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Tiziana Moving forward in MS and AD

Key trials in SPMS and AD due to start shortly

Tiziana is close to being able to start the important phase IIa study with
its lead product, intranasal foralumab, in non-active secondary progressive
multiple sclerosis (SPMS) and is well advanced in its plan to initiate a separate
study in Alzheimer's disease (AD).

Within the next two months, Tiziana expects to both receive FDA regulatory
clearance for its trial protocol in SPMS and hold the initial investigator
meeting, which will effectively represent the start the trial. This in turn
should put it in a position to enrol the first patients in early Q4.

Tiziana is currently completing the enrolment of patients into its expanded
access protocol (EAP) of foralumab in SPMS and expects to recruit the
final four patients in August. Next month should also see it obtain the
six-month PET scans on the second cohort of four patients (numbers 3-6),
which it is hoped may show evidence of clinical improvement over time. We
understand that these data may feature in a poster presentation of the
ECTRIMS scientific conference in October.

Details of the design of the study in SPMS recently emerged in a key opinion
leader presentation for investors. The study is expected to enrol 54-patients
and will test two doses of foralumab versus a placebo given over 12 weeks.
The study will use imaging as the primary endpoint, with fatigue as a key
secondary endpoint.

This design represents a refinement of an earlier plan and has the advantage
that it may render the important clinical proof-of-concept data earlier than
was previously envisaged, potentially as soon as late 2024. The data are likely
to be important as they may provide the basis for Tiziana to seek a partnering
deal and/or seek funding.

Meanwhile, in AD, the company hopes to obtain the IND (regulatory clearance
to conduct a trial) for the planned exploratory clinical study of foralumab
in this indication as well as the outcome of its grant application with a
philanthropic/patient advocacy group over the next two months. This study
may start in early 2024.

Preclinical work with foralumab remains underway in other indications,
including prevention/delay on onset of Type 1 diabetes. This work is
examining whether the molecule could be developed as a potential
alternative to Sanofi 's recently-approved Tzield. Foralumab has the
same mechanism of action and could offer safety/efficacy and dosing
administration advantages.

Tiziana is also conducting preparatory work for a potential study of
foralumab in so-called "long-Covid". However, this would, in our view, require
additional equity or non-dilutive funding.

Two key indications for foralumab

The initiation of the phase II trial in SPMS is an important event as the data are
likely to be a key value inflection point in stock market terms. Presentation of
further results at scientific meetings from the expanded access protocol in H2
23 should both raise the profile of foralumab and provide important third-party
validation from peer review. Tiziana remains funded into 2024 with cash on 31
December 2022 of US$18.1mln
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Gabriele Cerrone, interim chief executive
and executive chair. He has a track record
of corporate financing having listed nine
companies, seven on NASDAQ and two in
London. He is the former chair of Trovagene,
Gensignia, Rasna, Contravir and Okyo. He
is also the co-founder and director of two
NASDAQ-listed companies that brought
drugs from the discovery through to US Food
& Drug Administration approval: Synergy
Pharmaceuticals and Siga Technologies.

Matthew Davis MD, chief operating officer
and chief medical officer. Previously, he was
chief scientific officer and chief medical officer
at Endo Pharmaceuticals. Prior to that, Dr Davis
was chief medical officer for Lupin Inc. and URL
Pharma, Inc. where he led three NDA approvals.
He was also on the executive team that sold
URL Pharma to Takeda.

Investment case focussed on SPMS

Tiziana's investment case centres around the potential of foralumab as a
treatment for CNS indications, primarily in MS. The company is poised to start a
phase II trial in non-active SPMS, the data from which are likely to be important
in its ablity to secure a licensing agreement/partnership with a pharmaceutical or
larger biotech company that would to ultimately commercialise the product.

Late-stage assets in MS can have high values in licensing or M&A deals, as
evidenced by Sanofi's $3.7bn equity value acquisition of Principia Biopharma in
2020. That company had two BTK inhibitors that were then at the end of phase II
studies, one of which now known as tolebrutinib, is in three phase III trials for MS.

MS is a large market (projected >$40bln by 2028) but is a highly competitive
field. However, non-active SPMS represents a niche where there is almost no
competition. Non-active SPMS is the most advanced stage of this disease where
patients continue to deteriorate but do not experience the characteristic sudden
flares associated with earlier stages of the disease. Generally, these patients will
have exhausted all other therapeutic options.

