Neuren Pharmaceuticals (NEU.AX)

Transformative Phase 3 Results

Results Support Commercial Activities

NEU’s North America (NAM) partner, Acadia Pharmaceuticals
(NASDAQ:ACAD) has announced strong top-line results of its Phase
3 trial in Rett Syndrome. All three endpoints were met with clinical
significance of p values of <0.0175. Generally, p values of <0.05 are
regarded as positive. In MST’s view, the strength of the results
supports US regulatory approval, good market uptake and
favourable drug pricing. It also enhances NEU’s power in licensing
negotiations for ex-NAM rights.

US Approval/Market Entry to Trigger Revenues

FDA approvaland US market entry are expected to trigger payments
of ~A$111m over CY22/CY23, with double-digit royalties on net sales
to follow. NEU is expected to confirm the licensing rights for ex-NAM
markets over CY22. MST forecasts a US$20m as a sign on payment.
The strength of the results brings upside risk to MST forecasts.

NNZ-2591 to come

NEU’s Phase 2 trials of its second drug NNZ-2591 in three additional
neurodevelopmental syndromes were planned to start in late CY21.
FDA queries regarding the trial protocols have the program on
‘hold’. NEU expects to resolve the queries over early CY22. From an
efficacy perspective, based on its testing to date, NEU believes that
NNZ-2591 offers a greater clinical potential than trofinetide. MST’s
forecasts assume a licensing deal over late CY22 with a sign-on
US$20m payment.

Financials, Valuation, Risks, Sensitivities

We value NEU at $5.05 per share on a 12-month forward risk-
adjusted DCF basis (previously $3.58ps). On the strength of the
positive top-line trial results, the probability of approval is 95%
(previously 60%) for Rett Syndrome. Market share is forecast to
peak at 15% (previously 10%). The probability of approval of 25%
and other valuation assumptions for NNZ-2591 in its targeted
conditions are unchanged.

The valuation includes assumptions of the probability of approval
and commercial performance. The forecasts are subject to the usual
sensitivities/risks regarding trial delay, competitor activity, market
approval, pricing, patient uptake, product supply and
reimbursement. They present upside and downside risks to MST
valuation assumptions.

Further NEU research reports are available at mstaccess.com.au
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Neuren Pharmaceuticals is an ASX-listed
biotechnology company developing drugs for
debilitating neurodevelopmental disorders.
Trofinetide and NNZ-2591 are targeting six
disorders for which there are no approved
therapies. Top-line results of the Phase 3 trial of
trofinetide in Rett Syndrome showed strong
clinical significance. NNZ-2591 is planned to
enter Phase 2 trials in CY22.

Board and management are well credentialled
with in-depth experience in drug development
and commercialisation.
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Q1CY22 ACAD Pre-NDA meeting with FDA
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Exhibit 1 - NEU Financial Summary
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Gearing (net debt / EBITDA) X 26 33 (1.3) (2.4) (2.2) Intangibles $m - - - - -
Operating cash flow per share $ 0.1) (0.1) 0.3 0.3 04  Other $m - - - - -
Price to operating cash flow X (46.6) (35.7) 9.5 12.5 8.1  Total Assets $m 250 364 800 107.6 1551
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EBITDA margin % nm n/m 68% 86% iy CASH FLOW (A$) FY20 FY21 FY22E FY23E FY24E
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Strong Trial Results to Drive Regulatory & Market Activities

Acadia Pharmaceuticals (NASDAQ:ACAD), NEU’s licensing partner, has reported positive top-line results from
its pivotal Phase 3 Lavender™ study. The trial evaluated the efficacy and safety of trofinetide in 187 girls and
young women aged 5-20 years with Rett syndrome. The 12-week placebo-controlled study demonstrated
statistically significant improvement over placebo for both co-primary endpoints, Rett Syndrome Behaviour
Questionnaire (RSBQ) and the Clinical Global Impression-Improvement (CGI-1). The key secondary endpoint,
the Communication and Symbolic Behavior Scales Developmental Profile™ Infant-Toddler Checklist-Social
composite score (CSBS-DP-IT-Social) also reported an unequivocal result with a p value of 0.0064.

Trial Key Take-aways

The Lavender trial data are very supportive from both regulatory and market perspectives.

