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Allergy Therapeutics

Grass allergy vaccine data imminent

AGY is a long-established specialist in the prevention, diagnosis and treatment of
allergies. Pollinex Quattro (PQ) Grass, the subcutaneous allergy immunotherapy
(AIT), continues to gain market share despite being available in the EU only on a
‘Named-Patient’ basis. Trials designed to obtain regulatory approval as a biologic
for PQ Birch in Europe, and for PQ Grass in both Europe and the US, are well
advanced. Recruitment to the Phase Il PQ Grass trial is complete: more than 440
patients have undergone conjunctival provocation testing in a placebo-controlled,
dose-response and safety study. Data are now expected in early 2H calendar 2018.

>

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.

Allergy immunotherapy: AIT is an option for severe allergies where symptoms
are not adequately controlled by traditional products for symptomatic relief. It
involves a course of prophylactic immunisations in order to reduce allergy
severity. PQ Grass is a short-course, subcutaneous AIT (SCIT) for allergic rhinitis.

PQ Grass trial: As part of the new clinical strategy, redesigned with the FDA
following unexpected results from a US dose-finding study, recruitment has been
successfully completed for the Phase Il G205 PQ Grass study. This is evaluating
dose-response and safety towards licensing applications in the US and Europe.

US market: AGY anticipates that the US will be the main market for PQ Grass,
with potential peak sales of $300m-5$400m from grass AlTs. The overall US AIT
market is estimated at $2bn. Preference for route of administration differs
among territories, e.g. subcutaneous injection in the US vs. sublingual in France.

Investment summary: AGY is going through an exciting period, with a clear
vision, gaining market share from competitors, and leading the race to have its
products fully approved and regulated as biologicals — first in Europe, and then
in the US, where the regulators are demanding change. Read-out from the EU
Phase Ill PQ Birch trial in 2018 will provide the next major value inflection point.

Financial summary and valuation

Year-end June (Em) 2015 2016 2017 2018E 2019E 2020E
Sales 43.23 48.51 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 2.91 -12.34 -2.89 -9.7 -5.9 8.1
Reported EBIT 1.41 -12.53 -2.60 -10.4 -6.6 7.4
Underlying PBT 2.84 -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 -0.59 -1.6 -1.0 1.3
Statutory EPS (p) 0.02 -2.29 -0.42 -1.7 -1.1 1.2
Net (debt)/cash 20.14 20.04 18.80 8.5 4.1 15.7
Capital increase 20.08 10.97 0.03 0.3 0.3 0.3
P/E (x) 56.4 -11.5 -46.4 -16.9 -28.0 21.4
EV/sales (x) 3.3 3.0 2.2 2.1 1.9 1.7

Source: Hardman & Co Life Sciences Research

Disclaimer: Attention of readers is drawn to important disclaimers printed at the end of this document


mailto:mh@hardmanandco.com

Allergy Therapeutics

hardmanco

POLLINEX Quattro packaging

by
- oia¥e

alatnly
PR

POLLINEX" Quattro 4

. W
STt T = ‘

—— wd
routd [y roL pou cA?I‘:rgiﬂ
el 12 G = =
= =l Bl B

Source: Allergy Therapeutics

Grass allergy immunotherapy

Pollinex Quattro (PQ)

Pollinex represents a technology platform that can be targeted to different allergies
by altering the attached allergen/allergoid. In the form of PQ, it is administered as a
short course of four injections over a three-week period, showing efficacy after three
weeks that lasts for several years. The launch of PQ in 1999 was the first short-course
allergy vaccine for the treatment of severe allergies. AGY sells PQ in Europe on a
‘Named-Patient’ basis only; it has been used in more than 200,000 patients to date.
There are essentially three parts to PQ, which work synergistically to produce its
beneficial effects:

» Allergoid: an allergen that is chemically modified by glutaraldehyde.

» Adjuvant: MPL, in-licensed from GSK, helps promote the immune response and
is biodegradable.

» Depot: Micro Crystalline Tyrosine (MCT) keeps the allergoid and adjuvant near
the injection site, and also helps to promote the immune response.

PQ Grass development progress

Background

‘Named-Patient’ approval allows AGY to make sales and garner experience with the
product; however, this limited approval prevents universal marketing. With the
backing of more clinical trials, the company is seeking full product approval as a
biological in Europe and the US — since 2005, AGY has completed 14 clinical trials
investigating PQ’s safety and efficacy in ca.2,800 patients across Europe and North
America. Unfortunately, this has been a tortuous process for reasons that were
mostly out of AGY’s hands — the introduction of Therapeutic Allergen Regulation in
Europe in 2010 and a historical FDA-imposed ‘clinical hold’ in the US, which affected
multiple companies in the allergy vaccine space. In Europe, AGY has submitted 10
therapeutic products, including PQ Grass, to the Paul Ehrlich Institut regulatory
process — Therapieallergene-Verordnung (TAV) — for approval initially in Germany,
to then facilitate access to other European countries.

US regulatory process

In late 2015, Grass MATA MPL (as PQ Grass is known in the US) demonstrated
inconclusive results in the US dose-ranging study, G204. It is understood that this
was due to issues surrounding subjective patient-reported rhinoconjunctivitis
symptoms. The programme was revised with the FDA in 2016 (outlined in the chart
below), whereby AGY undertook a successful second safety study (G104) to evaluate
an additional dosing strength. This was completed in 1H calendar 2017, and PQ
Grass/MATA MPL is currently in the Phase Il G205 trial.

