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Tiziana Life Sciences: Advancing the therapeutic pipeline

Tiziana (LON:TILS, NASDAQ:TLSA) is advancing its lead immunotherapy
Foralumab, a fully-human anti-CD3 monoclonal antibody (mAb) being
developed for oral and nasal routes of administration, providing novel
approaches in treating severe inflammatory and autoimmune disease.
Top-line data from a recent trial in COVID-19 patients conducted in
Brazil demonstrate the exciting potential to reduce lung inflammation,
both compared to the control group, and to Foralumab combined with
Dexamethasone. These data help validate and de-risk nasal Foralumab, and
there is potential read-across for reducing inflammation in the planned
phase II study which will pioneer the nasal treatment for multiple sclerosis
(MS) patients. TILS is also moving towards a phase II study start in Crohn’s
disease (CD), the oral version of Foralumab is a pioneering ‘take home’
oral immunotherapy which can revolutionise treatment for this disease.
Other milestones ahead include advancing Milciclib into phase IIb studies for
treatment-resistant solid tumours, which can further de-risk the therapeutic
pipeline.

TILS reported promising top-line data in a trial of its nasally administered
monoclonal antibody (mAb) in mild-to-moderate COVID-19 patients indicating a
positive trend in the reduction of lung inflammation. It also reported supportive
data indicating a significant reduction in inflammatory markers IL-6 and C-reactive
protein, plus anecdotal reports of a rapid improvement in smell and taste
sensations that are frequently affected by COVID-19. These trends were seen to
improve in the treatment group receiving Foralumab compared to the control as
well as in the group receiving a combination of Foralumab and Dexamethasone.

Foralumab data mild-to-moderate COVID19
 

Source: Tiziana Life Sciences

This evidence supports the rationale for site-targeted administration of mAbs to
treat inflammatory disease. It also shows that nasal Foralumab was well tolerated
and safe. Nasal Foralumab was targeted at treating lung inflammation rather
than the infection suggesting the potential to target the patients infected with
the more resistant Brazil or South African variants, or indeed for other types of
respiratory inflammation although this needs to be substantiated in further tests.
There is also read across to use of nasal Foralumab in MS.

Following on from promising results of the study in COVID-19, TILS is awaiting
clearance from FDA to commence a multi-centre, placebo-controlled phase IIb
study in up to 60 progressive multiple sclerosis patients across three arms:
placebo, 50 ug and 100 ug nasal Foralumab, to be conducted at the lead
site at Harvard Brigham and Women’s Hospital (BWH), which pioneered the
development of nasal Foralumab. The study scope will test safety and tolerability
and secondary endpoints of cognitive behaviour, Tregs, microglial suppression
and biomarkers.
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Chief executive/chief scientific officer:
Kunwar Shailubhai was also a co-founder,
executive vice-president and CSO of Synergy
Pharmaceuticals, the inventor of TRULANCE.
He is also a pioneer of GC-C agonist technology.
Other former roles include VP of Callisto
Pharmaceuticals and Group Leader at
Monsanto Co.

Executive chairman: Gabriele Cerrone has
a track record of corporate financing having
listed nine companies, seven on NASDAQ and
two in London. He is the former chairman 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.

TILS has also received FDA permission to start nasal dosing of Foralumab in
a single secondary progressing MS (SPMS) patient under an individual patient
expanded access, or compassionate use programme. Investigators at the BWH
will follow this patient with detailed routine safety, neurological, imaging and PET
studies to evaluate microglial imaging. This will test the rationale for activating
the mucosal immunity via the cervical lymph nodes signified by modification
of immunological and neurodegenerative markers. This will test earlier findings
derived from extensive research conducted at the BWH by Dr Howard Weiner.
This approach might offer new horizons for treating a disease where until now,
approaches have largely been limited to symptom control.

MS is a devastating, chronic inflammatory disease of the CNS, affecting
approximately 2.3mln people worldwide and up to 1mln people in the US,
according to a study conducted by the National MS Society. Generally, MS is
divided into its most prevalent relapsing and remitting type (RRMS), and primary
and secondary progressive forms (SPMS/PPMS). There are a fairly limited number
of other late stage clinical programmes for progressive MS. So, if the alternative
modality and mechanism of nasal Foralumab are safe and efficacious, it could be
an important supplementation to other treatment options. This is a particularly
interesting approach given the severe side effect profile of first-line treatments
such as Ocrevus, which includes infections and infusion reactions, and the acute
unmet need.

