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Mission: Our lab studies how gastrointestinal cancers
begin. We combine clinical observations, patient-
derived models, and rigorous basic science to
understand how normal epithelial cells become locked
into abnormal, cancer-initiating states. By defining the
transcriptional, chromatin, metabolic, genomic, and
immune programs that drive premalignancy, we aim to
create new strategies for cancer prevention, early
intervention, and treatment.

Science funding remains uncertain: We continue to face a difficult and unpredictable funding climate for
biomedical research. This has affected our lab directly. We are no longer able to include international
collaborators on federal grants, despite the fact that science depends on talented people and ideas from
around the world. In 2026, two of our federal grant applications received the strongest scientific evaluations
but were not funded: a Department of Defense proposal to develop a SOX9 therapeutic for gastrointestinal
cancers was deemed outstanding by two independent reviewers, and an NIH proposal to study how vitamin
A metabolism contributes to gastrointestinal diseases scored in the 15t percentile. The National Cancer
Institute is exploring whether it can support the research, but the outcome remains uncertain.

These setbacks have been deeply disappointing for the lab, especially because they affect promising projects,
trainees, and the pace of discovery. Still, our commitment remains unchanged. We will keep pursuing the
science, supporting young investigators, and building the foundation for better ways to prevent and treat
gastrointestinal cancers. We are grateful for everyone who continues to stand with us through philanthropy,
advocacy, and support for biomedical research.

LAB UPDATES

o - Important publication showed that HDAC1/2 inhibitors can promote
colorectal cancer maturation (Zhixin, Pornlada, Paul, Gastroenterology)

o - The lab turned 5! Paul started medical school at UC Davis, and
we welcomed Ananya, Anoushka, Jenna, Anisha, and Gia for summer research

° - Adrian joined the lab as our first MD/PhD student, Viviana
Returns for 2"¢ summer, and our Novartis DDTRP grant on KRAS therapeutics
was renewed

o - The lab participated in a successful Jimmy Fund Walk, continuing our
commitment to early-onset colorectal cancer research and the memory of Adam
Opiela

o - Raghawan was selected to present our SOX9-BAF work at the Broad
Cancer Program retreat, and Zhixin presented at the AACR Therapeutics
conference

o - We received our first polyposis grant to perform long-read sequencing
of patient-derived models in collaboration with Dr. Griffin and Dr. Barthel

o - Published a broad review on gastric cancer in JAMA with Dr. Park

o - Built momentum in our retinoid metabolism program, uncovering how

vitamin A metabolism may be rewired during inflammation and gastrointestinal
cancer initiation (Xiaolu, Adrian, Ananya, Jamie — Dr. Haigis lab)

o — Developed new immune surveillance projects in gastrointestinal
precancer, including studies of CD4 T cell pressure (Sydney — Dr. Hahn’s lab;
Pearl, Gia)

o — Our study on therapy-associated polyposis Journal of Clinical
Investigation, providing the first major publication from our growing human
polyposis program



https://labs.dana-farber.org/sethilab/research
https://pubmed.ncbi.nlm.nih.gov/40633623/

LAB MEMBERS AND MENTORSHIP

Updates and New Members:

Pearl Lie, PhD: Scientist and operations lead who is
spearheading our in vivo studies, including new mouse
models of SOX9 function and immune surveillance in
gastrointestinal precancer.

Raghawan Akhouri, PhD: Postdoctoral fellow leading
biochemical and structural studies of the SOX9-BAF
complex, with the goal of identifying new ways to target
cancer cell plasticity.

Xi Pu, PhD: Completed her PhD and now postdoctoral
fellow studying gastric cancer and supporting our work on
KRAS inhibitor resistance.

Juan Yang, PhD: Research fellow studying molecular
mechanisms that drive colorectal cancer development.

Giovanna Panetta: Harvard undergraduate studying immune
surveillance in gastrointestinal precancer using innovative
mouse models

Ananya Khosla, BS: Stanford University graduate and now
Technical Research Associate studying metabolic and
cancer signaling pathways and stem cell biology.

Charissa Wang: Rice University undergraduate and Dana-
Farber/Harvard Cancer Consortium CURE-RAI participant
contributing to gastrointestinal cancer research.

Departing Members:

Supakrit Kositbovornchai, MD: Medical school graduate
from Siriraj Hospital in Thailand who helped advance our
drug discovery efforts through collaborations with Harvard
ICCB and the Broad Institute.

Yashika Parashar, MD, MSc: Led our therapy-associated
polyposis study and is now beginning psychiatry residency
in New York City.

Yingbo Huang, PhD: Postdoctoral fellow studying how
colorectal cancers adapt and become resistant to new
KRAS inhibitors; he is also identifying new regulators
of stem-like plasticity in colorectal cancer

Zhixin Li, PhD: Computational biologist leading and
supporting single-cell, epigenetic, and genomic studies
across multiple gastrointestinal cancer projects.

Xiaolu Wang, PhD: Postdoctoral fellow studying how
metabolic pathways are rewired during cancer initiation
and in polyposis syndromes.

Adrian Kalaw, MD/PhD candidate studying vitamin A
metabolism, cancer initiation, and polyposis.

Viviana Cortiana, BS: Visiting Italian medical student
and former Armenise-Harvard Foundation fellow
studying diet, metabolism, and KRAS inhibitors

Emily Yu: Harvard College sophomore studying
Chemistry and using mouse models to understand
SOX9 function in the colon.

