








All animals showing signs of pain or distress were attended by specially-qualified veterinary
staff; and any animals with severe or chronic signs of pain or distress were provided
appropriate veterinary medical care. Heart failure is a necessary requirement for this model
in order to test compounds for efficacy prior to human clinical studies. The experimental
compounds tested are designed to alleviate or reduce the heart failure induced in this
model. Prior to the conduct of these studies, the IACUC determined that no alternatives
were available and that the minimum numbers of animals of the appropriate species were
used, consistent with obtaining valid results. The IACUC approved the withholding of
treatment to insure that unexpected interactions of the treatment with the test compound or
the masking of clinical signs required for safety assessment did not occur. Either would
interfere with the interpretation of results and possibly invalidate the study. Invalid studies
would need to be repeated, requiring the use of additional animals.

Thirty-two (32) dogs were used in tests to evaluate the efficacy of antiarrythmic compounds
in an aseptic pericarditis model of atrial fibrillation wherein arrhythmia is produced. All
animals showing signs of pain or distress were attended by specially-qualified veterinary
staff; and any animals with severe or chronic signs of pain or distress were provided
appropriate veterinary medical care. Test compounds are evaluated for their ability to
eliminate or attenuate the atrial fibrillation that is induced in this model. Prior to the conduct
of these studies, the |IACUC determined that no alternatives were available and that the
minimum numbers of animals of the appropriate species were used, consistent with
obtaining valid results. The IACUC approved the withholding of treatment to insure that
unexpected interactions of the treatment with the test compound or the masking of clinical
signs required for safety assessment did not occur. Either would interfere with the
interpretation of results and possibly invalidate the study. Invalid studies would need to be
repeated, requiring the use of additional animals.

Thirty-nine dogs (39) were used in tests to evaluate the efficacy of antiarrythmic compounds
in a pacing-induced model of atrial fibrillation wherein arrhythmia is produced. All animals
showing signs of pain or distress were attended by specially-qualified veterinary staff; and
any animals with severe or chronic signs of pain or distress were provided appropriate
veterinary medical care. Test compounds are evaluated for their ability to eliminate or
attenuate the atrial fibrillation that is induced in this model. Prior to the conduct of these
studies, the IACUC determined that no alternatives were available and that the minimum
numbers of animals of the appropriate species were used, consistent with obtaining valid
results. The IACUC approved the withholding of treatment to insure that unexpected
interactions of the treatment with the test compound or the masking of clinical signs required
for safety assessment did not occur. Either would interfere with the interpretation of results
and possibly invalidate the study. Invalid studies would need to be repeated, requiring the
use of additional animals.
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