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Preliminary resulis from this chronic rat study with AMS 21618 were reported to the EPA 8(e)HQ-01-14945
based on the findings of an increase in the incidence of adenocarcinomas in the uterus of animals dosed with
12500 ppm of AMS 21618. As the final report is now available, this report results are being submitted. Please
note: upon final evaluation of this study the preliminary finding of an increase in adenocarcinomas in the 12500
ppm dose group was not considered to be compound-related.

Summary: AMS 21618 was administered orally via the die* to Wistar rats (50 males and 50 females per
dcse) at dases of 0, 40, 100, 1000, and 5000 ppm for males and 0,100, 500, 2500, and 12500 ppm for
females for a period of 1 t¢ 753 days (108 weeks).

in addition, a group of 13 male and 10 female Wistar rats per dose group were treated likewise with AMS
21618 and sacrificed after a treatment period of about 1 year.

Averaged over the study period, the mean daily test compound intake was 2.1, 5.2, 53.0, and 271.9 mg/kg
for males and was 6.9, 352, 181.3, 1083.2 mg/kg for females.

Clinical examinations revealed a higher incidence of vaginal bleeding for females in the 12500 ppm dose
group as compared with the other groups. The functional observations and the determination of grip strength
showed no signs or symptoms indicating evidence of a neurotoxic potential in rats exposed to AMS 21618.

There was no evidence of a compound-related effec: on mortatity.

There were no compound-related ophthalmological findings.

There was a compound-related decrease in body weight for males in the 5000 ppm dose group and for
females in the 2500 and 12500 ppm dose groups.

There was a compound-related increase in the mean food intake for females in the 12500 ppm (13% per
animal, 29% relative to body weight).

There was a compound-related decrease in water intake for females in the 12500 ppm dose yroup (21%
per animal).

There was not compound-related hematological effects (including blood ciotting).

During the interim sacrifice, absolute and relative liver weights were increased for females in the 12500
ppm dose group. During the final sacrifice, relative liver weights were increased for males in the 5000 ppm
dose group and for females in the 12500 ppm dose group. Together with occasional differences of some
parameiers durnng ciinicai-chemisiry examinalions (.., significani decrease in aclivity of ALAT, significani
decrease in triglyceride concentration, and significant decrease in bilirubin concentration) this might indicate a
slight effect of AMS 21618 on liver metabolism when high-doses are administered over a long period of time.
However, histopathological investigations gave no evidence of compound-related affects on the liver.

There was a slight decrease in the urinary excretion of: 1) phosphate for males in the 5000 ppm dose
group and for females in the 2500 and 12500 ppm dose groups and 2) calcium for females in the 12500 ppm
dose group. There was an increase in urine pH for females in the 2500 and 12500 ppm dose groups.

There was as statistically significant decrease of calcium concentration in bone ash and fresh bone of
females in the 12500 ppm dose group, which were possibly compound-related.

During necropsy, cecal enlargement was seen in maies in the 5000 ppm dose group. However, it can not
be concluded that this is a compound-related effect.

Histopathological investigations revealed a statistically significant increase in the incidence of uterine
adenocarcinomas for females in the 12500 ppm dose group (20%). However, considering the incidence of
historical controi values for adenocarcinomas (0-24%), it can not be concluded that this is a compound-related
effect.

A slight increase in the incidence (12%;) of focal uterine glandular hyperplasia was observed in females in
12500 ppm dose group. As this incidence is only slightly above historical control data, this finding is probably
incidental.

There was a significant increase in the number of males and females in the high dose group (5000 ppm or
12500 ppm, respectively) with an increased number of mast cells in the mesenteric lymph node.

There were no other compound-related gross or histopathological findings in other organs and tissues for
either sex.

Isy conclusion, the chronic administration of AMS 21618 to male and female rats was tolerated without
adverse effects up to and including 1000 ppm (equal to 53.0 mg/kg) for males and up to and including 500
ppm (equal to 35.2 mg/kg) for females.
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