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The Newsletter for Supporters of the Institute for Cancer Vaccines & Immunotherapy (ICVI)

WELCOME TO OUR SPRING 2024 ISSUE OF OUTLOOK

A year ago, I wrote to you about the ICVI’s
membership of AMRC (Association of Medical
Research Charities) and its significance for our
charity. This important change to our funding
process is just beginning to show the first signs of
progress. In this issue we look at how the first three
projects we chose to fund last year are progressing.

We also look at the progress of our PhD students,
Sir Harry Cotterell Bt OBE many of whom are entering the final stages of their
Chair of Trustees projects.

As ever we are so grateful to all our fundraisers who
continue to work hard to support our research, we
value you and your hard work so very much and we
really do try to ensure that every pound raised is
spent wisely.

Sir Harry Cotterell Bt OBE
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| FUNDRAISERS

Christmas Appeal Christmas Cards

Thank you very much to those of you Thank you to everyone who
who donated to Professor Dalgleish’s purchased our cards last
Christmas appeal. £5,161 was raised year and made donations
and this will support an exciting new alongside their purchase.
project for Alberto Fusi’s clinical work.

ICVI Wine Club

Our wine club is aging like a fine wine — and no, it's not just because we
keep forgetting to check the calendar! Thanks to the inspired idea of
supporter George Bouwens, our club is now in its fourth year and has
raised £3700 for the Lucy Sands Tribute Fund.

The process is smoother than a well-aged Merlot, and excellent
feedback on the wine quality has been pouring in — pun intended! You
can order a case of 12 bottles for delivery in the following months
(March, June, Sept & Dec), or you can sign up for a quarterly supply. The
next batch will be shipped in June 2024, just in time for summer

sipping.

If you would like to join the fun please email abi®icvi.org.uk and she
will send you more details.

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5
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FUNDRAISERS |

Serena’s Garden

Serena Aldous needs no introduction to the readers of this
newsletter thanks to her dedication to fundraising for the
ICVI by way of open garden events. This summer Serena
upped the ante once again by working with local
Buckinghamshire artist Peter Keegan. Together, they turned
Serena's garden into a beautiful haven of art, with Peter
kindly offering lessons to visitors.

Peter's efforts raised a fantastic £1,330 for the charity.
We are so pleased that Serena and Peter are planning

another collaboration this summer. If you'd like to join them
please head over to www.peterkeegan.com for details.

Art class taught by Peter Keegan in Serena’s
beautiful Buckinghamshire garden

We were also delighted to hear that Serena’s friend Neil
Tuckett from North Marston kindly donated £600 to the ICVI
from his Model T Ford car rally.

With help from Peter and Neil, Serena raised a total of £2,204
for the ICVI in 2023 - how very inspiring! Huge thanks to
Serena, Peter and Neil.

Neil’s car rally raised £600 for the ICVI

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5
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| RESEARCH NEWS

PhD student update

Alex Morrison

Alex has been continuing her PhD funded jointly by the ICVI and the UK Health
Security Agency (UKHSA), supervised by Mark Bodman-Smith. She has recently
been successful having her research published in the high-impact journal Vaccines
(MDPI). The published study showed that an intravenous BCG vaccination induced
high functioning y& T cells that could travel to the lungs and were associated with
protection from tuberculosis. As vaccinating via the intravenous route comes with
a risk of BCG infection (BCGosis), Alex also showed these responses could be
replicated when a combination of other, safer BCG vaccination strategies was
combined. Furthermore, for the past year Alex worked up a model to assess how
immune responses occurring within our bodies can impact yd T cell ability to kill
tumour cells. Recently, she has generated promising results showing that yd T
cells extracted from individuals who had an intravenous BCG vaccination were able
to kill tumour cells in the lab more than cells from unvaccinated individuals. Alex
has completed her experimental work and is now writing up her thesis with an
expected submission of Q2 2024.

Issy Schiavi

In the last 6-months, Issy has successfully presented her work at the 10t
International Gamma-Delta T Cell Conference in Lisbon and at the European
Society of Mycobacteriology in Tirana, Albania in June, where she talked about the
power of using mycobacterial lipids to promote T cells to kill tumour cells. Since
then, she has been working towards determining the mechanisms by which T cells
are activated by mycobacterial lipids and how these lipid-activated T cells in turn
recognise and kill tumour cells. This is because Issy has found evidence to suggest
this specific tumour killing is achieved through a new and different mechanism
than previously determined in the T cell literature. Issy has officially finished her
practical laboratory work and is finishing of her final experiments. Issy is currently
writing up her PhD thesis as her time in the lab has come to an end. Issy expects to
submit her thesis in Q3 2024.

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5
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Aurora Campagna

In October 2021, Aurora joined our team, working on a PhD project focused on
investigating the interaction between y® T cells and prostate cancer. Employing a
sophisticated platform designed to replicate the essential characteristics of a solid
tumour, Aurora cultivates prostate cancer cells in three-dimensions. Her primary
objective has been to optimize conditions for the coexistence of Y& T cells and
prostate tumour spheroids, and the experimental platform is yielding promising
results in terms of the cells' interaction.

Aurora's findings indicate that Y& T cells have the ability to proportionally
eliminate prostate tissue based on the malignancy grade of the tumour they
mimic. She has successfully demonstrated distinct interactions between these
cells and prostate cancer cells at various stages of cancer progression. Within the
spheroids, ¥ T cells have effectively infiltrated the core of the tumour mass.
Additionally, she has emphasized the potential of adjuvant drugs, such as
Zoledronic Acid, in increasing cancer cell sensitivity to ¥® T cell-mediated
destruction. Most recently, she has started using cutting-edge molecular
techniques to investigate which molecules are involved in both the interaction and
recognition of cancer cells by yo T cells.

