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Enil T Pharmaceutical s EE@
Aiteabion:  howveri o, Ashwarth, Po.p.

30 horth Jefferson Road

Whippany, HJ Q7681

Near Sir:

Reference 1s made to your abhreviated new drug application subnittad pursuant
to Sectfon 505(j) of the Federal Food, Orug, and Cosmetic Act for Vicodin [$
{(Rydrocodone Bitartrate 7.5 mg and Acetaminophen yEQ mg) Tablets.

Ne have complated the review of this abbreviated application and have
concluded that the drug s safe and effective for use as recommended in the
submitted laheling, Accordingly, the application is anproved,

Any stgnificant change in the conditions outlined ir this abbreviated
application requires an approved supplemental aoplication before the change
may be made, except for changes made in conformance with other provisions of
Section 314.70 of the New Drug Requlations,

Postmarketing reporting recuirements for this abbreviated application are st
forth in 21 CFR 314.80 and 314.31 of the Fegulatiuns.

This Admintstration should be advised of any change in the marketing status of
this drug,

For Inftial Campaigns: e requect that you submit, 1n duplicate, any proposed
advertising or promotion..} copy which you intend to use in your irmedigte
advertising or promoticnal campatgns. Please submit all proposed vaterfals 15
draft or mock-up form, not firal print, Submit both coples together with 2
copy oF the proposed or fina) printed labeling to the divisien af Drug
Advertising and Labaling (HFD-24G). "lecse do not use Form FD-2263
{Transmittal of Advertisements and Prowotipnal Labeling for Drugs for Human
Use} for this #aitial submissjon,

For Subseguent Campaigns: We call your attertios ta Sectton 314.817(bJ(23) of
the Recujations which requires that materials fur any subsequent advertisiag
or pramottonal campatgn, at the time of their initial use, be subaitted to our
Division of frug Advertising and Labeiing (iFD-240) with a compieted Form
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VICODIN ES: |||
TABLETS ..
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1. CHEMIST'H PEVIEA O,

2. ANDA # BO-736

3. NAME AND ADORESS 0F ARPLICAN
knoll Pharmaceubticals

30 North Jefferson Road
whippiny, NJ 1798]

6. NAME_OF DRUG 7. NONPROFITLTARY NAME

Yicaodin £S5 Hydrocodone Bitartrate and Acetaninophen
10, PHARMACOLOGLCAL CATEGORY 1. HOW DISPENSID

Analgesic and Antitussive Rx
13. DOSACE FORM 19, POTENCY

Tablets (7.5 mg/750 mg)

See (SP
17. COMMENTS

1. Bioavailability testing is not required for Vicodin £S-only
comparative disscolution,

18. CORCLUSIONS AND RECOMMENDATTONS

Approvzhle
19, REVIEWER: UATE COMPLETED:
M. Goldman
fLT Lvaf/’
V¢€an¢‘
. / ! 4
e
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CHEMIST'S (Y iW PAGE 2

C{]H}:_f}_hff HTS AHD (,(JH?‘(!‘J_E_H()N

Ant/ta .t,’,l.("__t.

Hydrocadone Bitartrate, (Sy

Acetaming  her, oSNNI wANAREING, 1

Colloical Silicon Dioxrde, N;
Magnesium Steiarate, NF

2.

23.

starch

croscarmellose sodium m
povidone

stearfc acid

spdium metabioulfite

FACILITIES AND PERSONNEL
Satisfactory

SYNTHESIS

A)  hydrocodone Bitartrate
£

B)  Acetaminophan

.

RAM MATERIAL CONTROLS

K. 7NEW BRUG SUBSTANCE Ak

B. OTHER THGREDIENTS  OF

- OTHER F1RM(s)

Repdc*dgw af unir dose {ape helaw)




CHEMIST'S REVIEY PAGE 1 -

25. MANUFACTURING AND PRACESSTNG

knoll Pharmaceuticals, 30 North Jefferson Road, Whippany, New Jersey will
perform the manufacturing, processing and control operztions,
Botties of 100 packaged by Knoil,

taby >

26. CONTAINER

. T

150cc Amber Glass Bottle, 45/400 Metal Cup with pulp and viny) seal, coi)

27. PACKAGING AND LABELING

100 tablet bottles
Hospital Unit Dose Package

0x

29. STABILITY

Request 24 months expiration for bottles and 18 months for blister
J0. CONTROL NUMBERS

Satisfactory
12, LABELING

Satisfactory
W, RECALLS

Mot on Alert List,
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6/30/87

Hydrocodore Bitartrate/Acetaminophen Knoll Pharmaceuticals, Inc.
Tablet, 7.5 mg/750 my Whippany, NJ

