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Disclosure Summar

Off-label Disclosure

This activity may include presentations on drugs or devices, or use of drugs or devices, that have not been approved by the Food
and Drug Administration (FDA) or have been approved by the FDA for specific uses only. The FDA has stated that it is the
responsibility of the physician to determine the FDA clearance status of each drug or device he or she wishes to use in clinical practice.
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Estimated age-standardized incidence rates (World) in 2020, prostate, males, all ages
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c aPTI} Estimated age-standardized mortality rates (World) in 2020, prostate, males, all ages
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Prostate

and Breast Cancer Rates
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PROSTATE CANCER
TRANSATLANTIC CONSORTIUM
PROGRAM

Folakemi Odedina, PhD Solomon Rotimi PhD Clayton Yates PhD
Consortium co-Pl & Director Consortium co-Pl & Director Consortium co-Pl & Director

CaPTC | | https://epi.grants.cancer.gov/captc/ | | captc@cop.ufl.edu



CaPTC Sites and Biorepository Locations in Africa
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Social and Behavioral Studies Led by CaPTC Investigators Ga_I’T[::
Closing the

CaP Gap

J Immigrant Minority Health (2009) 11:258-267

DOI 10.1007/s10903-008-9212-9 J Immigrant Minority Health

DOI 10.1007/s10903-011-9471-8
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Prostate Cancer Cognitive-Behavioral Factors in a West African Within-Group Differences Between Native-Born and Foreign-
Population Born Black Men on Prostate Cancer Risk Reduction and Early

Detection Practices

Folakemi T. Odedina - Daohai Yu -
Titilola O. Akinremi * R. Renee Reams *
Matthew L. Freedman + Nagi Kumar
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Risk factors for prostate cancer in West
African Men: The Familial Cohort Study

Catherine A. Oladoyinbo "™, Oluwafunke O. Akinbule’, Opeyemi O. Bolajoko "/, Justice Moses K. Aheto®”,
Getachew Dagne *" Faruk Mohamed */, lya Eze Bassey>’, Folakemi T. Odedina®’, Ruth Agaba’, Nissa
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Comparing Dietary and Other Lifestyle Factors Among
Immigrant Nigerian Men Living in the US and Indigenous Men
from Nigeria: Potential Implications for Prostate Cancer Risk
Reduction
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Folakemi T. Odedina
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What is prostate cancer?

Globally, 60% of

diagnosed cases

ARE MEN WHO ARE 65 YEARS OR OLDER

REQUEST DATA




Clinical Networks

Prostate Cancer Outcomes: An International Registry to Improve
Outcomes in Men With Advanced Prostate Cancer (IRONMAN)
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Overview of the IRONMAN Study
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IRONMAN TOP Enrolling Site 2023
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CaP Gap
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Infectious Agents and Cancer Lo

Proceedings

Microarray comparison of prostate tumor gene expression in Renee Reams PhD  Stefan Ambs PhD
African-American and Caucasian American males: a pilot project Florida A&M Univ. NCI

study
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Tumor Immunobiological Differences in Prostate Cancer between
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Solomon O. Rotimi, CaPTC PI

* Higher level of cortisol was observed in some
individuals controls and our follow-up study
will indicate if this levels influences their PCa
risk later in life.

* PCa patients had significantly lower
testosterone but higher levels were still
observed in some individuals.

* Interestingly, we observed a positive
correlation between cortisol and testosterone

in our cohort. cap.l.c:
Closing the
CaP Gap
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Correlating Serum Markers with
Immunogenicity and Ancestry
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https://www.nature.com/ncomms

Tumor Suppressive Signature Correlates with Lower
Survival in African Ancestry Prostate Cancer Patients
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Prostate Cancer Contributing Sites in Nigeria

14°N

Dr. Kayde Adeniji Dr. John Obafunwa Dr. Paul Jibrin ;amk Moharl‘nmed PhD
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O Nigerian CaPTC Tumors
(N=45)
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Whole-exome Sequencing of Nigerian Prostate ]
Tumors from the Prostate Cancer Transatlantic
Consortium (CaPTC) Reveals DNA Repair

Genes Associated with African Ancestry
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Nigerian Tumors have increased Variants of Unknown Sequences
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Germline Mutations in Ancestry populations
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GERMLINE MUTATION FREQUENCY
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Nigerian Germline Variants in Benign Prostate Hyperplasia (BPH)
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Ancestry based Somatic mutations
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Global Ancestry
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Prostate Cancer Signature in Nigerian Men

Isra Elhussin MD, PhD
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differntiated Immune-Cells score

Prostate Cancer Signature in African Americans Compared to Nigerian Men
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Expression-Correlation of M1 & M2

African Ancestry is Associated with Immune Suppression with SRR and Ancestry
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African American Prostate Cancer Single Cell Sequencing
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(scRNA-seq)

African American Tumors are enriched for Interferon Expressing Ce

PR
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Single Cell Multi-Omics Sequencing (sScCRNA & scATAC-Seq)
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African American Tumor Cells have increased
Chromatin accessibility (scCATAC-seq)
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Density: Proportion of Patients

Quadruple Negative Breast Cancer (QNBC)

TNBC vs QNBC
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Ancestry Specific Regions of Open Chromatin
African American Breast Cancer Patients
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Mannose receptor (CD206) activation in tumor-associated

macrophages enhances adaptive and innate antitumor
immune responses

Jaynes et al., Sci. Transl. Med. 12, eaax6337 (2020) 12 February 2020
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ol IMMUNOTHERAPY

Tapping the therapeutic potential

of the innate immune system

Macrophages are the main effectors
of the Innate Immune response
and are programmed to detect and
eliminate diseased cells including
cells with mutated genomes. Solid
tumours can co-opt these Innate
Immune cells, including infiltrating
macrophages, and promote a
change In their phenotype to pro-
tumorigenic tumour-associated
macrophages (M2-TAMs), which
induce Immune suppression.

