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The acute, subacute and chronic toxicities of ampiroxicam, a newly developed nonsteroidal
anti-inflammatory agent and a pro-drug of piroxicam, were evaluated in Sprague-Dawley rats.

The acute oral LDs, values of ampiroxicam were 1798 mg/kg in male rats and 747 mg/kg in
female rats.

In the subacute toxicity study, male and female rats were treated orally with ampiroxicam
(14,7,35 and 14mg/kg) for 3months. Vehicle group was used as a control. No deaths
occurred at any dose level. Growth inhibition was noted in both sexes at 14 mg/kg. Slight
decreases of hemoglobin, hematocrit and RBC were observed in both sexes at 14, 7 and 3.5 mg/
kg. Slight decreases of total protein, albumin and globulin were seen in males at 14 mg/kg and
in females at 14 and 7 mg/kg. Granulomatous whitish nodules in the wall of the small intestine
were noted in females at 14 and 7 mg/kg. There were erosions in the glandular stomach in both
sexes at 14 and 7mg/kg and in males at 3.5mg/kg. Extramedullary hematopoiesis in the
spleen, granulocytic and/or erythrocytic hyperplasia in the bone marrow, and mesenteric
lymphadenitis were found in females at 14 and 7mg/kg. Most changes are considered to be
complications related to the ulcerative lesions of the gastrointestinal tract. The no-effect dose
level is estimated to be 1.4 mg/kg/day. In a 8-week recovery study, most parameters examined
were found to be comparable with those of controls. )

In the chronic toxicity study, male and female rats were treated orally with ampiroxicam
(35,14 and 0.7 mg/kg) for one year. Vehicle group was used as a control. No drug-related
deaths occurred at any dose level. A slight growth inhibition was observed in females at 3.5 mg/
kg. Hematological, blood chemical and histopathological changes similar to the results in the
subacute toxicity study were noted in females at 3.5 mg/kg. In addition, renal papillary necrosis
was found in females at 3.5 mg/kg. The no-effect dose level is considered to be 1.4 mg/kg/day.
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