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ANDA 40-148 

Watson Laboratories, Inc. 
Attention: David c. Hsia, Ph.D. 
311 Bonnie Circle 
C..:>rona, CA 91720 
ll1l11111l ll111l11 l1lll111111ill 

Dear Dr. Hsia: 

FEB l 4 'C'..:-

This is in rdfarenca to your abbreviated new drug application 
dat.ed 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~ mg (Norco-) and 10 
mg/500 mg. 

Reference ia alao 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 di~g• are safe and effective for use as 
recommended in the submitted labeling. Accordingly, the 
application is approved. The drug product, Hydrocodone 
Bitartrate and Acetaminophen Tablet• USP, 10 mg/325 mg (Norcow) 
can b• expected to have the same therapeutic effect as that of 
the listed drug product upon which the Agancy relied as the basis 
of safety and effectiveness. The Division of Bioequivalence has 
determined your, Hydrocodone Bitartrate and Acetaminophen Tablets 
USP, 10 mg/500 mg, to be bioequivalent and, therefore, 
therapeutlcally equivalent to that ~f the listed drug (Lortab• 
10/500 Tablets, of D.M. Graham La.borato._ies, Inc.). Your 
dissolution testing should be incorporated into the stability and 
quality control prog:z:·ams using the same method proposed in your 
application. 

Under 21 CFR 314.70, certain changes in the condition& described 
in this abbreviated application requir~c an approved supplemental 
application before the change may be ml\de. 

Post-marketing reporting rdquirementB tor this abbreviated 
application are set forth in 21 CFR 314.80-61 The Office of 
Generic Drugs should be advised of i•nr{ cha:nga in the marketing 
status of these drugs. 

We reque~t. that you submit, in ~upl i,..f'\tf!', ;:,.ny propc:med 
advertising or promotional ,....:.,pv :- 1hich ~:1ou intend to use in your 
initial advertisinq or prc.tr:ot:~ rial cam:;,aigns. Please submit all 
proposed materials in draft 1.... mr:ck-up form, not final print. 
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printad labeling to the Division of Drug Marketing, Advertising, 
and communications (HFD-240). Please do not use Form FD-2253 
(Tranamit~al ot Advertisements ann Promotional Labeling for Drugs 
for Human Use) tor this initial submissior.. 

We call your attention to 21 CFR 3l•L81(b) (3) which requires that 
materials for any subsequent advertising or promotional campaign 
be 11ubmi tted to our Di via ion of Drug Marketing, Advertising, a,1d 
communications (HFD-240) with a completed Form FD-2253 at the 
tiao of their initial use. 

s~arj yours, 

Douglas L. Spo n 
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 

1 . c1:u::r-:rsI' s REYZm.lIDJ..: 4 

2. AND.A.. . .!f.: 40-148 

3 . NAME....ANI.2...AODRESS OF Al?.£L.lCAtil' 

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

4 . .W::GAI. BASIS FOR SUBMISSION 

Reference Drug: D. M. Graham Laboratories, Inc.; Lortab® 10/500 
Strength: 5 mg/500 mg (see orange book 16th edition, supplement 8). 

Reference Drug: Vicodin/Knoll Ph~rmaceuticals, 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. 

Revised patent certification lett2r included. 

5 . .QTJHI.Jlli~: None 

b. PROPRIETARX NAME: None 

7. NONFRQ..FRIETARY N.8,,ME: Hydrocodone Bi tart rate and Acetaminopl1en Tablets 
USP 

B. S,U£FLEMENT PROVIDE .EOE: None 

9 . ~QMENTS ANO filHEB, .D.AI.ES...i. 

Firm: 
06.07.95: Original Submission 
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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ANDA 40-148 

n)A 

07.10.95: Acceptable for filing 
02.16.96: NA letter#l 
0 9 . l3 . 9 6 : NA letter # 2 

10. 12.l:iA.RMACOLOGICAL...J:'ATEGORX: J'i.nalgesic for moderate to severe pain. 

11. uow DISJ;:.!iliSJID: R, 

12. RELATED lNO/fil,,,~LDMF Uil: 

13. D.Q.SAQ~ £ORM: Tableta 

14 . .EOTE~kIES: 10 mg/325 mg and 10 mg/500 mg 

1~. CHEMICAL NAME AND S'l'RUCIURE: 

Acetaminophen USP 
C➔H"NO:,; M. W. "" 151 .16 

CH 3 CONH ~OH 

4'-Eydroxyacetanilide. CAS [103-90-2] 

Hydrocodone nitartrate USP 
C,,Jl,. 1NO .. C,H..O.,.2½H,O; ";.W == 494.50 

~OOH 

l·~C-OH 

4, 5L1·· Epox:y- 3 -rnethoxy-17 -methylmorphinan- 6 -one tartrate ( 1: l) 

2 
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ANDA 40-148 3 

hydrate (2:5). CAS [34195-34-1; 6190-38-1] 

16. RECORDS AND REE.ORIS: None 

17. COMMENTS.: 
a. The manufacturing process record is satisfactory. 
b. Professional Labeling review - satisfactory, c. Hoppes, 11.8.96. 
c. EER acceptable, 11.30.95; up date req11ested 11.29.96 
d. Bio-review - acceptable, J. Lee, 11.20.95 
e. MV not required, compendial articles; tests, methods and 

specifications pP:!'." ,:;..:,,ll.t-1t::ndial monographs. 

