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NOV 26 1984
NDA B8-058/5-001, S-002, 5-003

Knbll Pharmaceutical Company
Attention: Mr. Agamemnon C, Hanzas
30 Horth Jefferson Road

Wnippany, New Jersey 07981

Gentlemen:

Reference is made to your supplements dated July 29, 1984 and January 30, 1984
‘regarding your abbreviated new drug application submitted pursuant to Sectieu,
B05(b) ‘of the Federal Food, Drug, and Cosmetic Act for Vicodin (hydracodone
bitartrate § mg and- aeetaaiaophen S00 mg) Txblets. S

Refarence is also made to your communication dated July 17, 1984
The supplemental appiicatians provide for:

S-001 - a -~ procedure
$-002 - two year expiratiou date for the —— tablets,
$-003 - a major control pracedure changa for the dosage form,

We have completed the review of these sunplemeatal appiications and they are
approved. Our letter of January 7, 1983 detailed the conditions relating to
the approval of this appiication,

The material submitted fs being retained in our fila
S ﬁﬁerﬂ y ycurﬂ /
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NOY 28 1oR4
NDA 88-058/5-004, $-005

Knoll Pharmaceutical Company
Attention: Hr. Agamemnen £, Hanzas
30 Herth Jefferson Road

Whippany, Hew Jersey 0798)

Gentlemen:

Reference is made to your supplements dated October 9, 1984 regarding your
abbreviated new drug application submitted pursuant to Sectfon 508(b) of the L
Federal Food, Drug, and Cosmettc Act for Vicodin (hydrocodone bitartrate BSmg

Reference is also made to your communication dated October 23, 1984,

The supplemental applications provide for:

$-004 - labeling revision for the new tablet design shape.
$-005 - manufacturing revision for the new tablet shape.

He have completed the review of these supplemental applications and they are
approved. Our letter of January 7, 1983 detailed the conditions relating to
the approval of this application. '

The materfal submitted is being retained in our Zf;?a. A7

R ,—Z&/Z%??

v maraiaselte/ M.0,
Director
Division of Generic Drugs
8ffice of Drug Standards
Center for Drugs and Biologics
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ANDA 88-058/5-006, S-007 JUN 24 1986

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth
20 North Jefferson Road
Whippany, NJ 07981

Dear Mr, Ashworth:

Reference is made to your supplemental new drug applications submitted
pursuant to Section 314.70 of the Regulations, dated December 16, 1985,
‘regarding your abbreviated new drug application for Vicodin Tab1ets

{85 ng Hydrocodone Bitartratafseﬁ mg Acetaminophen).

»-Reference fs also made to your communication dated April 21, 1986.

‘The supplemental applications provide for (T) S-006: The packaging of Yicodin
‘Tablets {n160cc white plastic bottles with ~— " metal caps, and (2)
$-007: The packaging of Vicodin Tablets in 62%cc white plastic bottles with

——  metal caps.

We have completed the review of these supplemental applications and they are
- approved., Our letter of January 7, 1983 detailed the conditions relating to
the approval of this abbreviated application.

The material submitted is being retained as part of your application.

//)ngffcerely yoﬁ}s, 0
n ::ZC{Q 2%2;
Birector

Division of Genaric DM
Qffice of Drug Standards

" ¥ MaFVIT SETfel, D, ‘B‘. ’
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\XQ Center for Drugs and Biologics
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|71 The material sibmitted is being retained as part of your appliication.

Sineeraly Yours.

ﬁivis qg,of Beneric Brugs

X AN M*“

CC:

HFN—237/{5‘ Cov i :
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ANDA 88-058/5-012

Knoll Pharmaceuticals

Attention: Robert W. Ashworth, Ph. D. .

30 North Jefferson Road May Lt ggy
Whippany, NJ 07981 )

Dear Sir:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314.70 of the Regulations, dated February 17, 1987, regarding your
abbreviated new drug application for VICODIN (ﬁyﬂracad@na Bitartzate ané
fcetaminophen) Tablets, 5 mg/500 mg.

The supplemental application provides fmr;revised unit dose strip carton of
25, ‘unit dese carton for 4 x 25, dump dispenser and container labels (100s and
¥5033) and package insert labeling.

¥e have completed the review of this supplemental applicatien and it is
approved, Our letter of January 7, 1983 detailed the conditiens relating te
the approval of this abbreviated application.

However, at the time of next printing or within 90 days whichever comes first,
revise the package insert labeling so it is in accord with our current
labeling guideline for this product. The one exception to the guideline is
the second paragraph in the DOSAGE AND ADMINISTRATION section which should be
revised to read:

The usual adult dosage is one or two tablets every four to six hours as
needed for pain. The total 24 hour dose should not exceed 8 tablets.

