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Dysfunctional adipocytes promote tumor progression
through YAP/TAZ-dependent cancer-associated
adipocyte transformation

Han-Woong Lee

Department of Biochemistry, Yonsei University, Republic of Korea

Obesity has emerged as a prominent risk factor
for the development of malignant tumors. However,
the existing literature on the role of adipocytes in
the tumor microenvironment (TME) to elucidate the
correlation between obesity and cancer remains
insufficient. Here, we aimed to investigate the for-
mation of cancer-associated adipocytes (CAAs) and
their contribution to tumor growth using mouse
models harboring dysfunctional adipocytes. Spe-
cifically, we employed adipocyte-specific BECN1
KO (BaKO) mice, which exhibit lipodystrophy
due to dysfunctional adipocytes. Our results re-
vealed active YAP/TAZ signaling in both CAAs and
BECNI1-deficient adipocytes, which induced adi-

pocyte dedifferentiation to form a malignant TME
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for breast and colon cancer progression. Additional
deletion of YAP/TAZ from BaKO mice significantly
restored the lipodystrophy and inflammatory phe-
notypes, leading to tumor regression. Furthermore,
mice fed a high-fat diet (HFD) exhibited decreased
BECNI1 and increased YAP/TAZ expression in their
adipose tissues. Treatment with the YAP/TAZ inhib-
itor, verteporfin, suppressed tumor progression in
BaKO and HFD-fed mice, highlighting its efficacy
against mice with metabolic dysregulation. Overall,
our findings provide insights into the key mediators
of CAA and their significance in developing a TME,
thereby suggesting a viable approach targeting adi-

pocyte homeostasis to suppress cancer growth.
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