ICA Israel Cancer
Association USA

Make a Gift as a Tribute

Israel Cancer Association (ICA USA) is a

nonprofit 501 (c) (3) organization established

in Palm Beach, Florida. Our mission is to
raise funds for fellowship grants that support
cancer research conducted by award-
winning scientists at leading hospitals,
universities and institutions throughout
Israel. Uniquely, 100% of fellowship funding
goes directly to the scientist - not the
institution, nor for our overhead.
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Presenting Bruce Adler

Wafik El-Deiry,

MD, PhD, FACP, an
American Cancer
Society Professor, is
Associate Dean for
Oncologic Sciences

at the Warren Alpert
Medical School

and Director of the
Legorreta Cancer
Center at Brown University. He is the elected Chair
of the international WIN Consortium in Precision
Oncology (Dec 2023—present). Prior to 2019, he
was Deputy Director for translational Research,
Program Leader for Molecular Therapeutics,
Professor of Oncology and William Wikoff Smith
Chair in Cancer Research at Fox Chase Cancer
Center (2014-2018), Rose Dunlap Division Chair,
Professor of Medicine, Chief of Hematology-
Oncology, Associate Director for Translational
Research, Program Leader in Experimental
Therapeutics and in 2014 Interim Director at

Penn State Cancer Institute (2010-2014). Dr.
El-Deiry joined University of Pennsylvania as
Assistant Professor of Medicine and Genetics

in 1994, was promoted to Associate Professor
with tenure in 1999 and Professor of Medicine,
Pharmacology & Genetics with tenure in 2005.

He was an Investigator of the Howard Hughes
Medical Institute from 1995-2004. He served as co-
Leader of the Radiobiology and Imaging Program
at the Abramson Cancer Center (2004-2010),
Associate Director for Physician-Scientist Training
in Hematology-Oncology (2007-2010), Chair of
the Admissions Committee of the Cell Growth and
Cancer Program (2004-2005), and Member of MD/
PhD Program Admissions Committee (1999-2010)
at University of Pennsylvania. He earned MD and
PhD degrees at University of Miami (1981-1987)
and completed internal medicine residency (1987-

1990) at the Johns Hopkins Hospital and medical
oncology fellowship (1990-1994) at the Johns
Hopkins Oncology Center.

Dr. El-Deiry discovered p21(WAF1) as p53 target
gene, cell cycle inhibitor, & tumor suppressor that
explained the mammalian cell stress response.
This was the most highly cited original work
published in the journal Cell for over two decades.
He discovered TRAIL receptor DR5 as p53 target,
and ONC201/TIC10 as TRAIL pathway inducer,
integrated stress response inducer and cancer
therapeutic with efficacy in diffuse midline glioma
and other tumors. The exact same original small
molecule discovered in a chemical library screen
designed by Dr. El-Deiry and performed in his
laboratory at University of Pennsylvania in 2007,
TIC10/ONC201/dordaviprone/modeyso, was

the first ever approval by the US Food and Drug
Administration on August 6, 2025, for recurrent
H3K27M-mutated diffuse glioma. For the last

15 years Dr. El-Deiry has been investigating
mechanisms and drug synergies with ONC201
and its analogues ONC206 and ONC212 first
studied in his laboratory across tumor types.
Various promising synergistic combinations have
emerged and await translation as of March 2026.
Dr. El-Deiry has been continuously funded by the
US National Cancer Institute from 1998-2025 when
his remaining major NCI RO1 grant that supported
his lab was terminated with remaining funds in
year 12 and denied a second no cost extension
despite the remaining funds with no reason given.
He was a candidate for NCI Director in 2024-
2025, advocated strongly for increased gov't
funding of cancer research, served on ACIP COVID
Immunization Work Group reporting to ACIP/CDC
(2025-) and organized a Science Integrity and
Public Trust national working group (2025-).



What’s New with Israel Cancer USA...

Dr. El-Deiry has well over 500 publications and
edited 6 books. He has served on editorial boards
including as Associate Editor for the Journal of
Clinical Investigation from 2007-2010 and Editor-
in-Chief of Cancer Biology & Therapy from 2001

to 2019.In 2026 he is the co-Editor-in-Chief of the
journal Oncotarget and Associate Editor-in-Chief
for the American Journal of Cancer Research.