If you wish to include the dose for naloxane in the text of the insert it must
be revised to reflect the dose currently reflected in the labeling of Narcan.
Wnen available submit draft copy for our review and comment. We are aware
that further revision of the AGE AND ADMINISTRATION may occur shortly and
you should not prepare final printed labeling until requested to do so.

Furthermore, you must use the current phrasing for the = ——warning

—_— Agents Labeling in Drugs for Human Use; Warning Statement; Federal
Register, Vol. 51, No. 234; December 5, 1986; pages 43900-439041, The warning
should be the first paragraph in the WARNIHES section.

"
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The material submitted is being retained in our files,

Sincerely yours,
S0

Marvin Sei‘f‘e% WD.
Director

Divisfon of Geperie Brugs
office of Drug Standards

- Re

,n 'f' Center for Drugs and Biologics
Q’l HFN—238 5 7/
I KJohnson/Yﬁllle/f' 5/5/87
: [8’) 1501s a
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" ANDA 88-058/5-013, S-014, $-015

knoll Pharmaceuticais L : o
Attention ~Robert W, Ashworth, Ph, D. T . “ O

30 Morth Jefferson Road R o _ F‘B 2@ 398,8
Whippany, NJ . 07981

f the” t{oi éateé ﬁay 8, 1987, regard
application “for VICGBIﬁ.(ﬂydrocodone Bitartrate and
) Tablets 5_ng/500 mg. f . -

-._ce__sua__o‘na;e_‘ofycur_correSpon_ence dated December 4 1987

. xa[The supp]emental applications provide for 1) 5-013 ‘Packaging-of Vicodin.
~“tablets ina 128 fluid ounce plastic bottle (3000 tablets) with a1 e
 cap, {2) 'S-014; 4 manth expiration dating for the -new package, and (3) §-015;

*'1abe1ing for the new package.

»ue aVe comp1eted the review of these supplewental appl1cationa and they are
tappr; ed.. . However, we refer you to our letter dated January 29, 1988 in
résponse -to supplenent 16 for comments concerning the need for further

- revision-of the package insert labeling. Our letter of January 7, 1983
detailed the conditions relating to the approval of this abbrev1ated
application.

The material submitted is being retained as part of your application.

Sincerely yours

ff \éél%

L, UGR 229X
ﬁarv1n Sei>b‘sﬁ p. S
oser ' . Dbirector » - B
. R - o : Pivisien.of Generic @rugs
Lo [O0ffice of Drug Standards : -
. égﬁ&) Center for Drug Evaluation and Research
w \n\%
‘HFN 237 -

,YM111e/CChang/wHa nane/trc/2/25/88
2134m pagée 18 , A |
Approval Multiple Suppl. - S R L .




g - ANDA: 83-058/S-016

Knoll Pharmaceutfcals
Attention: Robert ¥. Ashworth, Ph.D. : JuL
- 30 Nopth Jefferson Road :

| 1988

Whippany, NJ 07981

fﬂéir'br.rﬁﬁﬁWBrfh: i

15 made to your supplemental new drug apslication subnftted pursu
' 314,70 of the Regulattons, dated Jure 10, 1987 regarding your -

~abbreviated new drug application for VICODIN {Nydrocadone Bftestrate and -
" Acetamidophen) Tablets, S mg/500mg. © 0 . @ o

Reference fs also-made to your communications dated August s, 1987; September
_ TI; }932;_gay;EB?gggai;;ﬁdfqaﬁei?;hisssfamendiﬁg.this-Su@plemeat. , SRR

» me _s:upv}_%ﬂtat app) iﬁ_:a,{_t;i@ﬁ-? provides for revised package ‘insert labeling to
reflect a major reviston of ‘the text,: T

Eéiha?é'f'c:émpiéiéd the review of this supplemental application and it is |
approved.  Our letter of January 7, 1983 detailed the conditions relating to .-
the approval of this abbreviated application,

We acknowledge your commitment to utitize insert #5828 until you fntroduce the
3000 tablet package size. At that time you will revise the HOW SUPPLIED '
section of the insert and notify the Agency of the change.

The material submitted {s being retained in our files,

Sincerely yours,

B

)
} S . Dlrector o .
~Bivision of Generic Drugs . '

Ve ' '
1S . /€°°* | 'MS@_

‘Office of Brug Standards -

_ \ %\ /:% \ ({) -7 Center ferﬁrﬂgﬁvalnnﬂﬁa "a’{t& Research
HFD-23¢ [3@(@(\ \'\m,ﬁ\% |

HFD-83 ']2(0 <l ' -

YHille/ oux/je/6-28-88'_‘ o
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ANDA 88-058/5-017

Knoll Pharmaceuticals

Attention: Robert V. Ashworth, Ph.D.

30 North Jefferson Road A 10 X
Whippany, NJ 0798l TG 8

Dear Dr. Ashworth:

Reference is made to your supplemental new drug application submitted pursuant
_ to Section 314.70 of the Regulations, dated August 21, 1987, regarding your

__ abbreviated new drug application for IN (Hydrocodone Bitartrate and
cetaninophen) PP ae e YRR - g

he supplementad .af
“in 'an expanded tablet production faci -
operations at the Whippany, New Jersey site.

