


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 addressed.
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Cultural Linguistic Competency (CLC) & Implicit Bias (1B)

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

Objectives

= To review role of Hyperthermic intraperitoneal chemotherapy (HIPEC) in ovarian cancer

= To review evidence to date of Pressurized Intraperitoneal Aerosolized Chemotherapy (PIPAC) in ovarian cancer
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| PIPAC = Pressurized
HIPeC — Hyperthermic IntraPeritoneal Aerosolized

Chemotherapy

IntraPeritoneal Chemotherapy

\ Video-monitoring
N

Laparoscopy
CO2-Insufflator

therapy
soration

High-pressure injector
(~1500 kPa)

Heater
42°C

Hyperthermic Intraperitoneal Chemotherapy (HIPEC)




Potential indications for HIPEC in Ovarian Cancer
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HIPEC at different time points of ovarian cancer

= First-line

O Upfront at primary
debulking

* OVHIPEC-2 clinical trial
in progress

* Korean trial negative
O Interval debulking

* recommended by NCCN
guidelines for Stage llI,
after neoadjuvant
chemo (NACT)

e OVHIPEC-1
O Consolidation

* may be considered after
NACT

= Second-line

0 Upfront HIPEC followed by
adjuvant chemotherapy

e not supported by MSK study
(carboplatin)

O Consolidation after NACT

e supported by CHIPOR trial
(presented at ASCO 2023)

CITY OF HOPE

= Palliative

O Not indicated




National
Comprehensive
W[oevl Cancer
Network®

PRIMARY TREATMENT

< Neoadjuvan
tharapyh'mlp
(category 1)

and

Genetic risk
evaluation and
germline and
somatic testing
(if not previously
done)®9:

Stable
disease

nterval debulking™ — |

urgery (IDS)
wi ion
hysterectomy/BSQ'14
and cytoreduction

IDS with completion
hysterectomy/BSQ'}-9
and cytoreduction

or

Continue current
therapy (for a total of
at least 6 cycles)™

or

See Therapy for
Persistent Disease or

Recurrence (OV-T)

B

NCCN Guidelines Version 1.2023
Epithelial Ovarian Cancer/Fallopian Tube Cancer/
Primary Peritoneal Cancer

P Tompletion surgery after 3—4 cycles is preferred-however, surgery
may be performed after 4-6 cycles based on the chnical judgment of
I

gic oncologis
yperthermic intraperitoneal chemotherapy (HIPEC) with cisplatr
(100 mg/m?) can be considered at the time of IDS for stage lll diseas

See

Maintenance

Adjuvant
therapy™

+

Therapy
(OV-5)

IDS with completion
hysterectomy/B50Q'"):9
and cytoreduction

or

See Therapy for
Persistent Disease or
Recurrence (OV-7)

First-line

Interval debulking
recommended by
NCCN guidelines for
Stage lll, after NACT
OVHIPEC-1

Consolidation
may be considered
after NACT




Randomized ovarian cancer HIPEC trial in ovarian cancer demonstrates survival benefit

OVHIPEC-01

ORIGINAL ARTICLE |

Hyperthermic Intraperitoneal Chemotherapy

A Recurrence-free Survival

W.J. van Driel, 5.N. Koole, K. Sikorska, |.H. Schagen van Leeuwen,

in Ovarian Cancer

1.0+
05 HIPEC  Control 051 44.9 mo. 33.3mo.
T 03 0.2
E o 14.3 mo. 10.7 mo. . HR 0.70 (p=0.013)
@ 074 - 07
$ o] HR 0.63 (p=0.0008) £ o] A 10-year follow up
§ B e 0.5+ . . . .
g £ Cytoreductive surgery with or without hyperthermic
04 E 04 ; ) R . )
5 £ intraperitoneal chemotherapy in patients with advanced
£ 03 0.3+ A ) .
3 0 ot ovarian cancer (OVHIPEC-1): final survival analysis of a
e 024 7 . \
* Surgery plus HIPEC N randomised, controlled, phase 3 trial
0.1+ 14
0o Stratified F:-Cl.[)ﬂ} by Iorg-rank test : : :SlurSEﬂ‘I-:- 0.0 Stratfied I':‘:{J_ﬂl by IDBI-EHE test , | .
0 1 2 3 4 5 0 1 2 3 B 5
Years since Randomization Years since Randomization
No. at Risk MNo. at Risk
Surgery 123 48 1% 7 5 2 Surgery 123 103 Fii] 44 Fr) 12
Surgery plus 122 67 31 15 7 5 Surgery plus 122 108 L 56 7 0
HIPEC HIPEC

