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Elucidation of chemoresistant network of clear cell ovarian cancer via spatial
analyses
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Ovarian clear cell carcinoma has a poor prognosis, and understanding its
resistance mechanisms is a critical medical challenge. In this study, we conducted analyses
combining single-nucleus and spatial analyses on clinical cancer specimens. Through single-nucleus
analysis, we 1dentified HIF-1 positive cancer cell populations as chemoresistant cells. Furthermore,

integrated analysis with spatial transcriptomics revealed that these resistant cells co-localize
with cancer-associated fibroblasts (CAFs). Additionally, in co-culture systems of clear cell
carcinoma spheroids and CAFs, we demonstrated that HIF-1 positive cancer cells and CAFs are
activated through mutual interactions. This feedback regulation between the two cell types is

considered a potential therapeutic target.
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Targeting PDGF signaling of cancer-associated fibroblasts blocks feedback activation
of HIF-1a and tumor progression of clear cell ovarian cancer. Mori Y, Okimoto Y, Sakai
H, Kanda Y, Ohata H, Shiokawa D, Suzuki M, Yoshida H, Ueda H, Sekizuka T, Tamura R,
Yamawaki K, Ishiguro T, Mateos RN, Shiraishi Y, Yatabe Y, Hamada A, Yoshihara K,
Enomoto T, Okamoto K.” Cell Rep. Med. doi: 10.1016/j.xcrm.2024.101532. (2024)
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Functional role of mTORC1-mediated inhibition of autophagy in the regulation of slow-cycling persister cells of colon cancer
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