We have coméieted the review of this supplemehtal application and it 1is

approved. Our letter of January 7, 1983 detailed the conditions relating to
the approval of this abbreviated application, _

" The material submitted is being‘retained as part of your application.

Sincerely yours
\© |

- )
Marvin Seifey-M.D.

Director :

Division of Generic Drugs

Office of Drug Standards

Center for Drug Evaluation and Research

oo Qe @R

cc: fs\\
HFN-237 ""f}'\\\
CChang/WM&.nane/trc/1/14/88
2089m page 14

Approval One Supplement $§/
/%
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ANDA 88-058/S-018, S-019

AUG 20 1992

Knoll Pharmaceuticals

Attention: Robert W. Ashworth, Ph.D.
30 North Jefferson Road

Whippany, NJ 07981

Dear Sir:

Reference is made to your supplemental new drug applications
dated February 1, 1989 submitted pursuant to Section 314.70 of
the Regulations, regarding your abbreviated new drug application
for Vicodin (Hydrocodone Bitartrate and Acetaminophen, 5 mg/500
mg) Tablets.

Reference is also made to your communications dated June 7, 1991
and Futy—8, 1992 amending these supplements.

Qw?urm '
The supplemental applications provide for revised package insert
labeling (S-018) and the use of * without added
in the manufacturing process (S- 019) '

We have completed the review of these supplemental applications,
and they are approved. Our letter of January 7, 1983 detailed
the conditions relating to the approval of thlS abbreviated
application.

The material submitted is being retained in our files.

Si rely yqurs

Rashmikan
Director
Division of Chemistry I

Office of Generic Drugs

Center for Drug Evaluation and Research

Patel, Ph.D.



ANDA 88-058/S-020

Knoll Pharmaceuticals SEl
Attention: Robert W. Ashworth, Ph.D.

30 North Jefferson Road

Whippany, New Jersey 07981

Dear Sir:

Reference is made to your supplemental new drug application
dated August 18, 1992, submitted pursuant to Section
314.70(c)  (Special Supplement-Changes Being Effected) of the
Regulations, regarding your abbreviated new drug application
for VICODIN(Hydrocodone Bitartrate and Acetaminophen
Tablets), 5 mg/500 ng.

The supplemental application provides for revised unit-dose
blisters.

We have completed the review of this supplemental application
and it is approved. Our letter of January 7, 1983, detailed
the conditions relating to the approval of this abbreviated
application.

The material submitted is being retained in our files.

Sincerely yaurs,

S@V\ /PQ 7,, [Qlcj P

illiams, M.D.

Director _
Office of Generic Drugs
Center for Drug Evaluation and Research

cc;

HFD=-638

HFD-600 . a
HFC-130/JAllen @uwgwdﬁw@ ’@Fﬂ/

KRoberts/JPhillips

hab 9/8/92"
880585.020
approval HFD-82
PINAL



ANDA 88-058/5-021

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth, Ph.D.
3000 Continental Drive-North

Mount Olive, NJ 07828-1234

i
i
(el
(3]

Dear Sir:

This is in reference to your supplemental new drug application
dated August 6, 1999, submitted under 505(j) of Federal Food,
Drug and Cosmetic Act, regarding your abbreviated new drug

application for Vicodin®.

The supplemental application provides for the addition of a
testing facility located at 140 Hanover Avenue, Cedar Knolls, NJ
to perform routine stability testing and to serve as an alternate
release testing site.

We have completed the rev1ew of this supplemental application and
it is approved.

We remlnd you that you must comply with the requirements for an
approved abbreviated new drug appllcatlon described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

§i=

(v_f,é
Florence S. Fang
Director
Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research



ANDA 88-058/5-022

Knoll Pharmaceutical Company MAR 16
- Attention: Robert W. Ashworth, Ph. D.
73000 Continental Drive-North
- ‘Mount Ollve, NJ 07828- 1234

.’Dear.Sirf

»,Thls is in reference to your supplemental new drug application
- 'dated September 10, 1999, submitted under 505(j) of Federal Food,
“_,_Drug and Cosmetlc ‘Act, regardlng your abbrev1ated new drug

:vfappllcatlon for Vicodin®.

'flThe supplemental appllcatlon provides for a 51te change for
*bllster packaglng operatlons from= .
A e £0 Knoll Pharmaceutlcal
‘,“located at 30 North Jefferson Road Whippany, New Jersey.

‘fWe have completed the rev1ew of this supplemental application and
?Qlt 1s approved S , :

5;]We remlnd you that you must comply w1th the requlrements for an

j:gfapproved abbrev1ated new drug application described in 21 CER
'-;Q314 80~ 81

':'The materlal submltted is belng retalned in our files.