He has been active as an NCl and ACS grant
reviewer, has served on ACS Council, lectures
widely and is a highly cited researcher (H-index
134 in 2026 with over 115,000 citations in Google
Scholar). He was named one of America's Top
Oncologists by Consumer Res Council of America
in 2008 & 2009. He is a member of the Interurban
Clinical Club started by Sir William Osler in 1905
(President, 2013-2014), American Society of
Clinical Investigation (ASCI; 1998-) and Association
of American Physicians (AAP; 2008-). He organized
international meetings, won the 2009 Kuwait

International Prize in Applied Sciences and was
recognized in 2026 with an international Lifetime
Achievement Award in Precision Oncology in
Mumbai, India. He founded Oncoceutics in 2004
(acquired by Chimerix in 2021 and Chimerix was
acquired by Jazz Pharmaceuticals in 2025), p53-
Therapeutics, SMURF-Therapeutics, and Resurrect
Therapeutics. He was elected as a member of

the Johns Hopkins University Society of Scholars
in 2014. He received the inventor of the year
award from Brown University in 2022, 2023 and
2024 and was elected as a Senior Member of

the National Academy of Inventors in 2024 in
recognition of his 19 issued patents at that time.
He served as a Member of the Faculty Executive
Committee at Brown University from 2021-2024.
He is a practicing physician-scientist oncologist
specializing in colorectal cancer treatment and
precision oncology. He was named a Top Doctor in
Rl & PAin 2023.

1CA USA Officers and Durectors

EXECUTIVE BOARD
Arthur E. Benjamin,
President

Bruce Koppel, Vice
President

Ross Berman, Vice
President

Peter Brown, Treasurer &
Secretary

BOARD OF ADVISORS
Dr. Richard J. Boxer
Adam Brown

Nancy Brown

Bernie DiMont

Deena Freeman

David Genser
Rebecca Harary

Dr. Margaret LaManna

Diane Meckler
Dr. Daisey Merey
John H. Merey
Wilma S, Mooney
Harvey L. Poppel
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@ Israel Cancer
Association USA

Come to the Cabaret Annual Event

The annual event amazed guests with its elegant décor, dinner, and scrumptious treats.
Top entertainer, Carole J. Bufford, headlined with a show-stopping cabaret performance.

The community was invited to join patrons, guests, vocalist, Carole J. Bufford. Friends, special guests
and supporters of Israel Cancer Association USA and glittering entourage convened for the

for its anticipated, annual social event of the occasion over cocktails, a scrumptious dinner,
season, "An Evening of Cabaret,” Presented by Rob fabulous live auction and the dazzling cabaret
Russell. The event took place in December at the show. Each detail of the night was planned to
National Croquet Center in West Palm Beach, Fla. please, and provide a backdrop for an evening to
Come to the Cabaret was an exciting. The event - remember, enjoyed, and shared, to battle cancer,
ala Palm Beach Casual Attire - kicked off at 6 p.m. in support of Israel Cancer USA, and its life-

with cocktails and sizzled into the evening with a changing research.

glittering performance by nationally acclaimed

Israel Cancer Association USA | icausa.org | 561.832.9277 | lauren@icausa.org



What’s New with Israel Cancer USA...

Each dollar donated to ICA - USA supports
fellowships for individual researchers. A key

goal for the special gathering, was for Israel
Cancer Association - USA is to bridge and widen
understanding about ICA - USA, with its Palm
Beach Headquarters, comprising the U.S. arm of
the Israel Cancer Association in Israel - the oldest,
largest, and leading health-related charitable
organization. And, to advocate that Israel is
known for its extraordinary efforts in medical
advancements and interventions. In Israel, cancer
research can be done at a third to a quarter of

the cost of like research in the United States. Each
year, scientists at leading hospitals, universities,
and institutions in Israel, amongst the top in cancer
research, apply for research funding from Israel
Cancer Association. After meticulous review by
committee, an average 34 of 40 research needs
identified are infused with monetary, two-year-
grant-awards from $25.000 to $52,000. Recent
exciting findings, supported by ICA - USA grants,
involve identifying factors that are causing changes
in the way scientists view gene-predictors, and
their association with diagnosing and treating

Supporting Israel Cancer Research Fellowship Grants — PAGE 7



@ Israel Cancer
Association USA

“Your kind donation was instrumental for
the performance of this study and for its
success. .. We studied processes that regulate
immune actwities against tumor cells in the
most aggressive type of breast cancer. .. We
appreciate your contribution very much and
look forward to having additional novel and
umportant findings in this study.”

