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Nyrada ASX Announcement — Oncology Study Update

Company Update — 23™ August 2026

Results from a pre-clinical study, released to the market last Friday (21st August), have shown that Xolatryp
protected cardiac function from progressive doxorubicin-induced toxicity with benefits across four key measures of
heart performance. The results pave the way for Xolatryp to enter a human clinical trial in oncology.

BACKGROUND INFORMATION

Anthracyclines, including doxorubicin, are a highly potent class of chemotherapy drugs used to treat many types of
cancers including breast cancer, lymphomas, and sarcomas. The limiting factor in using these drugs is cardiotoxicity
leading to significant and permanent damage that affects the heart's ability to function normally. It is important to
note that cardiac injury is both dose-dependent and cumulative. The development of anthracycline-induced cardiac
dysfunction can ultimately necessitate dose reduction, treatment interruption, or discontinuation of an otherwise
effective anticancer therapy.

Doxorubicin has been used as a "backbone drug" in oncology since the 1970s. Dexrazoxane is an established
cardioprotective agent which has been used to provide protection from the toxicity caused by chemotherapy drugs.
However, its use is not routine across the broader population of patients receiving drugs like doxorubicin due to
limitations in approved indications, concerns regarding potential effects on anticancer efficacy and secondary
malignancies, and additional haematological toxicity [to the blood or blood forming tissues]. Current cardio-
oncology guidelines support consideration of using dexrazoxane particularly in patients receiving high cumulative
chemotherapy doses, which causes cardiotoxicity, or those at high or very-high cardiovascular risk.

There remains a significant unmet clinical need for cardioprotective therapies that can be used alongside
chemotherapy to reduce cumulative cardiac injury while preserving the anticancer efficacy of treatment.

STUDY RESULTS

In this study, Xolatryp was assessed against doxorubicin with dexrazoxane being used as a positive control. The
study showed that treatment with doxorubicin weakened the heart's ability to pump blood effectively. The heart
squeezed less strongly, as shown by lower ejection fraction (EF) and fractional shortening (FS), and more blood
remained in the heart after each beat, shown by increased end-systolic volume (ESV) and a larger heart chamber
size during contraction (LVIDs). Overall, these changes indicate reduced heart pumping function.

Animals receiving Xolatryp showed significantly improved heart function across EF, FS, ESV and LVIDs. Protection
was statistically significant across each parameter at Week 3 and was sustained through Week 5, by which point
doxorubicin-induced dysfunction had progressed substantially. This longitudinal pattern is consistent with sustained
cardioprotection rather than an effect confined to a single timepoint. The charts below show that functional
cardioprotection with Xolatryp compared favourably with doxorubicin alone across all four systolic parameters.
Echocardiographic measures of cardiac function are generally accepted by regulators as clinically meaningful
endpoints, which supports the relevance of these findings to a future clinical programme.
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Week 3 review (orange) and week 5 review (blue)
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Functional cardioprotection with Xolatryp compared to that observed with dexrazoxane (see table below) showed
that mean changes numerically favoured Xolatryp across all four systolic parameters. All four parameters reached
statistical significance versus doxorubicin alone at both timepoints, meaning the improvements observed are
unlikely to have arisen by chance.

Mean percentage change from baseline in key echocardiographic parameters at week 3 and week 5

Xolatryp
. Xolatryp + Dexrazoxane + K Xol vs Dox
Parameter Time Doxorubicin . . protection vs
Doxorubicin Doxorubicin .. p-value*
Doxorubicin
w3 -35.9% -21.2% -28.0% 41% less decline 0.0014
EF 1 better
W5 -46.0% -30.3% -32.6% 34% less decline <0.0001
w3 -45.3% -28.6% -38.1% 37% less decline 0.0024
FS 1 better
W5 -55.5% -38.8% -42.5% 30% less decline 0.0013
w3 +196.5% +123.6% +164.7% 37% less increase 0.0022
ESV { better
W5 +233.4% +160.6% +278.0% 31% less increase 0.0007
w3 +48.5% +33.8% +42.1% 30% less increase 0.0248
LVIDs |, better
W5 +57.4% +41.9% +64.2% 27% less increase 0.0193

