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ANDA 40-148

FEB 1 4 o7

Watson Laboratories, Inc.
Attention: David C. Hsia, Ph.D.
311 Bonnie Circle

Corona, CA 91720

Dear Dr. Hsmsia:

This is in refarenca to your abbreviated new Jdrug application
dated June 7, 1995, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 10 mg/32%5 mg (Norco®) and 10
ng/500 mg.

Reference is also made to your amendments dated October 2,
November 5, and December 9, 1996.

We have completed the review of this abbreviated application and
have concluded that these drugs are safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The drug product, Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10 mng/325 mg (Norco¥)
can be expected to have the same therapeutic effect as that of
the listed drug product upon which the Agency relied as the basis
of satety and effectiveness. The Division of Biocequivalence has
determined your, Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 10 mg/500 mg, to be biceguivelent and, therefore,
therapeutically equivalent to that ~f the listed drug (Lortab®
10/500 Tablets, of D.M. Graham Laborato.ies, Inc.). Your
dissolution testing should be incorporated into the stability and
quality control programs using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application requir:.. an approved supplemental
application before the change may be made.

Post-marketing reporting regquirements for this abbreviated
application are set forth in 21 CFR 314.80-81 The Office of
Generic Drugs should be advised of any changa in the marketing
status of these drugs.

We request that you submit, in duplirate, uny proponed
advertising or promotional ~opv hich vou intend to use in your
initial advertising or prormot! nal campaigns. Please submit all
proposed materials in draft (. mnck-up form, not final print.
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printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmitial of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b){(3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

Douglas L. Spogn

2/14/97
Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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Office of Generic Drugs
Division of Chemistry II

ANDA Review

CHEMIST'S REVIEW NO.: 4
ANDA #: 40-148
NAME AND ADRDRESS OF APPLICANT
Watscn Laboratories
Attention: David ¢. Hsia, Ph.D.
311 Bonnie Circle
Corona, CA 91720

0 [ «Q

Reference Drug: D. M. Graham Laboratories, Inc.; Lortab® 10/500
Strength: 5 mg/500 mg (see orange book l6th edition, supplement 8).

Reference Drug: Vicodin/Knoll Pharmaceuticals, Inc.
strength: 5 mg/500 mg
Also petition of Mikart for 10 mg/325 mg strength approved on 6.8.87

Rating: AA (page 32)
No patents or exclusivity remaining.

Reviged patent certification lettzr included,
<UEPPLEMENTS : None
RROPRIETARY NAME: None

NONPROPRIETARY NAME: Hydrocodone Bitartrate and Acetaminopnen Tablets
usp

SUFPLEMENT PROVIDE FOR: None
AMENDMENTS AND OTHER DATES:

Firm:
06.07.95: Original Submissio
07.26.95: Amendment
04.02.96: Amendment
10.02.96 - Amendment
11.5.96: Amendment (Labeling)
12.09.96 - Amendment Subject of this review
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ENDA 40-148

FDA
07.10.95: Acceptable for filing
(02.16.96: NA letter#l
09.13.96: NA letter #2
10. PHARMACOLOGICAL.GCATEGQRY: Analgesic for moderate to severe pain.

11. HOW DRISPENSER: R,

12. BELATEDR IND/Nia/DME (5) :

13. DOSAGE _FORM: Tablets

14. PQTENCIES: 10 mg/325 mg and 10 mg/500 mg

15. CHEMICAL NAME aND STRUCTURE:

Acetaminopnen USP
CqHQNOj;,' M.W. = 151.16

CHyCONH OH

4 ' -Hydroxyacetanilide. CAS [103-30-2]

Hydrocodone Ritartrate USP
C. H, NO,.CHO,.2%¥H.0; M.W = 494.50

CH,
!