— PROF. ADIT BEN-BARUCH, PH.D.,

INCUMBENT OF THE DAVID FURMAN CHAIR FOR IMMUNOBIOLOGY OF CANCER
LABORATORY FOR RESEARCH OF INFLAMMATORY/IMMUNE MODULES

THE SHMUNIS SCHOOL OF BIOMEDICINE AND CANCER RESEARCH

GEORGE S. WISE FACULTY OF LIFE SCIENCES

TEL AVIV UNIVERSITY, ISRAEL

Israel Cancer Association USA | icausa.org | 561.832.9277 | lauren@icausa.org



What’s New with Israel Cancer USA...

“Your commutment to investing in scientific
research 1s truly commendable. .. As
we progress in our research, we have

discovered a specific peptide which targets

the EGF receptor showed very encouraging
results. "I hus result 1s taking us to the
next step of the drug-targeted delivery
development. I want to express my deepest
appreciation _for your generous contribution.
Your belief in our vision s a driving force
that propels us towards our goals.”

L
-
b |
— BAT CHEN R. LUBIN
PRINCIPAL INVESTIGATOR

EASTERN R & D CENTER
ARIEL, ISRAEL

Supporting Israel Cancer Research Fellowship Grants — PAGE 9



@ Israel Cancer
Association USA

“Donations are sent directly to the
doctors, so they can _focus on thewr science
and live in the country they were born in,
and love, which s Israel. Donations are
more important than ever. .. The research

must continue — and will, touching
thousands of cancer patients worldwide.”

— PETER BROWN, LONGTIME SUPPORTER

Israel Cancer Association USA | icausa.org | 561.832.9277 | lauren@icausa.org



What’s New with Israel Cancer USA...

cancer. Funding, utilized at two leading research
institutions in Israel, has supported projects
examining DNA and genes JUN and CCNE1

and their correlation to two of the most rampant
cancers: Ovarian and Melanoma. ICA-USA

funded scientists are recognized internationally

as a formidable source of scientific innovation,
breakthrough thinking, tireless determination,

and skilled use of resources that have been the
hallmark of Israeli science and technology for the
last 70 years, and the purpose of ICA- USA for the
last 30 years. Recipients credited with the reported
findings and supported by grant awards by Israel
Cancer Association, include leading scientists from
the Sheba Cancer Research Center, an affiliate of
the Tel-Aviv University Sackler School of Medicine;
and The Hebrew University of Jerusalem - Medical
School.

About Israel Cancer Association (USA)

Since its inception in 1994 - Israel Cancer USA's
mission has been to fund cancer research in Israel.
They do this by directing fellowships to individual
researchers at hospitals and research institutions
throughout Israel. All applications for fellowships
are merit approved by prominent physicians and
researchers in Israel. Every dollar that is donated
to a fellowship goes directly to the researcher; ICA
keeps nothing back. ICA Headquarters in West
Palm Beach, Florida comprises the United States
arm of Israel Cancer Association (ICA), the oldest,
largest and leading health-related charitable
organization in Israel. ICA is funded entirely by
private contributions, without government support.
Donors can be assured that 100% of donations go
directly to the scientists for their subject, not the
institution, nor for ICA USA's overhead.

A copy of the official registration and financial
information may be obtained from the Division

of Consumer Services by calling toll-free,
NAVIGATOR 1-800-435-7352 (800-HELP-FLA). Registration
* * * * does not imply endorsement, approval or
RS E M L LA recommendation by the State of Florida.
y Registration #CH5218.
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@ Israel Cancer
Association USA

Leave a Legacy '1'hrough
Planned Giving

You can turn your compassion
and care into a legacy gift by
remembering Israel Cancer
Association USA in your trust or
will as a planned gift.

Please get in touch with us to discuss
these options.

(561) 832-9227

EVERY DOLLAR THAT YOU
DONATE HELPS AN ISRAELI
RESEARCH SCIENTIST
DEVOTE TIME TO FINDING
A CURE FOR CANCER.

