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Clinical Trials in Pancreas Cancer:
IRE, RenovoRx, Others
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OBJECTIVES PANCREATIC CANCER

| - Pancreatic cancer is 3" leading cause of cancer death in USA
Overview of Locally Advanced Pancreatic Cancer (LAPC) (projected 2 leading cause by 2030) .
- Over 60,000 new cases per year in USA in 2021
10.8%
- Worldwide > 495,000 new cases/year -
Treatment of LAPC with Intra-Arterial Gemcitabine - PANCREAT ANCER STAGIN
TAMP Mechanism of Action

Pancreatic Cancer Stages:

Stage2 Stage3
Not spread to vesseks o lymph nodes) (Spread o vessels andjor ymph nodes,but ot
other partsof bodv)

Transvenous Therapy for Pancreatic Cancer

IRE for Pancreatic Cancer
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ONE SOLUTION - TARGETED DELIVERY TO PANCREATIC CANCER:
TRANS-ARTERIAL MICRO-PERFUSION (TAMP)
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Double-Balloon Catheter-Mediated
Transarterial Chemotherapy Delivery in
a Swine Model: A Mechanism Recruiting|
the Vasa Vasorum for Localized

Trans-Arterial Micro-Perfusion (TAMP)

Blood vessel segment is isolated
to deliver drug across blood
vessel wall into tissue

Mechanism: after vessel isolation,
increase in pressure forces drug into
tissue
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PROMISING DATA FROM PHASE 1/2 AND OBSERVATIONAL REGISTRY

Pre-treating tissue bed with radiation increases
efficacy of RenovoTAMP procedure

L

im — P

RRLSRR2 Pror
Reciation =10}

All Comers 12.6 months

Prior Radiation 27.1 months

Miami Cardiac & Vascular Institute

99% of Chemotherapy Crosses Arterial Wall with TAMP
Delivery with Increased Target Drug Concentration

RENOVOCATH IN PANCREATIC CANCER:
PHASE 1/11 STUDIES TO EXPLORE CLINICAL ENDPOINTS e

« Primary Endpoint: Safety, Max Tolerated Dose,
Dose Limiting Toxicity

« Secondary Endpoint: Survival

« Completed July 2016

« Primary endpoints: Survival, fumor response
* 6 centers Initiated Jan. 2016
« Limited fo patient with Prior Radiation: March 2017
« Limited fo one @ w/ Initiation
of Phase 3 TIGeR-PaC: May 2018

Mechanism : Trans-Arterial Micro-
Perfusion (TAMP) combined with
radiation
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Controt:ntavencus
Infusion vs TAMP.

TP

Tissue Concentration Gem. (ng/g)

lung using @ double balloon- [@] Miami Cardiac & Vascular Institute
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Radiation reduces venous
outflow by decreasing the
microvasculature

Micro-vascular
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PHASE 3 TIGER-PAC RCT STUDY SCHEMA

INDUCTION PHASE

1:1 RANDOMIZATION PHASE
-Months of Treatment with:
Continuation IV Gemcitabine + Nab-Pac (SOC) vs IA Gemcitabine

IV Gerncitabine 1° Endpoint
IV Gemitabine +Nab-Pac (SOC)
+Nab-Pac verall
2months |
4 months, 12 :
¥ total infusions
Continuation Therapy
Randomize unti disease
progression* 2° Endpoints
IV Gemitabine 1A Gemcitabine
+Nab-Pac
1 month
4 months, 8 total
infusions
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[
TOLERABILITY AND SAFETY OF TREATMENT

11/20/25

TIGER-PAC RANDOMIZED CLINICAL TRIAL —PHASE 3
MULTICENTER TRIAL

Trans (Intra)-arterial Gemeitabine vs. Continuation of IV

Gemeitabine and Nab-Paclitaxel following Radiotherapy for

Locally Raanced Panreatc Cance (HGoR-Fac Randomized
ol Tria

* Primary Objective: from time of
randomization

* Secondary Obijectives: PFS, objective response rate, duration
of response, HR-QOL, degree of peripheral neuropathy,
incidence of neutropenia, tolerability, and safety

1. Histologically confirmed pancreatic adenocarcinoma with
initial diagnosis within 6 weeks of consent

2. b%cl%”e\‘i'a‘(ei\s/anced, unresectable disease, as defined by NCCN

3. ECOG0-1

sion criteria include any prior treatmen
@ne, other malignancy or metastatic di
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AFTER 30% (26) OF ALL EVENTS (DEATHS) OCCURRED

IV Gemcitabine
Baseline Characteristics* Cemsiabhie + Nab-Pac

(n=23) n=22)

At the first interim analysis,

+ 45 patients randomized:
* 23 intra-arterial gemcitabine
* 22 IV gemcitabine + abraxane

Gender (Male/Female) 1013 1012
Mean Age 65 (43-85) 70 (47:83)

* 13 events in each arm

Tumor size (sum diameters-cm) 6.5(25,12.9) 6.95 (2.8, 15.0)

Race: Caucasian/Black/Other 75%/10%/15% 95%/5%/0%

* 19 patients alive and in the study
(data censored as of date data lock)

atients were stratified for ECOG Performance Status and Tumor Response (restaged)
t time of randomization per protocol design,
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e
OVERALL SURVIVAL

Drug Exposure A vs. N Route W™ oiorabitty during active treatment:
a

V.. 18% of 1V saes)

A
w fatgue, dehydration athy. and

65% fower total AEs and SAES in IA vs. IV arm

AEs with greater than 10% fraquency in each arm (All Grades)

mpact of route of administration on drug o . r
exposure Area Under Curve Normalized 1agem WV Gome Nateac
for Total Dose (y*ngimLimg, p<0.015) (o= conteel cveree v "
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Data on 45 patients randomized
+ 23 randomized to IA gemcitabine
+ 22 randomized to IV gem + nab-pac

INDUCTION RANDOMIZED TREATMENT & FOLLOW-UP

!

