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Legal Disclaimer – Forward looking statements
This presentation and any oral information based upon such presentation (collectively hereinafter the "Presentation"), which is personal to the recipient, has been prepared by e-therapeutics plc (the
"Company") in connection with the placing of new ordinary shares of the Company.
By accepting this Presentation, and in consideration for it being made available to such recipient, each recipient agrees to keep strictly confidential the information contained in it and any information otherwise
made available by the Company, whether orally or in writing. In the case of a corporate recipient, this Presentation may only be disclosed to such of its directors, officers or employees who are required to
review it for the purpose of deciding whether to make an investment in the Company. This Presentation has been provided to each recipient at their request, solely for their information, and may not be
reproduced, copied, published, distributed or circulated, to any third party, in whole or in part, or published in whole or in part for any purpose, without the express prior consent of the Company. The purpose
of this Presentation is solely to provide information to persons who have expressed an interest in investigating the possibility of investing in the Company.
The information contained in this Presentation has been prepared and distributed by the Company. It has not been fully verified and is subject to material updating, completion, revision, verification and further
amendment. This Presentation has not been approved by an authorised person in accordance with Section 21 of the Financial Services and Markets Act 2000, as amended ("FSMA"). This Presentation does
not constitute, and the Company is not making, an offer of transferable securities to the public within the meaning of sections 85B and 102B of FSMA and it is being delivered for information purposes only to a
very limited number of persons and companies who are (a) persons in member states of the European Economic Area ("EEA") that are “qualified investors” within the meaning of Regulation (EU) 2017/1129;
(b) persons in the United Kingdom that are “qualified investors” within the meaning of the UK version of Regulation (EU) 2017/1129 which forms part of UK law by virtue of the European Union (Withdrawal)
Act 2018 and are persons (i) who have professional experience in matters relating to investments who fall within the definition of “investment professionals” in Article 19(5) of the Financial Services and
Markets Act 2000 (Financial Promotion) Order 2005 (the "Order"); or (ii) falling within Article 49(2)(a) to (d) of the Order; and; (c) persons to whom it may otherwise lawfully be communicated (all such persons
in (a), (b), and (c) together being referred to as “Relevant Persons”). This Presentation is directed only at Relevant Persons and must not be acted on or relied upon by persons who are not Relevant Persons
and it is a condition of any person attending or receiving the Presentation that they are a Relevant Person. Any other person who receives this Presentation should not rely or act upon it. By accepting this
Presentation and not immediately returning it, the recipient is deemed to represent and warrant that: (i) they are a person who falls within the above description of persons entitled to receive the Presentation;
and (ii) they have read, agree and will comply with the contents of this notice.
Prospective investors must rely on their own examination of the legal, taxation, financial and other consequences of an investment in the Company, including the merits of investing and the risks involved.
Prospective investors should not treat the contents of this Presentation as advice relating to legal, taxation or investment matters and are advised to consult their own professional advisers concerning any
acquisition of shares in the Company. Certain of the information contained in this Presentation has been obtained from published sources prepared by other parties. Certain other information has been
extracted from unpublished sources prepared by other parties which have been made available to the Company. The Company has not carried out an independent investigation to verify the accuracy and
completeness of such third party information. No responsibility is accepted by the Company or any of its directors, officers, employees or agents for the accuracy or completeness of such information.
All statements of opinion and/or belief contained in this Presentation and all views expressed represent the directors’ own current assessment and interpretation of information available to them as at the date
of this Presentation. In addition, this Presentation contains certain "forward-looking statements", including but not limited to, the statements regarding the Company’s overall objectives and strategic plans.
Forward-looking statements express, as at the date of this Presentation, the Company’s plans, estimates, forecasts, projections, opinions, expectations or beliefs as to future events, results or performance.
Forward-looking statements involve a number of risks and uncertainties, many of which are beyond the Company’s control, and there can be no assurance that such statements will prove to be accurate.
Therefore, actual results and future events could differ materially from those anticipated in such statements. Risks and uncertainties that could cause results of future events to differ materially from current
expectations expressed or implied by the forward-looking statements include, but are not limited to, factors associated with requirements of additional financing risk, competitive pressures, changes in the
regulatory framework and prevailing macroeconomic conditions and other risks. No representation is made or assurance given that such statements or views are correct or that the objectives of the Company
will be achieved. The reader is cautioned not to place reliance on these statements or views and no responsibility is accepted by the Company or any of its directors, officers, employees or agents in respect
