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Healthcare Research
Roquefort Therapeutics (ROQ.L*)

Key points

e STAT-6 gene silencing constructs showed a 10x reduction in STAT-6 expression
compared to the control in a cell-based model for inflammation.

e Additional key inflammatory biomarkers were also modified including cytokines
TRAC/CCL17 and CD23.

e  Study similar to in vitro work presented by Recludix (Private) regarding REX-4671 a
preclinical STAT-6 inhibitor which was licensed to Sanofi (SAN.EPA) in 2023 in return for
a US$125m upfront payment and up to $1.2bn in conditional milestones.

New data from STAT-6 gene silencing programme in inflammation
Roquefort Therapeutics (“Roquefort”, “the Group”, “
its STAT-6 gene silencing programme. The Group has designed small interfering RNA (siRNA)

constructs which inhibit translation of the STAT-6 protein, a protein overexpressed in several

the Company”) announced new data from

immunology and cancer indications.

In vitro reduction in STAT-6 and modification of other inflammatory
biomarkers

STAT-6 siRNA constructs were evaluated in a cell-based model for inflammation (THP-1). STAT-
6 siRNA constructs generated a 10-fold reduction in STAT-6 expression at 24 and 48 hours post
treatment compared to negative controls. STAT-6 siRNA treated cells also saw a modification
in inflammatory biomarkers, including TRAC/CCL17 and CD23, two forms of cytokines which
play important roles in the regulation of inflammatory responses.

Industry interest in developing STAT-6 inhibitors

There is considerable industry interest in STAT-6 targeting treatments in the immunology
space. In 2023, Sanofi (SNA.EP) struck a deal with Recludix (Private) to licence a preclinical
program targeting STAT-6. The deal came with a US$125m upfront payment and potential
milestone payments totalling $1.2bn. The recent in vitro study generated by the Group is
similar to studies conducted by Recludix.

Results builds on oncology data generated on STAT-6 siRNA programme
STAT-6 targeting siRNA constructs have previously been shown to generate significant in vivo
anti-cancer activity in validated models of colon cancer. STAT6 siRNAs demonstrated a
significant reduction in the proliferation of colorectal cancer with an ¢.50% reduction in cell
growth at seven days. This anti-cancer effect was replicated in a validated in vivo model of
colorectal cancer with a significant reduction in cancer weight and volume at 28 days.

Data supporting partnership discussions

The Company is actively pursuing an out-licensing deal for the STAT-6 siRNA programme. The
positive data expands the potential utility of this asset into an immunology setting. This should
make the asset more attractive to potential partners.
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Efficacy in a validated in vitro model of inflammation

Roquefort has developed siRNAs which target the SH2 (Src-homology-2) domain of
STAT6. The Company has evaluated STAT-6 targeting siRNA constructs in a cell-based
model for inflammation. STAT-6 siRNA constructs were evaluated in a THP-1
macrophage cell line which is used to evaluate treatment effects on inflammatory
response. Key findings were:

e STAT-6 targeting siRNA generated a 10-fold reduction in STAT-6 expression
compared to controls.

e The phosphorylated (activated) form of STAT-6 was also reduced.

e Levels of CCL17 and CD23, two key mediators in inflammatory processes were

also modified.

The data shows how STAT-6 siRNA constructs can reduce STAT-6 gene expression and
modulate inflammatory biomarkers. CCL17 is involved in allergic and Th2-type immune
responses whilst CD23 acts as a receptor that can trigger the production of inflammatory
cytokines, while CCL17 is a chemokine involved in cell recruitment during inflammation.

Figure 1: STAT-6 targeting siRNA generated a 10-fold reduction in STAT-6 expression
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Study similar to in vitro work presented by Recludix

The study is similar to preclinical work completed by Recludix which compared REX-
4671, a STAT-6 inhibitor, to Dupixent (dupilumab), an anti-IL-4 antibody approved for
asthma and atopic eczema in terms of levels of CCL17 and CD23, albeit over a shorter
time period (2 vs 4 days). In 2023, Sanofi (SNA.EP) licenced the preclinical programme a
USS$125m upfront payment and potential milestone payments totalling $1.2bn.

Figure 2: Recludix STAT-6 inhibitor reduced TARC/CC17 and CD23 expression
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Results should support licensing discussions

Results from these experiments alongside the oncology data generated to date should
support out-licencing discussions for the STAT-6 siRNA programme. STAT-6 is a key
protein within the JAK/STAT pathway that mediates cellular inflammation responses.
STAT-6 promotes the activation of T helper 2 (Th2) immune cells, a form of T-cell that
produce cytokines that can trigger inflammatory responses and is implicated in
autoimmune disorders including asthma, atopic dermatitis and eczema.

Figure 3: STAT6 method of action
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Significant industry interest in new immunology treatments

There are several approved treatments which target various components of the
JAK/STAT pathway for a range of autoimmune disorders (Table 1). This includes
Dupixent (dupilimab), an antibody treatment developed by Sanofi. For Q3-24, Dupixent
registered sales of €3.5bn with FY24E guidance of €13bn. A STAT-6 inhibitor could
provide an alternative approach to these treatments within a large addressable market.