M, NEECH, COOH

4 {
) /" .\é |—C—OH
/S . * 23,0

( by o
P N

CHyO 0

4,5x-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)
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ANDA 40-148 3

hydrate (2:5). CAS [34195-34-1; 6190-38-1)
16. RECORDS AND REPQRIS: None
17. COMMENTS:
a. The manufacturing process record is satisfactory.
b. Professicnal Labeling review - satisfactory, C. Hoppes, 11.8.96.
c. EER acceptable, 11.30.95; up date requested 11.29.96
d. Bilo-review - acceptable, J. Lee, 11.20.95
e, MV not required, compendial articles; tests, methods and

gpecifications per cowwendial menographs.

18. CONCLUSIONS AND RECOMMENDATIONS : The application submission as amended
is satigfactory in CMC and labeling and is APPROVED.

19. REVIEWER: U. V. Venkataram, Ph.D. DATE QF REVIEW: 01-13-97

- ALLERGAN_MDL_04161208
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ANDA 40-148

- Watson Laboratories NOV 20 1990
Attention: David C. Hsia, Ph.D.
311 Bonnie Circle
Corona CA 91720

Dear Sin

Reference is made to your abbreviated new drug application dated June 7, 1995, submitted
pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10 mg/325 mg and 10 mg/500 mg.

The following comments pertain only to bioequivalency issues in the June 7, 1995 submission.

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

3 The following dissolution testing will need to be incorporated into your stability and quality
control programs:

The dissolution testing should be conducted in 900 mL of pH 5.8 phosphate buffer at 37°C
using USP 23 apparatus II (paddle) at 50 rpm. The test product should meet the following
specification:

Not less thar of the labeled amount of both components in the tablet is dissolved
in 30 minutes.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formuiation is not approvable.

Sincerely yours,

WM; ] M. Mhnle
T -

Keith K. Chan, Ph.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

JRE—
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NOV 1 6 1995

Hydrocodone Bitartrate; Acetaminophen Watson Labs

10 mg/325 mg and 10 mg/500 mg tablet Corona, Calif.
NDA #40-148 Submission date:
Reviewer: J. Lee June 7, 1995

40148DW. 695

The sponsor has submitted an application for hydrocodone
bitartrate; acetuminophen, 10 mg/325 mg and 10 mg/500 mg tablet and
has requested a waiver of in-vivo bicavailability studies based on
comparative dissolution profiles between the test products vs
Vicodin® (Knoll Pharmaceutical) [appended].

The company seeks to market new strengths of the drug product
allowed under citizen’s petitions 87 P-0129/CP and 87 P-0170/CP.
[see attachments])

Previously, the company had submitted applications for the same
strengths of the test product under different application numbers.
NDA #81-081 (HCB;APAP - 10;500 mg] was withdrawn July 28, 19%4.
NDA #81-078 [HCB;APAP - 10;325 mg] was withdrawn February 10, 1993. \

The drug product is AA listed in the Therapeutic Equivalence List.

comment :

1. Tha disaolution‘proﬂiles for both strengths of the test drug
product are acceptable. The dissolution profile for the
acetaminophen component of the reference batch (#106760654)
does not meet Q disgolved in 30 minutes). The mean of
the 12 wunits tested and 4 individual wunits fail the
specification.

2, The Divison of Scientific Investigations, Office of Compliance

will be notified regarding the Knoll product not meeting
dissolution specifications.

3. The batch size for both lots of the test product
units.
Recommendation:
1. The dissoluticn testing conducted. by Watson Labs on its

hydrocodone bitartrate; acetaminophen, 10 mg/325 mg and 10
mg/500 mg, batch #R49994 and R49894, regpectively, is
accepcable.

2. The dissolution testing should be incorporated into the firm’'s
manufacturing controls and stability program. The dissolution
testing should be conducted in 900 ml of pH 5.8 phosphate

ALLERGAN_MDL_04161215
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buffer at 37°C using USP XXIII apparatus II (paddle) at 50

rpm, The test product should meet the following
specification:
Not less than 5f the labeled amount of poth

components in the tablet is dissolved in 30 minutes.

