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...publishing their work in leading journals
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...and presenting their research findings worldwide.
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DDF-AACR continuous grant support empowers grantees

to embark on pioneering research...
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FINDING CURES TOGETHER
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$200,000
2017 DDF-
AACR CDA
for Gastric

Cancer
Research

DOD Team
Science Award
2024

15 other Grants
including

2023 AACR-DDF
Innovation and Discovery Grant

Goal: Investigate changes in metabolism
during the transition of pre-cancerous cells

into cancer-initiating cells. This will be

accomplished using a novel technology that
allows for spatial and quantitative profiling of
metabolites found in the stomachs of human

patients with pre-cancerous lesions
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Presentations
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Funding

Awards- 6 including

2022 AGA-R. Robert & Sally
Funderburg Research Award

Project Title: A
novel metaplastic

organoid system
for studying
gastric
carcinogenesis

>25

Collaborations-6

(07/01/2017-06/30/2020)

Gastrointestinal cancer typically progresses through a
carcinogenic cascade beginning with pre-cancerous
stages, advancing to dysplasia, and ultimately, leading
to adenocarcinoma. Dysplastic cells, considered the
initiators of cancer, mark a critical time point for gastric
cancer prevention and early intervention.

Dr Choi’s team established the first gastric pre-cancer
organoid system.

Using this platform, they identified a drug that may
potentially reverse high-risk, pre-cancerous lesions and
allow repopulation of the stomach with cells of normal
lineages, thereby abrogating increased cancer risk.
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...fostering their dedication to gastric cancer
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FINDING CURES TOGETHER
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Valerie Phoebe O'Brien, PhD

2018 Debbie's Dream Foundation-
AACR Gastric Cancer Research
Fellowship, in Memory of Sally
Mandel

Assistant Professor
Purdue University

Funded Project: Assessing Helicobacter pylori
contributions to stomach cancer progression

One well known risk factor for gastric cancer is
Helicobacter pylori (Hp) infection, a bacterium that drives
gastric inflammation and is found in 50% of the world’s
population (2). However, the exact mechanisms of Hp-
driven gastric cancer are not well defined.

With support of the Debbie's Dream Foundation-AACR
Gastric Cancer Research Fellowship, Dr. O’'Brien
demonstrated that Hp infection is not only involved in
initiating gastric cancer but also in altering the disease
trajectory by inducing expansion of precancerous gastric
epithelial cells.

Additional Funding:

Irvington Postdoctoral Fellowship (Cancer Research
Institute)

NIH/NCI K99/R00 Pathway to Independence Award

Post-Award:

Dr. O’'Brien was a postdoctoral fellow at the Fred
Hutchinson Cancer Center in Seattle, Washington,
when she was awarded this grant. She is now an
assistant professor and runs an independent laboratory
at Purdue University's College of Pharmacy, where her
research group continues to explore mechanisms of Hp-
driven gastric cancer and develop therapeutics to
combat this disease.

In Dr. O’Brien’s words:

“I am so grateful to the AACR for their support. | am
proud to be an AACR member and will continue
publishing my best work in AACR journals.”




... to ultimately improve gastric cancer patient

outcomes.

Moritz Eissmann, PhD

2022 AACR-Debbie’s Dream
Foundation Career Development
Award in Gastric Cancer Research

| \1
Head,

Olivia Newton-John
Cancer Research Institute

Funded Project: Identification of therapeutic
vulnerabilities that promote clonal fitness and
metastatic spread of gastric cancer cells in vivo

Close to half (48%) and 15% of metastatic gastric cancer
patients have lesions in their liver and lung, respectively.
Inflammatory processes involving a protein called Stat3

may contribute to the development and growth of stomach
tumors and might also be involved in the metastasis of the

cancer.

With ongoing support of the Debbie's Dream Foundation-

AACR Gastric Cancer Research Career Development

Award, Dr. Eissmann has:

» established a novel murine gastric cancer organoid
model to study liver metastasis

» demonstrated that deficiency in IL6/ IL6-trans and IL11

signaling restricts growth of liver metastases.

American Association
for Cancer Research

AAC

Post-Award:

Dr. Eissmann was recently appointed as Head of the
newly formed Cytokine and Cancer Signaling Group at
the Olivia Newton-John Cancer Research Institute. His
work focuses on understanding cytokine signaling that
drives the crosstalk between the cancer cells and the
tumor microenvironment in gastric and colorectal
cancers.

In Dr. Eissmann’s words:

“This funding helped establish new powerful gastric
cancer models; establish my independent research
group; gaining recognition for my work and motivation to
continue to pursue ambitious goals to improve gastric
cancer patient outcomes.”




The 2023 DDF-AACR grant recipients are poised

to make an impact.