Van Driel et al, N Engl J Med, 2018, 378 (3)



BRCA mutation and HIPEC

B Events/patients, n/N Median overall survival, months (95% Cl) Hazard ratio (99% Cl) Pinteraction
Surgery group  Surgery-plus-HIPEC ~ Surgery group Surgery-plus-HIPEC
group group
Age, years 0-47
265 42/45 33/43 33-91(26-87-46-26) 4074 (28-29-79-84) = 0-62 (0-34-1-14)
<65 66/78 67179 32:85(26-58-47-44) 4527 (34:33-69-03) — 0-77(0-49-1-21)
Histological type* 0-23
High-grade serous 94/107 91/112 33-91(28-48-44-29) 4419 (34-33-57-89) —i 075 (0:51-1-09)
Other 14/15 8/9 27-30 (4-86-NR) 69-03 (18-37-NR) 0-44 (0-13-1-47)
Previous suboptimal cytoreductive surgeryt 072
No 97/111 91/110 3233 (27.07-41-82) 4419 (35-78-57-89) —— 0-72 (0-49-1-05)
Yes 11/12 9/12 4412 (22.21-NR) 63-00 (30-72-NR) 0-59 (0-18-1-91)
Number of involved regionst 033
0-5 7183 61/83 37:03(30-78-51-15)  56-97 (40-31-80-33) —— 0-65 (0-41-1.02)
6-8 38/40 39/39 27-30(14-98-43:96)  30-98 (22:01-52-24) - 0-82 (0-45-1:48)
Laparoscopy before surgery 0-66
No 92/105 85/103 33-84 (27:33-42:61) 4534 (34-33-60.88) —_ 0-72 (0-49-1.07)
Yes 16/18 15/19 32.56 (18.86-NR) 40-31 (25-00-NR) 0.63 (0-24-1.60)
BRCA1/2 mutational statust 0-016
Germline or somatic mutation 12/18 15/16 51-91 (37-59-NR) 46-52 (30-72-NR) 173 (0-64-472)
Wildtype, HRD 34/35 23/30 28-48 (23-43-44-94)  55-64 (37-06-NR) I 0-43 (0-21-0-89)
Wildtype, HRP 49/53 43/48 2937 (16-79-43-96) 3870 (27-76-63-34) 072 (0-42-1-23)
Overall 100/122 108/123 33-35(29-01-39-13)  44-94(38-57-55-06) & 0-70 (95% C10-53-0-92)§
I 1
01 1 10
4+— —»

Forest plot of OS in OVHIPEC-1
Aronson, Lancet Oncology, 2023

Favours surgery plus HIPEC Favours surgery




Future trial: HIPEC + IDS with PARPI maintenance

N= 230

GOG-3068/HIPEC ©06 Accrual: 0
GOG Activated Sites: 0

A Phase |lll Randomized Trial of Hyperthermic Intraperitoneal Primary Endpoint = PFS
Chemotherapy (HIPEC) with Cisplatin versus no HIPEC at the Time Co-Pls: Zivanovic O; Crispens, M: Randall, L
of Optimal Interval Cytoreductive Surgery followed by Niraparib Site Selection Upcoming