Sincerely yours,

%WA R \é%\ G
. Florence 5. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research




BNDA 88-058/5-023

vKnOllvPharmaceutical Company = -
 Attention: Robert W. Ashworth, Ph.D.
,»+ 73000 Continental Drive-North
© Mount Olive, NJ 07828-1234

Fy0N 27 2000}

TL‘fDeérfsir:
lhifThls 1s in: reference to your supplemental new drug application
f*dated March 6, 2000, submltted under 505(]) of Federal Food,

vp~:Drug and Cosmetic Act, regardlng your abbrev1ated new drug
"h'ﬁ;appllcatlon for Vlcodan

e i i e

;lS approved Please note, ‘however, that you are
‘ requested to: file- a copy of the executed batch record for the
;7pf1rst productlon lot and the final product certificate of
:=analy51s in the annual report. "We acknowledge your commitment
to place the flrst three productlon batches on stablllty

:J_We remlnd you that ‘you must comply with the requirements for an
- approved. abbrev1ated new drug appllcatlon described in 21 CFR
: 314 80 81

‘ithhe-materral submitted is being retained in our files.

- Sincerely yours, .

- ?Jkﬁa[_Florence S. Fang ‘ o (477
‘ ~ Director - : ’
;D1v131on of Chemistry II

. Office; of Generic Drugs :
Center for Drug Evaluatlon and Research




ANDA 88-058/S-024

Knoll Pharmaceutical Company

Attention: Deborah A. Paneil

3000 Continental Drive North PR 9 ﬁﬁ%
Mt. Olive NJ 07828 ‘ T

Dear Madam:

This is in reference to your supplemental new drug application
dated October 12, 2000, submitted under 505(j) of Federal Food,
Drug and Cosmetic Act, regarding your abbreviated new drug
application for Vicodin® (hydrocodone bitartrate and
acetaminophen tablets USP, 5 mg/500 mg) .

(‘Thié supplemental application, submitted as “Changes Being
Effected in 30 days”, provides for. the following change:

A new analytical monograph which combines previously used

procedures for release and stability testing into a single
procedure. In addition, the: ————— o -... test has

been deleted. '

We have completed the review of ,this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,
g N
| Sl Y o[l

; Florence S. Fang
f%é Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research
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VICODIN® #;,
Q"’ TABLETS ll

BASF Group

APPROVAL
Z ( 2o \ 1492

DESCRIPTION:
Each VICODIN® . tablet contains:
Hydiocodone Bitartrate - ’ 5 mg
(WARNING: May be habit forming) )
Acetaminophen 500 mg

Olhe( ingredients: include colloidal silicon dioxide,-corm LT
ch, croscarmellose. sodium Type A, dibasic calctum ’ |
phate,. magnesium stearate, microcrystalline cellulose,
povndone and stearic acid..
. Hydrocodong bitarirate is an opioid analgesu: and an
litussive and occurs as fine, white crystals or as a mystalrme
powder. ft is affected by light: The chemical name &: 4,50-. -
epoxy-3-methoxy-17-methylmorphinan-one tarfrate [tR))]
hydra(e {2:5).
s stuclure is as tollows

HN=CH,} g0+

0 L
{CHOH)2 Hy0
| ‘CooH

cmuzmoacmﬁosz'/zﬂzo L M40

Acetaminophen, 4'hydroxyacetarilide, is a non-opiate, nan-
salicylate analgesic and antipyretic which occurs as a while;
odorless cryslaline powder possessing a slightly bitter.taste.
Its structure is as follows: .

NHCOCH,
CaHoNOy OH , M.w.'f‘1_5'1.1,6'
CLINICAL"FHARMACOLOGY:

Hydrocodone is a semisynthetic narcatic analgesic and
antitussive with multiple;actions qualitatively simtar to thise
of codeine. Mostolthesemﬁmlvememntmlnewuussys(m'
and smooth :muscle. The-pirecise mechianist of action of
tydrocodone and other opiates is not know although it i
believed to relate to-the existence of opiate receplorsinthe”.  «
central nervous system. In addition to analgesia, narcotics,
may: produce: drowsiness; changes: in moed-and: menlal'-
clouding. o . R
Radioimmunoassay lechniques have recently been e T s
developed for the analysis of hydrocodone in hbmanplasma. . -~ - .- .. - o
After a 10 mg oral dose of hydrocodone bitartrate, 2 mean T C =
peak serum drug level of 23.6 ng/mL and an elimination haff-
life of 3.8 hours were found.
The analgesic action of acetaminaphen involves peripheral
and central influences, but the specific mechanisin s as yet
undetermined. Astipyretic activity is médiated through™
hypothalmic heat reguiating centers. Acetaminophen inhibls
prostaglandin  synthetase. Therapeutic doses of
acetaminophen have negigible effects-on the: cardiovascuar--
or !es;malmy systems however losic dom may (:auser ur .