18. CONCLUSIONS AND RECOMMENDATIONS : The application submission as arn~nded 
is satisfactory in CMC and labeling and ls APPROVED. 

19. EEVIEWER: U. v. Venkatararn, Ph.D. DAIE Q~ BJ::VIEH: 01-13-97 
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ANDA 40-148 

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

Deur Sir: 

NOV 2 0 1995 

Reference is made to your abbreviated new drug application dated June 7, 1995, submitted 
pursuant to Section 505 (j) of the Federal Foor, Drug and Cosmetic Act for Hydrocodone 
Bitanrate 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 ofBioequivalence h;ss completed its review and has no further questions at 
this time. 

2. 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 11 C 
using USP 23 apparatus II (paddle) at 50 rpm. The test product should meet the following 
specification: 

Not lea tha.r of the labeled amount of both components in the tablet is dissolved 
in JO minutes. 

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

Sincerely yours, 

'ic or..-. .!Sd-f N · M /....n. ~ 

~-' 
Keith K. Chan, Ph.D. 
Director, Division ofBioequivalence 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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NOV I 6 1995 

Hydrocodone Bitartrate; Acetaminophen 
10 mg/325 mg and 10 mg/500 mg tablet 
NDA #40-148 
Reviewer: J. Lee 
40148DW. 695 

Watson Labs 
Corona, Calif. 
Submission date: 
June 7, 1995 

The sponsor has submitted an application for hydrocodone 
bi.tartrate; acetctminophen, 10 mg/325 mg and 10 mg/500 mg tablet. and has requested a waiver of in-vivo bioavailability 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 [~CB;APAP - 10;500 mg] was withdrawn July 28, 1994. 
NOA #81-078 [HCB;APAP - 10;325 mg] was withdrawn February 10, ~993. 

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

Comment: 
' 
' l. Th~ dissolution profiles for both strengths of the teat drug 

p::r:oduct arc acceptable. The dissolution profile for the 
acetaminophen component of the reference batch (#106760654) 
does not meet O dissolved in 30 minutes). The mean of 
the 12 units tested and 4 individual units fail the 
speci:fication. 

2. The Oivison of Sciftntific 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. 

Racommenaation: 
l. The dissolution testing conducte.1.L by Watson Labs on its 

hydrocodone bitar.trata; acetaminophen, 10 mg/325 mg and 10 
mg/500 mg, batch #R49994 and R49894, respectively, is 
accepcable. 

2. The dissolution testing should be incorporated into the firm's 
manufacturing controlt:S and stability program. The dissolution 
teating 11hould be conducted in 900 ml of pH 5. 8 phosphate 

CONFIDENTIAL- SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_04161215 
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buffer at 37°C using USP XXIII apparatus I! (paddle} at 50 
rpm. The test product should meet the following 

specification; 

Not less than ::,f the labeled amount of b.Q.t.h 
components in the tablet is dissolved in 30 minutes. 

3. 'l'he Division of Bioequivalence finds that the informat;.on 

submitted by the sponsor demor.strates that the test products 

fall under 21 CFR 320. 22 (c) of Bicavailability/Bioequivalence 
Regulations. The Division of Bioequiva.lence recommends that 
the waiver of an in-vivo bioavailability study be granted. 

J. Lee 
Division of Bioequivalence 
Review Branch II 

RD INITIALED RPATNAIK w,J,;:~,4l'i> 
FT INITIALED

1 

RR;~J~TNA/:r. ~-

Concur: _ _,..~ ..... """""'...-._ _ ___,,,,......,,,...... _____ Date: 

Iii th Chan, Ph:-;;== .. 
Director, Division of Bioequivalence 

cc: NDA #40-i48 (original, duplicate), HP'D-630, HFD-600 {Hare), 
HFD-655 (Lee, Patnaik), HFC-130 (JAllen), Drug File, Divislon 
File 
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USP XXIII Apparatus _X,l_ Basket_ Paddle_z_ rpm_S,,Q__ 

Medi..;;,, . pH ;;, • a. phospn13t.e bv-.f.,..fe ... r.__ ______ _ Volume: 200 ml 

Number of Tabs/Caps Tested:_l..2 ____ _ 

Ref arence D::rug: ...Yi.~.s:u.U.n 5 mg nyd,rot;ods::me: S OQ ms s1QetaminQplum 

Assay Methodology: 

Time 
(min) 

Test Product 

Meant Range 

Dissolv~d 

_,2J,G 

26,6 

~-PA..,.f..___,J.,..Q .... 1...,,3...,2...,5.....,.m .... q 

Hydrocodone bitartrate 

{10 :ng) 
Reference Product 

(SD) Mean\- Range 

Pissolved 

_(5.5) 77.p _ --

- (2. 6) 2P .4 _ 

_{1.7) 97,J. 

(5 mg) 

(SD) 

_(13 ) 

_ (9. 5) 

_ 1 4.4) 

96 ,.1.. 