A |

Israel Cancer Association USA | icausa.org | 561.832.9277 | lauren@icausa.org



What’s New with Israel Cancer USA...

Please consider becoming a monthly donor.

The GEM (Give Every Month) Initiative.

We are looking to Donors who are in a position to do so, to sign up for this monthly giving
plan. Every dollar you donate will help fund critical cancer research in Israel.

Onyx $25+ _
You can sign up as a

GEM Donor where you can
specify if you wish to be
Moonstone $75 + recognized on our website and
also provide us with a photo to
Citrine $125%+ include, if you so choose.

Turquoise $50+

SIGN UP AS A GEM DONOR AT:
www.icausa.org/waystogive

Sapphire $500+

Thank you for your support!
JADE $1000+

Now more than ever, donations to cancer
research in Israel are essential to ICA as their
fundraising activities have been severely
curtailed by the war. It will have a lasting impact
for years. But cancer doesn’t go away—cancer
patients are still in need of new and innovative
treatments, and people will keep getting
diagnosed, which is why we must do everything
in our power to continue to raise funds for
cancer research, even now. With research, will
come a cure!

Because we take funds raised out of the United
States, there are very few grants that we qualify
to apply for.

Supporting Israel Cancer Research Fellowship Grants — PAGE 13



@ Israel Cancer
Association USA

ICA-USA Funded Scientific Research Recognized

Dr. Bat Chen Lubin is an ICA USA funded scientist whose research
was referenced in the Pharmaceutics article “Novel Cyclic
Peptide-Drug Conjugate P6-SN38 Toward Targeted Treatment of
EGFR Overexpressed Non-Small Cell Lung Cancer.”

P6-Targeted EGFG+ Lung Cancer Treatment

EGFR+ specific peptide % P
M“-\. y I_II
Imaging s e
T " ly F"c E w 0

'.'-E Pro — Linker|
0. Cys Val FGFR- EGER+

NH, § Hls tﬂsa tumor 1 tumor
i C\rs |Therapv > /
ocec | [
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What’s New with Israel Cancer USA...

Novel Cyclic Peptide-Drug Conjugate P6-SN38 Toward Targeted
Treatment of EGFR Overexpressed Non-Small Cell Lung Cancer

by Andrii Bazylevich 1 &, Ayala Miller 3, Iryna Tkachenko 1 &' Maia Merlani 4 “, Leonid Patsenker ' &2
Gary Gellerman ! &Y and Bat Chen R. Lubin 2.3." &

1 Department of Chemical Sciences, Ariel University, Ariel 40700, Israel

2 Department of Chemical Engineering, Biotechnology and Materials, Ariel University, Ariel 40700, Israel

3 Agriculture and Oenology Department, Eastern Regional R&D Center, Ariel 40700, Israel

4 |. Kutateladze Institute of Pharmacochemistry, Thilisi State Medical University (TSMU), Vashlijvari 0159, Georgia
" Author to whom correspondence should be addressed.

Pharmaceutics 2024, 16(12), 1613; https://doi.org/10.3390/pharmaceutics16121613

Submission received: 12 November 2024 / Revised: 6 December 2024 | Accepted: 15 December 2024 /
Published: 19 December 2024

(This article belongs to the Section Drug Targeting and Design)

Browse Figures Versions Notes

Abstract

Background/Objectives: Here, we report on the synthesis and biological evaluation of a novel peptide—drug
conjugate, P6-SN38, which consists of the EGFR-specific short cyclic peptide, P&, and the Topo | inhibitor SN38,
which is a bioactive metabolite of the anticancer drug irinotecan. Methods: SN38 is attached to the peptide at
position 20 of the E ring's tertiary hydroxyl group via a mono-succinate linker. Results: The developed peptide—drug
conjugate (PDC) exhibited sub-micromolar anticancer activity on EGFR-positive (EGFR+) cell lines but no effect on
EGFR-negative (EGFR-) cells. In vivo studies have shown that this PDC specifically accumulates in EGFR+ non-
small cell lung cancer (NSCLC) xenografts and presents superior anticancer activity compared to the EGFR-specific
antibody cetuximab (Erbitux™) and free SN38. The 10 mg/kg dose of P6-SN38 in a side-by-side EGFR+/EGFR-
xenograft shows eradication of the EGFR+ tumor with good tolerance, but no inhibition of tumor growth of the
EGFR~- counterpart. Conclusions: The PDC examined in this study was proven to be highly efficient for NSCLC,
broadening its utilization for targeted cancer therapy in EGFR overexpressed cancers.

