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Immune evasion of uniquely induced pancreatic cancer stem like cells

Matsukuma, Satoshi
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Using a unique cancer stem cell induction method, pancreatic cancer stem
cell-like cells (P-CSLCs) were obtained from cell lines, and calreticulin (CALR) and cathepsin B
(CTSB) were identified as characteristic proteins of P-CSLCs by proteomics. The results showed that
CALR-high expressing cells have enhanced sphere formation and tumorigenic potential, and decreased
expression of HLA class | compared to CALR-low expressing cells. The expression of secreted protein
CTSB, which was highly expressed in P-CSLCs, was also shown to correlate with the prognosis of
patients with pancreatic cancer.
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3. Side-population of P-CSLC.

TABLE 1. Frequencies of Tumor Formation

Frequency (%)

Cells PANC-1 PANC-1-1.m
10° 0/6 (0.0) 206 (33.3)
10° 077 (0.0) 377 (42.9)
10* 3/6 (50.0) 4/6 (66.7)

Represented number of cells were injected subcutaneously in NRG
mice, and then the tumor formation was counted at day 100.

TABLE 2. Sphere Formation Frequencies of P-CSLCs

Frequency (%)

Cells  PANC-1  PANC-1-Lm  CALR"™ CALR"#"
1 020 (0.0) 0726 (0,0) 027 (0.0) 026 (0,0)

10 0/20 (0.0) 028 (0.0) 025(0.0)  6725(24.0)
100 120(5.0) 1226 (462)  025(0.0) 2525 (100.0)

Sphere formation frequencics of cells with represented numbers
were counted in 96-well plates. CALR™™ and CALR™®" cells were

sorted form PANC-1-Lm cells.
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4. Expressions of PD-L1, HLA class I, and CD47 in P-CSLCs.
( 3, 4, 1, 2 Fujiwara Y, et al. Pancreas. 2021; 50: 405-413 )
P-CSLC
P-CSLC
B CTSB P-CSLC YPK2-Lm
( 5 YPK2-Lm CTSB
( 6) 69 CTSB
CTSB Overall survival ()
CTSB P-CSLC
Q& *
N
A 30
&t
- Pro-CTSB £
- ] (43/46 kDa) gzo
CTSB Mature CTSB &
ature =
- |0 2%
VCP |wsss s | « | oading control (97 kDa) o

YPK2 YPK2-Lm

5. Expression of CTSB. 6. Concentrations of CTSB.
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7. A Kaplan-Meier curve for CTSB expression in

0 2 4 6 8 10 patients with pancreatic cancer.
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