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First NNZ-2591 trial underway
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NEU has announced that the Phase 2 trial of NNZ-2591 in Angelman
Syndrome is open for enrolment with the first patient expected to

start ‘imminently’. Phase 2 trials in the Pitt Hopkins and Phelan Neuren Pharmaceuticals is an ASX listed biotechnology
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planned for CY23.
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~A$111m from NEU’s North American partner Acadia

Pharmaceuticals (NASDAQ: ACAD) are expected over CY22/23 on FDA

approval of trofinetide in Rett Syndrome and other milestones. NEU
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Cash of $34.1m at Q1FY22 is expected to be sufficient to fund NNZ- Rett Syndrome
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Financial Summary

Exhibit 1 - MST Financial Summary

Neuren Pharmaceuticals

ed

Year end 31 December

NEU-AU

Share Price A$ 4.00 5.0
52 week high / low A$ 468-152 .0 ——NEU
Valuation (12 month forward) A$ 6.84
Market capitalisation A$m 504 3.0
Shares on issue m 126 20
Options m 3
Other equity m - 1.0
Potential shares on issue (diluted) 129 0.0
Jul-21 Sep-21 Nov-21

INVESTMENT FUNDAMENTALS FY20 FY21 FY22E FY23E  FY24E i PROFIT AND LOSS (A$)
EPS Reported (undiluted) ¢ (8.6) (6.6) 53.3 6.5 39.8  Total Revenue & Other Income
EPS Underlying (undiluted) ¢ (8.6) (6.6) 53.3 6.5 39.8 COGS
Underlying EPS growth % n/m n/m n/m n/m n/m  Gross margin
PIE Reported (undiluted) X n/m nim n/m n/m n/m  Corporate costs
P/E at Valuation X n/m n/m n/m n/m n/m  EBITDA
Dividend ¢ - - - - - Depreciation & amortisation
Payout ratio % 0% 0% 0% 0% 0% EBIT
Yield % - - - - - Net interest

Pretax Profit
KEY RATIOS (A$) FY20 FY21 FY22E  FY23E  FY24E EREVEELES
Forecast year end shares m 118 129 129 129 129 Minorities
Market cap (Y/E / Spot) $m 4704 515.9 515.9 515.9 515.9  Underlying NPAT
Net debt /(cash) $m (24.2) (36.8) (105.6)  (114.0) (165.3)
Enterprise value $m  446.2 47941 4103 401.8 kLK BALANCE SHEET (A$)
EV/Sales X 546.2 133.3 25 8.2 30 Cash
EVIEBITDA X (47.8) (61.1) 4.0 338 4.7  Receivables
EVIEBIT X (47.8) 61.1) 42 40.6 50  Inventory
Net debt / Enterprise Value X 0.1) 0.1) 0.3) 0.3) (0.5) PPE
Gearing (net debt / EBITDA) X 26 47 (1.0) (9.6) (2.2)  Intangibles
Operating cash flow per share $ 0.1) 0.1) 0.6 0.1 04  Other
Price to operating cash flow X (58.2) (51.7) 6.9 49.6 9.2  Total Assets
Free cash flow $m (8.1) (10.0) 68.8 8.4 51.3  Payables
Free cash flow per share $ (0.07) (0.08) 0.53 0.07 040  Borrowings
Price to free cash flow X (58.2) (51.7) 75 61.1 101 Leases
Free cash flow yield % A1.7% 1.9%  13.3% 1.6% 9.9%  Provisions
Book value / share $ 0.21 0.30 0.82 0.88 128  Other
Price to book (NAV) X 19.4 131 49 45 3.1 Total Liabilities
NTA/ share $ 0.21 0.30 0.82 0.88 1.28  Shareholder's Equity
Price to NTA X 19.4 131 49 45 31
EBITDA margin % n/m n/m 64% 24% X537 3 CASH FLOW (A$)
ROE (Average Equity) % n/m n/m n/m n/m n/m  Receipts from customers
ROA (EBIT) % n/m nim n/m n/m n/m  Payments to suppliers and employees
Interest cover (EBIT / netinterest) ~ x n/m n/m 90.1 46 279 R&D