3. The Division of Biocequivalence finds that the information
submitted by the sponsor demonstrates that the test products
£all under 21 CFR 320.22 (c) of Bicavailability/Bicequivalence
Reqgulations. The Division of Bioegquivalence recommends that
the waiver of an in-vivo biocavailability study be granted.

e, :ﬁgg', I//I4'/‘?-"'

J. Lee
Division of Bioequivalence
Review Branch II

RD INITIALED RPATNAIK T o -
FT INITIALED RPATNATK MwM?‘*H’
e
Date: ({/é/?J
/' et . / ]
éich Chan, Ph.D.

Director, Division of Bioegquivalence

Coneur:

Jlee/j1/10-31-595
cc: NDA #40-148 (original, duplicate), HFD-630, HFD-600 (Hare),

HFD-655 (Lee, Patnaik), HFC-130 (JAllen), Drug File, Divislon
File

AL-SF-01322.00018
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use ¥xxXI1T Apparatus i pasket
Mediu

Number of Taks/Caps Tested: e 12

paddle_X.—

M&M

rp. 20—

Yyolume: 900 mi

peference DIUF: ,EA;QQW W

aAssay Methodolody:

,.__---s-._e..a—., ,....-——___-—-—""“___-———‘-‘

Resulti Hydrocodona pitartrate
Time Test product (10 mg) Reference product (5 mg)
(man) Lot #_R4222% — Lot #“lgﬁlﬁgﬁﬁg

Mean ¥ Range (sD) Mean ¥ Range (sD)

pigsolved pigsolved
S 91,6 — — (5.5 176 e (13 )
e X 96,6 - _{2.6) 90,4 — (9.5)
40 96 e . 2l ’4.4)
i 14 98,2 — _{1.8) 1033 /(3.5)
S N __#__,___,..—a—-___,,__( ) e ____—____,__———_——( )
JE— I _______,____————-—"( ) e _’______,_,._———-'-( )
J— I ‘________‘_,_.._—-———’( _____/( )

hcetaminophen

Lot #_——" (325 mg) Lot # " (500 wg)
- 96k — __3.4 53,9 e — (9.0)
30 _91.1 — .8 _66.6 — (8.2)
20 _98.8 1.3 14,5 —— (5.5)
20 823 — ,M’_______,_,_...-—-(l.ti) _18.4 e —— {5.0)
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USP XXIII Apparatus _I1]  Basket Paddle_x___ rpm_50

Medium: ©pH 5.8 phosphate buffer Volume:_900 ml

Number of Tabs/Caps Tested:_12

Reference Drug:_Vicodin 5 mg hydrocodone: 3500 mg acetaminophen

Assay Methodology:

BCB:APAP 10:500 mg

Results Hydrocodone bitartrate
Time Test Product (10 mg) Reference Product (5 mg)
e Lot #_R40894 _ Lot #_106760654 |

Mean % Range (SD) Mean % Range (SD)

Dissolved Dissolved
- L7 —(a9) _12.6 . (13 )
10 95.4 (3.6) _90.4 —(9.5)
20 971 (2.7 _87.d4 . —f(4.4)
-0 87.5 (2.1) _x03i.3 (3.6)
SN ( ) ( )
— ( ) ( )
— ( ) { )

Acetaminophen

Lot $____ . (500 mg) Lot # (500 mg)
- 10 P - —2.1) _8l.e —(9.0)
a0 —~23.3 —(2.5) _28.6 —(8.2)
20 —26.8 (2.7 _14.5 e (5.5)
=0 27,0 —(2.3) _78.4 —(5.0)
S ( ) ( )
— ( ) ( )
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Hvdrocodone Bitartrate: Acetaminophen Watson Labs
10 mg/325 mg and 10 mg/ 500 mg 1ablet Corcna, Calif.
NDA #40-148 Submission date:
Reviewer: ! Lee December 4, 1996

40148DW. D96

This application was previously reviewed (sub. date: June 7. 1995) by the Division of
Bioequivalence and waivers were granted for the test products based on dissolution testing with
Vicodin® (legal basis for submission). Sucsequently, the D.M. Graham Laboratories product
(Lortab®) became the reference listed product (1/26/96) for the 10 mg/500 mg strength tablet. The
Division of Chemistry, therefore requested that the sponsor conduct dissolution testing between their
10 mg/500 mg test product vs the new RLD.