Maintenance in Patients with Newly Diagnosed Stage Il and IV
Ovarian, Primary Peritoneal, and Fallopian Tube Cancer

ez

0 X ]
A Niraparib
Paclitaxel E _R maintenefnce (to
175 mgim2 |V t a HIPEC Paclitaxel progression or
over 3 hours . " Cisplatin 100 175 ma/m2 IV for 36 months, if
and carboplatin lrn d mgim? [P weﬂr 90 ™| over 3 hours no evidence of
AUCBIVon  —»| L—»0 Trinufes & 45 and carboplatin —, disease|300 mg |
day 1q21d | m AUC 6 IV on po daily on a 28-
x 3 cycles i / day 1 21d ﬁ]agy ;:g«;l:ﬂ(ﬁ}fﬂ
- i No HIPEC X3 cycles weight < 77 kg
R — and/or platelet
i count < 150,000

L U tJ
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Korean RCT — no difference for survival — heterogeneous study

JAMA Surgery | Original Investigation
Survival After Hyperthermic Intraperitoneal Chemotherapy

and Primary or Interval Cytoreductive Surgery in Ovarian Cancer Interval
A RandDmIZEd C'II’IICE' T”al l: Progressbon-iree survival in patients endergoing interal Lytﬂr&d“
surgery after necadjuvant chemotherapy
Myaong Cheal Lim, MD, PhD; Suk-Joon Chang, MD, FhD; Boram Park, PhD; Hean Jong Yoo, MD, PhD; Chong Woo Yoo, MD, PhD: 1004 Hazaed ratic, 0,60 (85%C1, 0. HIPEC Control
04 Feisbyles N=34 n=43
Cytoreductive surgery 2 o 17.4 mo. 15.4 mo.
Primary Interval =
i HR 0. =0.04
Variahle Cantrol (n = 43) HIPEC (n = S58) Control {n = 43}  HIPEC (n = 34) CED (=0
Age, median (IQR), y 53.0(47.0-61.0) 51.0(45.0-58.0) 54.0(48.0-61.0) 55.0 (47.0-64.0) “ L —
Serum albumin, median (IQR), g/dL 4.1 (3.9-4.4) 4.1(3.8-4.6) 4.4 (4.1-4.6) 4.4 (4.1-4.7) S N S S S S S S N A
Follaw-up,
FIGO stage” — "
Contred group 43 8 5 r 1 1] 4] 1] 1] 4] 1]
il 34 (69.4) 45 (77.6) 17 {29.5) 15 (44.1) WPECgop M4 30 9 7 6 2 2 1 1 1 4@
v 15 (30.6) 13 (22.4) 26 {60.5) 14 (55.9) “
e g™ ol oy [8] vl survivat n psents ndersoing rmary toesctive srger o R sy o pEe Control
1997 Hazard ratlo, 116 (95% C1, 0.74-1.83) 1007 Hazard ratis, 138 (85% I, 0.75-2.54) . Hazard ratia, 0.53 (353
I .P=.Slb'|.'l.lag-runl.t=s1 ' .P=.2‘9‘b','|:.ug-rur|h.t=>| B0 P=Dahb 61.8 mo. 48.2 mo.
50 204
. = 6o 2 g o Ll # ol HR 0.53 (p=0.04)
Primary : H T -
e i oL HIPEC
20 209 204
B T S S S S S S S 1 3 3 4 7 Do 1 3 3 3 f 5 7 3 3w
Frdlanw-up, ¥ ) Follewi-up, ¥ Fallow-up, y
Nza:l:;?;uup 43 42 M 212 17 14 7 4 1 1] x] Nton:lrr:l?;'uup 4% 47 431 17 11 M 17 11 & 1 i) Ntﬂ:;ua-:rr\:luslkgruup 41 4y 3| 31 0 7 1 1 L] L] L]
HIPEC aroup 5B 44 M M 18 10 1 5] 3 1 1] HIPEC aroup 58 5 51 4b i 13 14 14 4 r 1] HIFEL gromp 34 34 31 0 22 B b 3 2 1 1]