minutes to one hour. The plasma halidife
in adults and chitdren ranges from 0.90 hours to 3.25 hours
with an average of approximalely 2 hours. The dng distriottes
uniformly in most body fiuids and is approximately 25% pro-
tein bound. Acetaminophen is conjugated in the liver, with
fess than 3% of the dose excreled unchanged in 24 hours.
Ihe pnmary metabolic pathway is conjugation to sulfate and
by-products. A minor oxidative pathway forms

cysteine and mel ic acid. These ¢ are subse-
quently excreted by the kidneys into the wrine.
INDICATIONS AND USAGE:

For the relief of moderate to maderately severe pain.
CONTRAINDICATIONS:

Hypersensitivity to acetaminophen or hydrocedone.
WARNINGS:
Respiratory Depressian: At high dases or in sensitive pa-

tiante hurdenrndane mav nradieo dnca.ralatad racnie.




uniformly in most body fuids and s approximately 25% pro-
tein bound. Acetaminophen is conjugated in the Tiver, with
less than 3% of the dose excreted unchanged in 24 haurs.
The primary metabolic pathway is conjugation to sulfate and

i ide by-products. A minor oxidati pathway forms
cysteine and mercapturic acid. These compounds are subse-
quently excreted by the kidneys into the urine.
INDICATIONS AND USAGE:

For the relief of moderate to moderately sevese pain.
CONTRAINDICATIONS:

Hypersensitivity to acetaminophen or hydrocedone.
WARNINGS:

Respiratory Depression: Af high dases or in sensitive pa-
tients, hydrocodone may produce dose-refated respiratory
depression by acting directly on the brain stem respiratory
cenler. Hydrocodone also affects the center that controls
respiratory rhythm, and may produce irreqular and periodic
breathing.

Head Injury and Increased Intracrantal Pressure: The
fespiratory depressant effects of narcolics and their capaci-
ty to elevate pinal fluid p may be markedly
exaggerated in the presence of head injury, ofher intracranial
lesions or a preexisting increase in intracranial pressure. Fur-
thermore, narcotics produce adverse reactions which may
obscure the clinicat course of patients with head injuries.
Acute Abdominal Conditions: The administration of nar-
cotics may obscure the diagnosis or clinical course of pa
tients with acute abdominal conditions.

PRECAUTIONS:

Special Risk Patients: As with any narcotic analgesic agent,
VICODIN Tablets should be used with caution in elderly or
debilitated patients and those with severe impairment of
hepatic or renal function, hypathyroidism, Addisen’s disease,
prostatic hypertrophy or urethral stricture. The usual precau-
tions should be cbserved and the possibiity of respiratory
depression should be kept in mind.

Information for Patients: VICODIN Tablets, like all nar-
coics, may impair the mentat and/or physical abilities re-
quired for the performance of potentially hazardous tasks
such as driving a car or operating machinery; patients should
be cautioned accordingly.

Cough Reftex: Hydrocadone suppresses the cough reflex;
as with all narcotics, caution should be exercised when
VICODIN Tablets are used postoperatively and in patients
with pulmonary disease.

Orug Interactions: Palients receiving other narcotic
analgesics, antipsychotics, antianxiety agents, or other CNS
depressants (including alcahof) concomitantly with VICODIN
Tablets may exhibit an additive CNS depression. When com-
bined therapy is contemplated, the dase of one or both agents
should be reduced.

The use of MAQ inhibitors or tricyclic antidep with
hydrocodone preparations may increase the effect of either
the antidepressant or hydrocodone.

The concurrent use of antichofinergics with hydrocodone
may produce paralytic ileus.

Usage in Pregnancy:

Teralogenic Effects: Pregnancy Categoty C. Hydrocodone has
been shown 1o be teratogenic in hamsters when given in
doses 700 times the human dose. There are no adequate
and wefl-controlled studies in pregnant women. VICODIN
Tablets should be used during pregnancy only if the poten-
tial benefit justifies the potential risk to the fetus.
Nonteralogenic Effects: Babies born to mothers who have
been taking aploids regularty prior to defivery will be physically
depeadent. The withdrawal signs include irritability and ex-
cessive crying, tremors, hyperaclive reflexes. increased
fespiratory fate, increased stools, sneezing, yawning, vomiting,
and feves. The intensity of the syndrome does not always
correlale with the duration of maternal opioid use or dose.
There is no consensus on the best method of managing
withdrawal. Chlorpremazine 0.7 to 1.0 mgkg qfh, and
paregoric 2 to 4 dropsikg q4h, have been used to treat
withdrawal symptoms in infants. The duration of therapy is
4 to 28 days, with the dosage decreased as tolerated.
Lahor and Delivery: As with all narcotics, administration
of VICODIN Tabets to the mother shortly before delfivery may
result in some degree of respiratory depression in the
newbom, especially if higher doses are used.