thereof. The Company does not undertake to update any forward-looking statement or other information that is contained in this Presentation.
Neither the Company nor any of its shareholders, directors, officers, agents, employees or advisers take any responsibility for, or will accept any liability whether direct or indirect, express or implied,
contractual, tortious, statutory or otherwise, in respect of, the accuracy or completeness of the information contained in this Presentation or for any of the opinions contained herein or for any errors, omissions
or misstatements or for any loss, howsoever arising, from the use of this Presentation.
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Legal Disclaimer - Continued
Neither the Company nor any of its shareholders, directors, officers, agents, employees or advisers take any responsibility for, or will accept any liability whether direct or indirect, express or implied, contractual,
tortious, statutory or otherwise, in respect of, the accuracy or completeness of the information contained in this Presentation or for any of the opinions contained herein or for any errors, omissions or
misstatements or for any loss, howsoever arising, from the use of this Presentation.
SP Angel Corporate Finance LLP ("SP Angel") is regulated and authorised in the United Kingdom by the Financial Conduct Authority. SP Angel is acting exclusively for the Company as nominated adviser and
broker. SP Angel is not acting for anyone else in relation to the matters described in this Presentation and is not acting for any recipient of this Presentation and will not be responsible to anyone other than the
Company for providing the protections afforded to clients of SP Angel nor for providing advice to any person other than the Company in relation to the contents of this Presentation. SP Angel has not authorised
the contents of, or any part of, this Presentation.
Neither the issue of this Presentation nor any part of its contents is to be taken as any form of contract, commitment or recommendation on the part of the Company or the directors of the Company to proceed
with any transaction or accept any offer and the right is reserved to terminate any discussions or negotiations with any prospective investors. The Company reserves the right without any notice or liability to the
recipient of this Presentation or its advisers to: (i) change any of the procedures, timetable or requirements or terminate negotiations at any time prior to the signing of any binding agreement with investors; (ii)
provide different information or access to information to different persons; and (iii) negotiate at the same time with more than one person. In no circumstances will the Company be responsible for any costs,
losses or expenses incurred in connection with any appraisal or investigation of the Company.
This Presentation should not be considered a recommendation by the Company or SP Angel or any of their respective affiliates in relation to any prospective acquisition of shares in the Company. No
undertaking, representation, warranty or other assurance, express or implied, is made or given by or on behalf of the Company or SP Angel or any of their respective affiliates, any of their respective directors,
officers or employees or any other person as to the accuracy, completeness or fairness of the information or opinions contained in this Presentation and no responsibility or liability is accepted for any such
information or opinions or for any errors or omissions.
Neither this Presentation nor any copy of it may be taken or transmitted into the United States of America or its territories or possessions (the "United States"), or distributed, directly or indirectly, in the United
States, or to any "US person" as defined in Regulation S under the US Securities Act of 1933, as amended (the "US Securities Act"), including US resident corporations or other entities organised under the laws
of the United States or any state thereof or non-U.S. branches or agencies of such corporations or entities. Neither this Presentation nor any copy of it may be taken or transmitted into or distributed, directly or
indirectly, in Australia, Japan, Canada or the Republic of South Africa, or any other jurisdiction which prohibits the same except in compliance with applicable securities laws. Recipients of this Presentation in
jurisdictions outside the UK should inform themselves about and observe any applicable legal requirements in their jurisdictions. Accordingly, such recipients represent that they are able to receive this
Presentation without contravention of any applicable legal or regulatory restrictions in jurisdiction in which they reside or conduct business. Any failure to comply with these restrictions may constitute a violation of
Canadian, United States or other national or provincial securities laws. This Presentation does not constitute an offer of securities in the United States. Securities may not be offered or sold in the United States
absent registration under the US Securities Act or an exemption from registration. No securities described in the Presentation will be registered under the US Securities Act and will be offered for sale to the public
in the United States.
The information contained in this Presentation is confidential and may constitute inside information for the purposes of the Criminal Justice Act 1993 and the UK version of the EU Market Abuse Regulation
(2014/596/EU) which forms part of UK law by virtue of the European Union (Withdrawal) Act 2018 ("MAR"). You should not use this information as a basis for your behaviour in relation any financial instruments
(as defined in MAR), as to do so could amount to a criminal offence of insider dealing under the Criminal Justice Act 1993 or a civil offence of insider dealing for the purposes of MAR or other applicable laws
and/or regulations in other jurisdictions.
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“
I could actually end this post right here by stating one
simple, predominant reason why the science of drug
discovery is so tortuous: it's because biology is complex.
Why Drugs are Expensive, Scientific American, 2014
Ashutosh Jogalekar
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About us

