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Twenty dogs assigned to Column E of this report were used in non-clinical laboratory
studies to evaluate the safety of test compounds in accordance to Food and Drug
Administration requirements under Good Laboratory Practice regulations 21 CFR 58.
These animals were orally dosed with test articles and experienced clinical signs of
diarrhea, emesis and dilated pupils. All clinical signs resolved within 24 hours of dosing.
The dogs were not given other drugs such as analgesics or sedatives that might cause
reversal of histological toxic effects of the test article or induce their own inherent
toxicities or drug-drug interactions.
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200 guinea pigs assigned to Column E of this report were used in non-clinical laboratory
studies to screen product lots for potential to elicit delayed hypersensitivity reaction to
specific trace component. The animals were sensitized to the specific component through
administration of that agent in conjunction with complete and incomplete Freund’s
adjuvant, followed by a subsequent challenge dose of the product ten days later. The
delayed hypersensitivity reaction was expressed as a degree of foot swelling in the guinea
pigs. The volume of swelling was measured at the ten day time point. No analgesics were
administered during the ten day time period because those agents had the potential to
minimize the swelling which was the end point that was to be measured and therefore
could interfere with the accurate interpretation of the properties of the product lots being
screened.
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Three monkeys assigned to Column E of this report were used in non-clinical laboratory
studies to evaluate the safety of test articles in accordance to the Food and Drug
Administration requirements under Good Laboratory Practice regulations, 21 CFR 58. The
animals were used on studies to determine potential target organs of toxicity and no effect
levels of test articles that were administered by oral gavage. Following multiple dosing, the
animals developed clinical signs of nose bleed, decreased motor activity and skin rash. The
animals were not given other drugs such as tranquilizers or analgesics that might cause
reversal of the histological toxic effects of the test article or induce their own inherent
toxicities or drug-drug interactions.

Thirty-one macaque monkeys assigned to Column E of this report were used in non-clinical
laboratory studies to evaluate the safety of test articles in accordance to the Food and Drug
Administration requirements under Good Laboratory Practice regulations, 21 CFR 58. The
animals were used on studies to determine potential target organs of toxicity and no effect
levels of test articles that were administered by oral gavage. Following multiple dosing, the
animals developed clinical signs of diarrhea, emesis and weight loss. The animals were not
given other drugs such as tranquilizers or analgesics that might cause reversal of the
histological toxic effects of the test article or induce their own inherent toxicities or drug-
drug interactions.



