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(FGFR Inhibitor) ~ (EGFR Inhibitor) Combination

HC6T 57 M S Well-Mod 4 APC TP53 R (0.34) NR R (0.25)

HCIT 73 M A Well-Mod 2 APC TP53 R (0.47) NR R (0.20)

HC20T 66 F S Well-Mod 4 TP53, R (0.43) NR R (0.24)

HC28T 71 M D Well-Mod 2 APC PIK3CA R (0.66) NR R (0.25)

HC67T 72 M R Well-Mod 2 APC R (0.58) NR R (0.28)

HC80T 75 M S Well-Mod 4 APC TP53 R (0.50) NR R (0.32)

HC93T 66 F R Well-Mod 3 TP53 R (0.51) NR R (0.28)

HC7T 68 F A Well-Mod 2 TP53 NR R (0.43) R (0.30)

HCI0T 70 F C Well-Mod 2 APC TP53 NR R (0.67) R (0.30)

HC73T 75 M S Well-Mod 4 APC TP53 NR R (0.65) R (0.39)

HC108T 42 F R Well-Mod 4 APC TP53 NR R (0.57) R (0.31)

HC117T 77 M S Mucinous 3 APC TP53 NR R (0.62) R (0.20)

HCIT 81 F A Well-Mod 4 APC PIK3CA NR NR R (0.46)

HC8T 66 F T Well-Mod 1 APC PIK3CA  FBXW7 NR NR R (0.31)

HCIIT 74 M T Mucinous 3 APC TP53 NR NR R (0.41)

HC16T 89 M R Well-Mod 3 APC TP53 FBXW7 NR NR R (0.57)

HC21T 52 M R Well-Mod 4 APC TP53 FBXW7 NR NR R (0.35)

HC22T 51 M S Well-Mod 2 APC TP53 NR NR R (0.58)

HC74T 50 M S Well-Mod 4 APC TP53 NR NR R (0.67)

HC142T 67 F R Well-Mod 4 NR NR R (0.34)

HC146T 45 F R Well-Mod 4 TP53 NR NR R (0.36)

HC40T 82 M T Well-Mod 3 APC TP53  PIK3CA NR NR NR

HC106T 63 F T Well-Mod 1 APC NR NR NR

HC120T 55 M S Well-Mod 3 TP53 NR NR NR

HC129T 55 M R Well-Mod 2 APC TP53 NR NR NR

Sensitivity 7 (28%) 5(20%) 21 (84%)

2 C:cecum; A, T, D, and S: ascending, transverse, descending, and sigmoid colon, respectively, R: rectum; b Well-Mod, well-to-moderately differentiated; © R, responsive; R (bold face), more
responsive than R in monotherapy; NR, non-responsive, i.e., GEI > 0.7, (GEI; the growth rates of treated spheroids relative to those with solvent control, see Materials and Methods,

Section 4).
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ML THEZETH LI ENFERTRENT
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TKIFG-RIEROENEDIRENTB ) 75
— i ALK-TKI#R G- 120 ) BB O ALK R (12

[EML4-ALK | | ALK mutaion |

st « 2nd ALK-TKI

I [Lortins
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bypass signaling
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I deeply appreciate Professor Seiji Yano,
Chairman of the 26th Annual Meeting of
JAMTTC, and the organizing committee mem-
bers for giving me the prestigious poster award.
It was my first time to give a “digital” poster
presentation, which I fully enjoyed surrounded
by many audiences. I heartily appreciate Dr.
Kazuko Sakai, the session moderator, for facili-
tating discussion over my presentation.

Gastric cancer is comprised of heterogeneous
cell subpopulations. Upon anticancer drug treat-
ment, so-called drug-tolerance persister (DTP)
cells survive and eventually cause irreversible
drug resistance and disease relapse or progres-
sion. We have previously reported that aldehyde
dehydrogenase family 1 member A3 (ALDH1A3),
a cancer stem cell-related gene, 1s one of the
most remarkably upregulated genes by 5-fluo-
rouracil (5-FU) in gastric cancer patient-derived
cells (PDCs). We have demonstrated that
ALDHI1AS3 contributes to the DTP cell survival
and growth. However, it is elusive whether the
DTP cells with high ALDH1A3 expression are
selected or induced by 5-FU. To address this
question, we constructed a live cell imaging sys-
tem that can monitor both selection and induc-
tion of ALDH1A3-expressing DTP cells, by
knocking GFP gene in ALDHIAZ3 locus of gastric
cancer PDCs. Our time-lapse imaging revealed

that the DTP cells are both selected and induced

August, 2022

among the Initial cell populations. Furthermore,
chromatin immunoprecipitation assay showed
that epigenetics regulation significantly changed
in the ALDH1A3 promotor after 5-FU treat-
ment, suggesting epigenetic regulation of
ALDHI1A3 expression. Finally, employing a
chemical library screening, we identified candi-
date compounds that downregulate ALDH1A3
expression and efficiently suppressed the PDC
growth in combination with 5-FU.

During my presentation, I got many valuable
questions, which reminded me that we still need
to clarify crucial pathways that regulate
ALDHI1A3 expression after 5-FU treatment. In
the near future, I would like to validate our con-
cept that the perturbation of the DTP-related
epigenetic changes is a novel therapeutic strate-
gy to eliminate gastric cancer DTP cells.

Finally, I would like to take this opportunity
to appreciate Prof. Hiroyuki Seimiya and Dr.
Tetsuo Mashima for giving me unstinting sup-
port. I am also grateful to Dr. Sachiko Okabe, a
staff technician, Naomi Kawata, a technician,
and Shun Morino, a colleague in my laboratory
for helpful comments whenever I faced chal-
lenges in my research. In the end, I appreciate
Prof. Noriko Gotoh, Assistant Prof. Tatsunori
Nishimura, Yasuto Takeuchi, Ph.D. student
Mengjiao Li, and Yuming Wang who led me to
improve since the beginning at the Cancer

Research Institute of Kanazawa University.
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