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Oxycodone HCL/Acetaminophen Capsule Endo Pharmaceuticals

ANDA # 40-303: 5/500 mg USP Garden City, NY
Reviewer: Hoainhon Nguyen Submission Date:
WP # 40303dw.398 March 12, 1998

Review Q{: Djssglutign Data gnd Waiver Reggest

The firm has submitted comparative dissolution data for the test and reference proclucts

in support of a request for waiver of 1n-vivo l)ioequivalence requirements for tl’xe test

product in accordance with 21CFR 320.22(b).
Dissolution Results:
See the results at the end of the review.

Cgmmen’cs:

1. The dissolution data for the test and reference products are acceptable.

2. Oxycodone HCL /Acetaminophen capsule USP, 5/500 mg, is classified as an AA

product in the agency's Approved Drug Products with Tl’lerapeutic Eguivalence
Evaluations Book.

mme ions:

1. The dissolution testing conducted by Endo Pharmaceuticals on its Oxycodone
HCL/Acetaminophen Capsule USP, 5/500 mg, lot # LLK483, is acceptal)le.

The dissolution testing should be incorporated into the firm's manufacturing controls

and sta})ility program. The dissolution testing should be conducted in 900 ml of 0.1
N HCl at 37°C using USP XXIII apparatus I (padcue) at 50 rpm. The test procluct
should meet the fouowing specification:

Not less than % of the labeled amounts of Acetaminophen and Qxycoclone HCL

in the dosage form are dissolved in 45 minutes.



2. The Division of Bioequivalence agrees that the information submitted by Endo
demontrates that its proposed Oxycodone HCL/Acetaminophen Capsule, 5/500 mg,
falls under21 CFR 320.22 1] of the Bioavailability/ Bioequivalence Regulations. The

waiver of an in vivo ]:)ioequiva nce study for the test product is granted.

Hoa'nin.holn Nguyen CCB
Division of Bioequivalence

Review Branch I
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USP Dissolution Testing Procedure and Specifications
Drug (Generic Name):Qxycodone HCL/Acetaminophen Capsule Firm: Endo Pharmaceuticals
Dose Strength: 5/500 mg ANDA # 40-303
Submission Date: March 12, 1998

Table - In-Vi issoluti i

gjggditigns [Ql’ Di§§QlutiQn Testing: )
USP XXIII Basket __ Paddle _X_ RPM 50 _ No. Units Tested: 12

Medium: Q.1 N HCI Volume: 900 ml
Reference Drug: (Manuf.) Tylox; Johnson RW
Assay Met}xodology:

Specifications: NLT % dissolved in 45 minutes
Results of In-Vitro Dissolution Testing:

Test Product- Reference Product
Lot # LK483 Lot # PC6835P
Strength (mg) 5 mg Oxycodone HCL, Strength (mg) 5 mg Oxydone
500 mg Agetamingphgn 500 mg Aggtgmingphen

Aggtamingphen:
ngp_ling Mean % Range (CV%) Mean % Range V%
Time Dissol. Digsgl,
(Min.)
15_ 97.5 (2.9) 88.0 (8.3)
30_ 101.1 (2.5) 9.8 (3.2)
45 102.8 (1.7) 988 (0.7)
60 103.4 (1.4) 993 (0.4)

e HC

Sampling Mean % Range (CV%) ean % Range V%

im Dissol.

EFER EF
SRER i

. (2.6) (4.5)
105.4 (3.4) (1.7)
1059 2.2) (0.9)
106.5 (1.4) (0.9)

Spgci[‘icatigns:
NLT % @ 45 min



BIOEQUIVALENCY COMMENTS
ANDA: 40-303 APPLICANT: Endo Pharmaceuticals

DRUG PRODUCT: Oxycodone HCL/Acetaminophen Capsule USP, 5/500 mg

- .-

The Division of Bicequivalence has completed its review a has no
further questions at this time.

The dissoclution testing will need to be incorporated into your
stability and quality control programs as specified in USP 23.

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

Sincerely yours,

N 2

/S/

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research




