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Exec Summary

* Horizon Discovery Group plc Enters Immuno-Oncology Therapeutic Development and Forms Joint
Venture with Centauri Therapeutics Limited

 Newly formed company Avvinity Therapeutics will be jointly managed by Horizon, via its Research
Biotech business, and Centauri

e Joint venture creates a differentiated new player in the rapidly growing immuno-oncology market,
currently valued at £25 billion

* Awvinity will have exclusive rights in oncology to use Alphamer therapeutic platform, invented by a Nobel
Laureate and developed by Centauri

* Horizon to invest up to £5.3 million, with an initial outlay of £2.5 million, in a joint venture to identify
novel immuno-oncology therapeutics

* Horizon will contribute its gene editing technology platform and oncology expertise and will also benefit
from service revenues from the joint venture

 Formation of the joint venture represents a strategic move by Horizon to capture the upside potential of
its IP, platform technologies and capabilities in immuno-oncology, synthetic lethality and cell therapy
based therapeutics.
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Alphamers - A novel class of therapeutics

* Centauri was founded in 2010 as a JV between Kary Mullis
(Nobel Prize winning Inventor of PCR) & Loxbridge Research Granted US patent on concept

11. A method of establishing immediate immunity to a

. ) T . et
Alphamers. Sugar linked aptamers recruiting pre-existing target in an individual comprising, administering to the indi-

antibodies vs a-Gal epito pes to kill cells vidual an effective amount of a composition comprising one
or more immunity linkers, wherein the immunity linkers
* The o-Gal epitope is ‘foreign’ to the immune system because comprise:
a) at least one first binding site that binds to that binds to an
humans have lost the GGTAL gene antibody produced by previous immunization of the
. . . ] individual with a polysaccharide that is not the target
* Bacteria and most animal species retain a-Gal, and a-Gal compound or molecule,
H H H : P b) a linking portion, and
epl’Fope.s on gut bacteria stimulate production of anti-a-Gal o o leastgolzle sccond binding site, wherein the second
antibodies binding site is an aptamer nucleic acid, wherein the
second binding site binds to the target, and wherein the
*  Approx 1% of circulating human antibodies are anti-a Gal and individual has a pre-existing immunity (o the first bind-
ing site.

these cause acute rejection of xenografts in humans

* Granted patents on concept and on linker chemistry that
enables tuning of the avidity of the Alphamers

* Centauriis focusing on antibiotic-resistant bacteria, while the
Joint Venture is focused on cancer therapeutics

* Video: https://www.youtube.com/watch?v=5cfxhu3YqGs



https://www.youtube.com/watch?v=5cfxhu3YqGs

Alphamers as cancer therapeutics

Alphamers have the potential to kill cancer cells based on ALPHAMER
their overexpression of cell-surface epitopes e

* Alphamers bind to these epitopes and avidity based therapy, with
dosage set to engage complement-dependent cytotoxity (CDC)

* The anti a-Gal antibodies engaged by Alphamers are abundant,
but low affinity, and so there is the prospect of exploiting avidity
effects, enabling CDC vs high-expressing cancer, but not normal
cells with low target expression

* Half life is brief (measured in hours), potentially limiting toxicity
and side-effects

Stranger model Danger model

* Centauri’s linker technology is tunable; either one or multiple a-
Gal epitopes can be linked to the aptamer. This may allow CDC vs
cancer cells with overexpression of less abundant cell surface
targets

* This approach engages the immuno-oncology mechanism of
action, whereby dendritic cell presentation of neo-antigens from
cells killed further stimulate T-cell activity




Differentiation: Alphamers vs. antibodies and ADCs
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Somerce: RV] Chari, ML Miller and WC Widdison (2014) Angew Chem Int Ed 53:3796—-3827. Reprinted with permission. John Wiley and sons

* This approach engages the immuno-oncology

mechanism of action, whereby dendritic cell Immunoglobulin Half-Life
presentation of neo-antigens from cells killed Protein Half Life
further stimulate T-cell activity lgG 20-25 days
IgA 6 days
IgM 6-8 days
Free Kappa 2-4 hours
Free Lambda 3-6 hours
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Opportunity for Horizon Discovery

* Alphamers are a differentiated therapy platform that could

deliver multiple anti-cancer drugs Seattle Genetics illustrates just how valuable a
platform company with a leading position in the
* A platform company with exclusivity for the technology would technology can be

likely be very valuable once pre-clinical candidates are

obtained OSeattleGenetics:

* Awvinity now has IP around the concept (granted US Patents
running until 2022 & beyond) and the linker technology for ADC-specialised platform company

coupling aptamers to a-Gal sugars Established 1998; IPO 2001

* Horizon’s oncology know-how, cell-line engineering expertise Total fund.s raised $1265m
and business development network will add great value to the Valuation $5691m
joint-venture

* The mechanism of action of the Alphamers align well with our
growing interest in immuno-oncology

e Other platform technologies based around alternative
immuno-oncology approaches have secured high valuations
once early positive results in clinical trials have been achieved:

* Amgen’s 2012 acquisition of Micromet valued Micromet at $1.16b,

* In 2013, Spirogen was acquired by AstraZeneca for up to $440m



L Ll  — ———————————————————
lllustrative steps of value creation

e Series B investment will fund clinical studies and HZD
would have full pre-emptive rights to retain or expand
on its c50% stake

* We anticipate raising Series B funds on elevated
valuation in late 2017 or early 2018

Revenue from 2026
Round A £5.3m Round B £30m Round C £50m IPO £150m

2016 2017 2018 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2029 2030 2031 2032

Phase 3 Registration
ID 2" Dev Cand PCD Phase 3 Registration

ID 2" Dev Cand PCD Phase 3 Registration
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Research Biotech Business (1)

AVVINITY

$8 million Series A Round
Novel class of drugs called Alphamers
Invented by Nobel Laureate

Novel immuno-oncology mechanism of action
called chemical programmed immunity

Alphamers promise tuneable efficacy, low-toxicity
and ability to target mutant and normal cancers

Danger model

Peptide -MHC CD80 and/or CD86
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Drugs that target driver mutations in tumour
suppressors that are often undruggable

4 year program of high-throughput genetic
screens to Identify vulnerabilities in cells
caused by loss of tumour suppressors

First example of clinical success is Lynparza (AZ)
for BRCA mutant ovarian and prostate cancer

Horizon’s HD-001 program targeting
K-Ras partnered with AZ
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Cell Therapy

* Gene editing of ASC, ES, iPSCE
* Autologous approach

* Allogeneic approach

* Tools and Tx plays

Research Biotech Business (2)

Gene Therapy

* Gene editing of , T-, NK-, MTS cells
* Autologous approach

* Allogeneic approach

* Tools and Tx plays
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Business Model: building upside potential with managed risk

* Horizon leverages IP, Infrastructure, know-how and funding
to capture value in leading edge areas of biotech

* Horizon seeds, incubates, spins-out, forms JVs in addition to building
portfolio of milestones from internally developed projects

* Objective is to capture for shareholders the upside potential of
therapeutics but using a risk-managed portfolio based approach
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