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Role of endocannabinoid system in the innate immunity
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Fig. 1. Expression of the cannabinoid receptor mRNAS in KHYG-1 human leukemic natural
killer cells. The expression levels of CB1 receptor and CB2 receptor mRMAS in KHYG-1 cells,
K562 cells, human brain and HL-60 cells were compared by RT-PCR. The

3-p ¥ (GAPDH) mRNA was detected as an internal

control.
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Fig. 2. CP55540, a synthetic cannabinoid receptor agonist, enhances the cytotoxicity of
KHYG-1 natural killer cells. (A) Time-dependent effect of CP55940 on the cytoloxicity of
KHYG-1 cells against K562 cells. KHYG-1 cells were incubated with PKHET-labeled K562
cells in the presence of CP55940 (0.3 pM) or DMSO (final 0.2%) for the indicated periods of
time. (B) Dose-dependent effect of CPS5940 on the cylotoxicity. KHYG-1 cells were
incubated with PKHG67-labeled K562 cells in the presence of various concentrations of
CP55940 for 4 h.The icity was i as il in the Methods, The data are
means £ S.0. of five determinations. * p <0.05, ** p<0.01.
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Fig. 3. Effects of SA144528 and PTX on CP55940-induced enhanced cytotoxicity of
KHYG-1 natural killer cells. KHYG-1 cells were pretrealed with SR144528 (3 pM) for 5 min
of PTX (100 ng/mi) for 16 h, and then incubateed with PKHET-labeled K562 cells in the
presence or absence of CP55940 (0.3 M) for 4 h. The cytotoxicity was determined as
described in the Methods. The data are means £ 5.D. of five determinations. ** p < 0.01.
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Fig. 4. Effect of 2-arachidonoylglycerol (2-AG) on the cyltotoxicity of KHYG-1 natural killer cells.
KHYG-1 cells were pretreated with meloxicam (20 pM) and NDGA (1 M) for 16 h, and then incubsated
'mth PKHET-labeled K562 cells in the p of varlous of 2-AG for 4 h.

i waa ined as in the Methods. The data are means + 5.0. of four
oabermlmunn *pa=00.
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Fig. 5. Comparison of the effects of SR141716A, a CB1 receptor antagonist and SR144528, a CB2
receptor on the intrinsic cy activity of KHYG-1 natural killer cells. KHYG-1 cells

were incubated with PKHET- Iabelad K562 cells in the presence of various concentrations of
SR1417T16A, a CB1 plor-sel (A}, or
antagonist (B), for 4 h. The icity was as
are means & 5.0. of five determinations. ** p < 0.01.
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KHYG-1 natural h ller cells. KHYG-1 cells and PKHET-labeled K562 colls were treated with A"-THC
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Fig. 7. Effect of administration of SR144528 on tumor growth in vivo. BALB/c mice
were pretreated with L.p. injections of SR144528 (0.5 mg/'ka) or diluent control
{saline) for 3 h before s.c. inoculation of 1 x 10° Colon-26 cells. After tumor
inoculation, mice were i.p. injected with

SR144528 (0.5 mg/kg) or diluent control once per two days for 30 days. The tumor
volumes were measured once per two days. (n=11 mice per group)
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