Collaborating with Dr Ferran Valderrama and Dr Clara Cieza-Borrella at SGUL, this
project utilizes the Institute's advanced imaging facilities. Through the application
of QPI and confocal microscopy, Aurora can meticulously examine the internal
presence of ¥ T cells within the tumour mass and evaluate the stress status of the
surrounding cancerous cells.

Healthy prostate Cancerous prostate
spheroids spheroids

untreated

The figure shows spheroids originating from healthy prostate cells on the left and
cancerous prostate cells on the right, both represented in grey. y& T cells are
highlighted in magenta. Pre-treatment of the spheroids with Zoledronic Acid
facilitates the infiltration and disruption of the tumour structure by ¥ T cells.

532
Interestingly, the benign tissue appears to be less affected by the treatment. < E

23
Aurora’s project is funded until end Sept 2024 and she is already writing up her % f’é

work for her thesis. The expected submission will be Q4 2024.

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5

outlook ISSUE 39 | SPRING 2024 [}



| RESEARCH NEWS

Update on AMRC Funded Projects

New Research Project

Last year we awarded £250,000 to Dr Peter Smith of St George’s University of
London to fund this project which we hope will have positive implications for
patients with cancers which are resistant to chemotherapies. Peter updates us on
the project below:

“Cancer immunotherapy depends upon the function of ‘cytotoxic’ T-cells however
in many people, and especially people with cancer, these cells are dysfunctional. I
have studied a combination of compounds derived from the diet which collectively
enhance T-cell function. These are retinoic acid, a metabolite of vitamin A,
Calcitriol, a metabolite of vitamin D and the short chain fatty acid butyrate, which
is metabolised from certain dietary fibre by our gut microbiome.

“I have also identified the generally accepted mechanism used by these Dr Peter Smith
compounds to enhance T-cell function. This is based upon the activation of a

‘switch’ in T-cells called ‘called Peroxisome proliferator-activated receptor (PPAR)-

a’. My recent experiments are intended to prove whether the hypothesized

mechanism is indeed involved. If so, my research will identify PPAR-a as a

promising target to improve cancer immunotherapy and indicate that this can be

achieved through the use of cheap and safe dietary supplements.”

Ovarian Cancer Trial update

Our collaborators at UCL are still waiting on access to the
ovarian cancer patient samples. Dr Mark Bodman-Smith and
Dr Peter Smith are also pursuing a collaboration with
Professor Anna Kryzhanivska and Iryna Dyakiv of Ivano-
Frankivsk National Medical University, Ukraine who have an
extensive biobank of samples from ovarian cancer patients.
Mark and Peter are currently investigating sources of funding
for this collaboration since the available samples will allow
them to significantly increase the extent to which they can
interrogate the immune responses in ovarian cancer and
identify how best to improve immunotherapy against this
very aggressive cancer. This will include measuring
metabolites and comparing and contrasting their presence in
ovarian cancer to that of melanoma (a typically more
immunogenic cancer).

-

Y.
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Dr Mark Bodman-Smith & Dr Peter Smith

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5
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Update from Professor Dalgleish

There have been a few changes for me recently as my university fixed term contract has ended and I have been awarded an
Emeritus Professor title. This means that I can still work and oversee ICVI projects but no longer get paid by the university.
My NHS contract with melanoma patients has also ended as it was honorary and linked to the university position.

Many of you will be aware that I have long been concerned about the Covid vaccine programme. Added to this I realised very
quickly that many of my long-term melanoma patients were relapsing after many years of being disease free and noted that
they had all had at least one booster vaccine. When I followed this up with colleagues, I saw that many of them were
documenting that those patients who got one or more booster shots
were experiencing T cells becoming suppressed or exhausted. Others
were finding that patients were becoming more tolerant to the vaccine
after their first booster.

Also due to years of research I have realised that there are historical
vaccines which are ineffective if a booster is given — it can be argued
that in most cases if a booster is needed most “vaccines” are not really
vaccines at all.

I have long felt that that the big pharma industry has totally highjacked
the NHS and uses it as a source of unquantifiable profits. This has been
going on for years and probably started in earnest after the AIDS
pandemic. Looking back, it is probably even worse in cancer treatment
than anyone ever thought. For example, when Interferon was approved
for treatment of melanoma in the 1980’s it was immediately clear that
it was extremely unpleasant and seriously toxic and with minimal
activity, yet it had been approved by all authorities including the MHRA.
| Itwasalso hideously expensive costing £10K a year even then. Luckily,

Inteferon’s limited efficacy and significant side effects have made it
increasingly unpopular as a choice for most patients. However, I feel that the NHS continues to be highjacked by big pharma
and good cheap non-toxic treatments are seemingly ignored.

This is why I believe the ICVI has been so important for cancer patients. Our research has shown the ignored benefits of VitD3
supplementation, non-antigen specific inoculation with M.vaccae and now IMM-101 ,as well as the additive effect of specific
anti-inflammatory products such as Lenalidomide and Low Dose Naltrexone ( LDN).

As the former costs £5K a month and LDN approximately £30 a month we have focused on LDN as our main drug for this
purpose. I am amazed that we have so many patients who have stabilised on LDN for several years in many cases (it is even
more effective when combined with Vitamin D supplementation). I am determined to get it approved for cancer in some form.

Text CANCER10 to 70191 to donate £10 Text CANCER20 to 70191 to donate £20 Text HIGH5 to 70970 to donate £5
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