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ACCENT TRIAL DATA UPDATE PRESENTED AT INTERNATIONAL CONFERENCE

HIGHLIGHTS

e nterim data from Amplia’s ACCENT trial in pancreatic cancer is being presented at the
prestigious American Association of Cancer Research (AACR) annual meeting

e The ACCENT trial investigates the combination of narmafotinib (AMP945) with standard-of-
care chemotherapy

e The data presented highlights that narmafotinib is well tolerated in advanced pancreatic
patients, with promising signs of activity substantially better than chemotherapy alone

Melbourne, Australia: Amplia Therapeutics Limited (ASX: ATX), (“Amplia” or the “Company”) is
pleased to announce that a poster highlighting key data from the ongoing ACCENT trial is being
presented today at the annual meeting of the AACR, being held in Chicago, USA. The ACCENT trial
explores the activity of our best-in-class FAK inhibitor narmafotinib, in combination with standard-of-
care chemotherapy, in advanced pancreatic cancer patients.

The poster presentation outlines the scientific rationale for the use of FAK inhibitors in pancreatic
cancer treatment, describes the clinical design of the ACCENT trial, and presents a detailed analysis of
data up to 7 March 2025 for the first 29 patients of the 55 enrolled in the trial.

No. of Patients 29 431
Complete Response (CR) 0% (0) <1% (1)
Partial Response (PR) 38% (11) 23% (98)
Stable Disease (SD) 41% (12) 27% (118)

Disease Control Rate (DCR)

(=CR+PR+SD) 79% (23) 50% (216)
Progressive Disease (PD) 10% (3) 20% (86)
Not Evaluable (NE) 10% (3) 30% (128)
Median Duration on Trial 208 days 117 days

Table: Interim data for ACCENT trial compared to chemotherapy alone (* data from New England
Journal of Medicine 2013; 369: 1691 — 703).
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Key highlights from the data presented include efficacy and duration-on-trial readouts for the
narmafotinib + chemotherapy combination that are substantially better than the benchmark study of
chemotherapy alone (see Table). Further, 21 patients recorded a reduction in tumour size with 15 of
those showing a >30% tumour shrinkage. Of these patients, 11 recorded a sustained reduction in
tumour size for >2 months (recorded as a confirmed partial response).

Safety and tolerability data, with a data cut-off of 3 February 2025, is also presented for 39 patients
enrolled in the trial, continues to demonstrate that narmafotinib is well tolerated. The most common
treatment emergent adverse events, which were typically assessed as related to the chemotherapy
rather than narmafotinib, included nausea, diarrhoea, fatigue, and constipation. The most common
narmafotinib-related treatment related adverse events were nausea, diarrhoea, and gastroesophageal
reflux which were predominantly mild to moderate.

A copy of the poster, entitled Narmafotinib (AMP945) in combination with gemcitabine and nab-
paclitaxel in first-line patients with advanced pancreatic cancer (ACCENT trial) a Phase 1b/2a study:
Interim analysis is attached to this announcement.

Amplia CEO and MD Dr Chris Burns commented: “The combined data presented today at AACR
continues to demonstrate the significant promise narmafotinib, in combination with chemotherapy,
has in the treatment of advanced pancreatic cancer. We look forward to presenting more mature data
in the coming months for the full cohort of 55 patients.”

This ASX announcement was approved and authorised for release by the Board of Amplia
Therapeutics.

About Narmafotinib

Narmafotinib (AMP945) is the company’s best-in-class inhibitor of the protein FAK, a protein over-
expressed in pancreatic cancer and a drug target gaining increasing attention for its role in solid
tumours. The drug, which is a highly potent and selective inhibitor of FAK, has shown promising data
in a range of preclinical cancer studies. The drug successfully completed a healthy volunteer study in
2021 and is currently being investigated in advanced pancreatic cancer in the ACCENT trial. The drug
has Fast-Track and Orphan Drug Designation for pancreatic cancer from the US FDA. Plans for a US
trial, under an open IND, in combination with FOLFIRINOX are well advanced.

About the ACCENT Trial

The ACCENT trial is entitled ‘A Phase 1b/2a, Multicentre, Open Label Study of the Pharmacokinetics,
Safety and Efficacy of AMP945 in Combination with Nab-paclitaxel and Gemcitabine in Pancreatic
Cancer Patients’.

The trial is a single-arm open label study conducted in two stages. The first stage (Phase 1b),
completed in November 2023, determined an optimal dose of narmafotinib (AMP945) by assessing
the safety, tolerability, pharmacokinetics and preliminary efficacy when dosed in combination with
gemcitabine and Abraxane in first-line patients with advanced pancreatic cancer.

The second stage (Phase 2a) of the trial is designed to assess efficacy in combination with gemcitabine
and Abraxane. The primary endpoints are Objective Response Rate (ORR) and Duration on Trial (DOT)
with secondary endpoints being Progression Free Survival (PFS) and Overall Survival (OS). Safety and
tolerability will continue to be assessed. A total of 55 patients have been enrolled in the trial which is
being conducted at seven sites in Australia and five sites in South Korea.

More information about the ACCENT trial can be found via the ACCENT trial site, the Amplia
Therapeutics website and at ClinicalTrials.gov under the identifier NCT05355298.

