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Description

AGY provides information to
professionals related to prevention,
diagnosis and treatment of allergic
conditions with a special focus on
allergy vaccination. The emphasis is on
treating the underlying cause and not
just the symptoms.
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ALLERGY THERAPEUTICS

Opening the door to registration

AGY is a long-established specialist in the prevention, diagnosis and treatment of
allergies. Pollinex Quattro (PQ) Grass, the subcutaneous allergy immunotherapy
(SCIT), continues to gain market share despite being available in the EU only on a
‘Named Patient’ basis. As part of a programme designed to get PQ Grass formally
approved in both Europe and the US, AGY has announced positive results from its
Phase Il dose-ranging clinical trial. It has identified the optimum dose as needed
to move forward into the final Phase Ill efficacy trials, and to become the first SCIT
product to be registered in these important pharmaceutical markets.

>

Strategy: AGY is a fully-integrated pharmaceutical company focused on the
treatment of allergies. There are three parts to its strategy: continued
development of its European business via investment or opportunistic
acquisitions; the US PQ opportunity; and further development of its pipeline.

G205 trial: As part of an agreed programme with both the Therapieallergene-
Verordnung (TAV) and the US Food and Drug Administration (FDA), AGY has
undertaken a Phase Il dose-ranging study with Modified Allergen Tyrosine
Absorbed (MATA) MPL (PQ Grass) to identify the optimal dose for Phase I11.

Results: Headline data provided everything that AGY could have hoped for: a
strong dose-response relationship (p<0.001); extremely well tolerated; and an
excellent adherence rate (>95%). Results also allowed the company to identify the
optimal dose for Phase Il trials, subject to regulatory discussions.

Next steps: This trial was extremely important because it was a required step in
the programme towards regulatory approval of PQ Grass in both Europe and the
US. Although overall protocols for the Phase Ill trials in the EU and US might be
slightly different, they are likely to use the same dose, and start in 1H 2019.

Investment summary: Success in the Phase Il G205 trial was important for
moving PQ Grass to the next stage. The resounding results will make upcoming
discussions with the respective regulators somewhat easier, paving the way for
commencement of the final Phase Il trials which, in turn, open the door to PQ
Grass becoming the first registered ultra-short-course allergy immunotherapy
product in both Europe and the US.

Financial summary and valuation

Year-end June (£m) 2015 2016 2017 2018E 2019E 2020E
Sales 4323 4851  64.14 68.0 77.0 86.5
R&D investment -3.12  -16.22 -9.30 -18.0 -16.0 -8.0
Underlying EBIT 291 -12.34 -2.89 -9.7 -5.9 8.1
Reported EBIT 141 -12583 -2.60 -104 -6.6 7.4
Underlying PBT 284 -12.45 -2.97 -9.8 -6.0 8.0
Statutory PBT 0.65 -12.21 =2.67. -10.5 -6.7 7.3
Underlying EPS (p) 0.48 -2.36 -0.47 -1.7 -1.0 1.2
Statutory EPS (p) 0.02 =229 -0.42 -1.8 =1 1.2
Net (debt)/cash 20.14 2004  18.80 8.5 3.2 14.0
Capital increase 20.08 10.97 0.03 0.3 0.3 0.3
P/E (x) 56.4 -11.5 -58.1 -15.4 -26.3 211
EV/sales (x) 3.2 2.9 2.2 2.0 1.8 1.6

Source: Hardman & Co Research
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Paving the way to Phase lll trials

Background

Pollinex Quattro was originally approved for use on a ‘Named Patient’ basis in Europe
in 1999. Whilst this was positive and allows AGY to make sales and garner experience
with the product - it has been used in 250,000 patients to date - this limited approval
prevents universal marketing. Therefore, with the backing of more clinical trials, AGY
has sought full product approval in Europe and the US.

Once the regulatory position had been clarified in both Europe (with the TAV via the
Paul Ehrlich Institut) and the US (FDA), AGY embarked on a series of clinical trials to
underpin a clear pathway leading to full regulatory approval as a biological product in
Europe and for a Biologics License Application (BLA) in the US.

In the US, there is a tremendous drive by both the FDA and the US Pharmacopeial
Convention (USP) to introduce new regulations and move the allergy vaccine market
fromits current ‘unlicensed’ position to one that is fully regulated, with fit-for-purpose
approved biologicals based on clinical outcomes.

Drawbacks of conventional SCIT in US

Variability of supply

Variability of quality of formulations

Variability of dose/regimen

Non-GMP manufacturing

Long courses of treatment with slow emergence of clinical benefit
Lack of safety and efficacy data

Low patient compliance
Source: Allergy Therapeutics (adapted); Hardman & Co Life Sciences Research
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In June 2016, AGY suffered a setback when its US dose-ranging study (G204) with
Pollinex Quattro/ MATA MPL Grass to identify an optimal dose for late-stage efficacy
trials produced an inconclusive result. Given that AGY had already achieved
successful outcomes in an ‘equivalent’ PQ Birch trial in Europe, this was a surprise.
However, it should be noted that G204 used a mobile challenge chamber whichis very
different to conjunctival provocation tests (CPT) used in the European trial.

