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Molecular mechanisms of CLDN-ER axis regulating the breast and endometrial
cancer progression
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We discovered a novel signaling pathway from the tight junction protein
claudin-6 and ending to nuclear receptors, which triggers the epithelial differentiation of stem
cells. We subsequently showed that claudin-6 is a poor prognostic factor for uterine cancer. In
addition, we found that the mechanism is due to the abnormal activation of a signaling pathway
between claudin-6 and estrogen receptor-alpha, one of the nuclear receptors. On the other hand, in
breast cancer, abnormal activation and its involvement in cancer progression of the signal from
claudin-4 to another nuclear receptor, the liver X receptor, has also been suggested.
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MDA-MB-231, t + & NEEMgkk ECC-1 3 X O Ishikawa 72 & % fflvs, CLDN6 % ERa
RO AR B XUV RA A SRR 2 ORI L IR T 5 2 L ic X o Tt R D 72,

4. WFFERE
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{ & &5 L 72 (Sugimoto et al., PLoS ONE, 2013), Z DRICFHFE S N3 @ e LR
BB LF /4 VIEICX 5 RAR y IKTFIED (L FFE & BERL L <72 (Kubota et al., Exp Cell
Res, 2001)Z & 225, CLDN6 IC X5 0MbEFE IV F /4 vy /I rsaxb =2 5
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CLDNG6 Ic X 3 Loty 7 F kLT 5720, 3 CLDN6 Ofk4 7% F X4 v &R
B -ZTEREBICHBN RN AL voFay VELEY TS vl L -2 B2 ERLL <
FO RpfAICE A L TR L 720 2 DfE R B S Eic iZ CLDN6 DX &I a2 70 55 —flifa st v —
T BIXOPCKRMICH B 196 F L5200 HDF v VRN NHETH 3 Z L0 R- 72, Fi
THRIEVLFE P B A EA A 7225k X b, CLDNG6 1355 196 &+ X U4 200 KF m v v
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INTW5B E-B P~V vic X 5 SFKiEMAL & FEkIC PI3K & AKT ZIEXR Y viEbd 5L b
it > 7=,
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TP SRR AR T & OBEEZFEHENT L 72 & 2 A, CLDNG6 =Rt D 5 F4EfF
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(Kojima et al., Cancers, 2020),

FenwTEEMIEZ LT EEBAICE T 5 CLDN6 D7) THEHE & @l L 72, T =2 AM
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P<0.05; ** P<0.01; *** P<0.001. = J — N — [3EHEMEE 2R T,



(5) CLDN4—LXR S fZE& 13 FL2S A D BEMTE % a3 2 i EetE 03 3

FERDB A DR L THRAICE VTS ERa S EEDEREICEIS 3%, 2 Z ¢ CLDN6-ER
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INT T BRI NS, F T THBADH 40% THEL L, CLDN6 &byt < SFK &
ORI RMENF A4 voFay VEREPRFIN TS CLDN4 ICEH L7z, AAA
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