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Preliminary results from a subchronic study in CD-1 mice with ALM 1461 have revealed: 1. A significant
decrease in erythrocyte count, hemoglobin concentration, and hematocrit. 2. Hepatocellular necrosis and
pericholoagniolar monuclear infiltrates. 3 Bronchio-alveolar adenoma (one maie). 4. Focal bronchio-
alveolar hyperplasia in one male (different male from the one with the adenoma) and one female. As
these findings are considered to be of serious toxicological concern, the preliminary findings are being
reported.
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Abstract

ALM 1461 was administered via the diet to CD-1 mice (10 males and 10 females per dose), at doses of 0,
280, 1400, and 7000 ppm over a period of 14 weeks. This resulted in a test compound intake of 57.4,
292.2, and 1403.6 mg/kg body weight/day for males and 114.1, 482.6, and 2497.2 mg/kg body weight/day
for females.

Treatment with ALM 1461 did not induce any effects on general condition, behavior, mortality, body weight
development, and food consumptiond. Water intake was slightly increased in females at 7000 ppm.

Erythrocyte count, hemoglobin concentration, and hematocrit were significantly decreased in both sexes at
7000 ppm. Leukocyte count and differential blood count were unaffected.

Effects on liver function at 280 ppm (females) and morphology at 1400 ppm and above (both sexes) are
derived from an increased incidence of centrilobular hepatocellular hypertrophy (both sexes 1400 and
7000 ppm), cytoplasmic change (males 1400 ppm, both sexes 7000 ppm), GSTP-positive centrilobular
hepatocytes (females 280 ppm, both sexes 1400 ppm and above), hepatocellular necroses (males 7000
ppm), and pericholangiolar mononuclear infiltrates (females 1400 ppm, both sexes 7000 ppm). Livers
were enlarged (both sexes 7000 ppm) and mean activities of ALAT and ASAT (1400 ppm males, 7000
ppm both sexes), APh (7000 ppm both sexes), and plasma cholesterol concentrations (1400 and 7000
ppm both sexes) were increased. In liver tissue, activities of ECOD (1400 ppm males, 7000 both sexes),
EROD (7000 ppm both sexes), GS-T (280 ppm females, 1400 and 7000 ppm both sexes), EH (1400 and
7000 ppm, females), and GLU-T (7000 ppm females) were increased, while ALD was marginally but
significantly reduced (1400 and 7000 ppm males). In the lungs, a bronchio-alveolar adenoma (one male)
and focal brochio-alveolar hyperplasia (another male, one female) were seen at 7000 ppm. Gross and
histopathological investigations into other organs and tissues gave no indication of test-compound-related
functional or morphological changes in either sex.

Under the conditions described, the administration of ALM 1461 to mice was tolerated without adverse
effects at 280 ppm by male and female CD-1 mice.
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