Heather McGee, MD, PhD

2023 AACR-Debbie’s Dream
Foundation Career Development
Award for Gastric Cancer Research

Assistant Professor,
City of Hope

Funded Project: Radiation-Induced inflammasome
Activation and Alarmins in Gastric Cancer

With support of the Debbie's Dream Foundation-AACR
Gastric Cancer Research Career Development Award,
the McGee lab will investigate if radiation induces
inflammasome-mediated pyroptosis in gastric cancer and
determine if radiation-induced IL-18 activates immune
cells in the gastric tumor microenvironment.

Potential Project Impact: This project will help to
understand how to enhance radiation’s ability to activate
anti-tumor immune responses in gastric cancer to
enhance treatment options for patients with this
devastating disease.

American Association
for Cancer Research

AAC

Reviewer’'s Comment on Project:

“The proposed studies, if successful, will fill an unmet
need for the treatment of gastric cancer. Specifically,
this work will explore whether the pharmacologic
activation of the NLRP3-caspase1-IL18 pathway in
combination with radiation will lead to better results in
the treatment of patients with gastric cancer.

Successfully applying immunotherapy techniques to the
treatment of gastric cancer is highly significant and likely
to have an important impact.”

Grantee Acknowledgment of Support:

“I am very grateful to receive the AACR-Debbie’s Dream
Foundation Award. This grant allows me to expand my
lab’s research in a new direction to investigate the role
of radiation-induced immune cell activation in gastric
cancer. | am honored to partner with the AACR to study
this rare gastrointestinal malignancy.”



The 2023 DDF-AACR grant recipients are poised
to make an impact.

Brent Allen Hanks, MD, PhD

2023 AACR-Debbie’s Dream
Foundation Innovation and
Discovery Grant

Associate Professor,
Duke University

Funded Project: The NLRP3-HSP70 axis and
immunotherapy resistance in gastric cancer

Despite the recent availability of checkpoint inhibitor
immunotherapies, the majority of gastric cancer patients
do not benefit from this treatment modality. The Hanks
Lab has identified the tumor-intrinsic NLRP3
inflammasome-HSP70 signaling axis as a driver of
checkpoint inhibitor resistance in melanoma.

Dr. Hanks team will examine the ability of pharmacologic
inhibitors of both NLRP3 and HSP70 to overcome
resistance to anti-PD-1 immunotherapy and determine
whether NLRP3 genetic amplification may serve as a
marker of response to this treatment strategy.

Potential Project Impact: This work aims to support a
phase | clinical trial testing NLRP3 inhibitors in
combination with anti-PD-1 immunotherapy in advanced
gastric cancer patients.

American Association
for Cancer Research
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Reviewer’'s Comment on Project :

“Novel drug combination and nice pivot taking the data
that was first acquired to a more sensitive to 10 tumor
type (melanoma) and now taking it to GE cancers.
Rationale for doing so is strong and the potential for
translation is high. Significance: Could lead to
potentiation of current 10 therapies in gastroesophageal
cancers.”

Grantee Acknowledgment of Support:

“It is truly an honor to be selected as a recipient of the
2023 AACR-Debbie's Dream Foundation Innovation and
Discovery Grant. This award provides critical support
as we transition our cancer immunotherapy resistance
and toxicity research program into the field of
gastrointestinal oncology.”
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The 2023 DDF-AACR grant recipients are poised

to make an impact.

Ryan H. Moy, MD, PhD

2023 AACR-Debbie’s Dream
Foundation Innovation and
Discovery Grant

Assistant Professor,
Columbia University

Funded Project: Targeting CCNE1 amplification in
gastric cancer

Cyclin E1 (CCNE1) amplifications are found in
approximately 10% of stomach cancers and are
associated with DNA replication stress, chromosomal
instability, therapeutic resistance, and immune cell
exclusion. Recent studies found that CCNE1-amplified
tumors are selectively vulnerable to loss of Protein
Kinase, Membrane Associated Tyrosine/Threonine 1
(PKMYT1).

Dr. Moy and colleagues will leverage CCNE1-amplified
gastric cancer patient-derived organoids and syngeneic
mouse models to investigate the activity and mechanism
of combined PKMYT1 inhibition and immune checkpoint
blockade.

Potential Project Impact: These studies have the

potential to lead to clinical trials and new biomarker-driven

immunotherapy approaches with rapid translatability as
PKMYT1 inhibitors are already in the clinic.

American Association
for Cancer Research

AAC

Reviewer’'s Comment on Project :

“The project is highly innovative and feasible given the
existing preliminary data and resources.”

Grantee Acknowledgment of Support:

“I am extremely honored to be a recipient of the 2023
AACR Debbie’s Dream Foundation Innovation and
Discovery Grant. This award will allow my group to
investigate a novel combination of targeted therapy and
immunotherapy for gastric cancer, which we hope will
eventually lead to new therapeutic options for patients.”
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The AACR looks forward to our continued
collaboration to support the next
generation of gastric cancer researchers.

AACH
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