No product is specifically approved for non-active SPMS. There are two drugs
approved for the slightly less advanced stage of active secondary progressive
disease (where flares still occur): Ocrevus (ocrelizumab, Roche), which is given
by infusion (and is considered the more effective drug) and Mayzent (siponimod,
Novartis), an oral product. Both products have strong side effects.

Given the unmet need, in this form of MS, Tiziana was allowed by regulators -
somewhat unusually - to treat a small number of patients under an expanded
access protocol (EAP). This will shortly complete enrolment with 10 patients, with
data presented so far being encouraging albeit anecdotal. All the patients in this
study received 50mcg foralumab three times a week for two weeks followed by
one week off. The dose can be increased to 100mcg on the same schedule if
needed. (The new phase II study will test both of these doses versus placebo).

In January, Tiziana reported that after 11 months of dosing, additional clinical
improvements had been seen in the second patient on the EAP. On the EDSS
(expanded disability status scale, a standard MS scoring system), a score on
enrolment of 6.0 had fallen (improved) to 5.0, by which point the patient could
walk 200 metres without a cane.

Imaging results showed a reduction in microglial activation; microglial cells are
the brain's immune cells and cause MS, so lower activation is encouraging.
Inflammation in the brain drives disease pathology in MS. The results were also
consistent with previously reported data from the first SPMS patient. In June this
year, Tiziana announced that it had observed a reduction in microglial activation,
per PET scans, in five of the six patients treated at that point (the sixth may have
missed doses due to Covid infection).

Although MS is the focus of the investment case, Tiziana is conducting activities
in more than five different indications, as shown in the R&D schematic below.

Development pipeline for foralumab

Non-active SPMS study schematic
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Alzheimer's disease

Tiziana is also advancing plans to take foralumab into a phase IIa study in mild to moderate Alzheimer's disease, partly backed by
grant funding expected from a foundation. The study could start in early 2024 and is likely to have a three-month treatment period,
so could render data in 2026.

The company believes foralumab may reduce the known neuro-inflammatory component of the disease, caused by the activation of
microglia triggered by amyloid beta plaques that are a hallmark of Alzheimer's. As the two drugs recently approved for AD both target
amyloid, foralumab could be complementary to this approach. Tiziana's collaborators have presented supporting data on foralumab
at various scientific meetings. We understand a scientific paper is in preparation on this that has been submitted for publication in
a prestigious journal.

Key timelines for MS and AD indications

EAP Enrolment of pts 7-10 August

6 month data on pts 3-6 mid Aug

Poster presentation at ECTRIMS Oct

Phase IIa study SPMS FDA feedback on trial protocol mid-Sept

Investigator meeting end-Sept

First patient in Q4

Last patient in Q3 24 *

Primary outcome data Q4 24*

Alzheimer's disease IND for AD trial August

Outcome of grant application mid-Aug

Possible journal publication Q4

Study initiation Q1 24*

Study outcome 2025*

* date estimated by Proactive Investors

Preclinical work in T1D...
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Tiziana is conducting a preclinical project to explore the potential of foralumab in the delay of onset of Type 1 diabetes (T1D). This
follows the approval of Sanofi/Provention Bio's Tzield (teplizumab) for this indication in 2022. Both Tzield and foralumab are anti-
CD3 monoclonal antibodies., although Tzield is humanised and given systemically and intravenously whereas foralumab is fully
human.

Tzield is given by 30 min IV infusion once per day over 14 days, with the dose-escalating from 65mcg/m2 to 1,030 mcg/m2 (equivalent to
c 1.1mg/day for a typical 10 year old child). Typically, it would be given to children/adolescents who have shown the initial symptoms,
caused by the autoimmune attack on their pancreatic islet cells (which produce insulin). Treatment with Tzield has been shown to delay
the onset of T1D by a median of two years. Tiziana is considering using the same treatment regime to that expected to be used in MS
(and potentially AD). The intranasal route of administration used by Tiziana could be more convenient for patients but also may allow
it to be positioned differently, possibly as a maintenance therapy in patients who have previously received Tzield.

Provention Bio was recently the subject of an agreed takeover offer from Sanofi valued at $2.9bln.

