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What is PIPAC?- Treatment for Peritoneal
Disease

* Pressurized Intra Peritoneal Aerosolized Chemotherapy
(PIPAC)

« Aims to treat an unmet clinical need

 Peritoneal Metastasis seen in up to17% Gastric Cancer
patients

« Goal of PIPAC is to maintain Quality of Life






PIPAC Delivery..

Courtesy of M Hubner



Evidence....

RESULTS BY YEAR

« Safety Yes

2  Phase 1 trials Yes

 Phase 2 trials Yes

||‘ | e RCTs None
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Total records = 722

Records identified from EMBASE, Ovid
Mediine, Cochrane library and Google
Scholar (n= 681)

Records identified from crass-checking
citations (n= 5)

Record identified from PubMed “ahead of
print” alert” (n=8)

Records identified from citation chaining
with Web of Science

(n=28)

Records screened

(n = 484)
}

Full text reports and abstracts
sought for refrieval

Records removed before
screening:
Duplicate records removed
(n =238)

Records excluded
(n =367)

L J

(n=117)
I

Reports assessed for eligibility
(n=114)

L J

Studies included in qualitative
analysis
{n= 18):

Full text (n=15)

Abstracts with gastric data (n=3)

Reports not retrieved
(n =3, not in English language)

Reports excluded: (n= 89)
Narrative overviews* (n = 19)
Evaluate surgical technique (n = 3)
Report with data that overlaps
subseriuenh‘fl.il text publication
(n=18)

Report that does not give gastric
specific data (n=33)"*

Single case report or series £ 3
patients {n=4)

Protocol papers (n=6)

Report relating to pharmacokinetics
(n=1)

Report relating to cost-effectiveness
(n=1)

Duplicate (n=1)

Letter (n=1)

Cost analysis report (n=1)

Systematic reviews included for
separate evaluation
(n=7)

Crit Rev Oncol Hematol 2022

PIPAC for gastric cancer with peritoneal metastases:
A systematic review by the PIPAC UK Collaborative

A. Case, S. Prosser, C.J. Peters, R. Adams, S. Gwynne, On
behalf of the PIPAC UK Collaborative

e 751 patients with Gastric Cancer
* 4 prospective
* 11 retrospective
* No phase lll studies

e Median overall survival was 8 — 19.1 months
 Complete response 0-35%
* Partial response 0-83.3%

e Grade 3 and 4 toxicity was 0.7-25% and 0-4.1%
respectively.

Conclusion

PIPAC may offer promising survival benefits,

limited toxicity and maintain QOL for gastric
cancer patients, but phase 3. randomised
evidence is needed.




Gastric cancer = cT3N+

T - )
v o S
Initial assessment
Laparoscopy +/- | --J"—‘il:lln"l-.ﬂl C NG el Cifellle
PIPAC ‘nv F
r
PCl =0/ negative Resecable disease / Unresecable
cytology PCl<7 disease /PCI 27

Comprehensive Treatment
Algorithms of the Swiss
Disease assesment Peritoneal Cancer Group for

2 Laparoscopy
2 PIPAC .
Peritoneal Cancer of
v . L) ° .
Gastrointestinal Origin

Neoadjuvant
IVCT

!
)

Progressive

Response disease
v
oreductive Palliative CT
il Cancers 2022, 14, 4275.
AP https://doi.org/10.3390/cancers14174275

o
'

Figure 3. Treatment algorithm for gastric cancer.



Stage of innovation

0 —Idea (pre-
clinical)
1-Idea

2a - Development

2b — Exploration

3 — Assessment

4 — Long-term

Description

Feasibility and
definition of

procedure

Proof of concept.

First in human

Therapy evolving.
Refining and
modifying the

technique.

Learning curves
progressing,

indication expanding

Procedure has clear
definition and used
by many surgeons,
but needs to be
tested against
standard of care
Long-term follow up
with registry data, to
monitor late/rare

complications

No. of
patients

None

Very few

Usually
<30

Many

Many

Many

Proposed method of
investigation
Simulated, cadaver,

animal, modelling

Case reports, small

case series

Prospective

development studies

Prospective series,
multi-site, feasibility

RCT.

