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Abstract Objective: To investigate the anti-tumor effect of cytotoxic T lymphocytes (CTLs) activated by dendritic cells
(DCs) pulsed with K-ras antigen. Methods: DCs were generated from PBMC in the presence of GM-CSF and IL-4 in vitro.
DCs were sensitized with pancreatic cancer cell line expressing K-ras mutant, K-ras (12-Val) mutant peptide, K-ras (12-Val)
mutant peptide with the surface of cationic nanoparticle. The mature DCs were cocultured with autologous T cells to obtain
antigen specific CTL. The anti-tumor activity of CTL in vivo was evaluated in BALB/c nude mice bearing Patu8988 (K-ras+)
and SW1990 (K-ras-) pancreatic cancer. Results: CTLs cocultured with DCs with the whole tumor antigen significantly
inhibited the growth of transplanted pancreatic cancer (Patu8988 and SW1990) in nude mice. In vivo experiments showed
that DCs with K-ras (12-Val) mutant peptide and K-ras mutant peptide with the surface of cationic nanoparticle induced
killing activity of specific CTL aganist pancreatic cancer cell line Patu8988 (K-ras+) (P<0.05). Conclusion: CTL induced with
DCs pulsed with K-ras antigen can significantly improve the survival of nude mice with pancreatic cancer, through inhibiting
tumor growth.
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Table 1  Surface markers of DCs induced by different antigens
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Figure 1  Effect of K-ras+ peptide and K-ras+ peptide—CNP on antigen
loading of DCs
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Figure 2 Effect of DC loading different antigens on induction of tumor—specific CTL cytotoxicity against SW1990 (A) and Patu8988 (B)

cells in vitro
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Figure 3 Survival of BALB/C nude mice inoculated subcutaneously with

Patu8988 cells
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Figure 4 Survival of nude mice inoculated subcutaneously with SW1990

cells
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Figure 5 Survival of nude mice inoculated subcutaneously with Patu8988
cells after immunotherapy with DC loading different antigens induced

CTLs

.

. 1
06k —&— Saline
ti —— CTL(tumor-DC) —
£04F —— CTL( K—ras+peptide—DC)

02l —#— CTL(K-ras+peptide+CNP-DC)

O 1 | 1 1 J
0 10 20 30 40 50 60

FEFP IR s E] CR)
6 B A [ BT A DC I S R 4 S Pk CTL X 1 98
(SW1990—K-ras—) R FUAF I ] 521
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