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Stock Data

Share Price: 0.25p
Market Cap.: £5.37m
Shares in issue: 2,148.96m
52 week high/low: 0.30p/0.18p
Company Profile

Sector: Health Care
Ticker: TCF
Exchange: AIM
Activities

TheraCryf plc (‘TCF, ‘TheraCryf ‘the
Group') is a clinical stage therapeutics
company developing a new generation
of innovative therapeutics in oncology
and behavioural brain disorders.
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Past performance is not an indication of
future performance.

Turner Pope contact details

Tel: 0203 657 0050
Email: info@turnerpope.com
Web: www.turnerpope.com

Andrew Thacker/Guy McDougall
Corporate Broking & Sales

Barry Gibb
Research Analyst

TPI acts as joint broker to TheraCryf plc.

Attention is drawn to the disclaimers
and risk warnings at the end of this
document.

Retail clients (as defined by the rules of
the FCA) must not rely on this document.

Marketing Communication
Your Capital is at Risk

TheraCryf plc

TheraCryf has announced positive top-line data from the first toxicology
species in its lead Orexin-1 (‘Ox-1') addiction programme. Dosing has
completed in 28-day rodent studies, with initial data processed through
developed analytical models demonstrating that the drug is well tolerated at
amounts up to 100 times the expected requirements for human therapeutic
use. This is well in excess of the tenfold safety margin indicated in FDA
guidelines and suggests that full results across a range of doses, which may
be available in June, are likely to be perfectly ‘clean’. In pharmaceutical
preclinical development of course, two animal species are required by
regulatory authorities (FDA, EMA, ICH) for safety studies before initiating
human clinical trials. Being able to pass candidates through different
metabolic profiles is key to comprehensively test for any possible form of
toxicity and accordingly, a second programme of dosing, this time most likely
using mini pig, will get underway shortly. Theracryf is highly confident that
the CRO, Pharmaron UK Limited, conducting its in vivo work will produce an
outcome similarly positive to that delivered in the first round, with final data
and associated analysis likely to be available in September. With all other
remaining activities on schedule, this will be the final hurdle to negotiate
before filing an Investigational New Drug ('IND’) application (or equivalent in
other countries) for Ox-1 early in Q4 2026. The commencement of a Phase 1
study in healthy human volunteers will undoubtedly represent a significant
value inflection point for the Group and presently remains far from reflected
in its valuation.

Orexins-based medications offer novel ‘master switch’

Orexin-based medications are poised for an increasingly significant future role
due to their novel ‘master switch'’ ability to regulate sleep, wakefulness, reward
and other neuropsychiatric diseases, moving beyond traditional sedatives or
stimulants to offer more precise, tailored treatments for a wide range of
psychiatric conditions. The orexin system effectively acts as a central
conductor, making its modulation a ‘blue sky opportunity’ for such conditions.

Orexins, also known as hypocretins (‘Hecrt'), are a pair of excitatory
neuropeptides, namely Orexin-A (OxA/Hcrt-1) and Orexin-B (OxB/Hcrt-2),
which are produced by a small population of neurons (c.50,000—-80,000 in
humans) in the lateral hypothalamus and perifornical area. Despite their
limited number, these neurons project widely throughout the CNS to regulate
arousal, sleep-wake cycles, feeding behaviour, reward and energy
homeostasis. They exert their effects by binding to two G-protein coupled
receptors, OXIR and OX2R, as detailed overleaf.

These two receptors are distributed differentially in the brain, suggesting
specialized roles. OXI1R is highly expressed in the locus coeruleus
(noradrenergic neurons), ventromedial hypothalamic nucleus,
amygdalohippocampal area, and raphe nuclei. It is strongly linked to reward,
emotion and motivation. OX2R by contrast is primarily found in the
tuberomammillary nucleus (histaminergic neurons), cerebral cortex, and
hippocampus and is the dominant receptor for stabilising wakefulness. Both
receptors are present in the ventral tegmental area and dorsal raphe. Binding
of orexins to their receptors typically leads to neuronal excitation, most
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frequently in terms of Gq Signalling, Ion Channels and Dimerization.