Phase Il study

The G205 dose-ranging conjunctival provocation study is being performed at 50 sites
in Germany, Austria, and Poland and replaces the original US-based G204 study.
More than 440 patients have been immunised subcutaneously with PQ Grass or with
a placebo prior to conjunctival challenge with grass pollen allergen. Efficacy is being
measured using total symptom score. This should provide the optimal dose of PQ
Grass for the Phase Il G306 field study, to be performed in both Europe and the US,
to evaluate efficacy towards both a biologics license application (BLA) in the US and
a marketing authorisation application (MAA) in Europe.
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Changing US landscape

Allergy Therapeutics’

entry in the US
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Source: Allergy Therapeutics

Data are expected to be released early in 2H calendar 2018 (1H fiscal 2019). While
this is two years behind the original plans outlined in 2017, for the reasons outlined
above, completion of recruitment is ahead of the revised expectations.

MATA MPL: revised US clinical development plan

2015 2016 2017 2018 2019 2020 2021

Small safety study (G102)

Dose-selection Phase 11 (G204)

Second small safety study (G104) .

Pre-BLA

Dose-selection Phase 11 (G205)

Phase lll field study (G306)

Launch |BLA filing

Arrow: stage currently ongoing; calendar year shown
Source: Hardman & Co Life Sciences Research

Outlook

The grass pollen season in central Europe and North America is from April to August,
peaking in June. We would expect patient recruitment and immunisation to take
place from 1H calendar 2019 in readiness for the start of the 2019 season — in April
2019. Phase lll efficacy data could, therefore, be reported in the first half of calendar
2020, with BLA submission in the same year.

US market

The AIT segment currently comprises only 10%* of the global allergy drug market;
therefore, it is worth around $200m in the US. Once short-course SCIT products are
approved, the AIT share of the allergy market is expected to grow rapidly. AGY
estimates that sales of grass AIT products alone could reach $400m p.a.

If MATA MPL is approved as a biologic by the FDA, it will be the first registered SCIT
in the US. This is a key market for the product, which, although already sold globally,
will appeal particularly to US allergists, who have a preference for injectable allergy
immunotherapies (SCITs) over the sublingual AlTs. Sublingual formulations have
sometimes struggled in the USA and Canada, as demonstrated by Merck & Co’s
return of GRASTEK® rights to ALK in 2016 following lower-than-expected sales. AGY
has an advantage here: in the US, its competitors Stallergenes Greer and ALK have
fully licensed sublingual grass AlTs, and ASIT biotech has a grass SCIT that is currently
still in clinical trials.

L ASIT Biotech Investor presentation 2017
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Disclaimer

Hardman & Co provides professional independent research services. Whilst every reasonable effort has been made to ensure that the information in the research
is correct, this cannot be guaranteed.

The research reflects the objective views of the analysts named on the front page. However, the companies or funds covered in this research may pay us a fee,
commission or other remuneration in order for this research to be made available. A full list of companies or funds that have paid us for coverage within the past
12 months can be viewed at http://www.hardmanandco.com

Hardman & Co has a personal dealing policy which debars staff and consultants from dealing in shares, bonds or other related instruments of companies which pay
Hardman for any services, including research. They may be allowed to hold such securities if they were owned prior to joining Hardman or if they were held before the
company appointed Hardman. In such cases sales will only be allowed in limited circumstances, generally in the two weeks following publication of figures.

Hardman & Co does not buy or sell shares, either for its own account or for other parties and neither does it undertake investment business. We may provide
investment banking services to corporate clients.

Hardman & Co does not make recommendations. Accordingly, we do not publish records of our past recommendations. Where a Fair Value price is given in a
research note 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 but has no scheduled commitment and may cease to follow these securities/companies without notice.

Nothing in this report should be construed as an offer, or the solicitation of an offer, to buy or sell securities by us.

This information is not tailored to your individual situation and the investment(s) covered may not be suitable for you. You should not make any investment decision
without consulting a fully qualified financial adviser.

This report may not be reproduced in whole or in part without prior permission from Hardman &Co.

Hardman Research Ltd, trading as Hardman & Co, is an appointed representative of Capital Markets Strategy Ltd and is authorised and regulated by the Financial
Conduct Authority (FCA) under registration number 600843. Hardman Research Ltd is registered at Companies House with number 8256259. However, the
information in this research report is not FCA regulated because it does not constitute investment advice (as defined in the Financial Services and Markets Act
2000) and is provided for general information only.

Hardman & Co Research Limited (trading as Hardman & Co) +44 (0) 20 7194 7622
35 New Broad Street Follow us on Twitter @HardmanandCo
London

EC2M 1INH (Disclaimer Version 4 — Effective from January 2018)

Status of Hardman & Co’s research under MiFID II

Some professional investors, who are subject to the new MIFID Il rules from 3rd January, may be unclear about the status of Hardman research and, specifically,
whether it can be accepted without a commercial arrangement. Hardman’s company research is paid for by the companies 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 Il.

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 an[sic] 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 we are 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-requlation-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 is not inducing the reader
of our research to trade through us, since we do not deal in any security.

Hardman & Co

35 New Broad Street
London
EC2M 1NH

Tel: +44(0)20 7194 7622
©) hardman®co

www.hardmanandco.com
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