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BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT
ANDA: 76-018 APPLICANT: Bedford Laboratories™
DRUG PRODUCT: Amiodarone HCI Injection 50 mg/mL, 3'mL vials

The Division of Bioequivalence has completed its review and has no further questions
at this time.

Please note that the bioequivalency comments provided in this communication are
preliminary. These comments are subject to revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised that
these reviews may result in the need for additional bioequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is not
approvable. ’

Sincerely yours,

7

S/

Dale P. Conr{er, Pharm. D.
Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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Amiodarone Hydrochloride Injection
~ 50 mg/mL , 3 mL vials

ANDA #76-018

Reviewer: Sikta Pradhan

Bedford Laboratories™
Bedford,Ohio
Submitted:

October 27, 2000

REVIEW OF A WAIVER REQUEST

The sponsor has submitted a request for waiver of in vivo bioequivalence study
requirements for its test product Amiodarone 50 mg/mL in 3 mL vials for injection.

Table 1. Compa'rative formulations for the TEST and REFERENCE products

TEST REFERENCE
Ingredient Cordarone®
Amiodarone HC] 50 mg/mL 50 mg/mL
Polysorbate 80 100 mg/mL 100 mg/mL
Benzyl alcohol 20.2 mg/mL 20.2 mg/mL
Water for Injection QSto]l mL QStol mL
Comments:

1. The formulations for the test produtt, amiodarone HCl Injection and
Cordarone® manufactured by Wyeth Ayerst are identical. The compositions of

the test and reference products are given in Table 1.

In order to qualify for waiver of in vive bioequivalence study requirements under

21 CFR 320.22(b)(1), the following conditions must be satisfied:

administration by injection.

The drug product is a parenteral solution intended solely for



The test product's proposed labeling (Dosage and Administration section)
states that "The direct intravenous route of administration is preferred.
Intramuscular administration is not recommended”.

° Contains the same active and inactive ingredients in the same
concentration as a drug product that is the subject of an approved full
NDA

For both test and reference products, the active ingredient is amiodarone HCI 50
mg/mL. The test product contains the same inactive ingredients in the same

concentrations as the reference formulation does.

Recommendation:

The Division of Bioequivalence agrees that the information submitted by Bedford
Laboratories™ demonstrates that Amiodarone HCI 50 mg/mL, 3mL vials for injection
fall under 21 CFR Section 320.22(b)(1) of the Bioavailability/Bioequivalence
Regulations. The waiver of in vivo bioequivalence study requirements for the
Amiodarone HCI 50 mg/mL, 3mL vials for injection of the test product is granted.
From the Bioequivalence point of view, the Division of Bioequivalence deems the test
injectable formulation to be bioequivalent to Cordarone® 50 mg/mL manufactured by
Wyeth Ayerst.

o [Sl 1/23/6/
-Sikta Pradhan

Review Branch I
Division of Bioequivalence
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Concur: . /SV/ X Date //7—\3//0,[
Dale P. Conner, Pharm.D. 7 !
Director, Division of Bioequivalence

cc:  ANDA 76-018 (original, duplicate), HFD-650(Director), HFD-652 (Huang,
Pradhan), Drug File, Division File.