Keywords: EGFR; NSCLC,; targeted cancer therapy; peptide-drug conjugate; topo | inhibitor; SN38

16. Kalimuthu, K.; Lubin, B.-C.; Bazylevich, A.; Gellerman, G.; Shpilberg, O.; Luboshits, G.; Firer, M.A. Gold
Manoparticles Stabilize Peptide-Drug-Conjugates for Sustained Targeted Drug Delivery to Cancer Cells. J.
Nanobiotechnol. 2018, 16, 34. [Google Scholar] [CrossRef] [PubMed]
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@ Israel Cancer
Association USA

000

TEL AVIV UNIVERSITY

Pursuing the Unknown

FACULTY OF MEDICINE men? nonpon
DEFT. OF HUMAN MOLECULAR GENETICS & BIDCHEMISTRY
AN OTHD e ITREED AEond in

Proll Carmit Levy  cammitlevyidposidanacal & mod amd

09.04 2024

RE: Thank you and highly appreciation letter for the donation given by Nancy & Peter

Brown in honor of Billi and Bernie —Marcus.

Dear Nancy & Peter Brown in honor of Billi and Bernie — Marcus

We cannot express enough our appreciation of your donation. Your donation allowed
us to recruit a PhD student, who is a new immigrant from USA, and to perform cutting
edge science. Thank to your support our work was published recently at the highly
prestige journal “Cancer Research”, in which we were also chosen for the cover of the
iourmnal_

In this work we decipher the mechanism by which physical activity protects the body
from cancer metastases, by the generation of metabolic shield to internal organs. In
these days we are working on a continues research, investigating the affect of physical
activity on brain metastases.

In a continues work we discovered that physical activity blocks brain metastases, we
have deciphered the brain structural and molecular changes post exercise and how
they serve as metastasas blockers,

| will be more than happy to meet over zoom and show you our current unpublished
data as well as our published story, thank to your support.

With that | wish you good health and keep the light of science, we can do our work

thanks to people like you.

Thank you very much Dr. Levy's research was supported by
Sincerely yours, you in 2022-2023: "Physical activity
3 A generates metabolic shield in internal

'L/ /'/ organs: Novel concept in the prevention

/ and treatment of cancer"

Carmit Levy, Ph.D.

Israel Cancer Association USA | icausa.org | 561.832.9277 | lauren@icausa.org



What’s New with Israel Cancer USA. ..

Grant# 20231132 PI: Itzhak Avital

Research Title: Targeting Cancer Stem Cells in Pancreatic Cancer: a personalized
approach.

Institution: Ben-Gurion University of the Negev
Scientific Report

Pancreatic ductal adenocarcinoma (PDAC) is an especially lethal disease and its S-year
survival rate of 3—10% has not substantially changed over the last three decades. Despite
recent significant advances in the knowledge of the underlying molecular mechanisms in
PDAC, meaningful long-term survival remains elusive. Our long-term goal is to develop a
novel therapeutic strategy to treat patients with refractory cancer using nanoparticles
containing a personalized combination of siIENA/mRNA targeting cancer stem cells
(CSCs). The immediate goal of the current project was to characterize the stem-like label-
retaining cancer cells (LRCC) and uncover potential gene targets for the future
siRNA/mENA-based therapy. Toward this goal we set the following specilic aims.

1. Isolation of LRCC from PDAC patient-derived tumor samples, confirming their C5C-

related properties and defining their differential gene expression signature,
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Israel Cancer
Association USA

TEL AVIV UNTVERSITY arax »n nomenarne
The George 5. Wise aenn wmY nunpen

Faculty of Life Sciences 1 'e "1y gy

Gt
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The Shmunis School of Biomedicine and Cancer Research

March 13, 2024
Dear Heddy and Bruce Koppel,

I wish to thank you for your kind support of the research performed in my laboratory, studying “The balance between
TNFR2+ TIL subsets in triple-negative breast tumors, and its impact on disease course”. The progress made in this
project was enabled by your donation to the Israel Cancer Association, which | greatly appreciate.