HIPEC In primary upfront setting

(OVHIPEC-2

QFIGO stage I
ovarian cancer

@ Treated with
primary CRS,
DEEDO (T e

©WHO 0-2

O N=538

= First-line
O Upfront at primary debulking

* OVHIPEC-2 clinical trial in progress

e Korean trial negative

OVHIPEC-2 is registered at ClinicalTrials.gov (NCT03772028)
Willemien van Driel (w.v.drel@nki.nl})

R (1:1)

Carboplatin
PRIMARY CRS AUC 6 IV, day 1
+ HIPEC 6 cycles
n=269 .
Paclitaxel
175mgim? IV, day 1
6 cycles

PRIMARY CRS e
n=269 - PARPI

- Bewvacizumab (per
investigator discr.)

52% accrued

Primary endpoint
@ Overall survival

Secondary endpoints

@ Recurrence-free survival

@ Time to subseq. anticancer
treatment

O Safety (Clavien-Dindo+CTCAE)

©Quality of Life
D®Health Economic Evaluation

A




_ o = Second-line
Platinum-sensitive recurrence N S

e supported by CHIPOR trial
(presented at ASCO 2023)

Patient characteristics

e HIPEC (n=207) vs no HIPEC (n=208)
* HGS or HG endometroid ~80%

e ~30% BRCA mutated

n Platinum free interv

e ~1/3 of patients were exposed to
Bevacizumab in 1L

Safety No
HIPEC HIPEC

Bevacizumab 8% 3% G=3 AE 17% 35%

= (]

) . i 0 0 Mortalit 1.4% 0%
Primary endpoint:0S PARPI 22% 17% ortality 6 A

Secondary endpoint: PFS



CHIPOR — HIPEC in platinum sensitive recurrence

HIPEC No HIPEC HIPEC No HIPEC
54.3 mo. 45.7 mo. 11.2 mo. 9.9 mo.
HR 0.69 (p=0.019) HR 0.72 (p=0.017)



Secondary Cytoreduction and Carboplatin

MSK StUdy— No difference in PFS in recurrent Hyperthermic Intraperitoneal Chemotherapy for
Carboplatin-sensitive ovarian cancer HIPEC ‘Platinum-Sensitive Recurrent Ovarian Cancer: An

MSK Team Ovary Phase Il Study
Upfront HIPEC |
Surgical 5 Cycles of Primary objective: proportion of patients
. : Resection and Standard IV without evidence of disease progression at 24
First Platinum- . e : HIPEC . Chemotherapy months following secondary cytoreduction
Sensitive andomization Secondary end points: 0S, 30-day
6 Cycles of

Recurrence Surgical standard IV postoperative morbidity, ability to complete
Resection postoperative chemotherapy, pharmacokinetics

P HIPEC carboplatin

800 mg/m?2

BT

. Chemotherapy

HIFEC

HIPEC === Mo HIFEC
e Mo HIPES HIPEC Control . o
e E o5
£ 07+
12.3mo. 15.7 mo. E 0.6 - HIPEC Control
(=N
o 0.5 1
= 2.5 mo. .7 mo.
HR 1.54 (p=0.05) 2 044 . 52.5mo. 59.7mo

L I
© 034 -==18 HR 1.39 (p=ns)

R I SO T T d__L 0.2
24-mo PFS % 0.1 -

o 1I2 2:4 3IE lilﬂ s:u TIE 3.4 QIE AR Control 0 12 24 35 48 G 72 B4 96

Ne. atrlskc Time (months) 163% 283 % Mo. at risk: Time (months)
HIPEL 48 0 ] ] H ] HIPEC 44 44 an 6 13 i
Mo HIFEC 49 i3 12 7 [ 4 4 3 Mo HIPEC a8 a4 Ad 9 17 B 5 3

Pts at 24 mo. who
are NED



Hyperthermic intraperitoneal chemotherapy for epithelial ovarian

H I P EC u pfrO nt or cancer: A meta-analysis

afte r n e O adJ u V a nt C h e m O Se Ik Kim *', Ji Hyun Kim ™', Sanghee Lee ©, Hyunsoon Cho ©, Willemien J. van Driel ©, Gabe S. Sonke °,
Robert E. Bristow ', Sang-Yoon Park ", Christina Fotopoulou **, Myong Cheol Lim ™%
Neoadjuvant chemo before HIPEC No chemotherapy before HIPEC
HIPEC better | | HIPEC worse HIPEC better | | HIPEC worse