The drug product is A2, listed.

Comument:

1. The dissolution testing is acceptable.
Recommendation:

1. The dissolution testing, using the USP XXIII method. conducted by Watson Labs on its
hydrocodone bitartrate; acetaminophen 10 mg/500 mg tablet, batch #R49894, is acceptable.

i3

The dissolution testing should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted in 900 ml of pH 5.8
phosphate buffer at 37°C using USP XXl apparatus II (paddle) at 50 rpm. The test product
should meet the following specification:

Not less thar of the labeled amount of both components
of the drug in the tablet is dissolved in 30 minutes.

3. The Division of Bioequivalence finds that the information submitted by the sponsor
demonstrates that the test product falls under 21 CFR 32022 © of
Bioavailability/Bioequivalence Regulations. The Division of Bioequivalence recommends
that the waiver of an in-vivo bioavailability study be granted. Watson's hydrocodone
bitartrate; acetaminophen 10 mg/500 mg tablet is deemed bioequivalentto Lortab® 10/500
manufactured by D.M. Graham Laboratories.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER AL-SF-01322.00021 ALLERGAN_MDL_04161219
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€ See 2fra/2 7
J. Lee
Division of Bioequivalence .
Review Branch I1 /

RD INITIALED SNERURKAR X
FT INITIALED SNERURKAR /\Z\M e

f'vw\’ e
\\“ \ |3\

JLee/)1/02-04-97
cc: NDA #40-148 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File, Division
File
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USP XXIIT Apparatus _]]__ Basket Paddle _N.__rpm _50

Medium:__pH 5.8 phosphate buffer _ Volume:__900 mi]

Number of Tabs/Caps Tested:__12

Reference Drug:__Lortab® 10/500 (D M. Grabam Laboratories)

Assay Methodology:

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER AL-SF-01322.00023

Time Test Product Reference Product
(min)
Lot # R49894 Lot # W] 109674A
Mean % Range (CV) Mean % Range (CV)
Dissolved Dissolved
s 97.1 — (44 _995 (2.3)
10 982 (310 92 . — (LD
20 282 —(1.8) _98&1 . —(23)
a0 1001 28 987 —(1.8)
e () ()
— () ()
Lot R
. 94,6 (34 _917 __ (0.8)
-0 955 —(3.0) _988 . {0.8)
20 966 —f2.1) 987 = _ (0.9}
0. 974 e (1.8) 984 _ (1.2)
—_— () ()
S () ()
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # 40-148 SPONSOR: wehsov Leds
DRUG: #ydrocteme Sifantrobe | anctu min phin
DOSAGE FORM: mat

STRENGTHS/(S): 10 mq 13250, « 1079 /574 ")
TYPE OF STUDY: Single__ Multiple Fasting_Fed . V/A
STUDY SITE:

o o s 2 RTINS - .

N/ A

STUDY-SUMMARY- WEw RLD o Yhao 10 125 /500 MG (DM GuR ) - Loctur - f
Waivw Groded Lvail o ol CFE Fpo. 11 (c) & . :
Previm Loy | waivar 5 Jfor Thay afglicaboqm wert Gonadd ove Dhv Vi cswlin ¢ An
Sang Hu BLD .

Druy preved AR ishkd

DISSOLUTION: . JSP A ihtordte

o

PRIMARY REVIEWER:  Jennyree BRANCH: 1

)

INITIAL: ¢ £. DATE_ o /ua/s32
TEAM LEADER:s. Neturkar, hD  BRANCH: 1

INITIAL: -~ N/ %A%E 2/ 3(1977

DIRECTOR, DIVISION OF BIOEQUIVALENCE: £etcranti:

Ackid Rubi Patmaik
q - )
INITIAL: 1[ abcheod DATE 21392

DIRECTOR. OFFICE OF GENERIC DRUGS:
INITIAL: DATE

- 4161222
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J.HM. Rescarch & Development, Inc., 5776 Second Street, N.E., Washington, D.C. 20011

!
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ANDA 40-148

Watson Laboratories, Inc.
Attention: Dawvid ¢. Hsia, Phi.L.
311 Bonnie Circle

Corona, CA 81720

Hllllﬂln‘lll'll‘l"llllllll"

Dear Dr. Hsia:

This is in reference to your abbreviated new drug application
dated June 7, 1995, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 10 mg/325 mg (Norco™) and 10
mg/500 ng.

