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Development of novel molecular targeted therapy for pancreatic cancer with Notch
/ Sox9 signal inhibitor
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Pancreatic cancer is aggressive disease and in many patients it recur even
after curative resection. It is also known that it will become chemo-resistance after treatment. We
focused on the transcription factor Sox9, which is thought to regulate differentiation at the
developmental stage of the pancreas, and found that the Intensity of Sox9 expression was associated
with the prognosis after surgery. We analyzed the characteristics of pancreatic cancer cell line and
showed the strength of Sox 9 is associated with chemo resistance and such cells have cancer stem
cell properties. Furthermore, in a mouse subcutaneous tumor model, Sox9 was associated with
tumorigenicity, indicating that Sox9 could be a target for treatment of pancreatic cancer.
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PANC-1, CFPAC-1, BxPC-3, AsPC-1, Capan-1, MIA PaCa-2
5-FU Gemcitabine 72 Cell counting
kit(Dojindo Laboratories,Kumamoto, Japan) SIRNA Sox9
SiRNA-1,-2 and Negative SiRNA QIAGEN Flow cytometry analysis APC-anti human
CD44(BD pharmingen), PE/Cy7-anti human CD24(BioLegend) ShRNA  Sox9 shRNA-1,-2.
Inducible TRIPZ shRNA (GE Healthcare) Xenograft transplantation experiments
KSN/SIc nude mice, female , 7W (Japan SLC)
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‘ Total Sox9 high Sox9 low Overall survival

p-value
(n=52) (n=54) Univariate analysis Multivariate analysis
Age,mean +5.D. (years) 66.2+8.9 66.0+9.4 66.0+8.4 0.779 95% confidence 95% confidence
Sex,male/female 65/41 30/22 35/19 0.451 Variables Exp interval p-value  Exp interval p-value
Location, head/ body, tail 77/29 37/15 40/14 0.582 IAge (<66/266) 0479 02420950 00350  0.553  0.295-1.038 0.651
Preoperative CA19-9 906+ 2025 124942468 5741426 0.086 Sex 1629 07943344 0.183
Histology,papillary/well/mod/poor 3/20/73/10 2/11/34/5 1/9/39/5 0.772 Histological grade
Poor diff. / others 0063  0.021-0193  <0.0001 0068  0.027-0.172  <0.0001
T, 1/2/3/4 4/3/42/57 1/1/21/29 3/2/21/28 0.262
Location, Head / body, tail 0.602  0.242-1.496 0.274
pN, 0/1 24/82 13/39 11/43 0.569
CA19-9 (<37/237) 0.627  0.294-1.337 0.228
pM, 0/1 93/13 45/7 48/6 0.712
Stage (1A, IB, I1A/11B, III, 1V) 0.467  0.038-5.692 0.551
uicC  stage, IA/IB/IA/IIB/II/IV 2/1/18/64/8/13  1/1/10/29/4/7 1/0/8/35/4/6 0.408
T (1, /111, 1V) 0507 0.053-4.857 0.555
PPV, /+ 61/45 21/31 24/30 0.673
N (-/+) 0222 0.024-2.083 0.187
PA, -/+ 97/9 47/5 50/4 0.684
M (-/+) 0.168  0.066-0.429  0.0002  0.193  0.085-0.439  <0.0001
pPL, -/+ 72/34 35/17 37/17 0.894
PV (-/+ 0.662  0.313-1.399 0.280
RO/1/2 76/26/4 36/14/2 40/12/2 0.580 pRvLe
" PA (-/+) 0192  0.068-0536  0.0016 0316  0.126-0.796 0.0145
Neoadjuvant chemotherapy, N/Y 96/10 46/6 50/4 0.467
PPL(-/+) 0.765  0.315-1.859 0.554
Adjuvant chemotherapy, N/Y 13/93 5/47 8/46 0.415
- R(0/1,2) 0350  0.143-1.859 00220 0345  0.169-0.705 0.0035
(Chi-square test) .
IAdjuvant therapy (-/+) 5.654  2.132-14.996  0.0005  3.744  1.629-8.603 0.0019
ISox9 expression (low/high) 0.357 0.182-0.701 0.0027 0.344 0.183-0.647 0.0009

(Cox's proportional hazard model)
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