Comparison of Orexin Receptor Subtypes

Feature OX1R OX2R
Ligand Affinity Orexin-A = Orexin-B Orexin-A = Orexin-B
G-Protein G/l Gu/lL Gifo
Major Role Maotivation, Reward, Emotion Wakefulness, Sleep Stability
Key Location Locus Coeruleus, Amygdala Tuberomammillary Mucleus

Source: Academic papers, TPI estimates

The distinct therapeutic applications of each receptor, with OXIR recognised as a key target for behavioural/
metabolic conditions, plus potential for researchers to leverage their knowledge of the orexin system, suggests future
focus will increasingly be on their independent (i.e. single orexin receptor antagonists or ‘SORA’), rather than dual
orexin receptor antagonists (or ‘DORA’) development. While suvorexant (Belsomra) and lemborexant (Dayvigo) were
approved to treat insomnia by targeting OX1R and OX2R receptors to improve sleep initiation and maintenance, users
have indicated that blocking both can sometimes induce or exacerbate symptoms such as cataplexy-like episodes
and sleep fragmentation, rather than fully alleviating the conditions in all contexts. So, while nuanced approach to
dual targeting may be assumed for enhancing arousal/treating hypersomnia, it appears selective targeting remains
important for psychiatric and behavioural disorders. Note that in February 2026, the FDA accepted the New Drug
Application (‘'NDA') and granted priority review for oveporexton (TAK-861) to treat narcolepsy type 1 ('NT1') by directly
targeting the underlying orexin deficiency using just a potent OX2R agonist. In Phase 3 trials it significantly
improved wakefulness and reduced cataplexy, demonstrating potential as a first-in-class and representing a further
important move toward SORAs.

Comparison of FDA-Approved Dual Orexin Receptor Antagonists

Drug Name . FDA Approval . .
9 Developer Mechanism PP Indication
(Brand) Date
Suvorexant Dual Orexin Insomnia characterized by difficulties
(Belsomra) Merck & Co. Receptor Antagonist August 13, 2014 with sleep onset and/or sleep
(O¥1R and OX2R) maintenance
Lemborexant Dual Orexin Insomnia characterized by difficulties
P Eis=ai Co. Receptor Antagonist December 20, 2019 with sleep onset and/or sleep
g (OXIR and 0X2ZR) maintenance
Daridoresxant ldorsia Dual Orexin Insomnia characterized by difficulties
. Pharmaceuticals Receptor Antagonist January 7, 2022 with sleep onset and/or sleep
Quavg (OXIR and 0X2ZR) maintenance

Source: Market and Company data, TPI estimates
TheraCryf's Ox-1 programme demonstrates class-leading selectivity & high receptor occupancy

High selectivity (>100 fold) is considered critical for Ox-1 in order to permit the drug to specifically target addiction-
related pathways while avoiding the side effects associated with inhibiting the orexin-2 receptor, including severe
sedation or sleep disruption. By targeting only the Ox-1 receptor, the compound aims to treat daytime behaviours
such as BED and AUD without affecting the normal sleep/wake cycle. This signals that the molecule has fully
addressed issues that held back previous compounds (including a number of early GSK molecules) is particularly
important, given that the side-effect profile of a drug often dictates its market viability.

In a 23 March 2026 update, TheraCryf had already reported that its Ox-1 blocker was well-tolerated at doses up to
1g/kg in regulatory toxicology studies. This is a critical indirect indicator of selectivity, given that if the drug had
significant off-target binding to the OX2R at high concentrations, one would expect to see profound, dose-limiting
sedation or sleep-like states in vivo. The fact that the drug was well-tolerated at such high doses provides good
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evidence that it achieves a wide ‘therapeutic window’ (a high margin between the desired OXIR effect and the
unwanted OX2R one). It also successfully demonstrated ability to bind to (i.e., block) a large percentage of orexin-1
receptors in the brain. With strong target engagement, high drug potency and potential for improved efficacy, Ox-1
has become significantly derisked. Based on these results, doses were selected for its pivotal 28-day toxicology
studies. Given that all other activities remain on schedule, this should be considered the final important step on the
path to IND/CTA readiness with final reporting scheduled for Q3 2026. In this respect, the valuation boost typically
experienced by quoted pharmaceutical/biotech development companies in the months following their transition
from preclinical development to Phase 1 trials, as pointed out for example by ScienceDirect, amounts to an uplift of
approximately 87%. Wholly aware of this, acquisitive majors now keenly seeking opportunities in the Central
Nervous System (‘CNS’) and Psychiatry space have already knocked on TheraCryf's door (as was reported on 14 April
2026). Rejection of their ‘citing shot’ might well produce a more realistic offer(s) in the relatively short term before
others start taking a closer look at the highly impressive data delivered to date and the USS70 billion market
opportunity being presented.