Reference is also made to your amendments dated October 2,
November 5, and December 9, 1996.

We have completed the review of this abbreviated application and
have concluded that these drugs are safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The drug product, Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10 mg/325 mg (Norco™)
can be expected to have the same therapeutic effect as that of
the listed drug product upon which the Agency relied as the kasis
of safety and effectiveness. The Division of Bioequivalence has
determined your, Hydrocodone Bitartrate and Acetanminophen Tablets
USP, 10 mg/500 mg, to be biocequivalent and, therefore,
therapeutically equivalent to that of the listed drug (Lortab®
10/500 Tablets, of D.M. Graham Laboratories, Inc.). Your
dissolution testing should be incorpc:ated into the stability and
gquality control programs using the same method proposed in your
application,

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of these drugs.

We request that you submiv, in duplicate, any proposed
advertising or piomotional copy which you intend to use in your
initial advertising or promctional campaigns. Please submit all
proposed materials in dratt or mock-up form, not final print.

AL-SF-01322.00028
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printed labeling to the Division of Drug Marketiny, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
tiwe of their initial use.

Sincerely yours,

KC 77 2/ 197
Douglas L. Spornn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research

LLERGAN_MDL_04161227
AL-SF-01322.00029 A - -



Office of Generic Drugs
Division of Chemistry II

ANDA Review

HAME AND ADDRESS 0F APPLICANT

Watson Laboratories

-
Attention: David C. Hs a, Ph.D.
311 Bonnie Circle

P - - I - ~
Uonrona, CA 720

AV

T (\v«[

Reference Drug: D. M. Craham Laboratories, Inc.; Lortab® 10/500
Strength: ¢ mg/500 mg (see orange pook 16th edition, supplement 8).
Reference Drug: Vicodin/Knoll Pharmaceuticals, Inc.

Strength: 5 mg/500 mg
Also petition of Mikart for

~

10 mg/325 mg strength approved on 6.8.87

Rating: AA (page 32)
No patencs or exclusivity remaining.

Revised patent certification letter included.
SUPPLEMENTS: None
JROPRIETARY NAME: None

ydrocodone Bitartrate and Acetaminophen Tablet
SP

o
2

5. SURPLEMENT PROVIDE FOR: None

©o AMENDMENTS AND CTHER DATES:

Firm:

06 . “riginal Submigs.on

07 . Amendment

g . Amendmen®

16 c Amaendmont

11 96 Amendment abelina

12.073.96 Amendment Lubject of this review

- CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_04161228
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ANDA 40-148 -

FDA

oy . . o o
07.10.95: Accentabi~ for filing
J2L010 00 A Iettergl

U9 .13.96: MNA letter #2

M A L cteat o B e St e b :
Alldides i [0 oderate i Severes E)dlrl

T !:*’\VJ ST QPWAODY . i

R L P S S N WY S TP O7F W N

TT R emTIm T ATy S nT [
Lo BELATLD IND/NDA/CME (g

13.
1 ;1‘ LY s
14 1O mg/500 mg

Acetaminophen USP
C.H.NO ; M.W., = 151.16

CHyCONH OH

S L I 4 - ey - hi . -
V' Hydroxyacetanilide CAS [103-3%0- 23

done Bitartrate 1I5P
JLO 2% O, MW 164 .50

1
H /H—CH, COOH
H
- W = OH
g - .
: 'Y *2-H,0
bt 4 Y] o “ i
<& .
e TOOH
H, 0 0

LSO LpoXy - femelnoxy 3 omethylmorphindn-6-one tartrate “1:1)
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review - satist
Y

o None
.
E The manutacLuring process
ol Professional Labeling
- EEK acceptable, 11.30.95;
. Bio-review acceptable
a MV not required, compendial
specifications per compend:
ba o JONCLUSIONS AND RECOMMENDATIONG
L5 osatisfactory in CMC and labelin
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1%, BEVIEWER: U. V. Venkataram, Ph.D.

