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Effect of Interleukin-2 on Antitumor Response Against
Subcutaneous Meth-A Tumor in Mice

Oh-deog Kwon'
College of Veterinary Medicine, Chonbuk National University, Chonju, 561-756, Korea

Abstract : Recombinant interlenkin-2 (IL-2) is a potent inductive stimulus for nitric oxide synthesis
(NO-) and has been demonstrated as an antineoplastic agent in mice and human. But it is not yet clear
whether NO- can contribute to IL-2-induced therapeutic responses. Therefore, the current experiment
was undertaken to clarify the effect of IL-2 on antitumor response against subcutaneous Meth-A
tumor in mice. At the beginning of each experiment, normal BALB/c mice were injected subcuta-
neously with 5x10° Meth-A tumor cells. Some mice were implanted with osmotic minipumps con-
taining 225 pl of 3.38 M N®-monomethyl-L-arginine (MLA; an NOS inhibitor). Beginning on day
7, experimental groups were treated with a 5-day course of IL-2 (50,000 IU, 75,000 IU, 100,000 IU,
50,000 TU+MLA, 75,000 TU+MLA, 100,000 TU+MLA intraperitoneal injection every 12 hours for
5 days). The result of this experiment revealed that Meth-A tumor grew progressively in control mice.
Intraperitoneal T1.-2 treatment decreased tumor growth and prolonged survival, compared with con-
trol mice. But no significant differences among 50,000 IU, 75,000 IU and 100,000 IU of I.-2 treat-
ment were observed. MLA administration prevented partially the decrease tumor growth and prolong
survival of IL-2 treated mice compared with mice receiving IL-2 alone.
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Fig 1. Evaluation of therapeutic effects of IL-2 on subcu-
taneous Meth-A tumor. Seven experimental groups
(untreated control, 100,000 IU IL-2 therapy only, 75,000
IU 1L-2 therapy only, 50,000 IU IL-2 therapy only,
100,000 IU IL-2/MLA therapy, 75,000 ItJ IL-2/MLA ther-
apy and 50,000 TU TL-2/MLA therapy groups) of five
BALB/c mice were established in mouse cages. All mice
were injected with 5x10° Meth-A tumor cells subcutane-
ously on day-7 (filled arrow). Groups of mice assigned to
receive MLA were implanted subcutaneously on day-1
with Alzet continuous-infusion pump (model 2001, Alza
Corp.) containing 225 pl of 3.38 M MLA (open arrow).
Non-MLA-treated mice underwent anesthesia and sham
pump implantation. [1.-2 therapy was begun in the appro-
priate groups on day 0. The results are expressed mean
change in tumor size (%)SD.
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Fig 2. Survival time of the mice was evaluated to establish
therapeutic activity of IL-2 against subcutaneous Meth-A
tumor. Seven experimental groups (untreated control,
100.000 TU IL-2 therapy only, 73,000 IU IL-2 therapy
only. 50,000 IU 1L-2 therapy only, 100,000 TU TL-2/MLA
therapy, 75,000 TU TL-2/MLA therapy and 50,000 IU IL-2/
MLA therapy groups) of five BALB/c mice were estab-
lished in mouse cages. All mice were injected with 5x10°
Meth-A tumor cells subcutaneously on day-7 (filled
arrow). Groups of mice assigned to receive MLA were
implanted subcutaneously on day-1 with Alzet continuous-
infusion pump (model 2001, Alza Corp.) containing 223 1l
of 3.38M MLA (open arrow). Non-MLA-treated mice
underwent anesthesia and sham pump implantation. IL-2
therapy was begun in the appropriate groups on day 0.
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