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(Abstract)

e Pancreatic cancer is one of the most aggressive tumors, and the prognosis is poor, with 1- and 5-year
survival rates of only 20% and 6%, respectively.

e The UICC TNM staging system for pancreatic cancer is a useful predictor of postoperative prognosis.

e More reliable prognostic predictors that can discriminate pancreatic cancer patients into two prognosis
groups (longer disease-free survival and/or better pancreatic cancer-related survival vs. shorter disease-
free survival and/or poor pancreatic cancer -related survival) are necessary for clinical decision-making.

e The combination of Protein-A with Protein-B accurately predicted the postoperative outcomes of
pancreatic cancer patients, and they were superior compared to the TNM staging system (Figure
described below).

¢ There are no reliable biomarkers to gauge the response to neoadjuvant therapy prior to the initiation of
the therapy. A retrospective clinical study (UMINO00032835) showed that overexpression of Protein-A
and Protein-B in 25 preoperative biopsy pancreatic cancer tissue samples was correlated with
postoperative survival (P=0.04).

(On going)

¢ Antibodies against Protein-A and Protein-B have been generated in July 2021.

e We are trying to commercialize an immunohistochemical staining kit.

e We are trying to develop an artificial intelligence system that can automatically evaluate the
immunostaining scores of Protein-A and Protein-B.

e A prospective clinical study (UMIN000034022) has been conducted to determine if immunohistochemical
scores of Protein-A and Protein-B can be used as reliable biomarker of the response to neoadjuvant
therapies prior to their initiation.

Multivariate analysis using the Cox proportional hazards regression model

HR (95% CI) P
UICC Stage
0, A, 1B 0.25 (0.09-0.70) 0.009
1A, 11B Reference
1, v 3.05 (1.25-7.42) 0.014
ARHGEF4 expression 2.52 (1.28-5.00) 0.007

ARHGEF4 expression and
intrapancreatic nerve invasion 2.97 (1.36-6.49) 0.006

ARHGEF4 and ITGB1 expression 0.22 (0.08-0.59) 0.003
Protein-A and Protein-B expression 6.27 (2.58-15.2) <0.001
Protein-A and Protein-C expression 3.93 (1.74-8.91) 0.001