...and Long-Covid

Plans are also taking shape to conduct a phase II study of foralumab in post-COVID-19 syndrome (or "long-Covid"), potentialyl
starting in 2024 (subject to funding). So far, few details have been disclosed. The programme is based on the hypothesis that a key
pathogenic component of long-Covid is the activation of microglial cells. There are numerous patients who experience persistent
fatigue, neurological or other debilitating symptoms consequent to Covid infection and in some patients, these symptoms have not
resolved more than two years after the original infection.

Foralumab has been previously studied in Covid patients. During the pandemic, a pilot study of foralumab (100ug/day for 10
consecutive days) in 39 COVID-19 patients was conducted in Brazil, which showed a reduction of serum IL-6 and C-reactive protein,
inflammatory biomarkers.

Given the large number of people exposed during the Covid pandemic, this represents a potentially large market opportunity and there
is very little competing development activity. There are probably only two active development by other pharma/biotech companies:
temelimab from GeNeuro and Vyvgart (efgartimod) from Argenx. Both are in Phase 2 studies.

Finances and cash

Cash on 31 December 2022 was US$18.1mln. Tiziana states that it has sufficient cash reserves to initiate the phase II trial in MS.
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General Disclaimer and copyright
LEGAL NOTICE – IMPORTANT – PLEASE READ

Proactive Research is a trading name of Proactive Investors Limited which is regulated and authorised by the Financial Conduct
Authority (FCA) under firm registration number 559082. This document is published by Proactive Research and its contents have not
been approved as a financial promotion by Proactive Investors Limited or any other FCA authorised person. This communication is
made on the basis of the 'journalist exemption' provide for in Article 20 of The Financial Services and Markets Act 2000 (Financial
Promotion) Order 2005 and having regard to the FCA Rules, and in particular PERG 8.12.

This communication has been commissioned and paid for by the company and prepared and issued by Proactive Research for
publication. All information used in the preparation of this communication has been compiled from publicly available sources that
we believe to be reliable, however, we cannot, and do not, guarantee the accuracy or completeness of this communication.

The information and opinions expressed in this communication were produced by Proactive Research as at the date of writing and
are subject to change without notice. This communication is intended for information purposes only and does not constitute an
offer, recommendation, solicitation, inducement or an invitation by, or on behalf of, Proactive Research to make any investments
whatsoever. Opinions of and commentary by the authors reflect their current views, but not necessarily of other affiliates of
Proactive Research or any other third party. Services and/or products mentioned in this communication may not be suitable for all
recipients and may not be available in all countries.

This communication has been prepared without taking account of the objectives, financial situation or needs of any particular
investor. Before entering into any transaction, investors should consider the suitability of the transaction to their individual
circumstance and objectives. Any investment or other decision should only be made by an investor after a thorough reading of the
relevant product term sheet, subscription agreement, information memorandum, prospectus or other offering document relating to
the issue of securities or other financial instruments.

Nothing in this communication constitutes investment, legal accounting or tax advice, or a representation that any investment or
strategy is suitable or appropriate for individual circumstances or otherwise constitutes a personal recommendation for any specific
investor. Proactive Research recommends that investors independently assess with an appropriately qualified professional adviser,
the specific financial risks as well as legal, regulatory, credit, tax and accounting consequences.

Past performance is not a reliable indicator of future results. Performance forecasts are not a reliable indicator of future
performance. The investor may not get back the amount invested or may be required to pay more.

Although the information and date in this communication are obtained from sources believed to be reliable, no representation is
made that such information is accurate or complete. Proactive Research, its affiliates and subsidiaries do not accept liability for loss
arising from the use of this communication. This communication is not directed to any person in any jurisdiction where, by reason of
that person's nationality, residence or otherwise, such communications are prohibited.

This communication may contain information obtained from third parties, including ratings from rating agencies such as Standard
& Poor's, Moody's, Fitch and other similar rating agencies. Reproduction and distribution of third-party content in any form is
prohibited except with the prior written consent of the related third-party. Credit ratings are statements of opinion and are not
statements of fact or recommendations to purchase, hold or sell securities. Such credit ratings do not address the market value of
securities or the suitability of securities for investment purposes, and should not be relied upon as investment advice.

Persons dealing with Proactive Research or members of the Proactive Investors Limited group outside the UK are not covered by the
rules and regulations made for the protection of investors in the UK.

Notwithstanding the foregoing, where this communication constitutes a financial promotion issued in the UK that is not exempt
under the Financial Services and Markets Act 2000 or the Orders made thereunder or the rules of the FCA, it is issued or approved
for distribution in the UK by Proactive Investors Limited.
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