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The overall goal of the lab is to combine clinical observations and patient-derived
data with rigorous basic science investigation to yield opportunities for impactful
translational advances. Our passion for investigative research is fundamentally
dependent upon its power to generate a deeper understanding of human disease
and ultimately improve patient care. We are committed to better understanding
gastrointestinal cancers with the hope that such insight will translate into new
prevention and treatment methods

RESEARCH UPDATES

e June 2023 — Duncan Richardson visited the lab to learn about our work in esophageal
cancer research (top picture). ‘

e Nov. 2023 — We published a study showing that DNA damage response (DDR) is |
induced in gastroesophageal precancers. Preclinical evidence indicates that DDR !
inhibitors may provide therapeutic benefit to patients whose tumors demonstrate a newly
developed composite biomarker score (Pranshu, iScience) )

e February 2024 — We published a study showing that RAS co-mutations and HER2 |
heterogeneity contribute to therapy resistance in colorectal cancer (Pranshu, James
Clinical Cancer Research)

e March 2024 — We published a key study showing the utility of a dual reporter system for
discovery science in colorectal cancer (Sandor, David, Pornlada, Paul, Zhixin, Nature
Communications)

e April 2024 — Dave Fischer and Carol O’Conner-Fischer visited the lab (bottom picture)

e April 2024 — We contributed to a study demonstrating the therapeutic efficacy of YAP
and FAK inhibitors in a subtype of gastroesophageal cancer (Pratyusha, Daulet, Gut)

o April 2024 — We published a study identifying DNA repair deficient gastroesophageal
cancers and provide rationale for PARP inhibitors (Pranshu, Npj Precision oncology)

e June 2024 — Nilay presented at Mitsubishis AIG conference in Tokyo, Japan

LAB MEMBERS AND MENTORSHIP

Updates: Departing Members:
David Chen: a University of Toronto medical student is Daulet Aitymbayev, MSc: a master's student from
providing computational support for multiple projects Kazakhstan who started his PhD at Yale!

Zhixin Li, PhD: a computational biologist who is leading and Pornlada Likasitwatanakul, MD: a physician from Sirirag
supporting multiple studies related to study single cell RNA Hospital (Thailand) who started internal medicine
and epigenetic programs in gastrointestinal cancers residency at the Minnesota University!

Paul Doan: former Harvard undergraduate turned technician Pratyusha Bala, PhD: a postdoctoral fellow who started
who is developing novel biotechnologies in the lab before a new position as Associate Director of a spatial
starting medical school next summer transcriptomic core at Harvard Medical School!
Raghawan Akhouri, PhD: a postdoctoral fellow who is Shweta Cavale, BS: a technician in the lab who is
leading drug discovery efforts ( Harvard ICCB and Broad) starting graduate school in Norway this summer!
Yashika Parashar, MD, MMSc: a physician from India &
Harvard MMSc graduate studying polyposis and HER2+ GC
Shagun Nasta, MD: a physician from India studying HER2+
gastric cancer

Siddhi Balamurali, BS: a fresh graduate of Cornell who is
working on mouse models and chromatin remodeling
Xaiolu Wang, PhD: a new postdoctoral fellow who is
studying retinoic acid signaling dysfunction in CRC

Yingbo Huang, PhD: a new postdoctoral fellow who is
investigating new KRAS inhibitors in CRC

Evan Hsiang: Harvard college undergrad and Herchel Smith
Research Fellow studying SOX9 biochemical partners

Anoushka Chinmayi: Master’s student at Johns Hopkins
studying SOX9 partners via in silico modeling
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FUNDING & PHILANTHROPY

e We were awarded a five-year RO1 grant from the National Cancer Institute m) NATIONAL

(2024-2029) to study the function of SOX9 and developmental reprogramming. f;f;ﬁﬁEURTE

e Wereceived athree-year grant from the DFCI Innovation Research Fund (2024- ] Y 4
2027) to study how SOXJ9 interacts with the BAF complex in CRC. DEF\

o We received athree-year grant from Novartis’s Drug Discovery & Translational I
Research Program (2024-2027) to study KRAS therapeutics. L:' NOVARTIS

e We continue to rely on a four-year grant from the Department of Defensive
(2021-2025) to study hyperactive stem cell programs (CSVCC; 8 scholars).

Department of Defense

National Institute of
Diabetes and Digestive
and Kidney Diseases

connection between inflammation and gastroesophageal cancer initiation using an

e We just completed a five-year award from the NIH (2019-2024) to study the m)
integrative mouse model.

¢ We were fortunate to receive a generous donation by Howard and Wendy Cox to
fund a five-year drug discovery effort to identify next-generation therapeutics for
Gl cancers using a novel platform. This project involves close collaborations with
James Cleary, Jun Qi, & Harvard ICCB.

o We received a two-year grant from Colorectal Cancer Alliance to understand the
mechanism of action of a pro-differentiation therapeutic.

e Richard Duncan, David Fischer, and Irene Derocher generously contributed to
the lab to support gastric cancer, young-onset CRC, and small intestinal cancer
research, respectively.

James
Cleary, MD,
PhD

e Please consider joining our Jimmy Fund Team and walking with us on Oct 6", 2024
in Boston, MA. We have raised ~100,000 dollars for Gl cancer research since 2021.
We will continue this critical partnership between research and community.
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DEDICATION

We dedicate our efforts in memory of Adam Opiela, a 30-year-old young man who passed
away on July 25" 2021 from metastatic colorectal cancer. He was a kind and
compassionate person who will be missed dearly by everyone he touched.
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