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AGY is a long-established specialist in the prevention, diagnosis and treatment of
allergies. The Pollinex Quattro (PQ) platform, an ultra-short-course subcutaneous
allergy immunotherapy (AIT), continues to gain market share despite its availability
in the EU on a ‘named-patient’ basis only. The aim of ongoing trials is to move the
platform to full registration under the new regulatory framework. Positive outcomes
in Phase III allergy trials are notoriously difficult to achieve because the primary
endpoint is always subjective. Prudently, AGY included an objective secondary
endpoint, which was highly significant, paving the way for regulatory discussion.
►

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.

►

Phase III PQ Birch trial: The long-awaited results from the B301 Phase III Birch
trial in 582 patients have been released. The study failed to reach its primary
endpoint, which was based on subjective symptom scores, with no statistical
difference between the active and placebo arms.

►

Objective endpoint: Even though objective endpoints are not required for
regulatory approval, AGY took the prudent decision to include one within the
protocol of its B301 study. This demonstrated a highly statistically significant
difference in immune response markers, IgG and IgG4, between the two arms.

►

Regulatory process: Under the regulatory framework, there is a strong desire
to have ‘named-patient’ products moved to full marketing approval. Even though
the primary endpoint was not achieved, the strong objective endpoint indicating
a sustained immune response could prove helpful in regulatory discussions.

►

Investment summary: The market is likely to take a pessimistic view because
of the failure to achieve the primary endpoint. However, regulators will not
want to remove a product from the market that has resulted in improved clinical
outcomes for thousands of allergy patients. Therefore, greater emphasis may
be placed on the positive biomarker secondary endpoints, which are objective
measures of immune response.

Description
Allergy Therapeutics (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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Financial summary and valuation
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2016
48.5
-16.2
-12.3
-12.5
-12.5
-12.2
-2.4
-2.3
20.0
11.0
-5.9
1.2

2017
64.1
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-0.5
-0.4
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0.0
-29.8
0.9
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0.7

Forecasts have not been revised following this trial result and may be subject to change
Source: Hardman & Co Life Sciences Research
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Phase III birch trial
Background
AGY has 10 allergy vaccines submitted to
TAV for consideration…
…with the B301 trial aimed at moving PQ
Birch to full marketing approval

In 2008, under the direction of the Paul Ehrlich Institute (PEI) and based on
European legislation, the Therapieallergene-Verordnung (TAV, Therapy Allergy
Ordinance) in Germany commenced a process to have allergy vaccines fully
regulated. At the beginning of the process, documentation for 123 vaccines was
submitted to the TAV for consideration, including 10 from AGY. By September 2018
(as announced at the PEI seminar), the number of products remaining in the process
had been reduced to 58 (ca.47%) either through withdrawal of applications or being
turned down by the PEI. All of AGY’s products remain in the process to become fully
regulated. The B301 Phase III Birch study was designed to support AGY’s submission
to the PEI to have PQ Birch moved from ‘named-patient’ to full marketing approval.

B301 PQ Birch trial
The B301 trial protocol was designed
following positive outcomes in two Phase
II trials…
…recruiting 582 patients across 59
centres in four countries

Following positive results in two Phase II trials, which demonstrated a significant
reduction in allergy symptom scores in patients treated with the vaccine, AGY
embarked upon the Phase III B301 trial in a greatly expanded patient population.
The B301 study evaluated the safety and efficacy of PQ Birch in 582 patients
recruited across 59 centres in four European countries – Germany, Poland, Austria
and Sweden. Following immunisation, patients were assessed for allergy
rhinoconjunctivitis symptoms during the 2018 birch pollen season (May through
July).