&

a
Ip date reques
0. G

e applicaticon
and is APPROVED.

AL-SF-01322.00032

. Hoppes, 11.8.9%6.
1.29.96
methods and

submicssion as amended

01-13-97
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500 TABLETS a

AL-SF-01322.00033

to 11 hours o3 needed for pain

s2'er

{-511 LR IS )

Uswel Adeh De:2ra

Uswal Adult Dosega: Ona tabiet every Sour 19 six heurs s

PRI H

Torsh dasly duinge .

snsded for pain Tovat duily dosage heid not sacesd six tobens

Sae msact for fulf prascribing informance

oo btz

Ses wsers for fult pree

NETELEY

zren

Rk

Hoep thes and ol medicsinn eut

Keep this and all medication ou® of the reach of children

3
i

tore gt canteolled ronm tamparstors V5 30 LIS B8

Watson Loborotories, inc.
CaA TN

2 o
& Fd
3 - 0
E} 5w

& O L5

-

-

=

>

- v

£ £

14

- o

€ '

8 1

: £

- o

: 4«

- )

g 3

L] éu o

® £ z

- e Lo

s LN s %

s Bo T

ALLERGAN_MDL_04161231



HORCO™ TABLETS

DESCRIFTION
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ANDA 40-148

NOV 20 1995

Watson Laboratrries

Attentton' David C Isia. Ph D
311 Bonnie Circle

Corona CA 91720

Dear Sir:

Reterence i1s made to your abbreviated new urug aprlication dated June 7, 1995, submitted
itsuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act for Hydrocodone

suartrate and Acetamunophen Tablets USP, 10 mg »25 mg and 10 mg/500 mg.

The tollowing comments pertain only to bioequivalency issues in the June 7, 1995 submission.

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

to

The following dissolution testing will need to be incorporated into your stability and quality
control programs.

The dissolution testing should be conducted in 900 mL of pH 3 8 phosphate buffer at 37°C
using USP 23 apparatus 1 (paddle) at 50 rpm. The test product should meet the following
spectfication:

Not less tha- of the lubeled amount of both components in the tablet 1s dissolved
tn 30 minutes

Please note that 1! bioequivalency comments expressed in this letter are preliminary The above
bioequivalency «.mnments may be revised after review of the entire applicaticn, upon consideration
of the chemustry, manufactunng and controls. microbiology, labeling or other scientitic or regulatory
issues A revised determination may require additional information and/or studies. or may conclude
that the proposed formulation is not approvable

Sincerelv yours,

(o ] M MR
Yo

Keith K Chan, Ph D

Director, Division of Bioequivalence
Office or Generic Drugs

Center for Drug Evaluation and Research

ALLERGAN_MDL_04161234
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NOV | 6 1995

Hydrocodone Bitartrate; Acetaminorhen Watson Labs
10 mg/325 mg and 10 mg/530 mg tab. ot Corona, Calif.
NDA 840 -148 Submission date:
Faviewer: J. Lee June 7, 1995

40148DW. 59"

Review of Two Requests for Waiver

The  sponsor has submitted an  application for hydrozodone

bitartrate; acetaminophen, 10 mg/325 g and 10 mg/500 mg tablet and

has requested a walver of in-vive biocavailability studies based on

comparative dissolution profiles between the test products vs
icodin' (Knoll Pharmaceutical) [appended] .

The company seeks to market new strengths of the drug product

a.lowed under citizen’s petitions 87 P-01.9/CP and 87 P-0170/CP.

[see attachments]

Previously, the company had submitted applications for the same

strengths of rhe test product under different application numbers.

NDA #81-081 [HCEB,APAP - 10;500 mg] was withdrawn July 28, 1994.

NDA BE1-078 [HCB;APAP - 10;325 mg] was withdrawn February 10, 1993.

The drug product is AA listed in the Therapeutic Equivalence List.