9S., 
_(l.6) .J.Ql..J 

______ (3.6) 

---- ________ ( 
Acetaminophen 

Lot #_ 
{325 mg) Lot #: 

(500 mg) 

-L -li~-
_(3.4) !?J. I 9 

___ (9.0) 

J..Q_ _ 97 .7 
_(l,8) _fi§.6 

_(8.2) 

....a... . ~a.a 
_(1.3) 14.S 

_(5.5) 

JQ_ ~~.J 
(l. 3) 7fL:l 

{5 .0) 

---- ________ { 
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USP XXIII Apparatus --1,l.___ Ba~ket_ Paddle_]C_ rprn.._5-...;0...__ 

Medium: pH sLe phosphate buffer Volume: 900 ml 

Number of Tabs/Caps Tested: . .....,1 .... 2.__ ___ _ 

Reference Drug: Vicodj.n 5 mg hydrocodone; SQQ mg ru:a:t.amin9phen 

Assay Methodology: 

Results. 
Time 
(min) 

~ 

..JJL 

-'.Q_ 

....l.Q_ 

Test Product 

Lot# R49894 

Mean\ Range 
Dissolved 

91, 7 

95,i 

97.1 

~7.5 

Lot # 

- 90,1 

93,3 

_ 96 ,8 

~:z.o 

Hydrocodone bitartrate 

( 10 mg) 

(SD) 

Reference Product 

Lot #J.Q..§.760654 

Mean\ Range 
Dissolved 

__ (4.9) 77,6 

_ (3 • 6) __ 9 Q I 4 

_(2.7) .2,7.1 

_(2.1) lOl.3 

Acetaminophen 

(500 mg) Lot # 

_:2 .l) 51,9 

_(2.5) S6,6 

_(2. 7) 74.5 

_(2.3) za.~ 

(5 mg} 

(SD) 

__ (13 ) 

_(9.5) 

_(4.4) 

___ (3.6) 

(500 mg) 

(9.0) 

( 8. 2) 

{ 5. 5) 

( 5. 0) 

---- ________ ( ---- ________ ( 
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/ 

Hydrocodone 8itanrate: Acetaminophen 
l O mg/325 mg and l O mg1500 mg tablet 
NDA #40M148 
Reviewer: .• Lee 
40148DW.D96 

FEB I 3 1997 

Watson Labs 
Core,na. Calif. 
Submission date: 
December 9, 1996 

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). Su.;sequendy, the D.M. Graham Laboratories product 
(Lortab&) became the reference listed product (1/26/96) for the 10 rng,,500 mg strength tablet. The 
Division of Chemistry, therefore requested that the sponsor conduct dissolution testing between their 
IO mg/500 mg test product vs the new RLD. 

The drug product is AA listed. 

Comment 

1. The dissolution testing is acceptable. 

Rec.pmmendation: 

1. 

,, 

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

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 XXlll apparatus II (paddle) at 50 rpm. The test product 
should meet the following specification: 

Not less thar ..>f 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 infonnation submitted by the sponsor 
demonstrates that the test product falls Wldcr 21 CFR 320.22 <O of 
Bioavailability/Bioequivalence Regulations. The Division of B~oequivalence recommends 
that the waiver of an in•vivo bioavailability study be granted. Watson's hydrocodone 
bitartrate~ acetaminophen l O mg/:500 mg tablet is deemed bioequivalent to Lortab* 10/500 
manufactured by D.M. Graham Laboratories. 
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(. f.u.- --1/1..2/9 r 
J. L~e 
Division of Rioc:quivalcnce 
Review Branch II 

, ~- I , . I , 

RD INITIALED sNERURKAR _ . .,,,.-:;::_1 '\·. ~ ~!_·11
,·1-t.\,LI< tu 

FT INITIALED SNERURKAR ___ ,,.., ___ 'k._....... ~ ..... Xi-.t __ . _ 
/ 

/ 

cc: NDA #40-148 (original, duplicate), HFD-630, HFD-655 (Lee, Patnaik), Drug File, Division 
File 

-
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, 
USP XXIII Apparatus --1L Basket _ Paddle _..x__ rpm 50 

Mediu.m:--l2H 5,8 pbosphate blt~tlekir __________ Volume:_ .. 9.0Q ml 

Number of Tab~Caps Tested: 12 

Reference Drug: L.Qnab® lQ[SOQ (D.M. Gr~ru:i ..... s: ..... s) _________ _ 

Assay Methodology: ______ , __ _ 

Hydror,odone Bitc.rtr~ 

Time 
(min) 

_L. 

..JJL 

_..2Q_ 

_JJl_ 

Test Product 

Lot# R49894 

Mean% 
Dissolved 

97,l 

98,2 

98,2 

100.l 

Range (CV) 

_(4.4) 

_(3.1) 

_(1.8) 

_(2.8) 

) 

( ) 

Reference Product 

Lot # .M.- l 09674A 

Mean% 
Dissolved 

99,5 

99.2 

98,1 

98,2 

Range (CV) 

______ (2.3) 

_(1.7) 

_(2.3) 

_(1.8) ______ () 
_______ () 

~,tamiD.QWl~D 
Lot# 

_j__ 94,6 (3.4) 

...llL 95,L~ _(3.0) 

_.lQ... 96.6 _(2.1) 

..1Q_ 2Z~ (l.8} 

( ) 

( ) 
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97,7 

98,8 

98.7 

2,8.4 

-~-

__ (,0.8) 

_(0.8) 

_(0.9) 

_____ (l.2) 

______ () ______ () 
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OFFICE OF GENERIC DRlJGS 
DI\l! SION OF BIO EQUIV ALEN CE 

ANDA/AADA # 4-0-1'1·.i SP()NSOR: i'.Jd.rnv L<i-s 
DRlfG: 'ttt~,.o (.A~f.. bi /a;tlrJ<... ). ~ ·-- ,·., r4 ...,....,, 
[)OSAGE FORNI: -,._'4,t 