The Company will provide further updates on the trial as data is accrued.


https://accenttrial.com/
https://ampliatx.com/clinical-trial
https://clinicaltrials.gov/ct2/show/NCT05355298
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About Amplia Therapeutics Limited

Amplia Therapeutics Limited is an Australian pharmaceutical company advancing a pipeline of Focal
Adhesion Kinase (FAK) inhibitors for cancer and fibrosis. FAK is an increasingly important target in the
field of cancer and Amplia has a particular development focus in fibrotic cancers such as pancreatic
and ovarian cancer. FAK also plays a significant role in a number of chronic diseases, such as idiopathic
pulmonary fibrosis (IPF). For more information visit www.ampliatx.com and follow Amplia on Twitter
(@ampliatx) and LinkedIn.
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Narmafotinib (AMP945) in combination with gemcitabine and nab-paclitaxel (Abraxane®) in first-line patients with advanced
pancreatic cancer (ACCENT trial) a Phase 1b/2a study: Part B interim analysis
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Narmafotinib

Cell

» Narmafotinib (AMP945) is a selective and orally Intrinsic
bioavailable inhibitor of focal adhesion kinase
(FAK)

» FAK is a non-receptor tyrosine kinase that acts
through numerous signaling pathways to
mediate communication between cells and their
environment.
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» FAK plays a crucial role in normal cellular stress Qe
response’.

» Aberrant FAK signaling has been implicated in the progression of cancer, where it
Is involved in promoting tumor growth, adhesion, angiogenesis, invasion, and
migration, as well as immunomodulation and remodeling of the fibrotic tumor
microenvironment?4,

» FAK is frequently overexpressed in a variety of cancers, including pancreatic ductal
adenocarcinoma (PDAC)4, a highly fibrotic and aggressive malignancy with a poor
5-year survival rate>, in which high FAK expression correlates with poor
prognosis®’.

ACCENT Study Overview

The ACCENT trial (NCT05355298) is a Phase 1b/2a, open label study of the
pharmacokinetics, safety and efficacy of narmafotinib in combination with
gemcitabine and nab-paclitaxel (Abraxane®) standard of care (SOC), as first-line
therapy in patients with advanced pancreatic cancer. The trial is a single-arm open-
label study conducted in two stages.
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*Dose selected for Phase 2

Part A (Phase 1b): patients with advanced pancreatic cancer were enrolled in a 3+3
design, with narmafotinib dose escalation (100, 200 and 400 mg), and the primary
objective of determining recommended Phase 2 dose, and assessing safety and
tolerability of oral narmafotinib administered prior to IV administration of
gemcitabine and nab-paclitaxel.

Part B (Phase 2a) is a Simon'’s two-stage design, with the primary objectives of
assessing safety, tolerability, and efficacy of the combination using RECIST v1.1.

Dosing regimen:
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G/A = gemcitabine/Abraxane (nab-paclitaxel)

> All participants received oral narmafotinib once daily at the selected dose on Day -8
to Day -2 (7 doses total) of a monotherapy run-in period, prior to first treatment
cycle.

» Each 28-day treatment cycle includes IV gemcitabine and nab-paclitaxel on Days 1, 8
and 15, and oral narmafotinib priming on Days 3to 6, 10 to 13, and 24 to 27,
inclusive.

Key Eligibility Criteria:

ACCENT Part A- Dose Escalation Narmafotinib (400 mg) in Combination with
Gem/Nab-P is Well Tolerated in mPDAC Patients
100 mg narmafotinib 200 mg narmafotinib 400 mg narmafotinib
(plus gemcitabine/nab-paclitaxel) 404 (plus gemcitabine/nab-paclitaxel) 40 (plus gemcitabine/nab-paclitaxel)

In Part A, narmafotinib combined with gemcitabine and nab-paclitaxel demonstrated
promising activity in a dose-dependent manner in both response and duration of
treatment.

» Five confirmed partial responses (4 at 400 mg narmafotinib; 1 at 200 mg), indicating
increased response with increasing dose

» 400 mg of narmafotinib and gemcitabine/nab-paclitaxel mean duration of treatment
was 8.3 months, exceeding the historical SOC of ~4 months duration
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Summary of Frequently Reported Treatment Emergent Adverse
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Participants with at least one TEAE 39 (100) 541

Most common TEAEs of any
grade: peripheral neuropathy,
nausea, diarrhea, fatigue,
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Duration on Trial (days)

» Duration on trial average ~7 months (208 days); range: 22 - 367 days (10

» Diagnosis of metastatic PDAC (non- » Received prior treatment for metastatic patients are still on trial).
reseCtab|le local disease also allowed in disease > Historical median duration of treatment for gemcitabine & nab-paclitaxel is 3.9 -
Part A only) * Unable to receive gemcitabine or nab- 4.1 months, median time to treatment failure/duration of response is ~5 months
« ECOG status of 0 or 1 paclitaxel and PES is 5.5 - 5.6 monthss.9.
* Measurable disease per RECIST 1.1 » Known brain metastases, unless treated and . . . .
, P > To date, 10/26 (38%) have already been on trial longer than the historical median
. Life expectancy = 3 months well-controlled for > 3 months
- . . . OS of 8.5-9.2 months Gem/Nab-P 82,
. Acceptab|e hemato|ogic and clinical * Gl condition that could interfere with
laboratory chemistry values swallowing or absorption of medication » Historical reference data is based on MPACT and NAPOLI 3 phase 3 trials with
Gem/Nab-P in mPDAC patientss?.
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» Of the 15 PRs, so far 11 have been . . . . :
esponse confirmed in this ongoing study. » The compelling narmafotinib profile supports multiple potential
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SD

DCR (PR+SD)
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Not Evaluable

29 combination development strategies. Thus, Amplia is initiating (Q2
0 (0%) » Disease control rate (DCR) of 79.3% 2025) a Phase 1b/2a study to investigate narmafotinib in
11 (37.9%) for narmafotinib (400 mg) in combination with modified FOLFIRINOX in pancreatic cancer
12 (41.20%) combination with Gem/Nab-P patients (AMP945-PC-202)
23 (79.3%) » Substantial improvement over
3(10.3%) historical DCR for Gem/Nab-P alone
3 (10.3%) of 48-62% 82
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