
(CRS + HIPEC)
reduce peritoneal
relapse in GCPM




CRS + HIPEC has superior PFS

sarvival (50 R e e
e HIPEC mitomycin C 30 mg and cisplatin 120 mg
1.0 P = 0.046 (log rank test, two sides test)
0.9 e median PCl| 15.
0.8
0.7 e CRS + HIPEC is better than CRS alone 11.0 months vs
0.6 6.5 months (P = 0.046)
- e SAE occurred in 4 from CRS group (11.7%) and 5
E: from CRS + HIPEC group (14.7%) (P = 0.839).
0.2
0.1 L
0 6 12 18 24 30 36 42 48 54 60
Survival (Months) Yang XJ. Ann Surg Oncol. 2011
ﬁgéoef Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura geo%g



CYTO-CHIP: Well designed, retrospective large cohort study

1.00 —— HIPEC - - - HIPEC (weighted)
=—— No HIPEC = == No HIPEC (weighted) . .
’ e In low PCl score GC, CRS-HIPEC has superior median OS
e compared to CRSa groups, 18.8 versus 12.1 months upon
_ IPTW analysis
=
g e 3-and 5-year OS rates were 26.21% and 19.87% versus
o V.90 4 .
& <20% 3- OS in CM-649
3
0251 TNy TTREy e Better outcomes than those previously reported with the
gold-standard treatment of systemic chemotherapy
Unweighted P =.002
IPTW-adjusted log-rank P = .005
0 12 24 36 48 60 e The major 90-day morbidity rates, surgical complications
Time (months) . ..
No. at rsk: and post op mortality were similar between CRS-HIPEC
HIPEC 180 118 66 41 27 20 .
CRsa 97 47 23 10 5 5 and CRSa patlents.
Bonnot P-E. J Clin Oncol. 2019
e Cityof . . . . 8‘\‘
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CYTO-CHIP: Well designed, retrospective large cohort study

1.00Q0

ce) -

0S (probability)
Overall s8rvival

Nn. af rick

o
...4
— U1 oo

=
t=1
n

[$)]
=3
;

0.25

4 \\ ed)
; ighted)
“‘\ o
A 7%
3
L v‘l‘h =
-_‘}“h

d 5""“'-‘%.,-._ :

Unweighted P = .002 1 —_
0 IPTW-adjusted log-rank P ='.005

I I I ) 1 T 1 1

Q@ 3 6 921518 2124 27 30 3338 39 4 4548 O 60

No. at risk:

HIPEC
CRSa

Times(months)
180 118 66 41 27 20
97 a7 23 10 b b

In low PCl score GC, CRS-HIPEC has superior median OS
compared to CRSa groups, 18.8 versus 12.1 months upon
IPTW analysis

3- and 5-year OS rates were 26.21% and 19.87% versus
<20% 3- OS in CM-649

Better outcomes than those previously reported with the
gold-standard treatment of systemic chemotherapy

The major 90-day morbidity rates, surgical complications
and post op mortality were similar between CRS-HIPEC

and CRSa patients.
Bonnot P-E. J Clin Oncol. 2019
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Pattern of recurrence after HIPEC

b Impact of CRS-HIPEC on recurrence pattern

1.0 - — CRS-HIPEC isolated intraperitoneal
-—— CRS alone isolated intraperitoneal . .
—— CRS-HIPEC peritoneal and extraperitoneal e HIPEC (P < 0001) were associated with fewer
08 -—— CRS alone peritoneal and extraperitoneal .
g - —— CRS-HIPEC isolated extraperitoneal perltoneal recurrences.
5 -—— CRS alone isolated intraperitoneal
3 o6 el g e The impact of HIPEC was consistent irrespective
£ of histology, with the benefit of HIPEC being
o * . .
> e more pronounced in the non-PCC population.
E
©
el
o | oF F_ jeececreeseme e
o
| |
50 60
Time after surgerv (months)
Bonnot P-E. Brit J Surgery. 2021
yog Cityof AN
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GASTRIPEC | - a missed opportunity

strtcation: AL

7| conter N e Early study termination due to low accrual.
e -8 :
1 (o)
o ~~ [3xEox | —| §|—>[HiPEC| — [3xE0X e High rate of drop outs 52% due to tumor
< = progression (20%), and non-resectable (23%); only
— AT 36 received HIPEC.
FAS . .
e HIPEC with CDDP and MMC for 60 minutes
1007y Fleming-Harrington Test p = 0.1647 significantly increase PFS (7.1 vs 3.5 months), and
~ — HIPEC mOS 14.9 mths . . .
< 80 .'1 distant metastasis free survival (10.2 vs 9.2
= 2o 1 — Non-HIPEC mOS 14.9 mths
S months).
= 50 1 . . . .
> ] |Does not influence OS  Possible signal of a long term survival seen with
] Zg HIPEC (similar observation in CYTO-CHIP and Yang
o]
10 N study.
0 T L] L] L] L] L] L] L] L — L] 1
0 6 12 18 24 30 36 42 48 54 60 66 72 Rau B. ESMO 2021; Rau B. ESSO 2021
Time since randomisation (months)
CltyOf Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura g%
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Is there a role for adjuvant HIPEC in therapeutic setting?

*
*
L *
*

CYTO-CHIP 2019 Yang 2011

YES YES

Is CRS + HIPEC safe?

Does it reduce PM? YES

. YES YES
Does it improve OS?

) nonRCT RCT
Level of evidence?