* Repeated-measures Two-way ANOVA with Holm-Sidak post hoc (n = 12 per group)
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It is worth noting that the dosing schedules differed between the two treatment arms. Dexrazoxane must be
administered before doxorubicin in order to work, and was therefore given 30 minutes prior. Xolatryp dosing began
10 minutes after doxorubicin. Since doxorubicin causes cardiac injury rapidly, dosing after the insult is a more
conservative test than pre-dosing, when the protective agent would already be established in the body. Xolatryp
nonetheless matched or numerically exceeded dexrazoxane across all four functional parameters.

Two supporting measures were also assessed. Cardiac troponin |, a marker of heart muscle cell injury, was reduced
by approximately 19% at Week 5 relative to doxorubicin alone (p = 0.0535). Myocardial collagen content fell from
17.4% with doxorubicin alone to 13.2% with Xolatryp, a relative reduction of approximately 24%.

HISTOPATHOLOGICAL REVIEW SUPPORTIVE OF FUNCTIONAL RESULTS

Histopathological [tissue] examination, performed blinded, confirmed a clear doxorubicin-induced injury,
comprising disordered myocardial fibres, focal myofiber rupture, widened intercellular spaces, interstitial oedema,
and focal inflammatory-cell infiltration, with Masson's trichrome staining showing focal collagen proliferation and
fibrotic lesions.

Results from trichrome-stained sections of rodent heart at the end of the 5-week study
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Vehicle: Normal tissue Doxorubicin Doxorubicin + Xolatryp
- Predominantly red muscle fibres - Moderate tissue injury - Mild tissue injury
- Minimal blue collagen - Increased blue collagen deposition - Reduced blue collagen compared to

doxorubicin alone

In the above images collagen [representing damaged tissue] stains blue and myocardium (normal heart muscle
tissue) stains red. Doxorubicin treatment resulted in increased collagen deposition and myocardial injury compared
with vehicle (normal). Co-treatment with Xolatryp (32 mg/kg) reduced collagen deposition and improved
myocardial architecture.

Overall injury severity in Xolatryp-treated animals was reduced from predominantly moderate focal myocardial
injury (damage to a medium-sized, localised area of the heart muscle) to predominantly mild focal injury (a small,
localised area of heart muscle has suffered minor damage or stress), the same characterisation applied to the
dexrazoxane positive-control group.

Nyrada previously reported preclinical data from a separate liver cancer tumour model in which Xolatryp showed
anti-tumour activity as a single agent, and improved anti-tumour activity when combined with doxorubicin.
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James Bonnar, Nyrada CEO, commented on the results “Combined with our previous finding that Xolatryp has anti-
tumour activity and enhances the response to doxorubicin in a tumour model, we believe Xolatryp has the potential
to offer an important new approach to anthracycline therapy, protecting cardiac function while preserving, and
potentially enhancing, the anti-cancer effect.”

The results from this study clearly support the development of Xolatryp as an adjunct therapy with chemotherapy
drugs in the oncology setting.
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General Advice Warning

Please note that any advice given by Canary Capital Pty Ltd (Canary Capital) as a corporate authorised representative (CAR number 1254859)
of BR Securities Australia Pty Ltd (ABN 92 168 734 530) which holds AFSL 456663 is GENERAL advice, as the information or advice given does
not take into account your particular objectives, financial situation or needs. Before acting on the advice, you should consider the
appropriateness of the advice, having regard to your objectives, financial situation and needs. If our advice relates to the acquisition, or
possible acquisition, of a particular financial product you should read any relevant Product Disclosure Statement or like instrument. Canary
Capital Pty Ltd | ABN 18 618 657 640 | www.canarycapital.com.au. Our Financial Services Guide (FSG) is available on the Canary Capital
website https://canarycapital.com.au/financial-services-guide/