STRENGTJfS/(s): , o .,.., /J.zsr.v, .,.. 10 1 is-~ ""j 

TYPE OF STUDY: Single_ Multiple_ Fasting_Fed_ v;A 
STlJDY SITE: 

-----· ___ :)_• _,.'"::7 __ P_~_ ,1..A /_i.J'_~--------------
DJSSQLUTJQN: 

PRIMARY REVIEWER: Jenny Lee BRAN CH: JI 

INITIAL: e- .:r. DATE .;) f ,.:,. I" r: 

TEAM LEADER: s. rurk~~4h.D BR.i\i~CH: II 

INITIAL: // · :!¢DA~E -;t/ ~/ l'f 77 .. 
DIRECTOR, DIVISION OF BIOEQUIV ALENCE: K.ei&h{:;han. Ph.tr 

4d-t~ !<,g,0t.'... p~-,,~-k. 

INITIAL: ~alG.k....___d .-cP-A TE aj I 3 / 11': 

DIRECTOR. OFFICE OF GENERIC DRUGS: 

INITIAL: ____ DATE _____________ _ 
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J.H.M. Rae.arch & Development, Inc., 5776 Second Street, N.E., Washington, D.C. 20011 

ill 
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1 or 1 
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ANDA 40-148 

Watson Laboratories, Inc. 
Attention: David c. Hsia, Ph.C. 
311 Bonnie Circle 
Corona, CA 91720 
ll,l, .. ,,lll, .. l .. l,lll11111,III 

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 mg. 

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

We have completed the revi€w 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 
Bitartr.ate and Acetaminophen Tablets USP, 10 mg/325 mg (Norco~) 
can be expected to have the same th~rapeutic effect as that of 
the listed drug product upon which the Agency relied as the rasis 
of safety and effectiveness. The Division of Bioequivalence has 
determined your, Hydrocodone Bitartrate and Acetaminophen Tablets 
USP, 10 mg/500 mg, to be bioequivalent 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 incorpo:ated into the stability and 
quality control programs using the same mathod 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 submi~, in duplicate, any proposed 
advertising or pLomotiona]. copy which you intend to use in your 
initial advertising or promctional campaigns. Please submit all 
proposed materials in draft or mock-up form, not final print. 
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printed labeling to the Division of Drug Marketiny, Advertising, 
and Communications (HFD-240). Please do riot 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 sabsequent advertising or promotional campaign 
be submitted to our Division of Drug Marketing, Advertising, and 
Communications (HFD-240) with a compleced Form FD-2253 at the 
tiwe of their initial use. 

Sincerely yours, 

0:) 
~l~s L. .J./ /L/ I J7 
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 

i\NDA Jt : 4 o - 14 8 

Watson ~aboratories 
Attention: David C. Hs a, Ph.D. 
311 Bonnie Circie 
Corona, :A 91720 

·1 - ~--EGAL BASIS FOR SUBMISSIQll 

Reference Drug: '.J. M. Graham L1boratories, :nc.; Lortab:O.· 10/500 Strength: 5 mg/500 mq \see orange book 16th edition, supplement Pl. 

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

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

Revised patent certification letter included. 

SJlI:.I?.LEMENTS: None 

;JQNPHJ:1(1 RIETARY NA.ME: Hydrocodone Bi ::.art rate and Acetaminophen Tablets 
USP 

,; . :SUPPLEMI::.NI PROVIDE FOR: None 

Firm: 

'.J7 ~ 26. 95: Arnencirner1~~ 
iy,1. :: . 96: /\.men;_imc~n~--

l l. ~. ~,(;: ,\mendm,-·rH · .c1b» l : :vJ · 
l:2. '.J'J. 'JC ,\m,:":11d:1wn' .1,.;Lject of ~:b.is review 
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A.NOA 4 Cl - 14 H 

FDA 

11 - F0TENCIES: 10 mg/325 mg and 10 mg/SOD mg 

- -· - .:.uEM.I ':AL NAME AND ::iTRUCT~lRE: 

·•. ·_:, , -Lpoxy 

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

1 -oH 

C'AS 

Hydrocodonc· B:tar-c.:::c.lte :_:sp 

CH 1 

COOH 

0 
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l . 

I,_,(--~' 0{ ,W'i ... L_ • +>,......, V.i._'a~• 

:

1 l1c· r:1r._1r1ut.iC'Lurir1·~ r)rocer;s t·c:cc:rd Ls si=-1ticJLa,,__~tc)1 '/. 
P1c[c:,,;s1.unc.ll .: .. abeling rPv1ew :~a.Listacto~;/, ,·, ·Hoppes, ll c3.'i(,. 
EER dCCcpt.able, 11 10 Y',· 1 10 ,j.1t·p ...-,·,qur><~teri 1

1 ·~o c•r., Uio review dccep~;bi~~· "•T.~~~-1i~:o~;; - ~~-~~-~J 
MV no~. required, cornoend1.al c:1rticles; tests, method:-:; c1nd 
spec1.fic.:1t:.1on~, per c:umpend1;i] mon0gr:1phs. 