Comment

1. The dissolution profiles tor both strengths of the test drug
product are acceptable. The dissolution profile for the
acetaminophe component of the reference batch (#106760654)
does not meet Q dissolved in 30 minutes,. The mean of
the 12 units tested ani! 4 individual wunits fail the
specificatioc

2 The D',lson of Scientific Investigarions, Cffice of Compliance
will be ified regarding the Knoll product not meeting
dissolution specifications.

3. The batch size for both lots of the test product

units.

1 The dissolution testing conducted. by Watson Labs on its
hydrocodone bitartrate; acetaminophen, 10 mg/32% mg and 10
mg 500 mg, batch #R49994 and R49894, respectively, 1s
accaprable.

2 The dissoluticy testing should be incorporated into the firm’s
manufacturing controls and stability program. The dissolution

testing should be conducted in 900 ml of pH 5.8 phosphate

ALLERGAN_MDL_04161235



111 apparatus 11 (paddle) at 50

suffer at 370 ugsing U3P X:
ct  should meet  the tollowing

b
rRm. The= rest produ
specification:

3 The Division of Bivequivalence finds that the iqformation
submitted by the sponsor demonstrates that the test products
fall under 21 CFR 320.722 (<) of Bi 01"a11a0¢llty,Bloequivalenut
egqulations.  The Division of Bioequivalence recommends that
the walver of an in-vivo bicavailability study be granted.

Pt — / el
& T /////4_/ <
S . Lee

Division of Bioequivalence
kReview Branch II

D INITIALED RPATNAIK l\f‘ f)aj&\fﬁé/,,fqu,g(q

I INITIALED RPATNALY
o
Date: // /éy/§J
/ I

np

Concur:

géic Chan, Ph.D.

Directoer, Division of Bioeguivalence

JLee/j1/10-31-95

cc: NDA #40-148 (original, duplicate), HFD-630, HFD-600 (Hare),
HED-655 (Lee, Patnaik), HFC-130 (JAllen), Drug File, Division

File
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USP XXITI Apparatus 1[I Basket _ baddle_x = rpm_50
Medium pll 5.8 phogphate buffer . Volume:
Numb:or ot Tobks/Caps Testad: 12

v Methodology:

PEAEA) 3
G0N mil

HCB;APAP 10;325 mg

Hydrocodone bitartrate

Time Test Product (10 mg) Reference Product (5 mg)
R Lot #_R49994 Lot #_106760554
Mean % Range (SD) Mean % Range (SD)
Dissolved Dissolved
5 93.6 (5.5} 77.6 _{13)
10 96 .46 _(2.6) 90.4 __(9.5)
20 ag 7 (1.7 97 .1 __{4a.4)
_30 _98.2 _{1.e) _101.32 (3.6)
—_— ( ) ( )
— ( ) ( )
- ( ) ( )
Acetaminophen
Lot #_ (325 mg) Lot #_ e 500 mg)
5 5.1 _(3.4) 51.9 . _(9.0)
10 SR . (1.8) _6&6.6 (8.2}
AR _.83.8 oy 4.5 ___(5.5)
2n 99.3 {1.3) 78 .4 (5.0
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T PRTIE S E - oy oy e T v R P
UHr XXTII Apparatus _I1  Basket

Medium: ___pH & .8 phosphate buffer

paddle x  rpm_ 50
Volume: 402

-3 1

[ I Py

re

6]

Te

Prug:_Vicodin ¢

- Methodologyr:

HCB;APAP

mg_hydrocodona; 500 _mg acetaminopher

ml

10:500 mg

Paanltg

Hydrocodcone

Timea Tesr Product 10 mg)
min) ‘
Lot #_R45854
Mean % Range
Dissolved
—\.r;-‘;_— - - _3,1 '_.:7.. — (

( )

{ Y
\ /

( )

bitartrate
Reference Product
Lot #_106760654

[+

Mean %
Dissolved

Range

1.6) _890.4
2.7) a7.1
2.1 101,

Acetaminophen

20 9712 {

10 s 5 (

Lot # (500 mg)