ANDA #80<136 Submission Uvate:

Reviewer: 5ikta Pradhan May 13, 1987

Wang

Review of a Request for Waiver

Knoll Pharmaceuticals, Inc. has Acetaminophen/tydrocodone Bitartrate, 500 mg/5
mg tahlets currently In the imarket. The firm intended tc market the higher
strength of the drug, Acetaminophen/Hydrocodone Bitartrate, 750 mg/7.5 ng and
consequently filed a petition under section 503(J3)(2)(C) to get Agency's
permission for an ANDA application. The petition was denied on November 7,
1085,

Knoll Pharmaceuticals, Inc. filed another petition for reconsideration on
November 15, 1985. The request for reconsideration was granted on March L3,
1987.

In this ANDA application, the fimm has submitted the composition and
dissolution testing data of Acetaminophen/Hydrocodone Bitartrate, 750 mg/7.5
mg vablets and requested for waiver of in-vivo bicequivalence study
requirements for the test drug under 21 CFR 320.22 (d)(4) Regulation.

I. The forrwutation of the test product is listed below:

Material Amt/tablet
Hydrocodone Bitartrate, USP 7.5 mg
Acetaminophen DC-90 {direct compression-90%) 833.3 mg

R g
Acetaminophen DC=9C (equivalent to 750.0 ng acetaminopnen)
acetaminophen
iR
ORI
II. DOissolution Testing:

Conditions:

Apparatus: UsP X1, Paddle
Speed: 50 RPH

Medium: C.001 N HC1

No. of Tablets: 12

Sampling Times: 15, 30, 45 nirutes.

Reference Urugs: Two Different Batches of Test Product
Assay Method: HPLC



Results: The result {attached) showed *hat nore than 9U% of Acetaminopben and
Hydrocodone Hitartrate of the test product was dissoived in 30 minutes.

Corments:

1. The dissolution testing conducted by Knoll Pharmaceuticals, Inc. on trw
test proguct is accentable. However, the firm should be agvised to use 00 nml
af 0.9% saline rather than 200 nl of it in the future.

2. Accerding to the Therapeutic Equivalence Classification,
Acetaminophen/Hydrocodone Bitartrate tablet is rated as mapm,  Therefore, no

in-vivo bicequivalence study is reguired on the test product.

Recommendat.ions:

1. The dissolution testing comducted by Knell Phamaceuticais, Inc. on its
Acetaminophen/Hydrorodore Bitartrate, 750 mg/7.5 mg tablet (Vicodin t5, oval
shape) tablets, Lot #PD-D2-3 is acceptable. Therefore, the waiver af in=-vivo
bivequivalence study requirements for Acetaminophen/Hydrocodone Bitartrate,
750 mqg/7.5 mg tablets Lot #PD-U2-3 of the test product is granted. THE TEST
PRODUCT SHOULD BE CODED AA IN THE THERAPEUTIC EQUIVALENCE LIST.

2. The dissolution testing should be incorporated into the fim's
manufacturing controls and stability program. The dissotution testing should
be conducted in 900 ml ~f .9% saline of 37°C using USP XX1 Apparatus Il
(paddle) at 50 rpm. The test product should meet the fallowing specification:

Not less than 75% of the labeled amount cof acetaminophen
and hydrocodone in the dusage form is dissclved in 30 and 45
minutes, respectively.

L TR N 7 -
.'\_\1{ /,\ T )3 -alt’/\_r;-\‘ {!_,/) S—%p 9
/

Sikta Pradhan, Ph.lh.
Division of Bipeguivalence
Review Branch III

R INITIALED BY RMHATRE(;J

-, o+ - ﬂﬁﬁuagfm
FT INITIALED BY RMHATRE Conns f\é“ A

\‘.
Concur: E; Zi;uéd\fr’ T_@P Y7 Date:
hrikant V. Dighe, Ph.DZ/f

Director,
Division of Bicequivalence

sPradhian/ ooy 6/ 10/87

cc:  ANDA 89-736, original, WFN-230(2), HFil-258 (Fradhan, Mhatre), HFL-200
(Hare), HFN-22 (C. Hooton), drug file
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7/02781

Mydrocndane Bitartrate/Acetaminophen r0ll Pharmaceuticals, Inco.
Tatilet, 7.5 ayg/ 750 mo Whippany, HJ

AHDE FRY-T 36 Sutmissinn Date:

Reviewer: Sikta Pradhan May 13, 1987

nang

Review of a Request for Waiver

koLl Pharmaceut icals, Inc. has Acetaminophen/Hydrocodons Bitartrate, 500 mo'"
ng tahlets currently in the market., The firm intended to market the hioher
stremgth of the drug, Acetaminmophen/kydracodone Bitartrate, 750 ma/7.% mg 5=
consequent ly filed a petition urrder gecticn SCE(UI(21) to get Agency's
permissior “or oan ANDA gpplicatinn. The petitian was denied on Novemper 7,
LHES,

hol! Pharmaceut icals, 2. filea annther petition tar recnnsideratine nn
Hoventer L5, L%85. ¢ request for reconsideration was granted on March 13,
1987,

Ir thie ANCE apcticziton, the firm has submitted the compesitd o gm0
Siestlution testinn data nf feetaningpher/thdroromone fltartra ) 750 my/ 7
M tattets and reduester for walver af jr-vive hioenrivalence sty

TEUTT WS o

rexcirere~ts for the test drag under O) 220020 (g ia) Reautation.

1. Tre Frormglatior of the test nrogost dg tisted below:

At tat et

H.\..;l‘—-,\\f A e l}‘; t 5rt rarp, R 7.5 Mo

ek
il
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ﬂfpfaMinﬁrhﬁn D=0 {(direct comPrecal oS 23 T ma

~ak

Acet aminornern 0= (equivalent to T8 00wy goed geinaphe s

acet aminophen

Antaratus: LS Xx1, Pamdle
Speen: R RO

Mo e .0l hHol

o af Tablets: 17

Sameling Times: te, 30, &5 minutes.

Reference Urugs: Twn [ifferent Patches of Test Froduct
ARegay Method: LT




Results: Tie result (attached) showed that rore thar 9% of Acetarninophen and
Hydrocodone Bitarrrate of the test product was dissolved in 30 minutes,

Comments:

i. Tre dissclution testing conducted by Knoll Pharmaceuticals, Inc. an the
test product is acceptabie, However, the fim should be advised to use 90 1 ml
of 0.9 saline rather than 500 mL of it in the future.

2. According to the Therapeutic Equivalence Llassific.’ " on,
Acetaminopben/Hydrocodone Bitartrate tablet is rated as "AA", Therefore, no
in-vivo bioequivalence study is required on tte test product,

Rﬁcogggpdations:

1. The dissclution testing conducted by Knell Phamac-:utjcals, Inc. on its
Acetaminophen/itydrocodone Bitartrate, 750 ng/7.5 ng tahlet (Vicodin ES, oval
shape) tabiets, Lot #PD-D2-3 is acceptablie. Therefore, the waiver of in-vivn
biveguivalenze study reguirements tor Acetaninophen/Hydrocodone Bitartrate,
750 mg/7 L omg tablets Lot #PD-U2-3 of the tect product is granted. THL TEST
PRODUCT SHOULY BE CODED AA IH THE THERAPEUTIC £QUIVALENCE LIST.

2. The dissoiution testing shouwld be incorporated info the fim's
manufacturing controls and stability program. The dissolution testing should
be conducted in 200 mlL of .9% saline of 3790 ysing USP XXI Apparatus !
(paddle) at 50 mn. The test procuct shoile meet the following specification:

Not less than 75% of the labeled anount of acetaminophen
and hydrocodone in the dosage form is dissolved i 20 and as
ninutes, respectively.

[ A : . 3 . -
!,‘»)( fj‘ T .‘;.).-1 KA {’,/“1 Sf\o =
Sikta Pradhan, Ph.lL

Livision of Bicequivalence
Review Branch 11T

RD INITIALED BY RUHATRE < 5 Lo
FT INITIALED BY RMHATRE Y0 7

N ) E E e ‘ /ﬁx_

Concur: V\f/{:gg/éd W? ¢ W Date: [ Z; ‘ (_J_/
Ehrikart V. Lighe, Ph.UZ/)' ¢
Uirector, .

Livision of Bioequivalence

stradhar /ngo AR/ 6/10/87

co:  ANDA B%-736, original, HWFN-23002), HFH-258 {Pradhan, Mhatre}, HFL-200
{Hare), HFN-22 (U. Hooton), drug file
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CODTIt WITH ACETAMINOFHEN,
ASPIHIN, ANL CAFFLZINE FOR ORAL USE

Dhias for Heman Usa; Orug EMcacy Study
linplamentaticn

e ool and Drug Adminlstratian
Pas evaluated s report recelved from
the Natienal Acsdemny of Sciences—Na -
Hoeal Descarch Cowrcdl, Drug EfMcacy
Stidy Ciroup, on lrigesic with codetine
tabilels 157TA 7-289) ccentalning codetne,
Hovlaniitopiton, aspion, and calfelne;
R qnbl & Sons, Divislon Olin Math-
reon CUheineal Com., 745 TUth Avenue,
New Yook N oY, 10022