• 0 . '•)NC'LU,3IONS A.ND RECC1MMENDATI'.J~IS 
~::: s.:i~1stact.ory .. 1r~ CMC anc! 1ak)elir19 

'he c1pplicati0n 
dnd 1.,3 APPROVED. 

uc amended 

10. REVIEWER: U. V Venkataram, Ph.D. DATE OF REVIEW: Dl-13-97 
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10 mg/325 mg 
i- 1t.1 ii I 1t.lU ~ 1 i n' f ~ tV, 
"d• •• ,-,. ~~ • !• , , " ,., I ·.f 
•.\\\I!"'!''· -.1.,, ht l'l•i'l•! lofm1tti' 

NC 
hvdn>1 

!!!11111 

(® 

Ii 
:ii1d a,:L'taminophen 
t;1hkh. l !SP 

10 mg/325 mg 

WAl'SON 
l.UO/lATOi11E5. INC 
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HYDROCOOONE 
BITARTRATE and 
ACETAMINOPHEN 
TABLETS, USP 
10 mg/500 mg 

hd-W..'-1"""" 
"""" ............. lrll 10,o; 
~ .., "" ..... ""-sl a............., W 100 "'I 

CAUl10N f edt"'rol law prvf,tb11, 
d1ip•ni1r1g without pl•\<r,phon 

100 TABlETS 

"I' t, ' 
,,,,,.,1 , ,1 

ND< 5 2 S,U .\40 OS 

HYDROCODONE 
BITARTRATE O!'d 

ACETAMINOPHEN 
TABLETS, USP 
l0mg/500 mg 

lto t.ll,lol (..,,...,,. 

H1'o<.,.,.. '"""""• u<., , . " 
~ .. ,!lo Wilt , ..... 1 
"''~U',f ;oo,,g 

CAUTION: ~ .. de,ol low proh,b,;, 
dnpflnlrny without pre\n1phon 

500 TABLETS 
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l!IORCO'M TABLITS 

l ,•'1 

DESCllll'TIOM 
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1',• 

,.,. 0"¥tROO~AGt 

11'" "-!•)"•"• .,11• •,tr~•,1t .. 
',tl',!'1 I, 

CLINICAL l'IIARMACDLOO y 
,,,,,., 'l" !• M',! tP! l,,,•.••.·f' ,,_.,,, , ,. 11>1•'!' ,I• ''I' 

n, .. i,,. n,~ !'ill!.~• , ,., ,, -~-.1,.,,, 1 ·', ... ,,,\.I ·~•.,;,• j' ,_l •ll'W' '1! 1<.r·r·.., 
"'" 1' 11 ',il' 'i,. •r q•i.Mr •r1 "N<1•·, ,, n,,, •"/' l .,,.. ,,J 

,,;,,,• .!,.,,,.,,.,.,,, .... , .. j ... 

1,f'',i·'"•-·••1·~,.,. n~-,:,~ , . ..,,,ph"'"' rt;urn,;::, 
,.,,..,,,"I'\ A· ' i'' ,.,. ,, ' '"' ,n .. ,i,.ii.•·1 

(l t !h;:. '..,ftW 1 

11 •, i' \fl,,i!..!1!\1/ !'JI".~' 

,,,. ..... , "•t' . ,I',-, V l'.t ' 'l ' '~• f'" 1•, ,., - ,'', •~"'• 
l,J',,,T.J., ,.,, ,j;Hl\ll,t'",o.f!'·"11,,1 

,, IF 1 "'" ,1,1·, 'il·,F~"' < 1 , 
, ~ ,, l, ,iy,,,, M..:~••'1,11 ,,.,, '·'' ,..,,,..,p., .... ,,., ·' ,,,,. ,.,:t .. f,. wt· ·1,.,,.,,,,,1,...,1 i., ,, .. Iii• q Ir,.,,.,·, •1v•l••11 ,H1,,,, .. 

'"I ',-,;,\l"t.l '' llo'"'l"!1','..l'c'(,'' N •11" 1'!'1' ,',( •< ,I', 1 h 1,•1 ',1,· 'i h •• .111tj II i\ l•ytJ1u:i,,11i'l-1t)t,;,!;-,, 
•p,,,••,Jl•1'' 

; 
,1 ,t, tol,;1n .. ,,•t>', .. ,, 

,!Y,,..f;:~' t ''"•j ... , '"! ,.P ,f 7,,'!,~t••· ;l;,['(', •· "V~, 
"r n·n· , ..• i 1 ,(1fTPl\'',!· 1' "lll',I ,t• ..... 

IIIDICA TIOIIS AND USA&f 
'•·,• 1•:1r!' 

COIHUINDICATIOIIS 

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER 

WAIIIIIIICS 
J',,, :,; 

t!T•,1 1,,, ,,, 

11Ul'l ln1vry •n~ ll'\(f!l!.11"(1 lttltlt:tlnl&I f'rttglllf'f . , ,, '. ...[ .. · '·. ·•,1M"JH"'·c,,t .. \,-tt,.,.\"I•,.;,, 
.., "fi.Fi:f-rt·, l'l.l(/.Jf"rJfF' 

1,.,..,,.1,,,, 
.; ,,!., ', v'·~;,,,' ,0,),1 •• l_., ', ", .,_, .,\!_'. \l:t ., 'I . .J , 11.,:'.,t 

A.r.vte Abdomnut tand111ont '",r .1:!"·':"-.".1'''-, ,,1 r: 
' ,.,,. 'II pdl•o-••>• -;,i•ff• ~• tJW ;j(J•dHl'IH·,l' 1 ,., ,f1l><H" 