In this project, we studied processes that regulate immune activities against tumor cells in the most aggressive type of
breast cancer, named triple-negative breast cancer (TNBC). TNBC tumors tend to recur and have a highly aggressive
phenotype; hence, it is critical to design novel treatment strategies for TNBC patients. In this respect, immunotherapy-
based therapies were recently introduced in TNBC, but in most cases they were not sufficiently effective. These
findings emphasize the need to identify the mechanisms regulating the functions of immune cell subsets in TNBC, and
their prognostic implications.

Recently, findings obtained by my research group have suggested that a complex regulatory role is exerted by immune
cells in TNBC patients and in an animal TNBC model system; here, we found that after chemotherapy, which is the
treatment of choice in TNBC patients, a subset of immune cells that express the marker CD8 and the receptor TNFR2
(CD8+ TNFR2+ cells) is preferentially selected whereas the levels of immune-suppressive cells is reduced.

Following up on these observations, our current research aimed to determine if the unique subset of CD8+ TNFR2+
cells can kill TNBC cells and if after chemotherapy they dominate the activities of immune-suppressive cells that inhibit
anti-tumor activities. Furthermore, we hypothesized that mutations in the BRCA1 gene - that are prevalent in TNBC
patients — may lead to improved anti-tumor immune responses, exerted by CD8+ TNFR2+ cells.

The results obtained in this investigation provided evidence to the functionality of CD8+ TNFR2+ cells as cytotoxic cells
that can kill TNBC cells in mice. In parallel, together with our collaborators at Sheba Medical Center, we have
demonstrated that this specific cell subset is present in biopsies of TNBC patients, supporting the hypothesis of our
study. Moreover, we have taken the necessary steps to set up the appropriate murine model system in which TNBC
tumors that express the normal BRCA1 gene will be compared to TNBC cells not expressing BRCA1; this system is at
final stages of establishment. Additional studies have been designed in order to determine the roles of BRCA1 in
controlling the pro-metastatic phenotypes of TNBC cells and of the tumor environment of TNBC under pro-
inflammatory conditions; they have provided novel findings on regulatory effects exerted by BRCAL in the context of
tumor cell invasion and release of the tumor-supporting factors IL-6 and lipocalin 2 by the cancer cells.

Thus, in this research we have taken the steps towards determination of the translational impact of CD8+ TNFR2+
immune cells in TNBC therapy. Moreover, our findings set the stage towards identification of the roles played by
BRCA1 mutations in regulating anti-tumor immune activities, pro-inflammatory functions and tumor cell phenotypes
in TNBC tumors.

Your kind donation was instrumental for the performance of this study and for its success. We appreciate your
contribution very much, and look forward to having additional novel and important findings in this study.

Sincerely yours,

A_ B&A—ltgam"ét.

Prof. Adit Ben-Baruch, Ph.D.

Incumbent of The David Furman Chair for Immunobiology of Cancer

Head, Laboratory for Research of Inflammatory/Immune Modules in Malignancy
The Shmunis School of Biomedicine and Cancer Research

George S. Wise Faculty of Life Sciences

Tel Aviv University

Tel Aviv 69978-01

Israel

03-6409413 "70 ,6997801 2'ax '7n ,39040 T"n ,2'ax-NNY ,NL'O0NANIND DM
TEL AVIV UNIVERSITY, RAMAT AVIV, TEL AVIV 6997801, ISRAEL, TEL. 972-3-6409413
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What’s New with Israel Cancer USA...

Letters of Appreciation

State of Israel, Ministry of Health MR 7w PR DT
Research Institute for Bone Repair QXY M9 PN o
Department of Periodontology PONTPEY AphART
Health Care Campus - - DR NIR22 ORI PR
Technion — Israel Institute of Technology 0 m D SR NI PIB — PP

MR arpn
DTIND NIR'IDY

17.04.2024
Letter of Appreciation to Israel Cancer Association USA

I would like to express my appreciation and gratitude to ICA donors Mrs. Nancy
Brown and Mr. Peter Brown for their contribution to cancer research. Two years ago,
I was awarded a grant from the ICA to conduct translational research in the field of
bone cancer.

