CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
40281

BIOEQUIVALENCY REVIEW(S)




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA #40-280 & 40-281 SPONSOR : Endo Pharmaceuticals
DRUG & DOSAGE FORM : Hydrocodone Bitartrate/Acetaminophen Tablets
STRENGTH (s) : 7.5/500 myg, 7.5/650 mg, 10/650 mg, 5/500 mg and 7.5/750 mg

DISSOLUTION: XAcceptable ONot Applicable
WAIVER: XAcceptalale ONot Applical)le
REVIEWER: Hoainhon Nguyen BRANCH:
INITIAL.: W\j DATE :

L 2/13/9¢
BRANCH CHIEF : Yih-Chain Huang, Ph.D. BRANCH : I
INITIAL : DATE :

\MF—W ->71?/95>

DIRECTOR: Dale Conner, Pharm.D.
DIVISION OF BIOEQUIVALENCE

INITIAL : g& DATE : L//g/?? |




BIOEQUIVALENCY COMMENTS

ANDA: 40-280 APPLICANT: Endo Pharmaceuticals
40-281

DRUG PRODUCT: Hydrocodone Bitartrate/Acetaminophen Tablets USP,
7.5/500 mg, 7.5/650 mg, 10/650 mg, 5/500 mg and 7.5/750 mg

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

The dissolution 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, manufacturing 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,

sl

Dale Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



Hydrocodone Bitartrate/Acetaminophen Tablets USP Endo Pharm.
ANDA #40-280: 7.5/500 mg, 7.5/650 mg & 10/650 mg Garden City, NY

ANDA #40-281: 5/500 mg & 7.5/750 mg Submission Date:
Reviewer: Hoainhon Nguyen October 17, 1997
WP # 40280dw.097

view of Dissoluti nd Waiv uest

The firm has submitted comparative dissolution data for the above test proclucts and
the corresponding RLD  products, Mikart’s Lortab® 7.5/500 mg
Hydrocodone/Acetaminophen, Lorcet®Plus 7.5/650 mg, Lorcet® 10/650 myg,
Knoll's Vicodin® 5/500 mg and Vicodin ES® 7.5/750 mg. The firm is requesting

a waiver of in vivo l)ioequivalence requirements for the test products l)asecl on the

dissolution data and the Therapeutic Equivalence rating “AA” of the drug product.
Dissolution Results: USP method and specifications

See the results at the end of the review.

Comments:

1. The dissolution data for the test product are acceptable.

2. The compositions of the test produc’cs are attached.

ndations:
1. The dissolution testing conducted l')y Endo Pharmaceuticals on its Hydrococlone
Bitartrate/Acetaminophen Tablets, 7.5/500 mg, 7.5/650 mg, 10/650 mg, 5/500 mg
and 7.5/750 mg, is acceptable.

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



controls and stal)i_lity program. The dissolution testing should be conducted in
900 ml of pH 5.8 phosphate buffer at 37 C using USP XXIII apparatus II
(paddle) at 50 rpm. The test product should meet the following specification:

Not less than % of the labeled amount of Hydrocodone and
Acetaminophen in the dosage form is dissolved in 30 minutes.

2. The Division of Bioequivalence agrees that the information submitted by Endo
Pharmaceuticals demontrates that its proposed Hydrocodone
Bitartrate/Acetaminophen Tablets, 7.5/500 mg, 7.5/650 mg, 10/650 mg, 5/500 mg
and 7.5/750 mg, fall under 21 CFR 320.22 (c) of the Bioavailability/ Bioequivalence
Regulations. The waiver of an in vivo l)ioequivalence stucly for the test products is

granted. The test products are deemed bioequivalent, respectively, to currently

approvecl Mikart’s Lortab®, 7.5/500 mg, Lorcet®, 7.5/650 mg and Lorcet ES®,
10/650 mg, and Knoll’s Vicodin®, 5/500 mg, and Vicodin ES®, 7.5/750 mg.

/S/

Hoainhon Nguyen
Division of Bioequivalence

Review Branch [

RD INITIALED YHUANG ~ ° §
FTINITIALED YHUANG____ /S/ . f3lig

Concur: /C / Date: 2//3/98
Dale Conner,' IP%{'m.D.

Director, Division of Bioequivalence

cc: ANDA # 40-280 and 281 (original, duplicate), HFD-652(Huang, Nguyen),
Drug File, Division File

Hnguyen/02-10-98/WP # 40280dw.097

Attachments: 5 pages



Drug (Generic Name): HyerdeQng Bitg;tggig[Aggtgmngphgn Firm: Endo Pharm.