1'•• ,,.,,. ,1 ~J\<', ,,, r T,,, .. "' f/uy,1,r ;in!.1:>'("P',\.tnt• ,,.,.,,., !'J'(flf!XWlflrH' r,rl'(l.,lrljt,nr1.._ rn,tf ·nr 'P.1°,1" '"'" ,eflp1 I i,i r '''"'' t•,r .lnl1!1.e{11f!'•,~ .. -1n! ,,, hyi1r'lf ndon11 ~-~':.·~~~!!~v'~~r~,',,!~~-,~~;~jl ArPf.4111'/IO(inf'r· f!\dl;' prui!m ,- f,1f<,f' p(}Slfl'i't' It-<,/ re~(/1/'., /(Jf 

Ca~t1n_oo11nn1s. Muug,nnts. 1m111rmtl't of terht1ty ~·, atlf'QtJJt" '1''!•1••" h.11\" ™'"" ;:·, l•:,-J:f:'I", -~'':;;,•;:,J.,,FI~:•,·'"• .,,,,w w/"'/fw, '( '' \ ;,r ,t, f'l,1!')•.'111/1/•f'I) rlJ1•/- ,i !JO!Fi'li,1,' /1., ~ .. '- "' ,'"!·,\ r·np,•' ,•,\ fr, 1 ,' 1 

Pni;n.ant)' 

'f J'~',,::•t'1;,,1'f\"'Nf<: c~'~,~~~!"1¥ Ld~flJCfy L thrrr .irr no ildPflUltr ;tml Wf!I rl!•!!Jtlllf,, \l'l!hf"'_, 11' J. ·:ir '._1
0
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1,,1
1 

tlf'r\f'ht 
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labot and Olllllwe~ .rv,.,. n, .t1 1 n;1r[ :1!,c' • ..td111o1,1',lr.1:111,,, nl ~\,H1Tr., lab1t"J\ \o 111, !iHJlf1"r -,1 11111 
::~::;.~ ~~~::';,~11~~!'•,~'.·,,1 ,n \<Jl"r> r11'lJJl"I' nl 'P',P".i! "¥ t11'l"l'\',•nll 1n lfw nf!Wb<Jrtl ,~•!)f'ti.A\fy 1

1

1 
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Hitt.Qi:,tu,v /1,i,1eu+on 
\.,1,,.., fh t ·_J )""'iJy nvtHOUU(.! 
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DIIOG ABUSE. UO Df 1'1180UIC£ 
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DOSAGE AIIII ADMIIIISTR4TIOII 

l''f",1", 

"'"• ,,,..,__.,,"/' 

CONFIDENTIAL- SUBJECT TO PROTECTIVE ORDER 

HOW SUPPLIED 

',f., ,, t • 'r1,a;,,i ,, ~ ,,,, !t '"P"= ,!' \ ·'r , '· 1· ,1\1 ~f 
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"1Jf'.1r :.;!"'P,1lmlf'·, 
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Watson laborat0ries NOV 2 0 1995 
:\ttcntton David C l lsia, Ph D 
3 l I Bonnie Circle 
Corona CA 91 T":J) 

!Jcar Sir 

Reference 1s .nade to your abbreviated ,1ew ~:-i,g aprlil.:ation dated June 7, 1995, submitted .r"uaw to Section 505 (J) of the Federal Food, DrJg and Cosmetic Act for Hydroi;;odone ,!ttanrJ.tc and Acctaminophrn Tablet:- USP, 10 mgo~5 mg and iO mg;S00 mg 

I he following comments pertain only to bioequivalcncy issues in the June 7, 1995 submiss,on. 

") 

The Division of B1oequ1valcnce has completed its review and has no funhcr questions at this time 

The following dissolution testing will need to be incorporated into your stability and qualit~,' control programs 

The dissol-.1tion testing should be conducted in 900 mL of pH 5 8 phosphate buffer at 37°C using USP 23 apparntus II (paddle) at 50 rpm. The test product should meet the following spt!citication 

Not less tha· 
1n 30 minutes 

ofthi! labded amount of both components m the tablet 1s dissolved 

Please note that t 1 
..: bioequ1valencv comments expressed in this letter are preliminarv The above b1oequivalencv,, '1r1ments may be re\1sed afler review of the entire appl!cat1cn, upon consideration of the chrnustry, ma..,ufactunng and controls, microbiology, labeling or other scientific or regulatorv issues .-\ reVJsc<l determination mav require additional 111formation and/or studies. or mav coricludc that the proposed formulatmn 1s not approvable 

Sincerelv yours, 

Keith K Chan, Ph D 
Director, !Ji vision of I3ioequ1v<1.lence 
Office ur' Generic Drugs 
Center for Drug Evaluation and RP5earch 
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, 
NOV I 6 1995 

Hydrocodone BitartratP; AcetaminorhPn 
l" mq/325 mg and J 0 mgisoo mg ti:lb L::t 

40148DW.69'-

Reyiew of Two Re__g:yest.s__for Waiver 

Watson L.:ibs 
Cor,_:,rn, CJ:'.. if. 
Subm.1s~;1on date: 
Jur.c , , 1995 

T:it.~ ~;pon:,or has subrnH t ed an application for hyd.ro-=odone 
b.i.tartrate; a.cetdm1.noph•::n, 10 mgi32S r(lg and 10 mg 1 500 mg tablet and 
ha:.; reque:::;teJ a wc1iver of in-vi'.'D bioavailability studies based on 
cur:marative disso.:.ution nrof.iles between the test products vs 
V ir:~din • (Knoll Pharmaceu tLical l [appended] . 