Table 1: Autoimmune drugs command significant revenues

Drug Name / Developer

Dupixent (Dupilimab) / Sanofi EUR3.5bn
Adbry (tralokinumab / LEO Pharma Undisclosed

Rinvoq (upadacitinib) / AbbVie $1.4bn
Xeljanz (Tofacitinib) / Pfizer $818m
Rinvoq (Upadacitinib)/ Abbvie $1.2bn

Latest quarter sales

Approval indication and dates Drug type

Eczema 2017 ; atopic dermatitis (2019 COPD (2024). IL-4 and IL-13 inhibitor
Moderate-to-severe atopic dermatitis: 2021 IL-13 inhibitor

Crohn's 2023 ; UC: 2022, Atopic Dermatitis 2022 Oral Janus kinase (JAK) inhibitor
Rheumatoid arthritis 2012, UC 2018 Oral Janus kinase (JAK) inhibitor
Crohn's 2023; Atopic Dermatitis 2022; rheumatoid arthritis 2019 Oral Janus kinase (JAK) inhibitor

Source: Company websites

Build on existing cancer data

STAT-6 targeting siRNA constructs have shown significant in vivo anti-cancer activity in
validated models of colon cancer. STAT6 siRNAs demonstrated a significant reduction in
the proliferation of colorectal cancer with an ¢.50% reduction in cell growth at seven
days. This anti-cancer effect was replicated in a validated in vivo model of colorectal
cancer with a significant reduction in cancer weight and volume to 28 days.

Figure 4: Anti-STAT-6 siRNA showed significant anti-cancer activity in vivo
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Disclaimers

This note has been issued by SP Angel Corporate Finance LLP (“SP Angel”) in order to promote its investment services and is a marketing
communication for the purposes of the European Markets in Financial Instruments Directive (MiFID) and FCA’s Rules. It has not been prepared in
accordance with the legal requirements designed to promote the independence or objectivity of investment research and is not subject to any

prohibition on dealing ahead of its dissemination.

SP Angel considers this note to be an acceptable minor non-monetary benefit as defined by the FCA which may be received without charge. In
summary, this is because the content is either considered to be commissioned by SP Angel’s clients as part our advisory services to them or is
short-term market commentary. Commissioned research may from time to time include thematic and macro pieces. For further information on

this and other important disclosures please the Legal and Regulatory Notices section of our website Legal and Regulatory Notices.

While prepared in good faith and based upon sources believed to be reliable SP Angel does not make any guarantee, representation or warranty,

(either express or implied), as to the factual accuracy, completeness, or sufficiency of information contained herein.

The value of investments referenced herein may go up or down and past performance is not necessarily a guide to future performance. Where
investment is made in currencies other than the base currency of the investment, movements in exchange rates will have an effect on the value,

either favourable or unfavourable. Securities issued in emerging markets are typically subject to greater volatility and risk of loss.

The investments discussed in this note may not be suitable for all investors and the note does not take into account the investment objectives and
policies, financial position or portfolio composition of any recipient. Investors must make their own investment decisions based upon their own

financial objectives, resources and appetite for risk.

This note is confidential and is being supplied to you solely for your information. It may not be reproduced, redistributed or passed on, directly or
indirectly, to any other person or published in whole or in part, for any purpose. If this note has been sent to you by a party other than SPA the

original contents may have been altered or comments may have been added. SP Angel is not responsible for any such amendments.

Neither the information nor the opinions expressed herein constitute, or are to be construed as, an offer or invitation or other solicitation or
recommendation to buy or sell investments. Opinions and estimates included in this note are subject to change without notice. This information
is for the sole use of Eligible Counterparties and Professional Customers and is not intended for Retail Clients, as defined by the rules of the Financial

Conduct Authority (“FCA”). SP Angel does not provide broking or investment advisory or management services to retail clients
Publication of this note does not imply future production of notes covering the same issuer(s) or subject matter.

SP Angel, its partners, officers and or employees may own or have positions in any investment(s) mentioned herein or related thereto and may,

from time to time add to, or dispose of, any such investment(s).

SPA has put in place a number of measures to avoid or manage conflicts of interest with regard to the preparation and distribution of research.
These include (i) physical, virtual and procedural information barriers (ii) a prohibition on personal account dealing by analysts and (iii) measures

to ensure that recipients and persons wishing to access the research receive/are able to access the research at the same time.

SP Angel Corporate Finance LLP is a company registered in England and Wales with company number OC317049 and whose registered office
address is Prince Frederick House, 35-39 Maddox Street, London W1S 2PP. SP Angel Corporate Finance LLP is authorised and regulated by the

Financial Conduct Authority whose address is 12 Endeavour Square, London E20 1JN.
SP Angel acts as Broker to Roquefort Therapeutics
Recommendations are based on a 12-month time horizon as follows:

Buy - Expected return >15%
Hold - Expected return range -15% to +15%
Sell - Expected return < 15%
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