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Cantinustion of 2.1

Preliminary results from wis subchronic dog study were repoitad (3(e)HQ-53-14611) based on the damage to

the kidney. The final report is now availabie, thus the reporting.

Summary:

Technical grade AMS 21618 was administered in the diet to Beagle dr . 5 (¢ animais par sex and teatment levei) at
nominal concentrations of 0, 100, 8§30 and 2,500 (reduced from 3,C1J pom after 8 days) of technical grade AMS 21618
mixed in the feed on the basis of the active ingredient. The purposu of this study was to characterize the general
toxicity, resulting from a 90-day duration, continuous per os exposure of the Beegle dog to techn.cal grade AMS 21618.
In addition to the routine guideline requirements, this study investigated potentia! cardiac and neurologic e*fects.
Computerized electrocardiography (ECG) and blood pressure (BF: measurement: vere cerformed. Also, neuroiogicz!
examinations performed that included peripheral and cranial refle>. -ests, task performance tests, gait and uehavioral
observations.

There was a compound-related decrease in food consumption and vady weight {(growih rate; in tt-e mid-and
high-dose females due to subchronic AMS 21618 administration. There were no clirical observations or ophthaitriologv
findings in this study considered to be compound-related. Likewisc, here were 1> compound-related changes found in
the ECG and BP parameters measured in this study. Neurologic examination, thoracic auscultazion and rectal body
temperatures were all within normal limits.

The following summarizes the clinical, gross and microscopic pathology compound-releted findings frem this
subchronic 90-day toxicology study with AMS 21618:
1. There were aiterations in the following clinical pathology parameters:
A. Decreased T3 va'ues at day 29 only, in the mid- and high-dose females and the high-dose mates.
B. Decreased serum calcium levels in the mid- and high-duse females and the high-dose males.
C. Decreased total protein and/or serum albumin levels iri tne mid- and high-dose malss & females.
D. Decreased serum cholestero! levels in the mid-dose m:ales ant high-close maies ard females.
E. Increased alkaline phosphatase levels in the mid- and high-dose mui2s and females.
Biologicaily relevar.t increase in liver induction enzymes inciuded: (O demethylase and/or
cytochrome P450) ir e mid- and high-dose males and feinales. There was a slight increase in LDP-
GT in the mid-and high-dose females. Increased ECOD in the mid- ana * ‘gh dose males ard ALD
and EH in the mid- and high dose maies. Increased ECCD, ALD anc GS-7 in the mid- and high dose
females, and increased EH and GLU-T in the mid- and high dcse in femza 3s. Only the mid- and higi-
dose enzymatic changes were accompanied with adverse micropatholegy changes.
G. Decreased serum creatinine levels in the low-dose males and in the mid- and hign-dose males
and females were not considered biologically relevant.
H. A slight anemia was noted in the high-dose females at the day 29 9l 2ding irteival, characterized
by a statistical decrease in the hemoglobin and hematocrit. Subseqgl '~ bleeding intervals did nat
reflect persistent anemia, suggesting that an adaptive response occur .
I. Decreased APTT in the high-dose males and females.

m

2. There were compound-related alterations in the tollowing terminal body v .xi~ht & 3r¢-n weight paraim.eters.
A. Decreased terminal body weights in selected mid- and high-dose fama,as.
B. Non-statistical increases in the ralative kidney weights of selected high-u-:se m.aias, ‘mhich corresponded to
morphologic alterati~ns.
C. Increases in the absolute and rziative liver weights of the mid- and :iigh gse 1nale and femaizs.

3. The following morphologic alteral: “ns were considered to be compound-resiaied:
A. There was a minimal! to mild hepatocytomegaly in the mid- and hish-io=e meles ana famales,
B. There was a minimal to mild degeneration of the proximali tubuies in the udneys 1 the mid- and
high-dose males. The female kidneys were unaffecied.

This subchronic feeding study with technical grade AMS 21618 demonstrated a NOAEL (nc-observed-adverse-effec:
level} in both sexes at 100 ppm. An intermediate level of toxicity was seen =t 800 ppm besed on iver an” kidnev
findings. The MTD (maximum-tclerated-dose) was approached at 2,50C ppm, within thz :mits of animal welts-s
concems, based on the hepatic, renal and adverse clinical pathology changes. The target ort.ans of toxicity appeared
to be the liver and kidney, with transient secondary effects on the thyroid and erythron
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