':'.':1e conp.J.ny seeks to market new strengths of the drug product 
a~lowed under citi2en's petitions 87 P-01~9/CP and 87 P-0170/CP. 
[see attachments] 

Previously, tl:e c:::impa:11· had submitted applications for the same 
strengths of the test product under different application numbers. 
NDA #81-081 [HCB;Al1AP - 10;500 mg] was withdrawn July 28, 1994. 
tlBA #31-078 [HCB;APAP - 10;325 mg] was withdrawn Febn1ary 10, 1993. 

The d!'.l.lg product is M listed in the Therapeutic Equivalence List. 

Cornrnent: 

1. The dissol..1tion prof i~es 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 ~nits tested anl ~ individual units fail the 
specification. 

2. The Divison of Scientific Investigations, Cffice of Compliance 
will be notified regarding the Knoll product not meeting 
dissolution specifications. 

3. The batch si:::e f'.Jr both lots of the test product 
units. 

'The dissolution testing conducted_ by Watson Labs on its 
hy::ir·::·ccdcme bi'.:J.r':.ra:::e; ac:etaminoptwn, 10 mg/325 mg and 10 
mg;SOO mg, bate~ #R49994 and R49894, respectively, is 
accept:able. 

The dis:-;olut:.ir.:::1 testi,ng should be incorporated into the firm's 
man1.:f ac:::ur. ing controls and stability program. The dissolution 
testing should bo conducted in 900 ml of pH S. 8 phosphate 

- CONFIDENTIAL- SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_04161235 
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bu(te~ at 37°C us:ng usr XXIII apparatus II (p,H.iulE-,l at so 
1=r,rn 'rt1~ cer;:_ product sl1ct1lcl rneet thP t,,llowin'::,l 
spe-~:if ic:atio11: 

Not le:::;s tlun .Jf the lobeled amount of ):;Jct Li 
components in the tablet is dissolvPd in 30 minutes. 

