Modulating immune responses to personalized cancer
vaccines using Pharmalet Needle-free Injection Systems
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Pharmalet® is transforming vaccine delivery through innovative Needle-free Injection Systems. Our enabling technology can enhance immune

response and provides safety, efficacy, efficiency, and patient comfort using intradermal (ID), intramuscular (IM), or subcutaneous (SC) applications.>° i
tratis® IM/SC

provides intramuscular or
subcutaneous injections

Tropis® ID
provides intradermal injections

Recent Strategies for Personalized Cancer Vaccines

Personalized vaccine strategies for cancer treatment include nucleic acid platforms with antigen presenting cell (APC) targeting to boost T cell activation and the addition of neoantigenic epitopes. Combined with checkpoint inhibitors (CPls), therapeutlc
cancer vaccines significantly enhance anti-tumor and clinical responses. Pharmalet devices can improve DNA vaccine delivery® and have been successfully adopted into multiple vaccine development programs while demonstrating both immunogeni

and clinical efficacy for novel personalized therapeutic vaccines as shown below.
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INTRODUCTION: The SCOPE trial is evaluating SCIB1 and next-

generation iSCIB1+ therapeutic vaccines delivered with Stratis IM,
combined with checkpoint inhibitors in patients with advanced
melanoma. A new trial arm is evaluating Tropis ID delivery of iSCIB1+.

INTRODUCTION: EVX-02 was administered to patients that had a complete resection of
Stage lIIB/INC/IIID or Stage IV melanoma and were at a high risk of recurrence, in combination
with CPI (nivolumab).

INTRODUCTION: VB10.NEO was administered to patients with locally
advanced or metastatic solid cancers in combination with CPl and/or other
anti-cancer therapies at investigator’s discretion

SCIB1 (Cohort 1): ImmunoBody® DNA vaccine, TRP-2, gp100; limited to
specific human leukocyte antigen (HLA) types.

Targeting unit

attract antigen presenting cells

Dimerization unit
facilitate cross linking of target
receptors
Antlgemc unit
hold up to
20 neoantlgens

VB10.NEO administration with Stratis:
T cell responses (n=7, 22 weeks)'

Each EVX-02 vaccine encoded up to 13
patient-specific neoantigens. Study compared
Stratis delivery to poloxamer delivery with
needle and syringe (NS). EVX-03 additionally
encodes APC-targeting and dimerization units.

Each individual VB10.NEO vaccine contains
up to 20 patient-specific neoantigens and

is designed to target APCs (CCL3L1) using
Nykode Therapeutics’modular Vaccibody™
vaccine platform.

Amino acids HLA/DR iSCIB1+
H1: gp100 173-190 A2/DR7/DR53/DQé6 v

iISCIB1+ (Cohort 3): AvidiMab®-modified, includes additional melanoma 22
epitopes, broadening HLA coverage. H3: gp100 471-492 DP4/A1/B35 /

L1: gp100 44-59 DR4 4
A2/DP4/A31/A33/A3

L3: TRP2 60-91 DR3/B35/B44 v/

gttt SCIB1 and iSCIB1+ administration with Stratis’2:

Cohort 1 & 3 RECIST 1.1 Best Overall Response (BOR):
Waterfall Plot

EVX-02 administration with Stratis (n=5): Best T cell Response (Cohort 3)

<0.0001

- Induced neoantigen-specific
T cell responses in all patients

. and CD4+ and CD8+ T cells
contributed to these responses.

CD4+ T-cell reactivity CD8+ T-cell reactivity
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- Immune responses trended
higher in response magnitude
with Stratis (cohort B)
compared to poloxamer
delivery with NS (cohort A).
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ORR: 64% (46/72)
DCR: 82% (59/72)

CR: Complete Response
ORR: Overall Response Rate
DCR: Disease Control Rate
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PD: Progressive Disease
SD: Stable Disease
PR: Partial Response

Best % Change in Target Lesion from Baseline

Normalised spot count per million cultured PBMCs
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All six iSCIB1+ epitopes generated CD8+ T cell responses.

72% of patients responded to both TRP-2 & gp100, reducing
risk of immune escape.

Tumor growth
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T cell Responses - ELISpot Assays (n=33)

CLINICAL NUMBER OF |POSTIVET CELL
RESPONSE PATIENTS | RESPONSE | ' O°TIVE

79%

EVX-03 delivered
by Pharmalet

in @ mouse pre-
clinical model CR/PR
induced a strong SD 71%
antitumor effect and PD 57%
neoepitope-specific

T cell response more

Durability of De Novo Vaccine Responses (n=8, 100 weeks)?
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19/31 (61%) HLA-matched patients made a T cell response
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15/19 (79%) amongst clinical responders.
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% IFNy+ & TNFo+ of CD4+ T cells
% IFNy+ & TNFa+ of CD8+ T cells

10/12 (83%) with a CD8+ T cell response were clinical
responders.
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De novo vaccine responses
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CONCLUSION: Assessment of neoantigen-specific T cell reactivity
demonstrated VB10.NEO induced broad and long-lasting T cell

responses almost a year after the last vaccination, and the majority of
tested neoantigens activated polyfunctional CD8+ T cells.

o
I

1 |ﬁ_TTl_|_—_
0 2 4 6 8 10 12 14 16 18 20

Days after tumor cell inoculation

potent response in a mouse pre-clinical model.
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Conclusions

potent than 1st
generation delivery
with poloxamer.

CONCLUSION: EVX-02 was immunogenic and efficacious when delivered with Stratis, showing
an improvement in T cell induction compared to NS. These patients were relapse-free at their last
assessment (1 year after treatment start). The 2nd generation EVX-03 vaccine induced a more

Kleine-Kohlbrecher, et al (2023). Al-designed personalized neoantigen vaccine, EVX-02, induces robust T-cell responses in melanoma patients.
Society for Immunotherapy of Cancer (SITC) 2023 poster.

Summary

- Both Cohort 1 and Cohort 3 showed impressive efficacy in the proposed development population.
- CD8T cell responses are important for clinical responses.
- The safety profile of SCIB1& iSCIB1+ is benign with no potentiation of CPI toxicities (data not shown).

- iSCIB1+ selected for further development with Pharmalet delivery: shows egi-potency and safety compared to SCIB1
and is efficacious in a wider population.

CONCLUSION: SCIB1 and iSCIB1+ DNA vaccines are immunogenic and lead to significant melanoma lesion size
regression in a majority of treated patients.

'Scancell (2025, July 22). Active Immunotherapy for a Cancer-Free Future: Immunobody®iSCIB1+ strongly improved outcomes in Late-Stage Melanoma SCOPE study results.
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 Pharmalet devices enable DNA personalized cancer vaccine delivery: Vaccinations are safe and well tolerated, induce
neoantigen-specific T cell responses, and lead to favorable clinical outcomes.

« Pharmalet devices can be easily incorporated into novel personalized therapeutic strategies to treat various types of cancer.