TYPE ASSESSMENT |p VALUE (EFFECT SIZE

Rett Syndrome Behaviour Questionnaire RSBQ Primary Caregiver 0.0175 0.37
Clinical Global Impression — Improvement CGH Primary Physician 0.003 0.47
CSBS-DP-IT Social Composition Score CSBS-DP-IT Secondary |[Caregiver 0.0064 0.43

e The strength of the data with clinical significance across the three trial endpoints leaves little
room for debate around trofinetide’s efficacy. Regulators usually do not require the customary
two trials, pivotal and confirmatory, in rare diseases. However, when trial results are not
definitive a second study can be requested. The strength of the Phase 3 data is likely to support
FDA approval on the single Lavender trial.

e Trial patient cohorts were well balanced with respect to age and disease status which is also
supportive of the results.

e Consistency of data was also a key feature. The Phase 3 results trended those reported in the
Phase 2 trial results and data emerging from the Lilac extension trial. There was also a
consistency of the results across the different age groups, severity of disease and subscores of
the RSBQ. All will be important to the regulators and supportive of broader label indications.

e ACAD is conducting a pharmacokinetic study in 2-5-year-olds to support the inclusion of the
younger patients in the label indication.

e >95% of the participants continued to the Lilac extension trial which signals patient/carer
support.

e The strong results are also likely to be supportive of pricing negotiations and market uptake.
There are no approved treatments for Rett Syndrome and it is commonly severely debilitating.

e Adverse effects were generally not significant. Diarrhea was the main cause of patients who
withdrew from the trial. The diarrhea was attributed to an interaction of trofinetide with laxative
medications. ACAD has designed a protocol to manage these patients to minimize the effect.

e The mechanism of action of trofinetide in addressing the condition’s underlying nervous system
defects supports a disease modifying ability but this effect is yet to be confirmed.

FDA approval and market entry to trigger licensing revenues

Under its licensing agreement with ACAD, NEU is entitled to receive milestone payments based on FDA
approval and US market entry. The agreement also allows for NEU to receive one third of the market value of
a Rare Paediatric Disease Priority Review Voucher, if awarded. In total, NEU may receive ~A$111m over CY22
&CY23. On market launch, NEU will receive double digit royalties on net sales, with potential sales-based
milestone payments of US$350m.
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The FDA has awarded the trial Fast Track status. The designation allows for a six-month review of the trial data
by the FDA rather than the customary period of ten months. In addition, trofinetide has an FDA orphan drug
status which confers a market exclusivity period of seven years.

Ex-NAM Markets

NEU retains the rights for the ex-NAM markets. Under its agreement with ACAD, the data of the trial and
associated development activities can be used as part of the regulatory data packages for ex-NAM markets.
With the confirmation of positive results, NEU is expected to confirm its marketing plans over the following
months. Trofinetide has Orphan Drug Status in the EU, conferring 12 years market exclusivity. The extended
market protection is likely to be valued by potential partners for the EU markets.

Fragile X - Next Steps

The ACAD agreement also includes the use of trofinetide in Fragile X syndrome. A Phase 2 trial which was
undertaken by NEU included 82 females who were treated over 28 days. Despite the relatively short treatment
period, trofinetide at the high dose (70 mg/kg twice daily) demonstrated a consistent pattern of clinical
improvement, observed in both clinician and caregiver assessments. With the positive news of trofinetide
efficacy in Rett Syndrome, MST assumes ACAD will continue the development of the Fragile X indication.

Implications for NNZ-2591

The Rett Syndrome trial results may also be supportive of NNZ-2591. While the exact mechanism of action of
trofinetide is not fully understood, the two drugs are based on two related molecules. Trofinetide and NNZ-
2591 are synthetic versions or analogues of glycine-proline-glutamate (GPSE) or glypromate (GPE) and cyclic-
glycine-proline (cGP) peptides, respectively. Both GPE and cGP are believed to play important roles in
regulating the activity of Insulin Growth Factor 1(IGF-1).

IGF-1 is critical for brain development and bodily functions such as movement and cognition. Studies have
shown that different neural diseases and brain trauma often trigger the same pathological effects at the
cellular and molecular levels. The close relationship of the two peptides in IGF-1 factor control and the shared
underlying pathology of the targeted neurodevelopmental conditions offer some support that NNZ-2591 will
be also effective in these types of conditions.

Potential Value Driversin CY21/22

Q1 CY22 Pre-NDA (New Drug Application) submission by ACAD

CY22 NDA submission

CY22 Phase 2 trials of NNZ-2591 in three conditions

CY22 Licensing agreements/upfront payments for trofinetide ex-NAM

CY22/23 FDA approval of trofinetide in Rett Syndrome and market entry with milestone payments
CY22/23 ACAD to announce plans for the development of trofinetide in Fragile X Syndrome
CY22/23 Licensing agreement for NNZ-2591 post positive Phase 2 trials

Valuation and Key Risks

We value NEU at $5.05 per share on a 12-month forward risk-adjusted DCF basis (previously $3.58ps). On the
strength of the positive top-line trial results, we have increased the probability of approval to 95% (previously
60%) for Rett Syndrome. We have also increased market share across the different markets to peak at 15%
(previously 10%). The probability of approval of 25% and other valuation assumptions for NNZ-2591 in its
targeted conditions are unchanged.