Disclaimers

Canary Capital provides this financial advice as an honest and reasonable opinion held at a point in time about an investment’s risk profile
and merit and the information is provided by Canary Capital in good faith. The views of the adviser(s) do not necessarily reflect the views of
the AFS Licensee. Canary Capital has no obligation to update the opinion unless Canary Capital is currently contracted to provide such an
updated opinion. Canary Capital does not warrant the accuracy of any information it sources from others. All statements as to future matters
are not guaranteed to be accurate and any statements as to past performance do not represent future performance. Assessment of risk can
be subjective. Portfolios of equity investments need to be well diversified and the risk appropriate for the investor. You acknowledge that
you have assessed your own risk profile, with or without assistance from an AFSL holder licensed to provide such an assessment. We aren’t
licensed to assess your personal risk profile. Equity investments in listed or unlisted companies yet to achieve a profit or with an equity value
less than $50 million should collectively be a small component of a balanced portfolio, with smaller individual investment sizes than
otherwise. Investors are responsible for their own investment decisions, unless a contract stipulates otherwise. Canary Capital does not
stand behind the capital value or performance of any investment. Subject to any terms implied by law and which cannot be excluded, Canary
Capital shall not be liable for any errors, omissions, defects or misrepresentations in the information (including by reasons of negligence,
negligent misstatement or otherwise) or for any loss or damage (whether direct or indirect) suffered by persons who use or rely on the
information. If any law prohibits the exclusion of such liability, Canary Capital limits its liability to the re-supply of the Information, provided
that such limitation is permitted by law and is fair and reasonable.

Level 16, 9 Castlereagh Street, Sydney, NSW, 2000
W: www.canarycapital.com.au P: +61 2 9133 1325
ACN 618 657 640, AFSL 456663



about:blank
https://aus01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fmcusercontent.com%2F9e66afe23d93c9629710dbc7f%2Ffiles%2F113a4e7f-5af9-7730-6c43-7a24495280e4%2FNyrada_Oncology_Results.pdf&data=05%7C02%7Cjack.wu%40canarycapital.com.au%7C3717cddd4f4e4810db0708df0172bf8f%7C83caf1bb10624414acc67400c59fed75%7C0%7C0%7C639231264813647365%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=GcKwc8n19OfpEwDv2pn2NFYkj%2BzOyboSF6JB6GXResY%3D&reserved=0
about:blank
about:blank
https://aus01.safelinks.protection.outlook.com/?url=http%3A%2F%2Fwww.canarycapital.com.au%2F&data=04%7C01%7Cscraigie%40canarycapital.com.au%7Ca78887b453e24910cbe708d99d1d181a%7C83caf1bb10624414acc67400c59fed75%7C0%7C0%7C637713570543967931%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=olzlbIapDJKR3sjW05Z%2B1fDgQy79%2BmhTOWt0PiDaNPI%3D&reserved=0
https://aus01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fcanarycapital.com.au%2Ffinancial-services-guide%2F&data=04%7C01%7Cscraigie%40canarycapital.com.au%7Ca78887b453e24910cbe708d99d1d181a%7C83caf1bb10624414acc67400c59fed75%7C0%7C0%7C637713570543967931%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C1000&sdata=Evj8e85JM9kJueo8u1ORYSIiiaixLbmvR3zt1qLyLKo%3D&reserved=0

CANARY

CAPITAL

w

Disclosures

Paul Hart and Arun Sengupta are directors and authorised representatives of Canary Capital. They certify that any advice given by them or
any other authorised representative of Canary Capital reflects their honest view of a company. Directors and authorised representatives of
Canary Capital may own securities in companies they recommend, which will be declared if they ever give advice. Authorised representatives
receive a share of the brokerage and origination fees earned by Canary Capital in relation to companies they recommend, so they rely on
their skills at selecting good investment opportunities for clients of Canary Capital. Canary Capital, its directors and associates and employees
receive fees and share options from companies to which Canary Capital is mandated to provide corporate advisory services. The companies
currently mandated are NTI, ESK, M2M, NYR, and DekkoSecure.

Confidentiality Notice

This research report is intended only for the addressee and may contain information which is confidential and privileged. If you are not the
addressee you may not use, disseminate or copy this information. If you have received this information in error, please notify us immediately
and destroy this research report. We do not guarantee the integrity of any e-mails or attached files and are not responsible for any changes
made to them by any other person.
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