1. 'rhs" D1·.0 .t01on of B1ucquiv~1lenct:· finds U1at the information 
submitted by the sponsor demonstrates that the test produces 
fa.l.l und,cr :2l CFR J:20. :::: (c) of Bio.::i.vaiL1bility/Bioequivc1lence 
F<'.c.0 qula.t1or1s The Division of Bioequivalence recommends that 
~~~ waiv~r a~ an in-vivo bioav~ilability study be granted. 

Di·hsion of Bioequivalence 
Review Branch II 

RD INITIALED RFATNAIK 
.t< ... INIT:::ALED RPA~"'NA '.f' 

_1/J~ Concur: --~~~-/ ==-= 
\(eith Chan, Ph.D. 
Director, Division 

JLee/jl/10-31-95 

Date: 
7 

of Bioequivalence 

cc: NDA #40-148 (original, duplicate), HFD-630, HFD-600 (Hare), 
HFD-655 (Lee, PatnaikJ, HFC-130 (JAllenl, Drug File, Division 
File 
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pc:.ference Drug: Vicodin ~5ccrnJ l}ydrocndone_; __ 500 mg a.c.=ctamiL:J£r1P.ll ---

Pc:?sulcs 

Time Test Product 
\ P.LU1) 

Lot# R49994 

Mean% Range 
Dissolved 

20 96. 7 

Lot# 

r: 

7('"'\ 

9 ') . 3 

HCB;APAP 1Q;32Lmg 

Hydrocodone bitartrate 

( 10 mg) Reference Product (5 mg) 

(SD) 

Lot # 10676(1 654 

Mean% R.:1ngE: (SD) 

_ (5.5) 

( 2. 6) 

_(l. 7) 

Acetaminophen 

( 325 mg) 

Dissolved 

77 6 __ 

90.4 

97.1 

101. 3 

Lot# 

__ (3.4) Sl.9 

{1.8) _§6.6 

_(13 ) 

( 9. 5) 

_(4.4) 

______ (3.6) 

( 500 mg) 

_(9.0) 

-- (8 .2) 

( 5. 5) 
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,, 

·7 n 
--!-~-

- - - -

T~st Prodt1ct. 

M~an 'k Range 
Dissolved 

q' ..., 
- --~_.A,.._. ~ ~ -~ 

95.4 

Lot#-~----

a, 1 
.,,, ...) • _,J 

Vol u ~nc : c; o c: 

HCB;APAP 10;500 mg 

Hydrocodcne bitartrate 

( 10 mg) 

(S9) 

(4. 9) 

( 3. 6) 

Acetaminopher. 

( 500 mg) 

( 2. l) 

_(2.5) 

( 2. 7) 

_(2.3) 

Reference Product 

Lot# 106760654 

Mean% Range 
Dissolved 

77.6 

90.4 

97.1 

101.3 

Lot# _____ _ 

51.9 

66.6 

74.5 

78.4 
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ml 

(5 mg) 

(SD) 

___ (13 ) 

__ (9.5) 

__ (4.4) 

___ (3.6) 

1 soo mg) 

__ (9.0) 

__ (8.2) 

__ (5.5) 

___ (5. 0) 
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/ 

Hydrm:mlone Bitanrate: .-\cctammophen 

l O mg 3::!5 mg and l O mg, 500 m~ tablet 

'.\ DA tt•Hl-148 
Reviewer: J. Le,: 

40l48DW.D96 

FEB I 3 1997 

Watson Labs 

Corona. Calif. 

Submission date: 

December l/, 1996 

This application \Va.'> previously reviewed { sub. date: .lune 7. 1995) hy the Division of 

B1ocqu1vaknce and \vaivers we,e granted for the tt~..;t products ba..sed on dissolution testing with 

Yico<lini,. (kgal 1-iasis for submission). Subsequ-:ntly. the D.1\1. (iraham Laboratories product 

1Lortaht') hecarne 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 

l O tng/500 mg test product vs the new RLD. 

The drug product is M listed. 

Com.men•: 

l. The dissolution testing is acceptable. 

~~: 

l. The dissolution testing, using the lJSP :X.-XIH method. conducted by Watson Labs on its 

hydrocodone bitartrate: aceL'.lminophen l O mg/500 mg i..ablet. batch #R49894, is acceptable. 

The dissolution testing should be incorpor~ned into the firm's manufacturing controls and 

:;tabd1ty program The Jissolution testing should ht: conducted in 900 ml of pH 5.8 

phosphate hutler at 37"C using USP XXIII apparatus II (paddlei at 50 rpm. The test product 

should meet the following specificauon: 

Not less thar -if the labeled amount of both components 

of the drug in the tablet is dissolved in 30 minutes. 

3. rhe Division of Bioeqw\'alence finds that the information submitted by the sponsor 

demonstrates that the tl!st product falls ander 21 Cf-R 320.22 t.'.l of 

8ioavailability/Bioequivalcnce Regulations. ·n1c Division of Bioequivalence recommends 

that the waiver of an in-nvo bioavailability study he granted. Watson· s hydrocodone 

bitartrate; .:11.:ctaminophen l O 111µ,1 500 mg tahlct is deemed hioequ1vah:nt to Lortab~ 10/500 

manufactured hy !J.M. Ura.ham Liboratoncs. 

CONFIDENTIAL - SUBJECT TO PROTECTIVE ORDER ALLERGAN_MDL_04161239 



AL-SF-01322.00042

c~ f~ ...1/1~/1 ?-
1. Lee 
[)iv1s1on of niocqu1vakncc 
Rern..'w Br~nch lI 

RD l>l!TIALED SNERCRKAR - -; \ - 1 ,\_j 
• ,,--;._'/, \ \{, { t \, L \ • FT I:'iITIALED SNERCRK.·\R __________ _ 

cc: NOA 1r40-148 (original. duplicate), l!FD-630. HFD-655 (Lee. PatnaikJ. Drug File. Division 
File 
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! ·sp XXIII .-\pp;irams _lL_ lbskl.'l __ Pad& .. : _L._ rpm ,(i 

'.\'.imh~r of Tahs!C1ps rested:____._l .... 2 __ 
Rcfcrenc: Drug Lortabt· 10'500 (D.\1, lir;m::.mt Lab.mm..Qrll'& ______ _ :\:;say \lethodology: ___ ~--- ________________ _ Results 

Time 
1 mini 

Test Product 

:--.kan%1 
Dissolved 

Range 

Hydroco_done Dit;u-u:at:..' 

Reierencc Product 

Lott: WL109674A 

(CV) Mean o,.o Range Dissolved (CV) 
97.l 

28,2 

_(4.4) 99.5 ________ (2.3) 
...JQ_ 

_(3.l) 

_(1.8) 
100.1 

(:!.8) 

bcetarmnophen 

()Q 'I 

98.l 

98,Z 

_(1.7) 

__ (2.3) 

_(l.8) 

_______ ( } 
Lot# ___ _ 

Lot# ___ _ 
94,6 

_J_Q_ 

__ 1.3.0) 'l_8,8 

__ (2.1) 98.7 
ll7 4 

________ ( \ 
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_ _ _(0.8) 

__ t0.8) 

_(0.9) 

______ ( 1.2) 
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J\v 

OFFICE ()F CiENERIC DRU(iS 
DIVISICJN {)F BIOEQUIV 1\LENCE 

DR l] G, 1 ,..,_
1 

.:-/ r o e,.~ .:_ ·:11 /l'v1 nr,d-c ; ,_ u_.l-r~ ...,..,. , ,, cf;-._, '"'"-. I 

DC)S.AGE F()Rrv1: rr.-~t 
STRENGTHS/(s): , o ->-,, /_r.1s--""-i - 1

') ~ 1::-~ ~ 
TYPE OF STUDY: Single __ ;\1ultipk_ i:astmg_Fed_ t.1/A 
STUD'{ SITE: 

DISSOLUTION: 

PRI\11ARY REVIE\VER: Jcnm· Lee BRANCH: II 

TEAM LE1\DER: S. ~erurkar. fh.D BRANCH: Ii 
; l \_ '- t_ , ( 

IN IT! AL: I 1\ \ ' / l \, DA IE 1 I ~ I I Cf I 7 -- - - -------r---- . 

~----------. ---
DIRECTOR, [)l\lf SION OF BIO EQUIV ALEN-CE: K.cithChatr. Ptr.fr i):_. -'-1 ~ • 

;;? e./2.:.. . Pc-:t,.,, o... ~ 

INITIAL if . ; - ' nArr·· --) 1· / l : --~-Q~-~ _.JJ _', ___ A I I 3 t ( [ L._ 
DIRECTOR. ()FFICE OF GENERIC DRUGS: 
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