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Enhancement of Cytotoxicity against IL-15 Up-regulate NKG2D Expression on Cytokine-in-
duced Killer Cells
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Abstract: Objective To analyse the effects of 11.-15 on the expression of NKG2D and the cytotoxicity of
cytokine-induced killer (CIK) cells against human esophagus carcinoma cell EC9706 in vitro. Methods
Peripheral blood mononuclear cells were isolated from healthy donors then divided into two groups: the
control group ( cells were cultured in the presence of IFN-y, anti-CD3 antibody and II.-2) and I1.-15
group (cells were cultured in the presence of IFN-y, anti-CD3 antibody, II.-2 and 10 ng/ml I1.-15). Phe-
notypic characteristics of CIK cells and the expression of NKG2D were analyzed by flow cytometry. After
14 days culture, cytotoxicity of CIK cells against EC9706 cells was measured by using a standard LDH
releasing assay. Effector cells were added to target cells at E : T radios of 20 : 1, 30 : 1. In blocking ex-
periments, NKG2D monoclonal antibody was added to CIK cells for 15 min before plating at 30 : 1 E: T
ratio. Results NKG2D molecules were significantly up-regulated during the culture period on CD3" cells
(the CIK cells population) and the CD56" cells. The differences of NKG2D expressions were significant
between II.-15 group and the control group (P<C0. 05). Cytotoxicity of CIK cells treated by the I.-15
group was higher than that of the control group. both at 20 : 1 E : T ratios and at 30 : 1 E : T ratios (P
<C0. 05). When the NKG2D molecules on CIK cell ular membrance were blocked by the NKG2D mono-
clonal antibody, the cytolytic activity in the control group cells and I1.-15 group cells was significantly in-
hibited. Conclusion I1-15 up-regulated the expression of NKG2D on CIK cells, which enhanced the
NKG2D mediated cytotoxicity against EC9706 cells. CIK cells played a role through the NKG2D mole-
cules.
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Table 1 Phenotypic characteristics of CIK cells after 14 days culture( %5,z = s, n=3)

Groups CD3" CD3 CD56" CD3" CD56" CD3" CD56~ CD3" CD8*
Control 95.99 £ 0. 46 2.16%0.18 31.38+0. 10 64.61%2,93 75.22%0. 69
1L-15 98.39 0. 21 8.33£0.05 40.85%0. 38 50.21£1. 36 85.45£1.00

£2 14X CIKFRARTERE NKG2D RiEMEX HXBE(TLs, n=3)
Table 2 NKG2D expression(relative MFD) of different cell populations after 14 days culture (x £ s, n=23)

7d 14 d
Groups
CD3" CD56" CD3" CD56"
Control 36.87% 3.97 67.15%1. 60 51.85%0.56 87.24£0. 94
1L-15 54,10+ 3,28 77.24+ 0.94 77.44 1,32 107.39£5. 68
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