Importance of objective endpoints
Achieving Phase III primary endpoints in
allergy trials is notoriously difficult…
…because they are based on subjective
symptom scores

Hardman & Co has argued for some time
that protocols should include an objective
endpoint as well…

The ability to achieve positive primary endpoints in Phase III trials of allergy products
is notoriously difficult. This is because the primary endpoint is subjective, with the
patient assessing and scoring the severity of his/her symptoms. However, this
assessment is prone to great variation, influenced by many factors such as how the
patient has slept, what he/she has eaten, how much stress he/she is under, and the
patient’s general wellbeing (e.g colds, other allergies). Consequently, there is usually
an apparent ‘positive outcome’ in patients in the placebo arm of the trial, making the
ability to achieve statistical significance with the vaccine-treated group extremely
difficult, as AGY has experienced in the B301 trial. At this point in time, we do not
know whether there was an unusually high placebo response, or whether the
vaccine-treated group failed to improve symptoms.
Given the poor track record for such allergy trials, we have frequently asked
companies operating in this field why they did not include an objective endpoint
within the protocol of the study. The reasons are usually three-fold:
►

it is not required by the regulators for approval;

…even though it is not required for

►

patients do not want to have blood taken unnecessarily; and

regulatory approval

►

this process adds to the cost and length of time needed to conduct the study.

Prudently, AGY did measure

However, given the high cost and length of time taken to perform these studies
anyway, a small extension to either is not relevant and not a satisfactory explanation,
especially when put into the context of the loss of value on publication of negative
outcomes. Moreover, the regulators not requiring such data is not a rational
argument for not generating it. Therefore, it was very reassuring to see that AGY
took the decision to include the objective measurement of biomarkers of an immune
response (immunoglobulins IgG and IgG4) as a secondary endpoint within the B301
protocol. This decision was wholly justified when, as seen in many other allergy
vaccine trials, the primary, subjective, endpoint was not met.

immunoglobulins…
…to provide a secondary biomarker
endpoint of immune response…
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…which highly differentiated the vaccine
treated arm

The secondary, objective, assessment of immune biomarkers showed that there was
a strong and sustained immune response in the active arm of the study (p<0.0001).
It is not immediately obvious why the immune response on vaccination did not
translate into a clear and measurable reduction in allergy symptoms in the treated
patients. In our opinion, this finding will be the centre of future discussions with the
PEI.

Regulatory outlook
Dilemma for the regulators

On the face of it, failure to reach the primary endpoint would lead to the withdrawal
of ‘named-patient’ products from the market. However, we believe that the
regulator will be reluctant to do this for three reasons:
►

PQ Birch is the only ultra-short-course SCIT presently available, denying
patients access to a product that has been used successfully for many years;

►

the PEI will be well aware of the high placebo effect with subjective primary
endpoints reported in many allergy vaccine trials; and

►

in this specific trial, there are contrasting outcomes between the subjective
primary endpoint and the highly significant objective secondary endpoints of
immune response.

Consequently, once armed will the full analysis of the data, we believe that there
will be an open dialogue between the PEI and AGY.
AGY is likely to make a subtle change to
PQ Trees to protect sales

Finally, AGY has a range of similar tree allergen products based on the ultra-shortcourse PQ platform. We can expect a subtle shift in patients from PQ Birch to the
very similar PQ Trees product, which is at no risk, currently, of being withdrawn from
the TAV process.

Conclusion
These headline data will be viewed
negatively by the market…

The initial reaction by the market to this news will inevitably be negative. This is
understandable, because the results will add time and cost to the regulatory process
and may even require a further, smaller, confirmatory trial. We believe, however,
that this does also provide an investment opportunity for three reasons:
►

First, when the market has time to digest the news and gives more consideration
to the objective outcome of a clear immune response, it will realise that AGY
has a strong case to put to the regulator regarding the effectiveness of the
product.

discussions with the PEI…

►

Secondly, if the PEI does force PQ Birch to be withdrawn from the market, we
do not believe that a high proportion of sales will be at risk and think that these
can be transferred subtly to other similar PQ products (e.g. PQ Trees).

…and help to generate a stronger protocol

►

Thirdly, it allows for further adjustments to be made to the protocols for the
upcoming US trials, which increase the probability of success, pending the
outcome of discussions with the FDA.

…but greater consideration of the
objective endpoint of immune response
may pave the way to important

for the upcoming US Phase III trials
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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 affiliates, 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/researchdisclosures. 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 600843. Hardman Research Ltd is registered at Companies
House with number 8256259.
(Disclaimer Version 8 – Effective from August 2018)
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