S.I. Kim, J.H. Kim, S. Lee, et al., Hyperthermic intraperitoneal chemotherapy for epithelial ovarian cancer: A meta- analysis, Gynecologic Oncology,
https://doi.org/10.1016/j.ygyno.2022.10.010




Completed randomized studies in HIPEC ovarian cancer

* OVHIPEC-01

. Multi-center

*  Phase lll RCT study
e  Stage lll ovarian cancer

*  NACT/ Interval CRS +

e CARCINO-HIPEC
. Phase Ill RCT (Spain)
. Stage |l EOC

HIPEC ¢ n=71
e  Cisplatin 100 mg/m?2 *  NACT/Interval CRS +
HIPEC
e N=245
»  Cisplatin 75 mg/m2
* 2007-2016

*  Single-center

Korean Phase Ill RCT
(Lim)

Stage lll or IV EOC

Upfront or interval
CRS

n=184 (Interval n=77)
Cisplatin 75 mg/m?2
2010-2016

Two centers

l

KGOG 3042

Stage IlIC or IV EOC

Prospective,
comparative

NACT/interval CRS

n=196

Cisplatin or Paclitaxel

Multi-center

PFS 14.2 vs 22.9 mo

(HIPEC)

study

s

Spiliotis .
Phase Ill RCT

Recurrent
EOC

Widely
criticized

MSK Team Ovary Phase |l
Platinum-sensitive recurrent EOC
HIPEC - carbo-based adj. chemo
n=98

Carboplatin 800 mg/m2

Single-center

CHIPOR
Platinum-sensitive recurrent EOC
Phase Il RCT

n=196

Cisplatin

Multi-center French

PFS mo (HIPEC)




Ovarian Cancer

Progression

\-
\

Chemo
-+ Maintenance —/\',— #2

HIPEC

HIPEC | HIPEC
Diagnosis
|-
Primary emo
B debulking #1
I Interval
debulking

Consolidati}n—-
(T8D)

NCCN

National

Cancer
Network®

~ NCCN Guidelines Version 1.2023
Gomprehensive  Epithelial Ovarian Cancer/Fallopian Tube Cancer/
Primary Peritoneal Cancer

OVHIPEC-2

wi

yperthermic intraperitoneal chemotherapy

nterval debulking
urgery (IDS)

A Co etion
hysterectomy/BSOi4

and cytoreduction

—>

Adjuvant
therapy™

Wwith CIS

(100 mg/m<) can be considered at the time oft IDS tor stagg’lll Iseas

Secondary
surgery?

HIPEC

Platinum-
sensitive
recurrence

Indications for HIPEC:

- Ist line after NACT
with Interval CRS
- 2nd |ine after NACT
with 2ndary CRS
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Evolution of Intraperitoneal Chemotherapy in Ovarian Cancer

R

\ Video-monitoring
0
X3

Xk

Chemotherapy Aerosol Laparoscopy
1‘2 mmHg) COz-Insufflator

IP Chemotherapy

High-pressure injector

B Overall Survival - collapsed splanchnic veins §~1200KPs)
Treatment Hazard Ratios for Death os
Intraperltoneal vs Intravenous Therapy o]
Rel Haz Var(In(HR)) IP regimen better 1 IV regimen better é 06 Surgery phs HIPEC Does PI PAC have a rOIe In
1 5
SWOG/GOG-104 (1996, 0.760 0.013 —t— ] H
e 1996) : £ ovarian cancer?
GONO (2000) 0.670 0.077 : & ]
GOG-114/SWOG (2001) 0.810 0.012 -—-—:
Talwan (2001) 1130  0.064 :
EORTC-56875 (2003) 0.820 0.054 :
GOG-172 (2005) 0.710  0.020 _—
0 ! A