Nursing Mothers: It is not known whether this drug is ex-
creted in human mifk. Because many drugs are excreted in
husman mifk and because of the potential for serious adverse
reaclions in nursing infants from VICODIN Tablels, a deci-
sion should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of
the drug to the mother.

Pediatric Use: Safely and effectiveness in children have
not been established.

ADVERSE REACTIONS:

The most frequently observed adverse reactions include
lightheadedness, dizziness, sedation, nausea and vomiting.
These effects seem ta be more prominest in ambulatory than
in ronambulatory-patients and some of these adverse reac-
tions may be alleviated if the patient ties down.

Other adverse reactions include:

Ceatral Nervous System: Drowsiness, mental clouding,
lethargy, impairment of mental and physicat performance,
anxizty, fear, dysphoria, psychic dependence, mood changes.
Gastrointestinal System: The antiemetic phenothiazines
are useful in suppressing the nausea and vomiting which
may occur (see above), however, some phenothiazine
derivalives seem to be antianalgesic and fo increase the
amount of narcolic required to produce pain refief, while other
phenothiazines reduce the amount of narcotic required to
produce.a given level of analgesia. Profonged administra-
tion. of VICODIN Tablets may produce constipation.
Genitourinary System: Ureteral spasm, spasm of vesical
sphincters and urinary retention have been reported.
Respiratory Depression: Hydrocodone bitartrate may pro-
duce dose-felated respiratory depression by acting directly
{7
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There is no consensus on the best method of managing
withdrawal. Chlorpromazine 0.7 to 1.0 mghkg g6h, and
paregoric 2 to 4 dropsfkg q4h, have been used to treat
withdrawal symptoms in infants. The duration of therapy is
4 10 28 days, with the dosage decreased as folerated.
Lahor and Delivery: As with all narcotics, administration
of VICODIN Tablels to the mother shortly before delivery may
result in some degree of respiratory depression in the
newborn, especially if higher doses are used.

Nursing Mathers: ft is not known whether this drug is ex-
creted in human milk. Because many drugs are excreted in
fiuman milk and because of the potential for serious adverse
teactions in nursing infants from VICODIN Tablets, a deci-
sion should be made whether to discontinue nursing or to
discontinue the drug, taking into account the importance of
the drug to the mother.

Pediatric Use: Safety and effectiveness in children have
not been established.

ADVERSE REACTIONS: _

The most frequently d adverse ions include
lightheadedness, diziness, sedation, nausea and vomiting.
These effects seem to be more prominent in ambulatory than
in nonambulatory patients and some of these adverse feac-
tions may be alleviated if the patient fies down.

Other adverse reactions include:

Central Nervous System: Drowsiness, mental clouding,
fethargy, impairment of mental and physical performance.
anxiety, fear, dysphoria, psychic dependence, mood changes.
Gastrointestinal System: The antiemetic phenothiazines
are useful in suppressing the nausea and vomiting which
may occur {see above), however, some phenothiazine
derivatives seem to be antianalgesic and to increase the
amount of narcotic required to produce pain relief, while other
phenothiazines reduce the amount of narcotic required to
produce a given level of analgesia. Prolonged administra-
tion of VICODIN Tablets may produce constipation.
Genitourinary System: Ureteral spasm, spasm of vesical
sphincters and urinary retention have been reported.
Respiratory Depression: Hydrocodone bitartrate may pro-
duce dose-related respiratory depression by acting directly
on the brain stem respiratary center. Hydrocodone also af-
fects the center that controls respiratory rhythm, and may
produce imegular and periodic breathing. If significant
respiratory depression occurs, it may be antagenized by the
use of naloxone hydrochloride. Apply other supportive
measures when indicated.”

DRUG ABUSE AND DEPENDENCE:

VICODIN Tablets are subject to the Federal Controlled
Substance Act (Schedule@ )

Psychic dependence, phySical dependence, and tolerance
may develop upon repeated administration of narcolics;
therefore, VICODIN Tablets should be prescribed and ad-
ministered with caution. However, psychic dependence is
unlikely to deveiop when VICODIN Tablets are used for a
short time for the treatment of pain.

Physical dependence, e condition in which continued ad-
ministration of the drug is required to prevent the appearance
of a wittdrawal syndrome, assumes clinically significant pro-
portions only after several weeks of continued narcotic use,
although some mild degree of physical dependence may
develop after a few days of narcotic therapy. Tolerance, in
which increasingly large doses are required in order to pro-
duce the same degree of analgesia, is manifested initially
by a shortened duration of analgésic effect, and sutiSequently
By decreases in the intensity of anaigesia. The rate of develop-
ment of tolerance varies amang patients.
OVERDOSAGE:

Acetaminophen:

Sigas and Symptoms: (n acute acetaminophen cverdosage,
dose-dependent, potentially fatat hepatic necrosis is the most
serious adverse effect. Renal tubutar necrosis, hypoglycemic
coma, and thrambocytopenia may also occur.

