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Abstract—The effect of methamphetamine on the pulmonary metastasis was investigated in C57BL/6 mice

injected with B16 melanoma cells. B16 melanoma cells (2X10°

cells) were injected intravenously into 5~7

weeks old C57BL/6 mice. Mice were then treated intraperitoneally with methamphetamine either acutely
(two times with one week interval) or subchronically (daily for 14 days). Degree of pulmonary metastasis
was investigated and specific immunologic parameters such as natural killer cell cytotoxicity(NKCC), antibody-
dependent cellular cytotoxicity(ADCC) and blastogenic responses of splenocytes were examined. Mice which
had been subchronically treated with methamphetamine showed significant decreases in the number of pulmo-
nary metastasis of B16 melanoma cells, NKCC and ADCC without a significant change in blastogenic responses.
In the acutely-treated group, slight trends of decrease in the numbers of pulmonary metastasis, NKCC and
ADCC were observed without statistical significances whereas there was a significant increase in blastogenic
responses. The mechanism underlying the decrease in the degree of metastasis despite diminished NKCC
and ADCC after methaiphetamine treatment and the relationship between the degree of pulmonary metastasis
and duration of methamphetamine treatment remain to be investigated.
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Fig. 1. Cytotoxic activity of methamphetamine to B16 mela-
noma cells i vitro by using the MTT method. B16 melanoma
cells (5X 10%ells/well) were cultured with methamphetamine
for 24 hours on the 96 well microplate. MTT dye was added
to the each well with final concentration of 1 mg/m/, and
cultured another 4 hours. The optical density was analysed
at 540 nm.

o2 o] glA(p<0.05) FAH ZAEF7} Ach(Fig. 2).
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Fig. 2. Number of pulmonary metastasis induced by B16
melanoma cells in C57BL/6 mice treated with methampheta-
mine. The mice were intravenously injected with B16 cells
(2X10°ells), and methamphetamine was intraperitoneally
injected according to the treatment schedule. The metastatic
pulmonary nodules were counted on the pleural surface of
both lungs. *p<0.05, **number of mice,
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Fig. 3. Natural killer cell activities of splenocytes of C567BL/6
mice which were acutely or subchronically treated with me-
thamphetamine. The splenocytes were assessed 24 hours af-
ter last intraperitoneal injection, and the activity was obser-
ved by 4 hour-chromium-releasing assay. The effector cell
to target cell(Yac-1 cell)ratio is 50, 100 or 200 to 1. *p=0.015;
o REEn = 0.049.
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Fig. 4. Antibody-dependent cellular cytotoxic activities of sp-
lenocytes of C57BL/6 mice which were acutely or subchroni-
cally treated with methamphetamine. The splenocytes were
assessed and the activity was observed by 4 hour-chromium-
releasing assay. The effector cell to target cell(L1210 cells)
ratio is 25, 50 or 100 to 1. ***p=0.008, ***p=0.020.
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Fig. 5. The blastogenic response of splenocyte of C57BL/6
mice which were acutely or subchronically treated with me-
thamphetamine. The splenocytes (2X10°cells/well)were sti-
mulated with PHA or LPS for 72 hours, and pulsed with
tritiated-thymidine for 18 hours. The activity was counted,
and the stimulation index was assessed. *p=0.008, **p=
0.037.
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