To circumvent this M2-TAM-
mediated Immune evasion by
tumours, Jaynes et al. identified

a peptide that reprogrammes
M2-TAMs to exhibit antitumour
activity as observed by M1-like
TAMs (M1-TAMs) 1n vivo. This
Innate Immune response-enabled
antitumour activity was observed
In mouse models across different
cancer types and was enhanced In
combination with PD-LI checkpoint
Inhibition In a pancreatic cancer

Innate defence regulalors are an
emerging dass of immunomodulators
that are inspired by an ancient
component of the inherent immune
system: the naturally occurring host
defence peptides (HDPs). As the
first line of defence, HDPs form
the iImmediale response to injury
and infection by attracting iImmune
cells to these sites. Despite the high
sequence divergence of HDPs, the
amphipathic a-helical structure
is conserved to retain the HDP

function. Given the emerging roles
of HDPs 1n immunomodulation and
regulation of pro-inflammatory or
antt-inflammatory responses, the
authors sought to find HDPs that
could potentially reprogramme
Innate defence mechanisms for the
Improvement of disease oulcomes.

The authors started by screening
more than 400 HDPs ustng an
in stlico biophysical homology
screening programme that sorts
amino acids by chemical nature.
They identtfied a highly conserved
10-mer peptide sequence, which
was further optimized to yield
RP-182. In stlico screening revealed
a receptor exclustvely expressed on
M2 macrophages and M2-TAMs,
mannose receptor | (CD206), as the
target of RP-182.

RP-182 induces the closed
conformation of CD206 at low
micromolar activity, as seen by
electron microscopy. In bone
marrow-dertved M2 macrophages,
RP-182 treatment induces a
significant upregulation of
genes assoclated with M1-like
pro-inflammatory pathways as well
as processes such as endocytosts,
phagocytosis, autophagy and
apoplosts,

By analysing The Cancer
Genome Atlas pan-cancer and
pancreatic adenocarcinoma
datasets, the authors found a
negative correlation between CD206
expression levels in M2-TAMs and

Jaynes et al.
identified a
peptide that
reprogrammes

M2-TAMs
to exhibit

antitumour

activity as

observed by
M1-like TAMs ...

invivo

CD8' T cell anttumour Immune
function. This assoclation between
(D206"*-expressing M2-TAMs and
poor antitumour tmmunity was also
observed in murine pancreatic cancer
maodels and might explain the lower
survival observed in patients with
CD206™*-pancreatic cancers.

In mouse models that recapitu-
late human pancreatic cancer
biology, treatment with RP-182
in combination with gemcitabine
exhibited significant antitumour
activity and extended survival
beyond etther as monotherapy.
RP-182 treatment led to improved
CD8' T cell function, Increasing
antitumour Immunogenicity by
promoting an M2-TAM to MI-TAM
transition. RP-182 also showed
anti-tumour activity in CD206™*
patient-derived pancreatic
«cancer xenografis and in other cancer
mouse models including colon and
prostate cancer, breast tumours
and melanoma.

Because RP- 182 acttvates T cell
function at tumour sites specifically,
the authors evaluated RP-1821n
«combination with PD-L1 checkpoint
inhibition. In vivo, the combination
treatment enhanced antitumour
activity. In addition, as a result of
activating the CD206-mediated
Innate iImmune activation, RP- 182
also induced cancer cell phagocytosis
by reprogrammed M2-TAMs.
Beyond cancer, in a CD206-posative,
bleomycin-induced lung fibrosis
mouse model, RP-182 treatment
led to an Increase in animal weight
and survtval, as well as a decrease In
pulmonary fibrosts.

The broad activity of RP-182
In different cancer models and
lung fibrosis, as well as its novel
mechanism, highlight the untapped
therapeutic potential of the innate
immune system. The authors are now
Investigating modulating CD20s
in other prechinical inflammation
models such as inflammatory bowel

disease, multiple sclerosts and
non-alcoholic steatohepatitis.
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Aurinia acquires pipeline assets for
autoimmune and kidney diseases

Aurinia obtained the recombinant Fc protein from Thunderbolt Pharma and the
peptide therapy from Riptide Bioscience.
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Lupkynis
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Targeting BAFF/APRIL

“It is anticipated that an IND
for AUR300 will be submitted
in2024”

AUR300 Targeting M2 Macrophages
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The SAMBAI Cohort

Societal, Ancestry and Molecular Biology Analyses of Inequities GRAND
CHALLENGES

SAMBALI SITES
Global Hubs for
Research and
Recruitment

United Kingdom
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] F frep

SAMBAI Research and
Patient Network spans
globally across over

40 different countries.

...with management and !
operational structures, e
we maintain a global
network throughout
9 nations:

* Canada

¢ United States

* Ghana

* Nigeria ~

¢ United Kingdom " United States

* Ethiopia ._
* Kenya "'._ ‘3 g .‘ ‘
. . . :ouifh Africa E’;lgl - - Ghana -t
* Target population-40K African Ancestry  Zambio

Patients. (Prostate - Breast — Pancreatic)
e Specific Sites - Recruitment
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Institutions 14 Countries- Nigeria, Ghana, South Africa, US, UK

* Intersection between Biology and Social
Determinants of Health
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