Govt Grants, Rebates & Milestones
Interest

Tax

Operating cash flow
Capex

Acquisitions

Other

Investing cash flow
Borrowings

Equity

Dividend

Financing cash flow
Change in Cash / FX
Year end cash

Jan-22 Mar-22 May-22 Jul-22

FY20 FY21 FY22E FY23E FY24E
$m 0.8 36 1626 492 1151
$m - - (33.3) (10.1) (26.2)
$m 0.8 36 1292 390 889
Sm (102) (114) (265) (272) (135)
$m (9.3) (7.8) 1037 119 754
$m - - (65 (200 (48)
Sm ~ (93) (78) 972 99 708
$m 0.1 0.0 1.1 22 25
$m 9.2) (78) 983 121 733
$m - - (29.5) (3.6) (22.0)
$m -
$m ~ (9.2) (78) 688 84 513

FY20 FY21 FY22E FY23E FY24E
$m 242 368 1056 1140 1653
$m 0.8 3.3 6.7 20 47
$m - - - - -
$m 0.0 0.0 0.0 0.0 0.0
$m e e
$m e e
$m 25.0 40.0 1123 116.0 170.0
$m 0.8 0.8 6.7 2.0 4.7
$m e
$m S
$m - - - - -
$m - - - - -
$m 0.8 0.8 6.7 20 4.7
$m 242 392 1056 1140 1653

FY20 FY21 FY22E FY23E FY24E
$m - - 1333 405 1049
$m (1.4) (2.7) (39.0) (139) (31.3)
$m (78)  (98) (199) (234) (84)
$m 0.9 25 292 86 102
$m 0.2 0.1 1.1 22 25
$m - - (295 (36) (220)
$m 81) (10.0) 753 104 559
$m 00) (00) (65 (20) (46)
$m e e
$m -
$m  (00) (00) (65 (20) (4.6
$m S
Sm 191 222 - - -
$m - - - - -
$m 191 222 - - -
$m 111 122 68.8 84 513
$m 24.2 368 1056 1140 165.3

Source: Company Reports, MST Assumptions
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Trofinetide support for NNZ-2591

NNZ-2591 and trofinetide

NEU has announced that the Phase 2 trial in Angelman Syndrome of its second drug, NNZ-2591, has commenced. It is
the first of four planned Phase 2 trials of NNZ-2591. Industry standards report a ~20% probability of approval for Phase
2 trials. In December 2021, NEU’s US partner, Acadia Pharmaceuticals (NASDAQ: ACAD) announced strongly positive
Phase 3 trials of NEU’s trofinetide in Rett Syndrome. MST has compared the development of trofinetide to NNZ-2591’s
program to date. In our view, the success of trofinetide lends support to NNZ-2591.

e Method of Action (MOA) - Both drugs have similar MOAs and are targeting genetic neurodevelopmental
syndromes that share underlying pathological features. NNZ-2591 is a novel synthetic analog or replica of a
key neural peptide, cyclic glycine-proline (cGP). Trofinetide is an analog of glycine-proline-glutamate (GPE),
another key neural peptide. Both peptides are intimately involved in the regulation of the growth hormone,
Insulin Growth Factor 1 (IGF-1). IGF-1 plays an important role in foetal development and growth during
childhood and adolescence. IGF-1 also has a neural protective role, regulating nerve transmission and the
development and maintenance of the synapses. All NEU’s targeted syndromes arise from genetic mutations
that result in significant dysfunction of the nervous system. In MST’s view, given the relationship between
GPE, cGP and IGF-1, the success of trofinetide gives confidence in NNZ-2591’s approach.

e Drugcharacteristics - NEU has reported that the pharmacokinetic characteristics of NNZ-2591 are superior to
trofinetide and therefore potentially offers a more effective therapy.

e NNZ-2591 clinical trial program advantage - In MST’s view, review shows that NEU management has
leveraged its experiences from the trofinetide clinical trial program to plan NNZ-2591’s trial program. NEU
conducted two Phase 2 trials of trofinetide in Rett Syndrome and one in Fragile X Syndrome.

Exhibit 2 - NNZ-2591 Phase 2 Trials Program - leveraging the trofinetide experience

Number of Trial
patients duration

Trofinetide

Rett

Syndrome 50 &70mg/kg 4weeks  Trend to efficacy.
Phase 2.1

200mg/kg - Statistically significant
6 weeks  improvement in RSBQ! (p < 0.042), CGI-
| Rett Syndrome.

50,100,

Phase2.2 A 15 oomg/ke

Met co-primary efficacy endpoints
Phase 3 187 5-15 200mg/kg 12 weeks statistically significant improvement
RSBQ! (p=0.0175) & CGI-1> (p=0.0030).
Consistent signal of efficacy at the

FragileX ¢ 12-45 350r70mg/kg 4 weeks higher dose.