In adults, hepatic toxicity has rately been reported with
acute overdoses of less than 10 grams and fataliies with
less thar 15 grams. Importantly, young children seem to
be more resistant than adufts to the hepatotoxic effect of
an acetaminophen overdose. Despite this, the measures
outlined betow should be initiated in any adult or child
suspected of having ingested an acetaminophen overdose.

Early symptoms following a potentially hepatotoxic over-
dose may include: nausea, vomiting, diaphoresis and general
mataise. Clinicat and laboratory evidence of hepalic toxicity
may not be apparent until 48 to 72 hours postingestion.
Treatment: The stomach should be emptied promptly by
lavage or by induction of emesis with syrup of ipecac. Pa-
tients' estimates of the quantity of a drug ingested are
notoriously unreliable. Therefore, i an acetaminophen over-
dose is suspected, a serum acetaminophen assay should
be obtained as early as possible, but no seoner than four
hours following ingestion. Liver function studies should be
obtained initialty and repeated at 24-hour intervals.

The antidote, N-acetylcysteine, should be administered as
early as possible, preferably within 16 hours of the overdose
ingestion for optimal resufts, but in any case, within 24 haurs.
Following recovery, there are no residuat, structural o func-
tional hepatic abnormalities.

Hydrocodone:
Signs and Symploms: Seriaus overdose with hydrocodone
is characterized by respiratory depression (a decrease in
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respiratory rale and/or tidal volume, Cheyne Slokes fespira-
tion, cy ), extrerne q 1o Stupor
or coma, skeletal muscle flaccidity, cold and dammy skin,
and somelimes bradycardia and hypotesision. In severs over-
dosage, apnea, circulatory collapse, cardia anesi and death
may eccur.
Treatmient: Primary atiention should be given to the
reestabllshment of adequate respicatory exchange mnmgh
provision of 2 patent airway and the institution of assisted’
or controfled venlilation. The narcotic antagonist naloxone
is a specific antidote against fespiratory depressvon which
may result from overdosage of dnusual sensitivity o nar-
cafics, including hydrocodone. Therelore, an apprepriate dose
of naloxone hydrochloride (see package insert) shotld fe
administered, preferably by the travenous toute, and
simuftaneously with efforts at respiratary resuscitation. Since
the duration of action of hydrocodone may exceed that of
the antagonist, the patient should be kept under continued
surveflance and repeated doses of the antagonist should be
administered as needed to maintain.adequate respiration.

An antagonist should not be administered in the absence
of clinically significant respiratory or cardiovascudar dépres-
sion. Oxygen, itravenous fluids, vasopremors and other sup-
portive should be I

Gastric emptymg may be uselul m (emovmg unabserbed
dru

g.
DOSAGE AND ADMINISTRATION-

‘Dosage shouid be adjusted according to the sevemy of
the pain and the respanse of the patient. However, if should
be kept in mind that tolerance to hydrocodone can develop
with continued use and that the incidence of untoward ef-
fects is dose related.

The usual adult dosage is one or two tablets every four
to six hours as needed for pain. The total 24 hour dose should
not exceed 8 tablets.

HOW SUPPLIED:

White, capsule shaped tablet bisected on’ one side"dnd”

imprinted with "VICODIN" or.the other side.”

Batiles of 100—NODC. £0044-0727-02. .

Bottles-of 500—NDC #0044:0727-03.- :
Hospital Unit Dose Package—-mo tablets (4x25 {ablets}—

NDC #00440727:41. :
Storage: Store at cunlrolled room (emperature 15°30°Cv
(59°86°F). :
Dispense in a tight, hgm Tesistant contalner as: def ned in

the USP. .

A Schedule @ Narcofic.

MR 1987/5809
RE:3/Vic5830/2-9-88 [
Revised :February, 1988 . - 5839

Knoll Pharmaceuticals. '~

A Unit of BASF K&F Corporation -
30, North.Jefferson Road
Wnippany New Jersey 0798\

BASF GeGip
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25Teblels  NEW TABLET DESIGN  NOC 044072791
Same Formuiation

' in

‘See back panel for pouch opening instructions.

COMPANY
ANY, NEW JERSEY 07981




Directions for opening enclosed
child-resistant foil pouches:
1. Fold back corner of pouch .
at tear nick (see diagram). fold line
; .
2. Starting at tear nick, tear ear nick
. foil toward tablet pocket. \
\\
L)
. 4!

tablet pocket
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Usual adult dose: See packagse insert. f
Storage: 59°-86°F, 15°-30°C. {
Caution: Keep out of reach of children. $
This package is not child resistant. (
\

KNOLL PHARMACEUTICAL COMPANY
30 NORTH JEFFERSON ROAD. WHIPPANY, NEW JERSEY 07981

-
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100 TABLETS NDC 0044-0727-a1

NEW TABLET DESIGN
Same Formulation

" ",_,"‘__;_';'ViCOdin® i

Each tablet contalns:
hydrocodone bitartrate § mg.
(Waming: May be habit
forming.)

acetaminophen 500 mg.