Oxford,
UK based

Proprietary
computational
biology
platform

Commercial
collaborations
with top
biopharma
companies

AIM
Listed

Over a Decade in
Development

Validated
Platform

£122m* Market
Capitalisation

Modelling biological
functions

RNAi

34 FTE

In silico laboratory

Drug Discovery

Leadership,
Board & Team

World-class expertise
in Computational
Biology

* As of 06th May 2021
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Business model

Leverage
Computational
platform

In-house Pipeline

Partnering

RNAi

Our partners to date

High
specificity, long
duration of
action

Scope for
early-stage BD
transactions

Monetise
Computational
platform

Disease area
and modality
agnostic

Small
molecules,
novel target ID

ETX in silico discovery engine
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How do we understand biology better?
ETX in silico laboratory

We create network models of biological
processes
Indication of interest
e.g. COVID-19

Disease process
of interest

Proprietary data
sets

ML/AI & Network
Algorithms

Computational
biologists

e.g. Cytokine storm

in silico Discovery Engine
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ETX network maps of cellular function
Cellular functions
Represented as network models
We study these processes and how they interact in the context of disease

• Trophic signaling
• Endocytosis
• Proteostasis
• Oxidative phosphorylation
• Exocytosis
• ER chaperone regulation
• Etc…
This enables us to propose rational therapeutic interventions
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Network biology
•
•
•

•

Target A
Small effect

Biological functions are controlled by
networks of genes and proteins

Search for key patterns

Understanding these networks is key to
understanding disease
Millions of network models of disease
processes built to ask therapeutic
questions
Ability to test millions of interventions

Target B
Big effect

e.g. cytokine storm in COVID-19

In silico testing of therapeutic interventions – modelling biological effects

Small effect

Network-aware
intervention; large effect
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Our in silico laboratory outputs

Compounds

Drug Targets

Mechanisms &
Genetic Insights

Actionable
Outputs
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ETX in silico discovery engine
Traditional Approach: Blind Phenotypic Screening
Mechanism unknown
• Very challenging target
deconvolution
No hypothesis

Phenotypic assays
Limited complexity because of throughput

Typically ~200,000
compounds tested

Typical hit rate <0.01%;
often zero

• Less translatable assays

Fail late / fail
expensive

e-therapeutics: Computational Biology Platform Guided Phenotypic Screening
Mechanism identified
• Straightforward target
deconvolution

Mechanistic
hypothesis /
Biology in
question

Generate network
models / in silico
phenotypic assay

300-1,000
compounds
selected

Phenotypic
assays
Complex

2-11% hits
100-1,000x better
hit rate than blind

• Enables complex
translatable assays

Fail early / fail cheap

Good drug-like properties
for further development
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Building collaborations in small molecules
•

Disease area agnostic, including
type 2 diabetes, fibrosis and
neurodegeneration to date

•

Maximising platform value through
creative deal structures

•

Third party validation of ETX's
technology

Actively pursuing new
collaborations
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RNAi Drug Platform
In-house pipeline
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ETX RNAi drug platform

GalNAc
Hepatocyte
Delivery System
siRNA – Short Interfering RNA

Platform Properties
• Platform developed in 2020
• Robust IP position, novel GalNAc linker patent application filed
• Significant in-house molecular design know-how
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Liver presents large opportunities

~10K proteins expressed in liver hepatocytes
~1K are secreted to influence other organs*

70%

To date only 1% liver-expressed
genes targeted using RNAi therapeutics

of liver cells are Hepatocytes
– play pivotal role in
metabolism and protein
synthesis
Secrete proteins / signals that
influence cells in other organs

Secreted hepatocyte targets allow for the
pursuit of indications beyond liver disease

Detect proteins / signals from
other cells / organs that influence
hepatocyte function

*doi: https://www.mdpi.com/2072-6643/11/8/1795. Source: The Human Protein Atlas
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Why RNAi?

