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~ Dr. Mixcaew. The application for approval for marketing of
Vibramycin (called a form 5 application for antibiotics) was sub-
mitted by Chas. Pfizer & Co. on June 22, 1966.. R

It was reviewed by the Office of New Drugs and by. the Division of
Antibiotics and Insulin Certification. ‘ PP

- The original submission was inadequate and additional data were
required. gn October 13,.1966, we received further analytical data and
on: th&) next. day, October 14, additional clinical reports were sub-
mitted. . : o . N

‘By January 11, 1967, the preclinical studies in pharmacology had
been reviewed. Our conclusions were that liver toxicity was shown in
the dog, gastrointestinal toxicity was exhibited in the dog and the
monkey, and thyroid changes were found in the monkey, the rat, and
the dog. Nonetheless, the pharmacologist felt that the animal data did
not preclude approval, so long as the package insert described the
toxicity noted to alert the physician to the possibility of comparable
effects in man in clinical use. A final review in May of a longer rat
study confirmed these conclusions. =~ » e

- Senator NerLson. Confirmed what conclusions? . =~ . .. .

- Dr. Mincuew. The conclusions of the animal toxicity that had been

seen on the shorter term studies. . o RTINS TR LS
By February 15, 1967, the chemical controls review had been com-

pleted. Manufacturing controls were considered adequate. . ;

- The medical review was concluded the same day. The evaluation
was that the drug was another tetracycline similar in safety and ef-
fectiveness to the previously approved tetracyclines. Its distinguish-
ing characteristics were more rapid absorption and a longer half life,
permitting the drug to be given once or twice a day (rather than the
usual four times), in smaller doses, to achieve similar clinical results as
those seen in higher and more frequent doses of the older tetracyclines.

Mr. Gorpon. Doctor, you talk about toxicity studies in animals. Do




