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Avacta

Immunotherapy advances: Affimers join CAR-T

Avacta is the proprietary owner of Affimer technology for the development of bio-
therapeutics, diagnostic tests and research reagents. Affimers represent a radical
alternative to established antibody technology which dominates the drug industry
despite its limitations. During 2016, Avacta has made considerable progress
towards its strategic goal to have a first-in-man Affimer therapeutic by the end of
2019. Progress has been made in all three of its areas of therapeutic interest, with
the announcement that Avacta has tied up with the Memorial Sloan Kettering
Cancer Center to investigate Affimers in CAR-T cell immunotherapies.

>

Strategy: To commercialise its Affimer technology through a combination of
bespoke research tools, collaborative deals and by identifying and developing
its own proprietary therapeutic Affimer lead compounds. With £19.5m on
deposit, the company has the resource to deliver on its stated strategy.

CAR-T collaboration: Avacta has announced a collaboration with Dr Renier
Brentjens, Director of Cellular Oncology at the Memorial Sloan Kettering Cancer
Center (MSKCC) in New York and one of the founders of Juno Therapeutics, to
develop a CAR-T therapy based on Affimer technology.

Commercial: The initial target will be Affimers that bind to CD 19 antigens which
play an important role in clinical oncology. Consequently, several companies are
targeting CD 19 antigens in their drug development programmes, and this field
has resulted in a number of significant licensing deals with drug majors.

Intellectual property: Avacta owns all the proprietary rights to Affimer
technology including any CD-19 binders that are put into the relationship for
testing. Any results generated directly from this collaboration will be shared
between Avacta and MSK.

Investment summary: In 2015, Avacta embarked on a strategy to identify and
develop Affimers as therapeutics with the aim of having a first-in-man candidate
by 2019. Given its resources, it has identified and adopted a specific therapeutic
strategy. The collaboration announced today means that Avacta has made
research progress during 2016 with each of its selected therapeutic targets.

Financial summary and valuation

Year end July (£Em) 2014 2015 2016 2017E 2018E 2019E
Sales 3.18 1.81 2.17 3.00 3.40 3.80
EBITDA -1.33 -2.34 -4.59 -6.20 -6.68 -7.26
Underlying EBIT -1.86 -2.91 -5.39 -7.50 -8.03 -8.66
Reported EBIT -2.07 -5.57 -5.66 -7.80 -8.36 -9.03
Underlying PBT -1.83 -2.89 -5.29 -7.43 -7.99 -8.67
Statutory PBT -2.04 -5.54 -5.57 -7.72 -8.32 -9.04
Underlying EPS (p) -3.07 -4.50 -6.46 -9.59 -10.24 -11.05
Statutory EPS (p) -3.57 -9.84 -6.86 -10.03 -10.72 -11.58
Net (debt)/cash 11.48 7.33 19.52 11.58 2.82 -6.61
Capital increases 14.54 0.02 21.05 0.00 0.00 0.00

P/E (x) - - - - - -
EV/sales (x) - - - . - -

Source: Hardman & Co Life Sciences Research

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

Affimer therapeutics strategy

Based on the success of antibody-derived therapeutics which have developed over a
15 year period into a $70.4bn market globally, Avacta took the strategic decision in
2015 to embark on a discovery programme to generate its own therapeutic leads
based on Affimers®. Although there are many antibody drugs on the market and in
the late stages of development, some of their limitations are increasingly apparent,
proving that they are not the answer to every disease and that a step change in the
form of engineered biomolecules is required to generate the next wave of drugs,
hence the move towards bi-specific and tri-specific antibodies, or alternatives to
antibodies. During 2016, Affimers has been shown to represent a very credible
alternative and Avacta is the only company in the world with this proprietary
technology.

Avacta is not attempting to compete against antibodies but to apply Affimer
technology to areas that, for various reasons, are not accessible to antibodies. The
company is targeting three approaches and the announcement today demonstrates
that the company has made progress is all three areas over the course of this year:

» Affimer Drug Conjugates — Avacta has tied up with Glythera to combine the
advantages of Affimers with Glythera’s proprietary conjugation chemistry (July
2016)

» Chimeric antigen receptor (CAR) -T cell immunotherapy — Avacta has
announced a collaboration with Memorial Sloan Kettering Cancer Centre
(MSKCC), NY to evaluate Affimer technology in novel CAR-T cell-based
immunotherapy (November 2016)

» Bi-specific and T-cell recruiters — Work ongoing, with positive pre-clinical results
for Avacta’s PD-L1 T-cell recruiter therapy recently announced (September
2016)

Affimer therapeutics strategy
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Avacta has delivered strategic progress on all of its own Affimer therapeutics targets,
which represents an additional angle to that of out-licensing its Affimer technology
for other areas e.g. Moderna Therapeutics, and non-therapeutic uses of Affimer
reagents for life sciences research.
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CAR-T research

Avacta has confirmed a new research collaboration for development of a novel class
of CAR-T immunotherapy that has the potential to provide significant advances on
the current antibody-fragment approach.

» New CAR-T collaboration with MSKCC, a world-renowned centre for oncology
treatment and research, based in in New York

» Developing Affimer technology for CAR-T cell therapy represents a promising
advance on antibody fragment-based CAR-T immunotherapy

Collaboration with Memorial Sloan Kettering Cancer Center

Research will be carried out in partnership with Dr Renier Brentjens, the Director of
Cellular Oncology at MSKCC, who has a great deal of expertise in CAR-T cell therapies.
His pre-clinical and clinical research interest is focused on the further development
of CAR modified T cells designed to overcome the hostile immunosuppressive
tumour microenvironment through the generation of ‘armoured CAR-T cells’. Of
particular interest, Dr Brentjens was a scientific co-founder of Juno Therapeutics
(JUNO), a NASDAQ-listed biotech company that is developing cell-based cancer
immunotherapies based on CART-T cell technologies, with eight drug candidates
currently in clinical trials. Therefore, the fact that this specialist is willing to enter a
research collaboration involving Affimers in his area of expertise is highly significant.

Intellectual property arising from this collaboration will be shared between Avacta
and MSK, which is expected to generate significant future opportunities for Avacta
to partner and license the technology towards clinical development.

Affimer CAR-T technology

Affimers are engineered scaffold protein alternatives to antibodies. Initially, a
lymphoma therapy proof-of-concept study will be performed: Avacta will develop
Affimer molecules that bind CD19, a lymphoma specific B-cell currently one of the
main targets of JUNO, that will be used by Dr Brentjens’ team to modify T-cells. The
anti-tumour function of the modified T-cells will be tested in in vitro and in in vivo
animal models of lymphoma.

CAR-T treatment model
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Source: Jacobsen CA and Ritz J (2011) ‘Time to put the CAR-T before the horse’ Blood 118:4761-4762
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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)
11/12 Tokenhouse Yard

London

EC2R 7AS

T +44 (0) 207 929 3399

Follow us on Twitter @HardmanandCo (Disclaimer Version 2 — Effective from August 2015)
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