Team of RNAi
experts, with deep
IP and know-how

Cost, Time,
Specificity,
Performance

Computational
platform focused
on hepatocyte
biology
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RNAi platform advantages

Traditional

Small
molecules

e-therapeutics

siRNA

Time & Cost

Specificity

Drug design

Hepatocytes and target gene

Performance
Changes in PCSK9 Levels with a single dose
regimen of Inclisiran vs. placebo

c.Cost

$4m
c.4 years

Cost

$500K
5-6 months

Cost of
development
phase reduced
drastically with
RNAi

Target gene
(mRNA)
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Hepatocyte target team
Zooming into hepatocytes

Proprietary data
Generation and curation of
genome-wide experimental
human hepatocyte data

Leading
experts in
hepatocyte
biology,
cardiometabolic
disease and
siRNA

Most complete network map
of hepatocyte biology

Proprietary hepatocyte
computational biology platform
AI-supported hepatocyte
knowledge graph tailored to
hepatocyte siRNA therapeutics

Network-driven
Target ID
tailored to
GalNAc siRNA

siRNA drug
design

GalNAc siRNA
candidates
for in-house
pipeline and
partnering
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Proprietary ETX hepatocyte network map

Hepatocyte biological functions
Represented as network models
• Insulin signaling
• Glucagon signaling
• Lipid metabolism
• Xenobiotic metabolism
• Glucose production
• Clotting factor synthesis & secretion
• Etc…
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The hepatocyte atlas
Proprietary knowledgebase

• Proprietary NLP mined literature knowledge
• Proprietary experimental data
• Public data sources
• Proprietary data enhancement
• Prediction of missing relationships
• Network Biology
• Genetic Data
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RNAi – Significant early stage financials
RNAi Platforms
Platform/Preclinical Deal

2018
4 targets
$22M + $105M
milestones per target

Phase I

2019
$400M + $200M
milestones

2018
3 targets
$1.9B option,
milestones

Phase 3

Approved

Leqvio ®

2019
3 targets
$20M upfront
2019
1 asset (HBV)
$200M upfront
$1.47B milestones

2019
30 targets
$175M + $357.5M
milestones per target

Phase 2

2020
1 asset (AAT)
$300M upfront
$740M milestones

2020
1 asset (PCSK9)
$9.7B acquisition

FDA approval
Aug 10, 2018

FDA approval
Nov 20, 2019

FDA approval
Nov 23, 2020

EU Approval
Dec 9, 2020

Hereditary
transthyretinmediated
amyloidosis

Acute hepatic
porphyria

Primary
hyperoxaluria
type 1

Hypercholesterolaemia
Dyslipidaemia

2018
1 asset (HBV)
$175M upfront
$1.6B milestones

2018
10+ targets
$100M + $350M
milestones per target

> US$4B sales 2026

US$1.18B

US$333M

US$734M

US$ 1.89B

Source: Alnylam Q4 & full year financial results Feb 11, 2021; GlobalData consensus Q4 2020; Alnylam royalty 2026 forecast US$233M.
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Experienced management team and scientific board
Board of Directors
Ali Mortazavi
Chief Executive Officer
Professor Trevor Jones CBE
Non-Executive Chairman

Ali Mortazavi
Chief Executive Officer

Alan Whitmore
Chief Scientific Officer

Jonny Wray
Chief Technology Officer

Colin Stubberfield
Chief Research Officer

Michael Bretherton
Non-executive Director
CEO Sarossa Plc

Scientific Advisory Board
Dr Paul Burke
Chair, Former CTO Pfizer
Dr Bill Harte
Chief Translational Officer
Case Western Reserve University
Karl Keegan
Chief Financial Officer

Laura Roca-Alonso
Chief Business Officer

Stephanie Maley
Chief People Officer

Professor John Mattick
Professor RNA Biology, UNSW Sydney
Former CEO Genomics England
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www.etherapeutics.co.uk
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