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The mechanism of ductular reaction (DR) seen in liver diseases including biliary
atresia (BA) has been still controversial. Notch signaling has been reported to involve in biliary
development and differentiation in vivo. The aim was to elucidate the role of SOX9+ biphenotypic cells in
DR and the association between Notch signaling and development of DR. Formalin fixed paraffin embedded
liver sections from 47 liver specimens with BA were used. Image processing was performed by Image J 1.46
software after immunofluorescence staining. Sustained or progressive cholestasis led to decreasing of
SOX9+HepParl+ ratio and increasing CK19+ ratio, whereas reduction of jaundice led to increasing of
SOX9+HepParl+ ratio and decreasing CK19+ ratio. SOX9+HepParl+ ratio had significant negative correlation
with CK19+ ratio (r = -0.6, p = 0.002). In conclusion, DR in BA is mediated by SOX9+ biphenotypic cells,
and Notch signaling is presumably required for development of DR.
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70.5 (29-143) /
0.5 (0.3-0.7) /
T-Bil (mg/dL) 9.2 (4.8-10.3) 12.0 (3.1-42.7)  0.16*
ALT (U/L) 89.5 (26-272) 132 (30-714) 0.27*
y -GTP (U/L) 367 (110-1025) 180 (24-513) 0.06*
TP (g/dL) 5.8 (5.1-6.9) 5.85 (4.2-7.4) 0.88*
ChE (U/L) 292 (201-397) 115 (61-212) 0.002*
12600 11500
WBC (/u L) 0.33*

(8100-19200) (5400-18400)

It (xl(f,“ Ly 340 (171-721) 167 (115-354) 0.004*
PT-INR 1.0 (0.9-1.4) 1.4 (1.1-1.8) 0.003*
F staging 3 (1-4) 4 (3-2) 0.007**

*Wilcoxon signed-rank test **Fisher’ s exact test

( )
« 2
SOX9+HepParl+

CK19+ SOX9+HepParl-

SOX9+HepParl+
11 11

Wi lcoxon

signed-rank test 2

SOX9+HepParl+ (

VS =5.24% vs 1.90%, p=0.02,
CK19+ SOX9+HepParl-

( p=0.002, p=0.03)

©) SOX9

SOX9+HepParl+ SOX9+HepParl-
CK19+
(
11 1v)
T-Bil

SOX9+HepParl+ T-Bil
(r=-0.3, p=0.23)

SOX9+HepParl- CK19+

( r=0.7, p=0.001
r=0.5, p=0.009)( 4) SOX9+HepParl-
CK19 T-Bil

SOX9
SOX9
SOX9+HepParl+ SOX9+HepParl- CK19+
SOX9+HepParl+ SOX9+HepParl-
(r=-0.5, p=0.03)

CK19+
(r=-0.6, p=0.02)
SOX9+HepParl+

(4) Notch signaling  SOX9

Notch signaling

CK19+ CK19+

¢ 5
SOX9+HepParl+
SOX9



Notch signaling
SOX9+HepParl+ CK19

Notch signaling SOX9+

®

SOX9+HepParl+

Notch

signaling

Notch signaling
S0X9

2
Suda H, Yoshii D, Yamamura K, Yokouchi Y,
Inomata Y New insight into reactive
ductular cells of biliary atresia provided
by pathological assessment of SOX9
30 2014 481-492
DO1:10.1007/s00383-014-3497-7

Pediatr Surg Int

Daiki Yoshii, Yuji Yokouchi, Hiroko Suda,

Yukihiro Inomata SOX9-positive

hepatocytes mediate the progression of

ductular reaction in biliary atresia Int

J Clin Exp Pathol 9 2016 [inpress]

SOX9
114
2014 4 4

Daiki Yoshii Yuji Yokouchi Hiroko Suda
Significance of SOX9

Yukihiro Inomata

gene  for  trans-differentiation of

hepatocyte in liver

2014 9 4
( )
SOX9 52
2015 5 28
( )
42
2015 11 7

o
INOMATA YUKIHIRO
50193628
@
SUDA HIROKO
40632659

YOKOUCHI YUJI

60252227



SAKAMOTO SEISUKE

00378689

®

*
YOSHIT DAIKI