THIS DOCUMENT IS NOT FOR PUBLICATION, DISTRIBUTION OR TRANSMISSION INTO JAPAN, CANADA OR
AUSTRALIA.

Conflicts

This is a non-independent marketing communication under the rules of the Financial Conduct Authority (“FCA”").
The analyst who has prepared this report is aware that Turner Pope Investments (TPI) Limited (“TPI") has a
relationship with the company covered in this report. Accordingly, the report has not been prepared in accordance
with legal requirements designed to promote the independence of investment research and is not subject to any
prohibition on dealing by TPI or its clients ahead of the dissemination of investment research.

TPI manages its conflicts in accordance with its conflict management policy. For example, TPI may provide
services (including corporate finance advice) where the flow of information is restricted by a Chinese wall.
Accordingly, information may be available to TPI that is not reflected in this document. TPI may have acted upon
or used research recommendations before they have been published.

TPI and/or its officers or related parties may hold investments in the Company. TPI is required to declare and
fairly manage these conflicts of interest.

Risk Warnings

Any opinions expressed in this document are those of TPI's research analyst. Any forecast or valuation contained
within it represents the theoretical outcome of analysing a range of possible scenarios and should not be
interpreted as a prediction of a likely result or share price. Please note that any information regarding potential
valuations, future forecasts or price targets is derived from financial modelling, and there is no guarantee that
these outcomes will be achieved. Accordingly, investment decisions should not be based on these factors alone.

This document has been communicated for the attention of Professional and Institutional clients only. Retail
clients (as defined by the rules of the FCA) must not rely on this document.

Past performance is not a guide to future performance and forecasts are not a reliable indicator of future results.
The value of securities, particularly those of smaller companies, can fall as well as rise and may be subject to large
and sudden swings. In addition, the level of marketability of smaller company securities may result in significant
trading spreads and sometimes may lead to difficulties in opening and/or closing positions.
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AIM is a market designed primarily for emerging or smaller companies and the rules of this market are less
demanding than those of the Official List of the UK Listing Authority; consequently, AIM investments may not be
suitable for some investors. Liquidity may be lower and hence some investments may be harder to realise.

Specific disclaimers

TPI acts as Joint Broker to TheraCryf plc. (‘TheraCryf’) which is listed on the AIM Market of the London Stock
Exchange (‘AIM’).).

TPI as a business, its officers, private clients, or institutional clients may hold, subscribe for or buy or sell TheraCryf
securities. Opinions and estimates in this document are entirely those of TPI as part of its internal research
activity. TPI has no authority whatsoever to make any representation or warranty on behalf of TheraCryf.

General disclaimers

This document, which presents the views of TPI's research analyst, cannot be regarded as “investment research”
in accordance with the FCA definition. The contents are based upon sources of information believed to be reliable
but no warranty or representation, express or implied, is given as to their accuracy or completeness. Any opinion
reflects TPI's judgement at the date of publication and neither TPI nor any of its directors or employees accepts
any responsibility in respect of the information or recommendations contained herein which, moreover, are
subject to change without notice. Any forecast or valuation given in this document is the theoretical result of a
study of a range of possible outcomes and is not a forecast of a likely outcome or share price. TPI does not
undertake to provide updates to any opinions or views expressed in this document. TPI accepts no liability
whatsoever (in negligence or otherwise) for any loss howsoever arising from any use of this document or its
contents or otherwise arising in connection with this document (except in respect of wilful default and to the
extent that any such liability cannot be excluded by applicable law).

The information in this document is published solely for information purposes and is not to be construed as a
solicitation or an offer to buy or sell any securities or related financial instruments. The material contained in the
document is general information intended for recipients who understand the risks associated with equity
investment in smaller companies. It does not constitute a personal recommendation as defined by the FCA or take
into account the particular investment objectives, financial situation or needs of individual investors nor provide
any indication as to whether an investment, a course of action or the associated risks are suitable for the recipient.