1 RSBQ- Rett Syndrome Behaviour Questionnaire
2 CGI-I- Clinical Global Impression-Improvement

Source: Company Reports, MST Assumptions
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Trofinetide in Rett Syndrome

The first trofinetide Phase 2 trial of 53 16 to 45-year-old women studied two doses over a four-week duration. The trial
demonstrated safety and a trend to efficacy, particularly at the higher dose of 70mg/kg twice daily.

Asecond trial was undertaken with 82 girls, aged 5-15 years. The higher dose of 200 mg/kg twice daily and a longer six-
week trial demonstrated a statistically significant improvement (p < 0.042) over placebo in three endpoints - Rett
Syndrome Behaviour Questionnaire (RSBQ), Clinical Global Impression-Improvement (CGI-1) and RTT-Clinician Domain
Specific Concerns-Visual Analog Scale (RTT-DSC-VAS). From a safety perspective, trofinetide was well tolerated at all
doses (50, 100, and 200 mg/kg BID). The improvement increased through to the time that treatment ceased, suggesting
further benefit may have been achieved with a longer treatment duration.

Fragile X

NEU has also undertaken a four-week Phase 2 trial of trofinetide in Fragile X Syndrome. The study included 72
adolescent and adult males and was a double-blind, placebo-controlled, parallel-group study of the safety and
tolerability of two doses of orally administered trofinetide. This study showed clinical improvement in many of the core

symptoms. The results were not statistically significant.

Phase 3 trial

The Phase 3 trial was undertaken by NEU’s US-based licensing partner, Acadia Pharmaceuticals (NASDAQ: ACAD). It
comprised a 12-week, double-blind, randomized, placebo-controlled study. It included 187 females, aged 5-20 years.
The trial met the co-primary efficacy endpoints demonstrating statistically significant improvement over placebo in
the Rett Syndrome Behaviour Questionnaire (RSBQ) (p=0.0175) and the Clinical Global Impression of Improvement
(CGI-I) (p=0.0030).

In summary, the trofinetide trials have shown that higher dosing and longer treatment periods of 12 weeks
within the younger age cohort resulted in a strongly statistically significant improvement.

NEU program for NNZ-2591

Exhibit 3 - NEU Phase 2 Trials Summary

Neurodevelopmental
Syndrome

Genetic Mutation Clinical Trial Patient Cohort Trial Endpoints

up to 20 3-17 yr olds

Angelmann UBE3A Phase 2 in a 13-week trial
Younger trial
Pitt-Hopkins TCF4 Phase 2 up to 20 3-17 yr olds subjects, longer
in a 13-week trial dosing period
Phelan-MeDermid Shank3 Phase 2 'upto 203-12 yr olds .
in a 13-week trial pharmacokinetics
and efficacy
Safety,
- tolerability,
Prader-Willi 15q11-q13 Phase 2 To be announced

pharmacokinetics
and efficacy

Source: Company Reports, MST Assumptions

In MST’s view, management has leveraged its learnings from trofinetide’s clinical trial program to optimise NNZ-
2591’s clinical program.
e  Younger cohort - In keeping with trofinetide which demonstrated a greater effect in the 5-15 year olds trial
cohort, NNZ-2591 Phase 2 trials will include 3-17 year olds (3-12 years in Phelan McDermid). A younger
cohort limits the heterogeneity of the syndrome presentations thereby increasing the opportunity to
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demonstrate a clinical effect across the group. Subsequent trials are expected to examine NNZ-2591 in adult
populations.

e Longer trial - In keeping with the Phase 3 trofinetide Rett Syndrome trial, the NNZ-2591 Phase 2 trial will
treat the participants for 13 weeks.

e Selection of the dose is well supported - The single-dose level selected for the trial has been informed by a
clear dose-ranging study. The Phase 2 trial will include only one dose allowing for a smaller cohort of 20
patients.

Proof to date
NNZ-2591 is also supported by:

Safety

NEU conducted a seven-day Phase 1 trial of NNZ-2591 in healthy volunteers with twice-daily dosing at a range of levels.
The dosing data have been incorporated into the Phase 2 trials. There were no significant adverse events (SAE), with
drowsiness the most common adverse effect reported. The pharmacokinetics of NNZ-2591 were favourable as
measured by the biochemical effects in the brain and confirmed the optimum dose. In summary, the Phase 1 trial in
healthy individuals showed NNZ-2591 was well tolerated and safe.

