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SUMMARY BASIS OF APPROVAL

I. Background

Promethazine is one of the many widely used phenothiazines for which only
limited pharmacokinetic data is available. The instability of
promethazine and its low plasma concentrations after therapeutic doses
have impaired the development of analytical methods for assaying the drug
in serum or plasma. Recently,

developed an analyticali procedure for
promethazine in serum in less than 5 ng/ml concentrations.

Alcon Laboratories conducted a single-dose pilot bioavailability study of
a promethazine oral solution to determine that the method was
practical for bioequivalence studies. Then, the firm conducted a
comparative bioavailability study of promethazine following oral and
rectal administration of promethazine dosage forms. They submitted
(September 5, 1980) the results of the later study to support their new
drug application (ANDA 84-902) for promethazine suppositories, 50 mg.

1I. Summary of Pivotal Study

The single-dose three-way crossover study compared promethazine rectal
suppositories, 50 mg manufactured by Alcon and Wyeth with an equivalent
..oral dose of Phenergan Syrup Fortis (Wyeth) in 20 healthy male subjects.

. The Table below shows the rate and extent of promethazine absorption in
terms of mean pharmacokinetic parameters derived from individual serum
concentration-time profiles of 14 subjects who retained both suppository
preparations for sufficient time to assure absorption. The mean AUC and
Cmax Vvalues were about 100% higher for Alcon's promethazine
suppositories than Wyeth's brand. Yet the mean Cy,, value for Alcon's
suppositories was 9% more than Cpgy for the solution. Comparison of

the uniformity of individual AUC values following Alcon suppositories and
Phenergan Syrup Fortis revealed that although the mean AUC values
indicate that the Alcon suppositories were 30% more bioavailable, the
difference was not statistically significant.
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Table

Summary of Promethazine HCl
Bioavailability Study

Product
Wyeth . Alcon . Wyeth
Phenergang Promethazine Phenergan
Suppository, 50 mg Suppository, 50 mg Syrup Fortis
Lot #1782592 Lot #ZE-1424 Lot #1782593
Cmaxs Na/ml 15.1 27.8 5 25.4
Tmax, min. 430 267 213
AUC (0-1440 min) 11403 19040 14620

I11. Overall Conclusion

The single dose study demonstrated that the Alcon promethazine
suppository is significantly more bioavailable than Wyeth's Phenergan
brand suppositories, but is bioeqguivalent to an eguivalent oral dose of
Phenergan Syrup Fortis.
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Zcomethazine Suppositories ~ Alcon Laboratories
rauna_aéziﬁéiiiﬁgﬁﬁ:> AF #27-736
ANDA 84-901 25 mg . Meeting Date:
February 3, 1976

MEMORANDUM OF A MEETING

BETWEEN: Richard A. Hamer
Alcon Laboratories
David J. Buddrus, M.D.
Alcon Laboratories

and

Bernard E. Cabana, Ph.D.
Acting Director, Division
of Biopharamceutics
Jerome P. Skelly, Ph.D. (part-time)
Chief, Pharmacokinetics and
Biopharmaceutics. Branch
Harold R. Murdock, Ph.D.
Pharmacologist, DB
Gene Knapp (part-time)
Associate Director
Drug Monographs
Dr. Barzilai, Medical Officer
Division of Generic Drug Monographs

The purpose of the meeting was to discuss the biocavailability requirement
for the above products.

The company stated that they had done dissolution of their product compar-
ing it with Wyeth's Phenergan. The dissolutiom was done in diexane,
because they could not do the test in water as the Wyeth preduct was in a
wax base. At a previous meeting with Mr. Hamer he was told that the
dissolution was not satisfactory and they should do a bicavailability study.
He replied that there was me assay methodology sensitive emeugh for doing

a blood level study. They were asked to document what they had done to
develop an assay. To this we ?et no reply but agreed to the present
meeting with other representatives of the company.

The same arguments were raised again at the meeting. The company asked
for approval to market the product with the commitment that the bioavail-
ability study would be done as soon as methodology became available. It
was pointed out that the pharmacokinetic profile of the product was not
known and it would be impossible to write a satisfactory label.
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It finally came out that the company had done dissolution studies on other
drugs, namely acetaminophen, in a polyethylene glycol base suppository.

They were able to show differences in dissolution with different formulations
which they claim correlates with bioavailability and they said this should
carryover to the promethazine suppositories. They were asked to submit the
data in writing to Dr. Cabana who will obtain a decision on whether the
dissolution on the other products will apply to this one. The issue of

drug metabolism with promethazine was discussed because of the potential

of a first pass metabolism.

The company also said that other companies had received approval for oral
promethazine products without a bioavaflability study. It was pointed

out to them that on March 9, 1972 the Bioavailability Committee had made
the decision that deferral of bioavailability requirements of promethazine
would not apply to special dosage forms such as suppositories.

Dr. Stavchansky said that they could not use Dr. Smolen's pupilometric
response because the response became saturated at very low dosages. He
was told that Dr. Smolen measured other responses that might be better
suited to this drug and they sheuld explore them. The company did not
reply to this. In thinking this over, it seems rather imporbable that

- the pupilometric response would be so quickly saturated when the response
does not become saturated by chlorpromazine until the 100 mg dose is
reached. The company should be asked to submit their data.

They were advised that in our opinion bioavailability data would be

needed to support labeling. They were further advised that the Agency

was in the process of documenting bicavailability problems with suppository
drug products and that serious considerations was “in%,gjven-to requir-
ing full NDA as stated in June 20, 1975 FEDERAL:.REGISTER Statement.

They were told that their product.couIdlbe1ag?pqﬁﬁﬂfﬁﬁﬂér,the DESI.
requirement (ANDA) if they met the bioavailabiTity requirement. Such
bioavailability studies could employ a radiotracer to demonstrate bio-
availability. The issue of use of animal models was also discussed.

sl
Harold R. Murdock, Ph.D.

cc: ANKLs-erfd), dupl., trip., hfd-530 (2), hfd-520, nfd-522 (6),
af file, prigiegical file

HRMURDOCK/1j 2/5/76
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Attention: Dr., Harold Murdock

Please review the bioavailabilityfstuiy‘on»the above drug.
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