RCT

Registry, late/rare

case reports

Studies included in
this review
Pre-clinical studies in
animals (in vivo and
post-mortem models)
and in vitro

Case reports, small
case series,
occupational health
and safety studies.
Data relates to safety
and technical
feasibility

Larger case series,
non-randomised
studies. Prospective
and retrospective case
series. Single-centre
Large multi-centre
case series, studies
looking at new
indication

RCT and RCT protocols

N/A

The IDEAL Framework

The IDEAL Framework describes
the stages surgical innovations
pass though

* |dea

 Development
* Exploration
* Assessment

Long-term follow-up



Fig. 2 Adoption of pressurized intraperitoneal aerosol chemotherapy according to the IDEAL criteria
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PIPAC-OPC2 Study

Prospective, controlled phase Il trial in patients with
peritoneal metastasis from GlI, gynaecological, HPB,
primary peritoneal, or unknown primary cancetr.

Complete or major
Gastric cancer h |St0|0g|ca| reSpOnse

Overall survival from PM diagnosis

N to treatment was
3 observed in 38

| patients (61%) who
] had three PIPACs.

0o 3 6 9 12 15 18 21 24
rick Months Ann Surg Oncol https://doi.org/10.1245/s10434-022-
13010-0



' -~ Interventional procedures

recommendations
.
—-—
. 1. Standard arrangements
’/ . 2. Special arrangements
. 3. Only in research
. 4,

Do not use m

National Institute for
Health and Clinical Excellence




Published October 2020

11

1.2

Recommendations

Evidence on the safety of pressurised intraperitoneal aerosol
chemotherapy for peritoneal carcinomatosis shows that this procedure
can cause serious but well-recognised side effects. Evidence on its
efficacy is inadequate in quality. Therefore, this procedure should only be
used in the context of research. Find out what only in research means on
the NICE website.

Further research should be in the form of randomised controlled trials
comparing pressurised intraperitoneal aerosol chemotherapy with
standard care. Studies should report details of patient selection including
type of tumour, the chemotherapy drugs used, survival and quality-of-life
outcomes.
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PIPAC in Cancers of the Colon,
Ovaries and Stomach

Principle Leads for Gastric
Investigators Cancer
Jared Torkington Sarah Gwynne

Sadie Jones Christopher Peters

UKIOG Meeting January 2023
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Current status of PIPAC in UK

Demonstrated efficacy (PFS and QOL) in the settings of peritoneal
metastases from gynae, colorectal and gastric malignancy — but
heterogeneous data

Had been being used for selected colorectal cases in Imperial and Cardiff

Currently no PIPAC available in UK



PIPACIUK  p1ccos tia

COLLABORATIVE :

Pressurised IntraPeritoneal Aerosolised
Chemotherapy (PIPAC) in the management of
cancers of the colon, ovary and stomach. a
randomised controlled phase Il trial of efficacy in
peritoneal metastases

Funded NIHR EME 2022

Trial opening Summer 2023

Cls Jared Torkington, Sadie Jones

SACT at local site, PIPAC at nearest PIPAC
centre open to the trial (for all arms)

F WD

PICCOS Trial Schema

Patient with peritonea

| metastases as a consequence of colorectal, ovarian or stomach
r

nc
Patient meets eligibility criteria for tumour type Patient does not consent
Approached regarding registration prior to randomisation domisati
: |
Consen t
Clinician chooses chemotherapy regimen Data collection on f
Randomisation randomisat
¥