Potential Efficacy

Preclinical studies in mouse models of all four syndromes have demonstrated a strong effect of NNZ-2591 across a
broad range of syndrome-related symptoms, including behaviour, learning and memory, sociability, anxiety, motor
function and seizure reduction/elimination. In Prader-Willi, where excessive eating is a feature, NNZ-2591 normalised
the fat mass, as well as insulin and IGF-1 levels. In a Phelan-McDermid model, NNZ-2591 showed restoration of the
nerve cells’ dendrites, important in the transmission of the neural signals from nerve cell to nerve cell.

Obesity (Fat mass)

Fat mass (g]

Abnormal dendritesin Normalisation after
shank3 knockout mice treatment with NNZ-2591

Preclinical Studies of NNZ-2591 in Prader-Willi Syndrome, In a Phelan-McDermid model, NNZ-2591
show the disease model mice (Magel2) with a high dose of demonstrated normalisation

NNZ-2591 reduces the fat mass to the level of the control of the dendrites.

mice (WT).

Potential Milestones

H2CY22 - Commence Phase 2 trials Pitt-Hopkins, Phelan-McDermid and Prader-Willi syndromes
H2CY22 - Submission of New Drug Application (NDA) for approval of trofinetide in Rett syndrome
CY22/23 - Commercial partnerships for trofinetide in ex-North America regions

Q1CY23 - FDA approval trofinetide in Rett Syndrome

CY23  -Phase 2 NNZ-2591 trials results, licensing deals
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Valuation, Key Risks and Sensitivities

In view of the supporting data and commencement of the Phase 2 trial program of NNZ-2591 after FDA query, we have
adjusted the probability of approval of NNZ-2591 in the nominated syndromes from 20% to 30%. Our valuation of $6.84
per share (previously $6.21) is based on a 12-month forward risk-adjusted DCF. MST’s valuation is subject to the usual
upside/downside risks and sensitivities of drug development, including clinical trial patient recruitment, timing and
costs, regulatory approval and market entry, pricing, market penetration and sales royalties/licensing payments.

Key assumptions include that trofinetide’s ex-NAM rights are licensed on/prior to FDA approval and NNZ-2591 is
licensed on a positive Phase 2 data in CY23. The COVID pandemic has resulted in clinical trial delays with the
abandonment of some trials. We note that trofinetide’s Phase 3 trial in Rett syndrome did not experience any delay
despite significant COVID outbreaks during the trial. In our view, enrolment in NNZ-2591’s clinical trial program will be
enhanced by the widespread news of success of the Rett Syndrome Phase 3 trials amongst the patient and medical
communities.

Approval by the FDA in Rett Syndrome is a key valuation driver. Requirements regarding data to support European
Medicines Agency approval and other jurisdictions are yet to be established. The failure of NEU to secure licensing
agreements of trofinetide in Rett Syndrome in the ex-NAM markets, may see an extension of the forecast timelines,
additional costs and changes to the revenue forecasts. Other risk arises from the lack of clinical efficacy data of NNZ-
2591 in patients. To date there are only preclinical data to support the efficacy of NNZ-2591. The ACAD agreement
includes the rights for use of trofinetide in Fragile X. ACAD is yet to confirm further development plans for the additional
indication. All bring upside/downside risk to MST forecasts.

MST Access has been engaged and paid by the company covered in this report for

ongoing research coverage. Please refer to the full disclaimers and disclosures.



Neuren Pharmaceuticals (NEU.AX)

18 July 2022

Disclaimers and Disclosures

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 and
prepared and issued by Rosemary Cummins of MST Access in
consideration of a fee payable by Neuren Pharmaceuticals. 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.

MST Financial also provides equity capital markets (“ECM”) and
corporate advisory services through its capital markets division, MST
Capital Markets (“MST Capital”). MST Capital provides these services to a
range of companies including clients of the MST Access service. As such,
MST Capital may in future provide ECM and/or corporate advisory
services to the company that is the subject of this research report and,
accordingly, may receive fees from the company for providing such
services. However, MST Financial has measures in place to ensure the
independence of its research division is maintained, including
information barriers between its Capital Markets and Research teams. In
addition, neither MST Access, not any of its research analysts, receive any
financial benefit that is based on the revenues generated by MST Capital
Markets or any other division of MST Financial.

The analyst has received assistance from the company in preparing this
document. 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 thatis 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, video interviews and other
materials, or any portion thereof, may not be reprinted, reproduced, sold
or redistributed without the prior written consent of MST.
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