This document is approved and issued by TPI for publication only to UK persons who are authorised persons
under the Financial Services and Markets Act 2000 and to professional clients, as defined by Directive 2004/39/EC
as set out in the rules of the Financial Conduct Authority. This document may not be published, distributed or
transmitted to persons in Japan, Canada or Australia. This document may not be copied or reproduced or re-
distributed to any other person or organisation, in whole or in part, without TPI's prior written consent.

U.S. Persons Research Disclaimer

To the extent that any TPI research is furnished to U.S. recipients, it is furnished in reliance on Rule 15a-6 ("Rule
15a-6") under the U.S. Securities Exchange Act of 1934, as amended. The information contained in this research is
intended solely for certain “major U.S. institutional investors” (as such term is defined in Rule 15a-6, an “MII") and
may not be used or relied upon by any other person for any purpose. Each U.S. recipient of this research represents
and agrees, by virtue of its acceptance thereof, that it is a MII and that it understands the risks involved in
executing transactions in such securities. Any U.S. recipient of this research that wishes to discuss or receive
additional information regarding any security mentioned herein, or engage in any transaction to purchase or sell
or solicit or offer the purchase or sale of such securities, should contact a registered representative of Beech Hill
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Securities, Inc., a U.S. broker-dealer registered with the Securities and Exchange Commission and a Member of
FINRA, located at 880 Third Avenue, 16th Floor, New York, NY 10022. Any transaction by a U.S. person (other than
aregistered U.S. broker-dealer or bank acting in a broker-dealer capacity) must be effected with or through Beech
Hill Securities, Inc., which may be contacted via telephone at +1 (212) 350-7200.

This research was prepared by the analyst named on the cover of this research, who is a non-U.S. research analyst
of TPI and, as such, may not be subject to all requirements applicable to U.S.-based analysts. All of the views
expressed in this research accurately reflect the research analyst’s personal view about all of the subject securities
or research subjects and no part of such analyst’s compensation was, is, or will be related to the specific
recommendation or view contained in this research.

To the extent this research relates to non-U.S. securities, note that investing in non-U.S. securities may entail
particular risks. Such securities may not be registered under the U.S. Securities Act of 1933, as amended, and the
issuer of such securities may not be subject to U.S. reporting and/or other requirements. Financial statements
included in research with respect to such securities, if any, may have been prepared in accordance with non-U.S.
accounting standards that may not be comparable to the financial statements of U.S. companies. Available
information regarding the issuers of such securities may be limited, and such issuers may not be subject to the
same auditing and reporting standards as U.S. issuers. Fluctuations in the values of national currencies, as well
as the potential for governmental restrictions on currency movements, can significantly erode principal and
investment returns. Market rules, conventions and practices may differ from U.S. markets, adding to transaction
costs or causing delays in the purchase or sale of such securities. Securities of some non- U.S. companies may not
be as liquid as securities of comparable U.S. companies.

The information contained herein may include forward-looking statements within the meaning of U.S. federal
securities laws that are subject to risks and uncertainties. Factors that could cause a company’s actual results and
financial condition to differ from expectations include, without limitation: political uncertainty, changes in
general economic conditions that adversely affect the level of demand for the company’s products or services,
changes in foreign exchange markets, changes in international and domestic financial markets and in the
competitive environment, and other factors relating to the foregoing. All forward-looking statements contained
in this research are qualified in their entirety by this cautionary statement.

No TPI party accepts any liability whatsoever for any direct or consequential loss of any kind arising out of the
use or reliance on the information given. Research does not take into account the specific investment objectives
and financial situation of any recipient, nor do they provide individually tailored investment advice or offer tax,
regulatory, accounting or legal advice. Prior to entering into any proposed transaction, recipients should
determine, in consultation with their own investment, legal, tax, regulatory and accounting advisors, the
economic risks and merits, as well as the legal, tax, regulatory and accounting characteristics and consequences,
of the transaction. Investors seeking to buy or sell any financial instruments discussed or recommended in
research, should seek independent financial advice relating thereto. The products discussed in research are not
FDIC insured, may lose value and are not guaranteed by any TPI party.

Copyright © 2026 Turner Pope Investments (TPI) Limited, all rights reserved.