Suchidrugns are regarded As new diugs
LU ST 321pY )y, Suppiemental new
diug apphoations are requlred to revise
Lhe Toubellsiz In and to update previously
Epprovea applicatlons providing for such
drucs A now drug application Ls required
Tioin oy prerson markeling such druy
sty b, ptoval

A b ooiireness classification. 1) 1he
Food wind Djug Admingstration has Con-
tered the Acgdemy's report. as well as
e avalable evidence, and concludes
fhott ot iation m‘;‘gs contalning co-
Geonctowath acetamin “an, esplrin, and

Concine e electiveYior the rellef of
Lo bt o cmate pal,
wemaitoong for approval and mar-
TN Food and Doug Administea
Separed Lo approve abbreviated
simlicutions and abbroviated
St previously approved pew

i

o Ahne under condittons de-
b0 ivug !‘.'c;..'uallnpr. cutil aln -
Lo e et wehen nspdni aog
e cre o tanley forne smtable for

[ Sooatratton.

A ocondiens, A0 The lnbel
e e ey dient, Cautlon Pederal
TIOUE Lodbhperstig withiout e

oo e s s lab ed o comply with

s ol Lhe Aol nnd repnta-
Cae labeling bears adegyate

LI

torsale and efeclve use of

. : oThe nndieation for wee 1s-
! et el ot muld to mederate pain.

oA oo slatny Marketing of such
e f Ve wed under the condt.
P, : et thie nolle, vttty

DoroRathetnp g Triaoy

D Filicacy Sludy, sty

o o Fanewar flrapoow Sty fa
LI s ollowen.,
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NOTICFS h

& Pour holdes of "‘dtrn‘-d ahprovel™
new drug appiications e.ah o applica-
Yot which bacame efective un the basls
of sofety pror W Oclober ig, 1967), the
submission of s supplement for revised
labeling and an abbrevialed sujp plernant
for updaling Information as described In
PACRZIupl wad (1) 0 ang (i of tle
Liotlze of July 141970,

b Forany person who does et helt an
spproved or effective new dnwl applieoa-
tinn, the submizsion of an abureviate.d
new arug rppilcation as described In
varagraph (a3 o of that notice

c For any distributor of the drug. the
use of labelng 1 acourd with Lhis an-
nouncement for nny such drug shipped
withlo the jurlsdiction of the Act s -
scrived {n paragraph (L) of Jha' notlce,

A copy of Lhe Acadeiny’s report has
beet, furnished to the Lt yeferred Lo
above Coemmuntcations forwarded Ly re-
sponse to this announcement showld be
IdentiNed  with the reference nwaber
DESI 7289, directed to the attentlon of
the appropriate otlice Usted below, and
addressed to the Food and Drug Ad-
ministration, 5500 Fishers Lane, lwock-
ville, MI) 20852,

Zupplcincnis (fdentify mith NDA LDunitwe, )
Giflce of Sclentifie Evaiustion (BIr iy,
Hureau of Dirygs.

Requesta for the Acsdemyy Teport Dirug
Efflracy Study Infarmoatuoeyg Contro B
668}, Nureau or Drujm

AlL Oother commnnivatlon, remaodlog this an-
BounBerment  Inug Frooay ! udy Tmple
mentation Poeot OMu e (D) A, Burcau
[S1 0 BIRVICEY

Al fdinoieal related oo ar pitind-
Wets not Lhie suhloct of w1y Ainuved neew
Ao an dieatian arp o avered by the new
A leatt n g e sdand are sulyyeot
Lo thile notiee SHee 1 C192 120 40 3T P
DHIEL Oretaber 21 1y5 0 ANy eTSON w i
wishes by dpeterngge whell el nospectite
Proctuct 4y ooy ERoLhls notiee should
wWitte to the Fovd and Dirus Adiinistra
thon, Bureay of Drgas, Ofbee ul Cvangely -
Auce (BIY 300 S600 [l tiees Fane Mawk -
vilie, M oo J

This niotice 15 voaged PUTSHANL W frao-
visloty of the tede al Food, laoru:, and
Casimotie At (oeee L7805, 5 tiat
Lo 33 ag sonended, 21 U s LT dua
4ird o the Admintsl itive Procedure Act
I P A ST urider the aatliarity
deleried to the Comant Lo, e ol Bieont
R R T I N G I

Duled Do e o vay

SVARC DY e
Ay Corg g

Tt it n

NOTFR D TR T e 2 L T K g gm
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iMACE EVALUATION
TEST TARGET (MT-3)
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