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= Abstract =

Natural killer (NK) cells that had infilterated renal cell carcinoma(RCC) proliferated
vigorously in culture which activated interleukin-2(IL-2) and lysed autologous tumor
cells. We studied the susceptibility of RCC cells to NK-cell lysis and their ability to
stimulate proliferation and function of NK cells. Cells from primary culture of RCC(p-RCC
cells) were significantly more susceptible to lysis mediated by human NK3.3 clones
than were cells from primary cultue of metastatic melanomas. RCC cells clones was
also susceptible to lysis by NK3.3 clones and IL-2 activated peripheral blood lympho-
cytes(PBLs). Incubation of NK3.3 clones with p-RCC cells in the absence of IL-2 induced
proliferation of NK3.3 clones, whereas incubation with cells from primary culture of
metastatic melanomas, K562 cells tested did not. The p-RCC cells from earlier passages
were more potent inducers of NK-cell proliferation than were those from older passages.
Cell-free culture supernatants of p-RCC cells with or without NK3.3 clones failed to
induce NK-cell proliferation. Incubation of NK cells purified from PBLs with p-RCC
cells induced higher proliferation of the NK cells only in the presence of IL-2, whereas
incubation with cells from primary culture of metastatic melanomas did not. In summary,
these results suggest that RCC cells are able to activate NK cells,potentially through

cell-to-cell interaction.
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% specific lysis in 4-hr and 16-hr
assys by NK3.3 clones cultured with

Target cells

M yIL-2

4¢hr  6h 4hr  6hr
K 562 8 28 21 o4
RC40 5 24 12 49
RC42 8 13 14 56
RC43 3 7 8 26
RC45 5 8 9 21

(meant SD) 5.8+ 194162+ 8.7912.8+ 4.61 41.2+ 6.94

M50 2 3 1 5
M62 2 5 9 18
M75 0 3 1 2

(meanz SD) 133+ 0.94 3.67+ 0.94 3.67+ 3.77 8.33+ 6.94

*NK3.3 clones cultured with conditioned medium
(CM) or 200U/ml rIL-2 wre used as effector cells.
Target cells were K562 cells, 4 different p-RCCs and
3 different primary culture of human elanomas. Va-
lues represent meant SD of specific lysis in 4-hr and
16-hr 51Cr-release assays at an E : T ratio of 40.
Values were at least p{0.02 vs. those of primary
culture of melanomas(Student 2-tailed t-test).

Table II. NK-Cell Activity Against RCC Cell Lines

NK3.3 mediated % IL-PBL-mediated %
lysis 16hr assay lysis 4hr assay

40 2 10 40 20 10

K562 0 31 A4 64 52 29
RC40-clonell 28 16 7 5% 28 13
RC40-clonel2 40 19 13 48 37 13
RC40-clonel4 36 17 8 39 23 9

Target Cells

* NK3.3 cells cultured with Conditined Medium(CM)
and PBMCs cultured with 200u/ml yIL-2 for 3days
were washed and used as effector cells against K562
cells and 3 different tumor cell clones established
from p-RCC Cells of an RC40 patients values rep-

Stimulation Index

resent means percentages/specific lysis of triplicated
assays at 3 different ratio.

Table 1. Induction of NK cell Proliferation by
Incubation with Cell from Primary Cu-
ture of Renal Cell Carcinoma(p-RCC)
and Metastatic Malignant Melanoma

No. of  Proliferation of NK3.3 clones
Stimulators cases
tested NK-cell clone NK plus
(cpm) tumor cells SI
(cpm)

RCC 8 1878+ 2134 13462+ 9340 16.7+ 12.6
Metastatic

Melanoma 3 3280+2438 6.843£7306 2.1+17
K562 cell fine 1 2360 2875 1.2

*Nk3.3 clones were incubated for 4days with irra
diated p-RCCs, metastatic melanoma. 3H-TdR uptake
of irradiated stimulator was 1.000cpm. Values shown
reflect substraction of background signals. At least
p0.05 vs cpm by NK cells alone student’s 2-tailed
t-test.

Fig. 1 Stimulation of NK-cells Proliferation by
incubation with p-RCC cells

incubation of Period