0.33 0.5 = 1.0 15 2.0
Relatlive hazard

in Ovarian Cancer

W.J. van Driel, S.N. Koole, K. Sikorska, J.H. Schagen van Leeuwen,
H.W.R. Schreuder, R.H.M. Hermans, I.H.J.T. de Hingh, J. van der Velden,
H.J. Arts, L.F.A.G. Massuger, A.GJ. Aalbers, V.J. Verwaal, J.M. Kieffer,
K.K. Van de Vijver, H. van Tinteren, N.K. Aaronson, and G.S. Sonke

1990s-2000s
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Demystifying PIPACs and HIPECs
e PIPAC # HIPEC

e |Intraperitoneal delivery of chemotherapy

I T PIPAC

Delivery method Heat Pressure
Therapeutic intent Curative Palliative
Surgical debulking Yes

i




PIPAC

Diagnostic laparoscopy

High Pressure Line
; Chemotherapy Syringes ! f : : \ ' -:\‘:, 3 Aﬁro§olize
;. ”‘ 1 # Camera mount and / ’/’
closed aerosal waste system 4 ‘
_ E Homogeneous, ‘gas-like’ drug distribution
Camera & o/ Aerosolizer I gy 1niector Head throughout the abdominal cavity, via formption of

Contained +—
Aerosolized
Waste System

12-mmHg capnoperitoneum

™

(¢

High-pressure micro-injection pump

2, 23 it P
Rem‘gte'deployme_llt_ug PressurizeilgtraPeritoneal
S Aerosolized Chemotherapy:
Cisplatini(10:5mg/m2)

B

Raoof, Dellinger et al, Ann Surg Oncol 2021



PIPAC cisplatin/doxorubicin in Low Grade Serous (LGS) Ovarian cancer patients

Cc Pre PIPAC #1 Pre PIPAC #2 A Pre PIPAC #1 Pre PIPAC #3

68 yo F with Stage IV LGS metastatic to lung and liver,

59 yo F with Stage IlIC LGS, heavily pretreated with 5 prior
heavily pretreated with 10 prior lines

lines.
* Improved Peritoneal carcinomatosis index e CA125=367 - 32
(PCI) 20 - PCI 14 * Peritoneal tumor regression by RECIST

e Resolution of Ascites
NCT04329494

Dellinger et al, SSO virtual poster presentation, 2022



PIPAC studies in ovarian cancer

e Tempfer

e  Cohort study of

First pilot Cis/Doxorubicin in
study 91 ovarian cancer
(Solass) patients

German Phase Il
—— N=53

PFS 5.8 months

gel
P2 0S  13.5 months

re

For comparison: AURELIA —
F PFS 6.7 mo. with Bevacizumab
0S 16.6 mo.

I NN

o

@

e Compassionate use

e  Cis/Dox in 33 platinum
resistant recurrent
ovarian cancer
patients (Tempfer)

Solass et al. Surg Endosc. 2012;26:1849-1855.
Tempfer et al, Gyn Onc 2013

Tempfer et al, Anticancer Research 35,2015
Tempfer et al, BMC Cancer, 2017

N

[

(Tempfer)

(n=15)

e Phase | dose finding study

© Recurrent ovarian cancer

e Cisplatin 7.5 mg/m2

e  Doxorubicin 2.1 mg/m?2

Robella et al, Cancers, 2021

Bakrin et al, Pleura Perit 2018
Somashekhar et al, ASCO 2022
Somashekhar Pleur Perit 2018

e Phase | dose finding
study (Robella)

«  EOC (n=2), CRC, GC
Cisplatin 30 mg/m?2

L~ .___[/__"

Italian Phase Il

N=43

PFS 2.1 months

(0N 14 months

For comparison: AURELIA —
PFS 6.7 mo. with Bevacizumab
0OS 16.6 mo.

