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3. Reporting Facility

Bridge Laboratories

REPORT OF ANIMALS USED BY OR UNDER CONTROL OF RESEARCH FACILITY

Column E Explanation

I MONKEYS

Species: Monkey

Study: 1715-09374

Animal Number: 18000, 18001

Justification:

This study was conducted in compliance with US Food and Drug Administration (FDA) Good Laboratory
Practice (GLP) Regulations for Non-clinical Laboratory Studies (21CFR Part 58). Non-human primates
(NHP) are selected because it is a standard non-rodent species for use in toxicology studies and a test
system previously used on testing of this compound, and also because of its acceptance as possible
predictor of toxic changes in man. Due to the design and scope of the study, suitable alternatives could not
be identified.

Summary:
The purpose of this study is to determine the potential toxicity and toxicokinetics of a test article when

administered intravenously (3-hour infusion) for 28 days to male and female Cynomolgus monkeys
followed by a 28-day recovery period. The following statement was included in this protocol: “In the event
of severe toxicity in which decisions are to be made regarding treatment or euthanasia of a study animal,
the [Bridge] Veterinarian and Study Director will preserve the right for subsequent action.” The inclusion
of this statement allows intervention aimed to alleviate pain or distress.

The animals demonstrated clinical observations and were provided nutritional support by the Veterinarian.
However, on SD 15 and SD 16 the animals were found dead.

1. CANINES

Species: Canine

Study: 1773-08553

Animal Number: 17202

Justification:

This study was conducted in compliance with US Food and Drug Administration (FDA) Good Laboratory
Practice (GLP) Regulations for Non-clinical Laboratory Studies (21CFR Part 58). The dog is selected
because it is a standard species for use in toxicology studies and because of its acceptance as a possible
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predictor of toxic changes in man. Dogs are also being used as the non-rodent species per current FDA and
ICH guidelines. Due to the design and scope of the study, suitable alternatives could not be identified.

Summary:
The purpose of the study is to determine the potential toxicity and toxicokinetics beagle dogs, when

administered by oral gavage for at least 60 days. The following statement was included in this protocol:
“In the event of severe toxicity in which decisions are to be made regarding treatment or euthanasia of a
study animal, the [Bridge] Veterinarian and Study Director will preserve the right for subsequent action.”
The inclusion of this statement allows intervention aimed to alleviate pain or distress.

The animal demonstrated clinical observations and was evaluated by the Veterinarian. The animal was
subsequently found dead.

I1I. RABBITS

Species: Rabbit

Study: 1765-08138

Animal Number: 1325, 1326, 1327, 1328, 1334, 1345, 1346

Justification:

The rabbit was selected because it is one of the standard species for use in reproductive toxicology studies.
Rabbits are also being used as the non-rodent species per current FDA and ICH guidelines. Because this
study in conducted in accordance with these regulatory guidelines, alternatives could not be considered.

Summary:
The purpose of this study is designed to provide data on the potential maternal and/or developmental

toxicity and toxicokinetic profile of test article in the pregnant rabbit when administered subcutaneously
during the embryo-fetal development period. The following statement was included in this protocol: “In the
event of severe toxicity in which decisions are to be made regarding treatment or euthanasia of a study
animal, the [Bridge] Veterinarian and Study Director will preserve the right for subsequent action.” The
inclusion of this statement allows intervention aimed to alleviate pain or distress.

Daily administration of the test article resulted in test article-related clinical, cageside, and/or postdose
observations, which prompted evaluation by the veterinarian. These observations persisted even after the
dose level was lowered. Due to study design therapeutic interventions could not be administered at that
time. The animals were found dead.

Species: Rabbit

Study: 1755-07854

Animal Number: 1081, 1082, 1083, 1084,1085 and 1061

Justification:

The rabbit was selected because it is one of the standard species for use in reproductive toxicology studies.
Rabbits are also being used as the non-rodent species per current FDA and ICH guidelines. Because this
study in conducted in accordance with these regulatory guidelines, alternatives could not be considered.
The following statement was included in this protocol: “In the event of severe toxicity in which decisions
are to be made regarding treatment or euthanasia of a study animal, the [Bridge] Veterinarian and Study
Director will preserve the right for subsequent action.” The inclusion of this statement allows intervention
aimed to alleviate pain or distress.

Summary:

The purpose of this study was to provide preliminary data on the potential maternal and/or developmental
toxicity and toxicokinetic profile in the pregnant rabbit when administered orally via gavage to the pregnant
rabbits during the embryo-fetal development period. Results of this study will be used to establish doses
for the definitive embryo-fetal development toxicity study.

Some animals were noted to have clinical observations and the above animals were found dead.
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