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INHIBITORY EFFECTS OF AN AROMATIC RETINOIC ACID
ANALOG, ADMINISTERED ALONE OR IN COMBINATION
WITH MITOMYCIN C, ON THE IN VITRO GROWTH
OF RAT BLADDER CARCINOMA CELLS

Jun Fujita and Osamu YosHIDA
From the Department of Urology, Faculty of Medicine, Kyoto Universily
(Director : Prof. O. Yoshida)

The effects of an aromatic retinoic acid analog (Ro 10-9359), its metabolite (Ro 10-1670) and
mitomycin C (MMC) on the in vitro growth of rat bladder carcinoma cells, BC50-TC were examined.
The growth of the cells treated with 10-¢ M of either of the retinoids for 1 hour was not inhibited. The
growth of the cells was inhibited by 379% and 93%,, respectively, by the 3-day treatment with Ro 10-9359
and Ro 10-1670, at the concentration of 5x 10-5 M. The retinoids given in combination with MMC
produced additive effects. Slight synergism was suggested at high concentrations of the retinoid.

The fact that the retinoids exhibited anti-tumor activity in vitro might preclude indirect effects
from being the only factor in the inhibition of the tumor growth in vive, but the fact that antagonism

with MMC did not occur in vitro whereas it did in vivo suggests that the indirect effects of the retinoid

might be more important in mediating the anti-tumor effects. Regardless of the mechanism of action,

care should be taken when prescribing retinoids with MMC or other cytotoxic agents.
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Fig. 1. Protocol for in vivo experiment
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Fig. 2. Effect of Ro 10-9359 or MMC or both on volumes of the tumor'®,

Relative tumor volume was calculated for each tumor from the
equation: Vx/Vis where Vx and Vs are the volumes of the tumor
on the specified day and on day 16, respectively. Points represent
the average of these values within each group. Group numbers are

as in Fig. 1.
group 1.

*p<0.025 and **p<0.0l significantly different from
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Fig. 3. Dose-response survival curves obtained by treatment of BC50-TC cells
with increasing concentrations of drugs for 1 hour (@--@) or 3 days
(@—@). Exposure to Ro 10-9359 (A), Ro 10-1670 (B) and MMC (C).
Points represent the average of at least two experiments with each test

triplicated.
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Fig. 4. Survival of BC30-TC cells incubated
with both Ro 10-9359 and MMC for
3 days. Points represent the average
of two experiments with each test
triplicated.
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