ﬁgéoef Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura



Regional therapies
alter long-term survival
of GCPM




PHOENIX TRIAL - NIPS

100 smy_ 3-year overall survival rate, %
Intraperitoneal paclitaxel 90 - — P 21.9(95% Cl, 14.9 t0 29.9)
20 mg/m? + S-1/paclitaxel* SP 6.0 (95% Cl, 1.6 to 14.9)

Key patient inclusion criteria

Pathologically confirmed GC T
_ . (n=122) e
Peritoneal metastasis (with Stratificati = 70 Median survival time, months
no other distant metastasis) - ) éaer:trleca on 2 s ‘ — IP 17.7 (95% Cl, 14.7t0 21.5)
. = SP 15.2 (95% Cl, 12.8 to 21.8)
No or <2 months prior CT 2:1 « Prior CT (yes/no) E 50 - °
. . i i — w Stratified log-rank P = .080
No prior gastrectomy Extent of peritoneal disease (P1/P2-3) = 40 Hazard ratio, 0.72 (95% Cl, 0.49 to 1.04)
No frequent ascites S-1/cisplatint m § 30 -
o

(n=183) (n=61) 20 - 2
-
12 24 36 48 60
Improved long-term outcome | :
Time (months)

Additional post hoc sensitivity analysis adjusted for baseline ascites using the FAS, overall survival was longer in the IP
arm than in the SP arm (adjusted HR, 0.59; 95% CI, 0.39 to 0.87; P = .008).

How would an inactive treatment produce one of the best OS comparable to ATTRACT-4?

Ishigami H. J Clin Oncol 2018

) EK Cityof _ _ AN
Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura 28

Hope. 9 P <@



e PIPAC cisplatin and doxorubicin is safe.

LY e Co-administered with systemic therapy (n=42),
o with median delay in restarting chemotherapy
1 14 days, range 4-28 days.

e OS 19.1 months; nearly 50% had 2L

chemotherapy.

e Six (14.3%) patients became eligible for CRS and
HIPEC with PCl dropped from initial 13 to 3.

e On-going confirmatory PIPAC EstoK 01 study.

Alyami M. Eur J Surg Oncol 2019
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Is there arole for NIPES/PIPAC/HIPEC in palliative setting?

PHOENIX GC 2018
Ishigami 2017* Alyami 2019

YES

Is safe with systemic therapy?

Does it improve OS?

Level of evidence?

ﬁgéoef Advancing Innovative Therapies for Cancers That Invade the Peritoneum and the Pleura



Prolonged survival in PM achieving RO following CRS or
conversion surgery

® Promising data from retrospective studies in GCPM with complete resection

® 5-year OSwas 24.8% in CC-0 in CYTO-CHIP study
* MOS 44.8 mo in GCPM patients with RO resection in CONVO-GC-1 study

(F) overall survival of patients of category 3

14—ttt
Mg ™™ Dem-u — — RO
N GCPM 3
08+ l 1! \'x
3 \\.
- e
3_% % "l 1 l“H
= 064 kY 1 L oy
#2 \ L ‘»4“.‘
5 L ettt e ’k\ .
?_: 0.4 "’\‘ 2 1; e - B Y
8 i W
0.2 ‘;"» i
0+ — . — =
0 6 12 18 24 30 36 42 48 54 60
e ah i Time since diagnosis (months)
RO 177 176 167 149 129 108 87 65 51 45 32
R1 50 48 43 34 28 22 14 9 4 3 3
R2 N 70 57 41 24 16 n 5 4 2 1
o (it Yoshida K Ann Gastroenterol Surg 2021, Bonnot P-E. J Clin Oncol 2019
0 _ : : .
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Altering long-term survival with conversion surgery

e NIPS - conversion rate 36-64%, mOS 24.2-30.5 months.

e PIPAC, lap HIPEC had demonstrated to reduce PCI score even in patients refractory to systemic
chemotherapy.

e Surgery aiming at RO operation after induction chemotherapy + regional therapy is a promising strategy for

for GCPM.
Chia D Ann Oncol Surg 2022, Ishigami H J Clin Oncol 2018, Alyami M. Eur J Surg Oncol 2019, Badgwell
g Cityof 2021 AN
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NIPES/PIPAC/HIPEC In conversion surgery

NIPS PIPAC HIPEC
Chia 2022 Yonemura 2019**
Ishigami 2017 Alyami 2019 Badgwell 2021
s safe with systemic therapy? YES VES YES
PCI PCI
Can it improve conversion rate? Wl RR 36-64% regression regression**

Outcome superior to systemic therapy?
Level of evidence? Phase 2 but promising

ped Cityof | | | |
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International guidelines

National . . . o
comprehensive NCCN Guidelines Version 2.2022 NCCN Guidelines Index

Table of Contents

Al Nancer | Gastric Cancer L sontents

PRINCIPLES OF SURGERY

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment and follow-up

Annals of Oncology (2022)
Authors: F. Lordick, F. Carneiro, S. Cascinu, T. Fleitas, K. Haustermans, G. Piessen, A. Vogel & E. C. Smyth, on behalf of
the ESMO Guidelines Committee

« Alower PCI score has been associated with better prognosis, and patients with limited peritoneal metastases might be appropriate
candidates for cytoreductive surgery and hyperthermic intraperitoneal ChT (HIPEC); however, evidence is still limited and risks must

be balanced carefully against uncertain benefits.
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Thank you!