The importance of the research and its significance: Osteosarcoma is a Osteosarcoma
is an aggressive bone tumor that appears mainly in young patients. Lung metastases
appear in about 20% of patients. Patients with bone-centered disease survive over 5
years, while in metastatic disease only 20% of patients survive. The treatment
methods for osteosarcoma have not changed in the last 20-30 years and

include: surgery, chemotherapy and radiation; While biological/immunotherapy
treatments are not included in the treatment protocol.

In a previous study, we found that endothelial cells (the cells that line the walls
of blood vessels) secrete proteins that affect the migration and invasion of
osteosarcoma cells. The analysis of the proteins secreted by endothelial cells
found a group of proteins that activate the AKT/PI3K pathway. Among these
proteins, we found a mutual effect (synergism ) between the 2 growth factors:
VEGFA) and FGF2 whose joint activity increased the invasive migration of
osteosarcoma cells and increased the expression of matrix metalloproteinase (MMP) )
in the cells. The addition of antibody to (VEGF and an antibody against FGF2
decreased the migration abilities of osteosarcoma cells and the combination of
the two drugs impaired the migration abilities even more.

It should be noted, VEGFA, FGF2 and MMP9 were found at a high level in
biopsies from osteosarcoma tumors and were found to be associated with a poor
prognosis in patients. In order to investigate the role of matrix metalloproteinase 9 we
decreased its expression in cancer cells. Lowering the expression affected the
migration and colony-forming abilities of osteosarcoma cells compared to the
control cells (with normal expression of metalloproteinase 9). In addition, in a
murine osteosarcoma model, tumor size and the area of lung metastases were
significantly smaller. Identification of unique growth factors that contribute to
violence and metastases in osteosarcoma, could lead to the development of new
drugs that will increase patient survival.

1;'%,\ /3[4’ 959

Hadar Zigdon, DMD, PhD
Department of Periodontology and
The laboratory for Bone Repair
Rambam Health Care Campus
Haifa, Israel
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Israel Cancer
Association USA

&8 MEIR MEDICAL CENTER
THE CLALIT HEALTH SERVICES GROUP
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will

29.8.2023

Dear Israel Cancer Association USA,

| am writing this letter with heartfelt gratitude and appreciation for the generous research grant that have
provided to support my research endeavors. Your support is a crucial driving force behind the progress
and advancements we strive to achieve, and | wanted to take a moment to express my sincere thanks.

The Multi-Omics Precision Urology lab is striving to explore the use of novel, advanced optical systems in
studying urologic malignancies (e.g. bladder, kidney and prostate cancers). At the lab we extract different
optical properties from cancer tissues and try to examine the use of such properties for precision medicine
in urologic oncology. For example, we have shown that our system can accurately identify bladder cancer
cells in urine, which in the future may obviate the use of invasive and unpleasant tests for this cancer
diagnosis. Another project which we are currently performing is using the optical features of renal mass
tissue to improve the accuracy of renal mass biopsy results, which may lower the rate of unnecessary
surgeries.

Your belief in the Israeli Cancer Association, as evidenced by your financial contribution, is truly inspiring
and motivating. This grant not only provides us with the necessary resources to conduct our research but
also signifies a strong vote of confidence in the potential impact of cancer research on patients' lives. We
are honored to have earned your support and pledge to utilize these funds judiciously and efficiently to
maximize the positive outcomes of our research projects.

The implications of your generosity extend far beyond the financial aspect. My lab is open for any
healthcare provider interested in research. | have urology residents, medical school and bio-medical
engineering students involved in the different research projects. Your support serves as a testament to
the collaborative spirit that drives innovation and progress in our society. We are excited to continue on
this journey, armed with the knowledge that we have partners like you who share our commitment to
advancing knowledge and making a meaningful impact.

Once again, | extend my deepest gratitude on behalf of the entire research team at the MOPU lab. We
are sincerely honored to be the recipients of your goodwill. If there are any specific updates or insights
you would like to receive about our progress, please do not hesitate to let me know.

With warmest regards,

Miki Haifler MD, MSc

Head, Urologic Oncology Unit

Head, Multi-Omics Precision Urology (MOPU)
Laboratory

Meir Medical Center
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