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Developing of differentiation inducing therapy on oral cancer by targeting transcrip
tion factor Brachyury which regulates cancer stem cells

Sugiura, Tsuyoshi
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We reported that the T-box transcription factor Brachyury is a potential regulator
of cancer stem cells (CSCs). Specifically, growth of CSCs was controlled by Brachyury knockdown in AdCC.
Since CSCs are resistant to chemotherapy and radiotherapy, this finding provides a new principle for thera
pies targeting CSCs. In the present study, we established that Brachyury knockdown suppresses chemo- and r
adioresistance in vitro. Brachyury was knocked down bK transfecting Brachyury short hairpin RNA (ShRNA) in
to the AdCC CSC cell line, ACCS-M GFP. Brachyury knockdown significantly inhibited cell migration and inva
sion and suppressed chemoresistance. Furthermore, ACCS-M GFP radioresistance was si?nificantly suppressed
by Brachyury knockdown. Brachyury knockdown significantly sensitized ACCS-M GFP cells to chemoradiotherapy

. This study demonstrates that Brachyury knockdown reduces invasiveness and chemo- and radioresistance of
CSCs in vivo.
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ACCS ACCS-M Msh M sh Msh
Anti-cancer drug GFP GFP comt. Br. S0x2
clsplatin 333.4 527.6 528.1 360.2 403.4
5-Fluorouracil 463.5 B429 835.1 623.7 673.6
docetaxel 0.9 320.5 315.8 1045 2485
paclitazel 0.75 173 185 6.7 188
actinomyecin I 39 436 421 215 355
mitomycin C 338 498 471 40.2 482
bleomyein 411 57.8 bE6 502 538
bestatin 459 558.8 5483 306.7 325
etopoaide N.D. ND. N.D. N.D. ND.
ND.: #&fiTef
C in vivo Brachyury
ACCS-M GFP ACCS-M Br.
sh GFP 50% 0%
ACCS-M sh SOX2 GFP ACCS-M
GFP 87.5% 87.5%

#3. 4O ACCS RO ESES L VESHERE

(LB S EBERE
A TR T BT o HER
cell lines L= s s
ST (') R (%)
ACCS-M GFP 8/8(100% ) 1453 8/8(100%) T8 (875%)
M sh cont. 808 (100% ) 1214 88 (100%) 778 (E7.5%)
MshBr 4/8 (50%) 283 ND. ND.
M sh SOX2 T8 (875%) 372 7/8(875%) 3/8(37.5%)
ND.:@Hrvet
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