Randomise 1:1 PIPAC vs no PIPAC
Colorectal (n=78), Ovarian (n=66), Stomach
(n=72)

v

| Arm 1: PIPAC | |

Arm 2: No PIPAC

CI ectal

Ova rian
SACT* SACT SACT
PIPAC SACT
SACT
PIPAC + SACT* PIPAC + SACT PIPAC | PIPAC |

PIPAC

=
[ sacr- | sacr
PIPAC + SACT* PIPA
PIPAC + SACT
1
PIPAC + SACT* PIPAC + SACT*
y
Patient assessmen t by CT every 8 weeks to determine progression and
overall survival

* SACT = Systemic Anti-Cancer Therapy. Should be as per standard of care options listed within the PICCOS
protocol. Th e 2 or 3 weekly options for colorectal/ stomach groups, regimen given is chosen by treating

I|n|C|an, oV; SACT 4 weekly.



COLLABORATIVE /1" Stomach arm

Co- leads Sarah Gwynne and Chris Peters
Support of NCRI OG subgroup

Support from Guts UK

PPl involvement from inception

Protocol informed by international consensus,

other trial protocols and
engagement with potential Pls
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COLLABORATIVE /' Stomach arm

Co- leads Sarah Gwynne and Chris Peters
Support of NCRI OG subgroup

Support from Guts UK

PPl involvement from inception

Protocol informed by international consensus,

other trial protocols and
engagement with potential Pls

1st line

Adenocarcinoma of stomach or Siewert type
3 gastro-oesophageal junction tumour

Peritoneal only mets (abdominal LNs
allowed)

No prev SACT/RT/surgery
SACT SOC - inc Herceptin and nivolumab

Visible measurable peritoneal lesions on
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COLLABORATIVE /' Stomach arm

Co- leads Sarah Gwynne and Chris Peters
Support of NCRI OG subgroup

Support from Guts UK

PPl involvement from inception

Protocol informed by international consensus
other trial protocols and

engagement wit#ppteﬁ‘%%ﬁ@ls%
|

CONTROL ARM ‘ | INTERVENTION ARM |

1 cycle = 2 weeks oRl 1 cycle = 3 weeks
Cycle1sact | [ cycle1sAcT

[z cycle =2 weeks Jor [ 1 cycle =3 weeks |

|
[ cyceasact | [ cyceisact ] [
[ |

|

Cycle2SACT | | Cycle 2 sAcT Cycle 2SACT | Cycle 2SACT |

[ cyclessact | Cycle 3 SACT Cycle 3PIPAC* | Cycle 3 PIPAC* |

[ Cycleasact | Cycle 4 SACT Cycle 4SACT | Cycle 4SACT |

[ cyclessact | Cycle 5 SACT Cycle 5SACT | Cycle 5 PIPAC* |

[ cycleesact | Cycle 6 SACT Cycle 6 PIPAC* | Cycle 6SACT |

Cycle 7 SACT Cycle 7 SACT [ cycle7pPipac* |
Cycle 8 SACT Cycle 8 SACT
Cycle 9 PIPAC*

Cycle 9 SACT

* *1/-nivolumab or herecptin (if applicable) on day 2 or 3

SACT - SOC
PIPAC - cis dox

1st line

Adenocarcinoma of stomach or Siewert type
3 gastro-oesophageal junction tumour

Peritoneal only mets (abdominal LNs
allowed)

No prev SACT/RT/surgery

SACT SOC - inc Herceptin and nivolumab

Visible measurable peritoneal lesions on

~Aamniitfaricad fomoanranhys (CTN



PIPAC'UK PICCOS
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COLLABORATIVE /" E N d p()l ntS

Primary
» Peritoneal progression free survival*

Secondary
« QOL
« Safety
» Proportion of patients completing PIPAC
* Numbers of conversion to operable disease (stomach, colorectal)
« OS
» Peritoneal specific ORR
» Peritoneal specific DCR

* Radiology subgroup led by Professor Gina Brown tackling the complexities of this!
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With thanks to the PICCQOS trial team

. PICCOS@Cardiff.ac.uk

« sarah.gwynne@wales.nhs.uk

* christopher.peters@imperial.ac.uk

PICCOS