Cynric Muller, MS Student: Northeastern University
MS student in Bioinformatics applying computational
and machine-learning approaches to cancer genomics.

Evan Hsiang: Harvard College graduate, former
Herchel Smith Fellow, and AGA Young Gut Scholar
who is starting medical school at UT Southwestern.

G V Anoushka Chinmayi: Johns Hopkins MS

Biotechnology graduate who studied SOX9 partners
and is now starting a PhD program at Mount Sinai in
New York City.
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https://labs.dana-farber.org/sethilab/lab-members
https://labs.dana-farber.org/sethilab/people/pearl-lie-phd
https://labs.dana-farber.org/sethilab/people/yingbo-huang-phd
https://labs.dana-farber.org/sethilab/people/akhouri-kishore-raghawan-phd
https://labs.dana-farber.org/sethilab/people/zhixin-li-phd
https://labs.dana-farber.org/sethilab/people/xi-pu-phd
https://labs.dana-farber.org/sethilab/people/xiaolu-wang-phd
https://labs.dana-farber.org/sethilab/people/juan-yang-phd
https://labs.dana-farber.org/sethilab/people/adrian-kalaw
https://labs.dana-farber.org/sethilab/people/giovanna-panetta
https://labs.dana-farber.org/sethilab/people/viviana-cortiana-medical-student
https://labs.dana-farber.org/sethilab/people/ananya-khosla
https://labs.dana-farber.org/sethilab/people/emily-yu
https://labs.dana-farber.org/sethilab/people/charissa-wang
https://labs.dana-farber.org/sethilab/people/cynric-muller-ms-student
https://labs.dana-farber.org/sethilab/people/supakrit-kositbovornchai-md
https://labs.dana-farber.org/sethilab/people/evan-hsiang
https://labs.dana-farber.org/sethilab/people/yashika-parashar-md-msc
https://labs.dana-farber.org/sethilab/people/g-v-anoushka-chinmayi-bs
https://labs.dana-farber.org/sethilab/support

FUNDING & PHILANTHROPY

e We were awarded a two-year Discovery Boost Grant from the American _
Cancer Society (2026-2028) to develop a therapeutic targeting SOX9 | ’é\;'.“ig'?a“
< i ®
e We were awarded a two-year grant from the Brandt Foundation (2025-2027) { Society
to study familial adenomatous polyposis in cancer initiation
o We were awarded a four-year Research Scholar Grant from the American g:LIgSRAL
Cancer Society (2025-2029) to study SOX9 mechanisms in cancer INSTITUTE

o We are supported by a five-year R01 grant from the National Cancer Institute
(2024-2029) to study the function of SOX9 in oncofetal regulation. DE F\l’

e We benefit from a three-year grant from the DFCI Innovation Research Fund
(2024-2027) to study how SOX9 interacts with the BAF complex in CRC.

¢ We have made progress on three-year grant from Novartis’s Drug Discovery d NOVARTIS
& Translational Research Program (2024-2027) to study KRAS therapeutics.

e We greatly depend on Howard and Wendy Cox who funded a five-year drug
discovery effort (2022-2027) to identify next-generation therapeutics for Gl
cancers using a novel platform. This project involves close collaborations with
James Cleary, Jun Qi, & Harvard ICCB.

e Thank you to those who generously contributed to the lab to support esophageal,

gastric, colorectal, and small intestinal cancer research over the years:
o American Gastroenterological Association

Colorectal Cancer Alliance

Dave’s Fund for Esophageal Cancer Research

David Fischer and Carol O'Connor-Fischer

DeGregorio Family Foundation

Duncan Richardson

Gastric Cancer Foundation

Howard & Wendy Cox Colorectal Cancer

Therapeutics Discovery Fund

Karin Grunebaum Cancer Research Foundation

Nick Tierney Gastric Cancer Fund

Opiela Family and Friends of Adam

Pan-Mass Challenge (PMC) Team Detect

Me If You Can

Paul Derocher Fund for Small Intestine

Cancer Research
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Our Jimmy Fund Team has raised $164,643.28 for early-onset colorectal cancer
research since 2021. We value this critical partnership between research and
community, dedicating our efforts to Adam Opiela.
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https://labs.dana-farber.org/sethilab/support
https://halecenter.dfci.harvard.edu/investigators/james-cleary-md-phd/
https://qilab.dana-farber.org/
https://iccb.med.harvard.edu/
http://danafarber.jimmyfund.org/goto/nilaysethi
https://labs.dana-farber.org/sethilab/research

DEDICATION
We dedicate our efforts in memory of Adam Opiela a 30-year-old young man whose life
was cut short by metastatic colorectal cancer on July 25, 2021. Adam was more than a
patient; he was a kind, thoughtful, and compassionate soul whose presence left an
indelible mark on everyone who knew him. His strength, generosity, and quiet resilience
in the face of an unforgiving disease continue to inspire our work each day. Adam’s
story is a powerful reminder of why we must do better. He faced cancer with courage
and grace, but his passing underscores the urgent need for earlier detection, more
effective treatments, and a deeper understanding of the biology driving colorectal
cancer, especially in young adults, where cases are rising at an alarming rate. His
memory fuels our commitment to discovery, compassion, and progress. Our goal is to
ensure that future patients benefit from the advances in science that Adam’s family has

so generously supported, even in the midst of hardship. He will always remain at the
heart of our mission.
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https://memorials.robertsmitchellcaruso.com/adam-opiela/4674855/obituary.php
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