IV Gemcitabine +

Nab-Paclitaxel —LH_L

oy Median Overall Survival (OS) Difference: 6-months

IV Gem + Nab-Pac (control arm) 10

o T0rmp om randomization  Mopths from
v
~15.5 months from diagnosis

IA Gemgcitabine (test arm)

odcto 16 mo kom randomization

55 0 10 20 20 r
0S(Mos) ~21.5 months from diagnosis

A positive trend in median overall survival by 2.

stotistical significance was not reached the study early (HR 0.4




SECONDARY ENDPOINT: PFS
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ALTERNATIVE DELIVERY APPROACH
— TRANSVENOUS VIA PORTAL VEIN

« Poor blood flow limits drug access to the
pancreas

Potential benefit of drug delivery via the
stem (portal vein) due to easier
access and larger vessels

The venous system drains defined segments
of the pancreas = as tumor grows, the veins
enlarge providing vascular conduits for
delivery of therapeutic agents via pressure
enabled drug delivery T

) Tumor
¥

jplatin Tissue Concer
Systemic
+ |Pancreatic retrograde venous infusion with pressure enable £
drug delivery (PEDD) increased oxaliplatin drug delivery to H
the porcine pancreas by 3.6 fold vs systemic infusion < ~
+ Tissue levels achieved with 50 mg of oxaliplatin via S
PEDD SEAL (n=6) are greater than 130 mg systemic s
(high-end therapeutic, n=5)
+ Drug delivery increased 360%
Pancreatic retrograde venous infusion with PEDD increased e
tumor vasculature pressures and improved gemcitabine -
delivery by
E o
Pancreatic retrograde 127 ng/mg ?
§ =
venous infusion 3
Systemic infusion 19 ng/mg E foot
¢ ‘Systemic Gem RY
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PRESSURE ENABLED DRUG DELIVERY VIA TRISALUS INFUSION SYSTEM (TIS)

TriSalus Infusion System (TIS) has a atraumatic,
self-expanding/collapsing SmartValve

technology

* Allows forward blood flow

* Allows for continuous pressure monitoring in vasculature
distal to the valve during the infusion

* Physiologically increases local vascular pressure at the target
location close to the tumor = potential to overcome intra-
tumoral pressure = deeper perfusion and improve
therapeutic delivery

* Selective occlusion of vessels 2-6 mm in diameter
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PERIO-3 STUDY DESIGN: LAPC WITH RETROGRADE VENOUS INFUSION

What is it?

ignated az a C|

O @D study Highlights

Inclusion Criteria Endpoints

ally yand optimal dose *

timulating @

in addition to treatment failure

nce of portal vein ocelusion

~ Blood fo
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PERIO-3 STUDY DESIGN: .
LAPC WITH RETROGRADE VENOUS INFUSION B (CPNTE AV (fCTTANESY 017 GV ST,

Sheth presented PERIO-03 interim results on the first 5 patients present at SIR 2024 - “New
Frontiers in IR”; treated total 8 patients at this time; each patient received 2 treatments

Portal vein access was obtained in order to target the tumor draining veins for retrograde
infusion of SD-101  Nont ins which did not drain the tumor were coil embolized
+ 7/7 pancreatic head tumors - pancreatic veins drained in the SMV

+ 1/1 pancreatic body tumor > pancreat drained into splenic vein

Continuous pressure m nents were monitored to ensure venous occlusion upon valve
deployment and to avoid over-pressurization during delivery

Technical success was 100% and there were no complications; no vascular injury (i.e. steno;
spasm, thrombosis)

CONCLUSION: Current experience with the novel transvenous immunotherapy delivery
intervention in the PERIO-03 study indicates that procedure is technically feasible and safe

* 100% technical success
No SAE, no immediate immune related toxicity

Vascular Institute
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ELECTROPORATION

Technique that increases the permeability of cell membranes by changing the
transmembrane potential resulting in disruption of the cell membrane

Electroporation

Application of short pulse

- high-voltage DC current

percutancous IRE.

[RE: PATIENT SELECTION AND FOLLOW UP IRE: VIDEO

Locally Advanced (Stage 3)
MRI with contrast and DWI @ 1, 3, 6, 9, 12 months

PET-CT at 3 months post ablation

Safe access to reach tumor

Labs and tumor markers (CA 19-9)
Has completed at least 1 line of

chemotherapy
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Percutaneous Irreversible Electroporation in Locally

IRE: CLINICAL DATA Ao S

Study Median OS from IRE Months Median OS from
diagnosis-Months

Meijerink 10 17

Narayanan o 27

Leen 27

Sugimoto . 24
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Your Voice.

Your Vision.

Your Impact.
ISET Week 2026.

Experience four days that ignite
innovation and shape the future
of endovascular care.
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