Therefore, following discussions with the FDA, AGY was allowed to undertake alarger
(more doses) dose ranging study (G205) in Europe, which would be acceptable to both
the European and US regulators. Results from this trial have been announced today,
paving the way for the final push with Phase 111 efficacy studies in 2019.

G205 results

G205 was a multi-centre (>50), double-blind, placebo-controlled, Phase Il trial that
recruited 447 patients in Germany, Poland and Austria. Patients received four
increasing doses of PQ Grass via subcutaneous injections administered once a week
over a six-week period. The aim of the trial was to evaluate the dose-response and
safety of PQ Grass and to identify the optimal dose that could be used in Phase |lI
efficacy studies.

Headline results were positive and provided the best possible outcome that could
have been expected with this subcutaneous immunotherapy (SCIT). Publication in a
scientific journal or presentation at a scientific conference of the complete set of data
is likely laterin 2018.
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» The trial met its primary end-point showing a strong dose-dependent
relationship (p<0.0001) for PQ Grass.

» PQ Grasswas extremely well tolerated, with few reported side effects at any
dose level.

» Inthe CPTtoevaluatethechangeinallergic symptoms,there was asignificant
improvement in in total symptom score (TSS), allowing the identification of
the optimal dose.

» Unusually with this type of trial, largely because it is not a regulatory
requirement, AGY also collected objective data through the measurement of
immunoglobulin (total IgE, grass specific IgE, and grass specific 1gG) levels.
Early analysis indicated that the levels of immunoglobulin were dose
dependent.

» Adherence to the trial was excellent, with 95% of patients completing the
course of six weekly injections.

Observations

Headline results provided everything that the company could have hoped for. The key
objective was to see a dose response and to identify the optimal dose that will be taken
forward into the Phase Il efficacy studies. Subject to agreement with the regulators,
both of these objectives were achieved.

Current SCIT programmes, particularly in the US, involve multiple (50-100) injections
over a period of up to three years, making adherence to schedules very poor; the
majority of patients fail to complete the treatment course, resulting in highly variable
clinical outcomes. In contrast, PQ is an ultra-short-course SCIT normally involving
four, weekly, injections. Therefore, it was very reassuring to see that over 95% of
patients adhered to the protocol, suggesting that patients are likely to be compliant
with the dosing schedule once the product is approved.

Most companies involved in this therapeutic area do not assess any objective criteria
as part of the study, largely because such data is not demanded by the regulatory
authorities. Therefore, it was very reassuring to note that AGY had undertaken, by
design, measurement of immunoglobulin levels in these patients, which has provided
powerful objective data that can be related to the dose of PQ Grass given. Full analysis
of this data will be available later in the year.

Conclusion

These positive subjective and objective results will pave the way for constructive
discussions with the regulators about the optimal dose and trial design for the Phase
11 PQ Grass trials. Commencement of trials in 2019 will open the door towards the
final push for EU and US registration of the first-to-market ultra-short-course SCIT.

This would leave AGY very well positioned in both Europe and the US, where there is
a massive drive, as highlighted earlier, to introduce new regulations to move the
allergy vaccines market away from its current ‘unlicensed’ position to one that is fully
regulated.

Newsflow

Results from the pivotal Phase efficacy Il trial with PQ Birch in Europe as part of the
TAV process are due to be released in 2H 2018.
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Disclaimer

Hardman & Co provides professional independent research services and all information used in the publication of this report has been compiled from publicly available
sources that are believed to be reliable. However, no guarantee, warranty or representation, express or implied, can be given by Hardman & Co as to the accuracy,
adequacy or completeness of the information contained in this research and they are not responsible for any errors or omissions or results obtained from use of such
information. Neither Hardman & Co, nor any dffiliates, officers, directors or employees accept any liability or responsibility in respect of the information which is subject
to change without notice and may only be correct at the stated date of their issue, except in the case of gross negligence, fraud or wilful misconduct. In no event will
Hardman & Co, its affiliates or any such parties be liable to you for any direct, special, indirect, consequential, incidental damages or any other damages of any kind even
if Hardman & Co has been advised of the possibility thereof.

This research has been prepared purely for information purposes, and nothing in this report should be construed as an offer, or the solicitation of an offer, to buy or sell
any security, product, service or investment. The research reflects the objective views of the analyst(s) named on the front page and does not constitute investment
advice. However, the companies or legal entities covered in this research may pay us a fixed fee in order for this research to be made available. A full list of companies or
legal entities that have paid us for coverage within the past 12 months can be viewed at http.//www.hardmanandco.com/legals/research-disclosures. Hardman may
provide other investment banking services to the companies or legal entities mentioned in this report.

