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These criteria have been established by the Institutional Animal Care and Use
Committee, which recognizes that euthanasia is sometimes necessary prior to the

scheduled end of a study, either because of unanticipated complications, or because of
the protocol itself.
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These criteria apply to all animals on experimental protocols, whether manipulated or

not. Fulfillment of one criterion can constitute grounds for euthanasia. Exceptions are

permitted only if approved by the Committee as part of the protocol review process

(i.e. the clinical signs listed below are expected as part of the experiment and

appropriate measures are taken to minimize pain or discomfort in the animals).
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Weight loss of 20-25% (depending on attitude, weight recorded at time of arrival,

and age: growing animals may not lose weight, but may not gain normally) or if
not measured, characterized by cachexia and wasting syndrome.

2. # % 345 Inappetance:
AE S G F 2@ L G E24 ) PN G857 & (K E F £250%) #3
A
SEp R rE A GEEEA A G (MR ¥ £250%) E7x pF o
Complete anorexia for 24 hours in small rodents, up to 5 days in large animals;
partial anorexia (less than 50% of caloric requirement) for 3 days in small rodents,



7 days in large animals.
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Inability or extreme reluctance to stand, that persists for 24 hours, assuming that
the animal has recovered from anesthesia.
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Depression coupled with body temperature below 37°C,
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Infection involving any organ system (either overt, or indicated by increased body
temperature or WBC parameters), which fails to respond to antibiotic therapy
within an appropriate period of time and is accompanied by systemic signs of
illness.

NIRRT REHA P A DRARERE ISR A MRS §k§5 EF 2| 45 3R
63 EPF o 4o
Signs of severe organ system dysfunction and non-responsive to treatment,

or with a poor prognosis as determined by an veterinarian:
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Respiratory system: dyspnea, cyanosis.
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Cardiovascular system: blood loss or anemia.
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Gastrointestinal system: severe vomiting or diarrhea, obstruction,
intussuception; peritonitis, evisceration(immediate euthanasia required).
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Urogenital system: renal failure characterized by elevated BUN, creatinine or
uroperitoneum.
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Nervous system: CNS depression, seizures, paralysis of one or more
extremities; pain unresponsive to analgesic therapy.
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Musculoskeletal system: muscle damage or fracture resulting in inability to
use the limb, unless anticipated as part of the study.
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Integumentary system: Non-healing wounds, repeated self-trauma, second or
third degree heating pad burns.
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Tumors may occur spontaneously, or be experimentally induced through
transplantation or administration of carcinogens. Animals in which tumors are
growing should be checked at least two times weekly, at intervals no greater than
four days apart. The clinical signs listed below are expected as part of the

experiment and appropriate measures are taken to minimize pain or discomfort in
the animals.
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A tumor burden greater than 10% body weight, and in an adult mouse, a mean

tumor diameter exceeding 20 mm or in an adult rat, a mean tumor diameter
exceeding 40 mm.
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Superficial tumors : Tumors that ulcerate, become necrotic or infected.
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Ascitic tumors - abdominal distension, dyspnea.
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Intracranial tumors - neurological signs.



w4 & %5 2 2 Method of euthanasia of animals at the end of study
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Age of mice |CO, exposure Time Remark
0-6 days 60 mins ~ TR LU L B
7-13 days 20 mins ~ TR LU L

14-20 days 10 mins
=21 days 5 mins
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