Our valuation is subject to the usual upside/downside risks and assumptions regarding clinical trial timing,
market approval and entry, pricing, market penetration and sales royalties/licensing payments. The COVID
pandemic may affect the ongoing clinical trials in NNZ-2591.
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Disclaimers

MST Access is a registered business name of MST Financial Services Pty Ltd (ACN 617 475 180 “MST Financial”) which is a limited liability company
incorporated in Australia on 10 April 2017 and holds an Australian Financial Services Licence (Number: 500 557). This research is issued in Australia
through MST Access which is the research division of MST Financial. The research and any access to it, is intended only for "wholesale clients" within
the meaning of the Corporations Act 2001 of Australia. Any advice given by MST Access is general advice only and does not take into account your
personal circumstances, needs or objectives. You should, before acting on this advice, 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 financial product you should read
any relevant Product Disclosure Statement or like instrument.

This report has been commissioned by Neuren Pharmaceuticals Limited and prepared and issued by Rosemary Cummins of MST Access in
consideration of a fee payable by Neuren Pharmaceuticals Limited. MST Access receives fees from the company referred to in this document, for
research services and other financial services or advice we may provide to that company. The company has provided the analyst with communication
with senior management and information on the company and industry. As part of due diligence, the analyst has independently and critically reviewed
the assistance and information provided by the company to form the opinions expressed in the report. Diligent care has been taken by the analyst to
maintain an honest and fair objectivity in writing this report and making the recommendation. Where MST Access has been commissioned to prepare
content and receives fees for its preparation, please note that NO part of the fee, compensation or employee remuneration paid will either directly
or indirectly impact the content provided.

Accuracy of content: All information used in the publication of this report has been compiled from publicly available sources that are believed to be
reliable, however we do not guarantee the accuracy or completeness of this report and have not sought for this information to be independently
certified. Opinions contained in this report represent those of MST Access at the time of publication. Forward-looking information or statements in
this report contain information that is based on assumptions, forecasts of future results and estimates of amounts not yet determinable, and
therefore involve known and unknown risks, uncertainties and other factors which may cause the actual results, performance or achievements of
their subject matter to be materially different from current expectations.

Exclusion of liability: To the fullest extent allowed by law, MST Access shall not be liable for any direct, indirect or consequential losses, loss of profits,
damages, costs or expenses incurred or suffered by you arising out or in connection with the access to, use of or reliance on any information contained
in this report. No guarantees or warranties regarding accuracy, completeness or fitness for purpose are provided by MST Access, and under no
circumstances will any of MST Financials’ officers, representatives, associates or agents be liable for any loss or damage, whether direct, incidental
or consequential, caused by reliance on or use of the content.

General Advice Warning

MST Access Research may not be construed as personal advice or recommendation. MST encourages investors to seek independent financial advice
regarding the suitability of investments for their individual circumstances and recommends that investments be independently evaluated.
Investments involve risks and the value of any investment or income may go down as well as up. Investors may not get back the full amount invested.
Past performance is not indicative of future performance. Estimates of future performance are based on assumptions that may not be realised. If
provided, and unless otherwise stated, the closing price provided is that of the primary exchange for the issuer’s securities or investments. The
information contained within MST Access Research is published solely for information purposes and is not a solicitation or offer to buy or sell any
financial instrument or participate in any trading or investment strategy. Analysis contained within MST Access Research publications is based upon
publicly available information and may include numerous assumptions. Investors should be aware that different assumptions can and do result in
materially different results.

MST Access Research is distributed only as may be permitted by law. It is not intended for distribution or use by any person or entity located in a
jurisdiction where distribution, publication, availability or use would be prohibited. MST makes no claim that MST Access Research content may be
lawfully viewed or accessed outside of Australia. Access to MST Access Research content may not be legal for certain persons and in certain
jurisdictions. If you access this service or content from outside of Australia, you are responsible for compliance with the laws of your jurisdiction
and/or the jurisdiction of the third party receiving such content. MST Access Research is provided to our clients through our proprietary research
portal and distributed electronically by MST to its MST Access clients. Some MST Access Research products may also be made available to its clients
via third party vendors or distributed through alternative electronic means as a convenience. Such alternative distribution methods are at MST’s
discretion.

Access and Use

Any access to or use of MST Access Research is subject to the Terms and Conditions of MST Access Research. By accessing or using MST Access
Research you hereby agree to be bound by our Terms and Conditions and hereby consent to MST collecting and using your personal data (including
cookies) in accordance with our Privacy Policy (https://mstfinancial.com.au/privacy-policy/), including for the purpose of a) setting your preferences
and b) collecting readership data so we may deliver an improved and personalised service to you. If you do not agree to our Terms and Conditions
and/or if you do not wish to consent to MST’s use of your personal data, please do not access this service.

Copyright of the information contained within MST Access Research (including trademarks and service marks) are the property of their respective
owners. MST Access Research, or any portion thereof, may not be reprinted, sold or redistributed without the prior and written consent of MST.
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