Dose Strength: 7.5/500 mg, 7.5/650 mg, 10/650 mg, 5/500 mg & 7.5/750 mg
ANDA # 40-280 & 40-281 Submission Date: Qctober 17, 1997

Conditions for Dissolution Testing: _
USP XXIII Baslaet Paddle _ X RPM 50_ No. Units Tested: 12

Medlum |2] ! 5 & phgﬁph@_tg bg (734 Volume QQQ ml

Reference Drug: (Manuf.) l_Qﬂgb 5[5(2!) mg, Lorcet®Plus 7.5/650 mg, Lorcet® 10/650 mg
art | Vicodin®5 mg, Vicodin ® Knoll

Assay Methodology:
Results of In-Vitro Dissolution Testing:

Acetaminophen Results:

Test Product Reference Product (Lortabh)

Lot # LLD167 Lot # 9513471

Strength (mg) 7.5/500 Strength (mg) 7.5/500
ngpling M % Range V% n % Range V%
(Min.)
10 100.5 (09) 99.0. (1.4)
20 1009 (1.0) 100.1 (1.2)
30 101.6 (0.6) 100.1 (1.2)
45 102.3 (0.8) 100.6 (1.0)

Test Product Reference Product (Lorcet Plus)

Lot # LD164 Lot # 950488D

Strength (mg) 7.5/650 Strengt}) (mg) 7.5/650 _
S_ampli_ng Mean % Ran (CV%) Mean% Range (CV%)
(Min.)
10 101.6 (0.8) 97.4 (1.0)
20 102.4 (0.6) 983 (0.9)
30 102.7 07) 986 0.9)
45 103.7 (05) 989 - (0.8)



Test Product Reference Product {Lorcet)

Lot # LD165 Lot # 950605F
S’crength (mg) 10/650 Streng’cl'x (mg) 10/650
Sampling Mean%  Range  (CV%) %  Range (CV%)
Time  Dissol. Dissol.
(Min.)
10 100.5 (0.5) 1005 0.6)
20 1016 (0.6) . 1008 (0.6)
30 1019 0.5) 1008 0.5)
45 103.8 (0.5) 1009 (0.6)
Test Product Reference Product (Vicodin)
Lot # LD169 Lot # 10760465
Strength (mg) 5/500 _ Strength (mg) /500
ngpling Mean % Range V% Mean % Range (CV%)
Time  Dissol. Dissol.
(Min.)
10 1006 08) 112 (2.4)
20 1009 (0.6) 192 (2.5)
30 101.3 (1.0) 82.1 2.4)
45 101.4 0.6) 85.6 2.3)
Test Product Reference Product \Y icodin ES)
Lot # LD170 Lot # 10770595
Strength (mg) 7.5/750 Strength (mg) 7.5/750
Sampling Mean%  Range (CV%) Mean%  Range (CV%)
(Min.)
10 100.9 (0.8) 817 (14.0)
20 1013 10) 994 05)
0. 1015 (10) 989 43)
45 101.7 (1.0) 1002 0.6)



Hydggcodoge Regu]ts:

Test Product Reference Product (Lortab)
Lot # LD167 Lot # 9513471,
Strength (mg) 7.5/500 Strength (mg) 7.5/500
Sampling Mean%  Range (CV%) Mean% Range (CV%)
(Min,)
10 1006 (14) 986 (1.4)
20 101.0 (21) 994 (1.5)
30 101.1 22) 994 (1.5)
45 1013 21) 94 (1.3)
Test Product Reference Product (Lorcet Plus)
Lot # LD164 Lot # 950488D
Strength (mg) 7.5/650 Strength (mg) 7.5/650
ngpling Mean % Range (CV%) Mean % Range (CV%)
(Min,)
10 1005 (1.5) 99.1 (1.6)
20 100.6 (L5) 1001 (1.1)
30 1009 0.9) 100.0 (1.1)
45 1002 (09)  100.1 (1.1)
Test Product Reference Product (Lorcet)
Lot # LD165 Lot # 950605F
Strength (mg) 10/650 Strength (mg) 10/650
Sampling Mean%  Range V%) Mean%  Range (CV%)
(Min.)
10 97.0 22) 957 (2.7)
20 971.3 (1.8) 99 (0.8)
30 97.3 (1.6) 96.2 (1.5)
45 98.0 (2.3) 963 (1.2)



Test Product Reference Product (Vicodin)

Lot # LD169 Lot # 10760465

Strength (mg) 5/500 _ Strength (mg) 5/500
ngp]ing Mean % Range (CV%) Mean % Range (CV%)
(Min.)
10 29.3 (1.8) 940 2.7)
20 99.6. (2.5) 985 (3.2)
30 1008 2.1) 1002 (3.1)
45 1005 25) 998 (1.8)

Test Product Reference Product v icodin ES)

Lot # LD170 Lot # 10770595

Strengtll (mg) 1.5/750 Strength (mg) 2.5/750
ngpling Mean % Range (CV%) Mean %  Range V%
Time  Dissol. Dissol.
(Min.)
10 98.5 0.9) 893 (10.1)
20 99.0 (1.1) 984 (1.5)
30 8L (1.1) 982 (1.7)
45 9.1 (1.0) 982 (1.8)

NLT % of both components in 30 minutes