Hardman & Co has a personal dealing policy which restricts staff and consultants’ dealing in shares, bonds or other related instruments of companies or legal entities which
pay Hardman & Co for any services, including research. No Hardman & Co staff, consultants or officers are employed or engaged by the companies or legal entities covered
by this document in any capacity other than through Hardman & Co.

Hardman & Co does not buy or sell shares, either for their own account or for other parties and neither do they undertake investment business. We may provide
investment banking services to corporate clients. Hardman & Co does not make recommendations. Accordingly, they do not publish records of their past
recommendations. Where a Fair Value price is given in a research note, such as a DCF or peer comparison, this is the theoretical result of a study of a range of possible
outcomes, and not a forecast of a likely share price. Hardman & Co may publish further notes on these securities, companies and legal entities but has no scheduled
commitment and may cease to follow these securities, companies and legal entities without notice.

The information provided in this document is not intended for distribution to, or use by, any person or entity in any jurisdiction or country where such distribution or use
would be contrary to law or regulation or which would subject Hardman & Co or its affiliates to any registration requirement within such jurisdiction or country.

Some or all alternative investments may not be suitable for certain investors. Investments in small and mid-cap corporations and foreign entities are speculative and
involve a high degree of risk. An investor could lose all or a substantial amount of his or her investment. Investments may be leveraged and performance may be volatile;
they may have high fees and expenses that reduce returns. Securities or legal entities mentioned in this document may not be suitable or appropriate for all investors.
Where this document refers to a particular tax treatment, the tax treatment will depend on each investor’s particular circumstances and may be subject to future change.
Each investor’s particular needs, investment objectives and financial situation were not taken into account in the preparation of this document and the material
contained herein. Each investor must make his or her own independent decisions and obtain their own independent advice regarding any information, projects, securities,
tax treatment or financial instruments mentioned herein. The fact that Hardman & Co has made available through this document various information constitutes neither
a recommendation to enter into a particular transaction nor a representation that any financial instrument is suitable or appropriate for you. Each investor should
consider whether an investment strategy of the purchase or sale of any product or security is appropriate for them in the light of their investment needs, objectives and
financial circumstances.

This document constitutes a financial promotion’for the purposes of section 21 Financial Services and Markets Act 2000 (United Kingdom) (‘FSMA’) and accordingly
has been approved by Capital Markets Strategy Ltd which is authorised and regulated by the Financial Conduct Authority (FCA).

No part of this document may be reproduced, stored in a retrieval system or transmitted in any form or by any means, mechanical, photocopying, recording or otherwise,
without prior permission from Hardman & Co. By accepting this document, the recipient agrees to be bound by the limitations set out in this notice. This notice shall be
governed and construed in accordance with English law. Hardman Research Ltd, trading as Hardman & Co, is an appointed representative of Capital Markets Strategy
Ltd and is authorised and regulated by the FCA under registration number 60084.3. Hardman Research Ltd is registered at Companies House with number 8256259.

(Disclaimer Version 8 - Effective from August 2018)

Status of Hardman & Co’s research under MiFID Il

Some professional investors, who are subject to the new MiFID Il rules from 3rd January, may be unclear about the status of Hardman & Co research and, specifically,
whether it can be accepted without a commercial arrangement. Hardman & Co's research is paid for by the companies, legal entities and issuers about which we write
and, as such, falls within the scope of ‘minor non-monetary benefits’, as defined in the Markets in Financial Instruments Directive I.

In particular, Article 12(3) of the Directive states: The following benefits shall qualify as acceptable minor non-monetary benefits only if they are: (b) ‘written material
from a third party that is commissioned and paid for by a corporate issuer or potential issuer to promote a new issuance by the company, or where the third party firm is
contractually engaged and paid by the issuer to produce such material on an ongoing basis, provided that the relationship is clearly disclosed in the material and that the
material is made available at the same time to any investment firms wishing to receive it or to the general public...”

The fact that Hardman & Co is commissioned to write the research is disclosed in the disclaimer, and the research is widely available.

The full detail is on page 26 of the full directive, which can be accessed here: http://ec.europa.eu/finance/docs/level-2-measures/mifid-delegated-regulation-2016-
2031.pdf

In addition, it should be noted that MiFID II's main aim is to ensure transparency in the relationship between fund managers and brokers/suppliers, and eliminate what
is termed ‘inducement’, whereby free research is provided to fund managers to encourage them to deal with the broker. Hardman & Co is not inducing the reader of our
research to trade through us, since we do not deal in any security or legal entity.
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