PIPAC-OVA (France)
Phase |, n=15

First-line setting
Neoadjuvant PIPAC

Ongoing NCT04811703




First PIPAC randomized trial in platinum-resistant ovarian cancer - India

PIPAC compared to AURELIA regimen

Platinum resistant ovarian cancer PM

N=80

A

y

Baseline Magnetic resonance imaging
(MRI)

y

A

Block Randomization

N=40 |

! N=40

Experimental group: PIPAC
3 cycles of pressurized aerosol of cisplatin
10.5 mg/m2 in 150mIl NaCl 0.9% solution
followed by doxorubicin 2.1 mg/m2 in 50ml NacCl
0.9% solution at 6 week intervals[15]

Control group: Systemic chemotherapy
6 cycles of Liposomal Doxorubicin/
Gemcitabine/Paclitaxel/Nab Paclitaxel/Toptecan
at 3 week intervals(based on institution
protocol)

\\\\\\\\\\, ./////////

MRI scans at 12th week and 20th week

| for response assessment |

Response: MRI at week 12 and 20

RESPONSE RATE AS PER RECIST CRITERIA

25 —
20
14 ( [ <“.05)
15 12
11
°
10
6 6
5
o
o
COMPLETE PARTIAL REPSONSE | STABLE DISEASE PROGRESSIVE
RESPONSE DISEASE

HPIPAC NIV CHEMOTHERAPY

Histologic response
PERITONEAL REGRESSION GRADING SCORING

ALGORITH FOR PIPAC

PIPAC3

& [—MRI scan
scanscan
O > PIPAC1

O > PIPAC2
® —— MRIscan

[l —
B [ MRiscan

MRI scan

N o

N
»

Week -

o

ALGORITH FOR IV CHEMOTHERAPHY

-
-
S
L]

CycleS

—
[~ MRl scan

of— (ycel
W C(ycle2
o [ (ycle3
[ Cyleb
MRlscan

& |— MRiscan
® MR scan

"
N
"
Iy
N
<}

Week

PIPAC N=40

Systemic Chemotherapy
2"d line 24 21

>2nd Jipe 16 19

IV Chemo
(N=40)

- Early in platinum-resistant
recurrence course
- Over half of patients only

had two prior lines
0.746

Complete Response

Major response

Minor Response No Response

Somashekar SP et al ASCO 2022 Poster



Neoadjuvant PIPAC in combination with systemic
chemotherapy in first-line setting - PipAcova

 Phase I clinical trial in France
* Neoadjuvant chemo x 3 cycles

 Interval Diagnostic laparoscopy
» Surgically resectable - interval CRS
* Unresectable > PIPAC

« dose escalation evaluating the addition of PIPAC to
neoadjuvant systemic chemotherapy

e D1 =PIPAC (cisplatin/doxorubicin)
e D8 =1V carbo/taxol

» Dose escalation study
e Cisplatin 10.5 > 31.5 mg/m2
e Doxorubicin 2.1 = 6.3 mg/m2

Hospices Civils de Lyon | N=15 | Recruiting
* ClinicalTrials.gov Identifier: NCT04811703

Frankinet, Bakrin, Benoit, CHU Lyon (protocol courtesy of N Bakrin)



Potential indications for PIPAC In ovarian cancer

2. Systemic chemotherapy
intolerance

1. Platinum-resistant
ovarian cancer

Geriatric patients ?

3. Low-grade serous ovarian cancer?

Cancers with relative chemoresistance?

4. First-line setting:

Adjunct to neoadjuvant IV
J J : 3. Adjunct to 2" line chemotherapy with partial

chemo to enable optimal ) _

. response, but residual peritoneal mets?

interval CRS?




Potential PIPAC indications in Treatment paradigm in ovarian cancer

PIPAC for platinum-resistant EOC? | | p|pAC for palliation?

PIPAC at failed interval CRS? Phase Il RCT (India)

Phase | PIPACOVA trial (France) .
Progression Death
Secondary

Diagnosis surgery?

\ [ / v

| \ v
Chens S Chemo Chemo
Symptoms #1 - Maintenance —/\/—— = ]
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