TILS is also preparing to commence a phase Ib/II study of the oral form of
Foralumab in Crohn’s disease. Oral administration of anti-CD3 mAbs has already
been clinically validated in patients with inflammatory bowel disease. The clinical
trial is a pioneering approach as it will be the first-ever study of ‘take home’ oral
immunotherapy capsules to our knowledge. The protocol is for dosing once a day
for six months with an open-label adaptive design at (0.5, 1.25. 2.5 and 5.0 mg) for
14 days to test the safety of the highest dose. It then progresses to three arms
at (0.5, 2.5 and 5 mg). The study’s primary endpoints are safety and tolerability
and will also include secondary endpoints to test the localised efficacy, clinical
response and mechanism of action of Foralumab. These include mucosal healing,
pharmacokinetics, drug-specific antibodies and biomarkers.

Clearly, the implications are significant since the advanced CD therapy market is
dominated by mAbs including Humira. AbbVie’s anti-TNF alpha mAb and IL-12/
IL-23 targeting Stelara features along with Humira among the top ten selling
treatments worldwide. Analysts peg the prospective value of the CD market
at over US$20bn in the next decade. While the landscape is dominated by big
pharma, Foralumab’s potential in CD could lie in treating populations that are
failing on first-line therapies, or for patients suffering from serious side effects
of long-term treatment. For Humira, these include serious infections. In addition,
its competitive advantage could be as an attractive dosing alternative to the
generally intravenous (IV) or subcutaneously administered standard therapies.
This could also be easier and less expensive to administer than IV mAbs.

The company is also evaluating the next steps for multi-kinase inhibitor Milciclib.
This would test its efficacy seen in advanced cancers in liver cancer for priority
in Asia where the disease is most prevalent in patients resistant to standard
treatment with Sorafenib. It also sees potential to treat unmet need in KRAS
mutated non-small cell lung cancer (NSCLC) based on positive anti-cancer activity
seen in vivo. The KRAS mutation is a key driver of aggressive and treatment-
resistant solid tumours and accounts for around 25% of all cases of NSCLC which
has an overall survival rate of around 20 months.

Milciclib is an oral therapy targeting the interruption of cell cycle growth of
solid cancers by inhibiting a range of proteins known as cyclin-dependent kinases
(CDKs), tropomycin receptor kinases (TRKs) and Src kinases. Milciclib has been
tested in eight phase I and II clinical studies in 316 patients. They have shown it
to be a promising treatment for controlling abnormal cell growth and prolonging
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patient survival in advanced and metastatic cancers as well as confirming its
positive safety profile.

The preclinical toxicology studies of nasally administered formulation of
TILS’ anti-IL6R mAb, TZLS-501 have been successfully completed, and an
investigational new drug (IND) submission is anticipated imminently, to test
the safety of the nasally-administered formulation. This can address respiratory
disease treatment including potentially COVID-19 inflammation and acute
respiratory distress Syndrome (ARDs). In our view, however, TILS is likely to
prioritise Foralumab for treating COVID-19.

Conclusions: TILS’ market valuation has fallen back in the last six months by
around 50%, despite announcing positive clinical data for nasal Foralumab
supporting its anti-inflammatory effect. The current cash position of c US$50mln
(c £37mln) provides an approximate enterprise value for Tiziana of just £147mln
whereas it has three phase II programmes. The Accustem spin-out has been
executed so the sole focus is on the therapeutic pipeline.

The key value drivers include, in our view, are further progress with Foralumab in
MS and Crohn’s. So, further advances such as trial starts and evidence to support
the early promise of anti-inflammatory mechanisms, and corroboration of the site
targeted approaches can help de-risk the pipeline further. This in turn should be a
positive catalyst for the current market value of TILS. Taken in context, peers such
as Provention Bio (PRVB) has a market cap of US$500mln. Its lead programme
is anti-CD3 humanised mAb Teplizumab (phase III) being developed for type-one
diabetes.
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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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