BT 90,1 (
Lz 23.3 (

PRV 95 .8 —
SECEA SRS Y (
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J
/ FEB 13 1997 D

Hydrocodone Bitartrate: Acctaminophen Watson Labs

10 mg325 mg and 10 m 300 my tablet Corona. Calif.
NDA #40-148 Submussion date:
Reviewer: J. Len December Y, 1996

40148DW.D96

Review of 4 Waiver Regquest (Amendment)

This application was previously reviewed (sub. date: June 7. 1995) by the Division of
Bioequivalence and watvers were granted for the test products based on dissolution testing with
Vicodin* (legal basis for submission). Subsequently, the D.M. (Giraham Laboratonies product
(Lortab¥) becamne the reference listed product (1/26/96) for the 10 mg/500 mg strength tablet. The
Division of Chemistry, therefore requested that the sponsor conduct dissolution testing between thetr
10 mg/300 mg test product vs the new RLD.

The drug product is A listed.

Comunen”:

1. The dissolution testing is acceptable.
Recommendation:

1. The dissolution testing, using the USP XXIIl method. conducted by Watson Labs on its
hydrocodone bitartrate; acetaminophen [0 mg/500 mg wblet. batch #R49894, is acceptable.

2 The dissolution testing should be incorporated into the tirm's manufacturing controls and
stability program. The dissolution testing should be conducted in 900 ml of pH 5.8
phosphate butfer at 37°C using USP XXIIT apparatus I1 (paddle) at 50 rpm. The test product
shou'd meet the tollowing specificauon:

Not less thar of the labeled amount of both components
of the drug in the tablet is dissolved in 30 minutes.

tad

The Division of Bioequivalence finds that the information submitted by the sponsor
demonstrates that the test product falls under 21 CFR 32022 © of
Bioavailabilitv/Bioequivalence Regulations. The Division of Bioequivalence recommends
that the waiver of an in-vivo bioavailability study be granted. Watson's hydrocodone
hitartrate; acetaminophen 10 mg/ 300 my wblet is deemed bicequivalent to Lortab® 10/500
manutactured by D.M. Graham Laboratories.

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER
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C Tee o2/03/9 R
J. Lee
Division of Bioequivalence
Review Branch 11

RD INITIALED SNERURKAR

- "’ \ - i ;
L \ ‘ e
FT INITIALED SNERURKAR AANNA ALY

e

\ e
\\\vf ‘ ,( \’1, \ oY 2’

JLeenl/02-04-97

e NDA #40-148 (onginal. duplicate), HFD-030. HFD-635 (I.ee. Patnaik), Drug File. Division
File
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA/AADA # +2-148 SPONSOR: v chson Leds
DRUG:. iy ro cakane fan romc b ;) vecta g cparema ‘
DOSAGE FORM: mé&t

STRENGTHS/(s): o =4 [7250, = 19y [ETE

TYPLE OF STUDY: Single__ Muhiple rasting_Fed . W/A

STUDY SITE;

N/ A

S%B&—@MM%&R% N ﬂﬁ Lo Thas 10 M8 /00 MG (D M. Gm ks ) s Lor ,'
Wary e srodeas  Lomacf m,: crR TR0 T Ce) .
Pruruvaﬂ“{ , Whives .{4"‘ L et Cahionn crtoml Goad o v V| edBin (k""(/)
Ju«kc, the BLD .
Dy preved AA kL

DISSOLUTION: JLP e iftimte t
0K~

PRIMARY REVIEWER. Jenny Lee . BRANCH: 11

INITIAL: < £ DATE 2/m/4%
TEA rv?ﬁ:?(b?ﬁflfﬁimm phd  BRANCH:
INITlAL:_*_,4‘\»/{ Dz{TE 2! 3l90y

DIRECTOR, DIV!SION OF BIOEQUIVALENCE: ke Chonpity

A i . Rubi  Patmak
INITIAL: Lﬁa«_(ﬁ.cw DATE .__’()J_‘_TZ:L—};

DIRECTOR, OFFICE OF GENERIC DRUGS:
INITIAL: DATE
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