Usual adult dose: See package
o Insert.

Storage: 59°-86°F. 15°-30°C.
Cautlon: Federal law prohiblis
dispensing without prescription.

KNOLL 5719
 PHARMACEUTICAL
Kou® COMPANY

30 NORTH JEFFERSON ROAD.
WHIPPANY, NEW JERSEY 07981

|
- i—.

NOV 26 1934
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Usual adult dose: See package insert.
Storage: 59°-86°F, 15°-30°C.
Cautlon: Keep out of reach of children.
This package is not child resistant.
NOLL PHARMACEUTICAL COMPANY
30 NORTH JEFFERSON ROAD. WHIPPANY, NEW JERSEY 07981
4




NEW TABLET DESIGN
Same Formulation
—vicodin' ¢

Usual adult dose: See package insert,
Storage: 59°-86°F, 16°-30°C.

Caution: Keep out of reach of children.
This package is not child resistant.

LL PHARMACEUTICAL COMPANY

KNO
30 NORTH JEFFERSON ROAD, WHIPPANY. NEW JERSEY 07981

N

NOV 2 6 1984




KNOLIL. PHARMACEUTICAL COMPANY

WHIPPANY, N. J.

100 TABLETS NEW TABLET DESIGN NDC 0044-0727-02

‘Same Formulation
i n®

Each tablet contains:

hydrocodone bitartrate 5mg.
(Warning: May be habit forming.)

acetaminophen 600 mg.

Usual adult dose: See package insert. 5718

Caution: Federal law prohlblts dispensing without prescription.

Storage: 59°-86°F, 15°-30°C. ! V 2
Dispense in tight, I|ght-re5|stant container as defined in USP. i)

O KNOI.I. PHARMACEUTICAI. COMPANY -

WHIPPANY, NEW JERSEY 07981

100 TABLETS  MewTABLETDESIGN ~ NDC 0044-0727-02
Same Formulation

—vicodin(;

Each tablet contains:

hydrocodone bitartrate 5 mg.
(Warning: May be habit forming.)

acetaminophen 500 mg.

Usual adult dose: See package insert. 5r8

Caution: Federal law prohibits dispensing without prescription.
Storage: 59°-86°F, 15°-30°C. j
Dispense in tight, Ilght-reslstam container as defined in USP.

Oe KNOlL PHARMACEUTICAL COMPANY
Knoll WHIPPANY, NEW JERSEY 07981

! 100 TABLETS NEW TABLET DESIGN NDC 0044-0727-02
| : Same Formulation
[ |

®
!
! Each tablet contains:
hydrocodone bitartrate 5mg.
I (Warning: May be habit forming.)
t  acetaminophen 500 mg.

Usual adult dose: See package insert.
Cautlon: Federal law prohibits dispensing without prescription.
Storage: 59°-86°F, 15°-30°C. .

| Dispense in tight, light-resistant container as defined in USP.

 KNOLL PHARMACEUTICAL COMPANY -
iavol

| 30 NORTH JEFFES WHIPPANY, NEW JERSEY 02981



Knoali

Knoll

Knoll

Knoll

Knoll

—vicodin’ tablets @

DIRECTIONS:

Hydrocodone bitartrate 5 mg (Warning: May be
habit forming) and acetaminophen 500 mg

1. START WITH UNIT #25 AND WORK SEQUENTIALLY BACKWARDS TO #1.
2. FOR DISPENSING: TEAR OFF BLISTER AT PERFORATIONS.

TO REMOVE TABLET PRESS BLISTER SIDE OF UNIT

1 Knoll
6  Knol
il Knoll
16 Knoll
21 Knoll

12

17

22

Knoil

Knoll

Knoll

Knoll

Knoll

MAY || 1987

3 Knoll 4 Knoll. ‘5
8  Knoi 9  Knoll 10
13 Knot 14 Knoll 15
18  Knoll 19 Kol 20
23 Knolt 24 Knoll 25

57838




—vicodin’ tablets @

Hydrocodone bitartrate 5 mg (Warning: May be
habit forming) and acetaminophen 500 mg

DIRECTIONS:
1. START WITH UNIT #25 AND WORK SEQUENTIALLY BACKWARDS TO #1.

2. FOR DISPENSING: TEAR OFF BLISTER AT PERFORATIONS.
TO REMOVE TABLET PRESS BLISTER SIiDE OF UNIT

Y 11 198

57838

Knoll 1 Knoll 2 Knoll 3 Knoll 4 Knoll. 5
Knoll o 6 Knoll . 7 Knoll V 8 Knolt 9 Knoll 10
Kol 1 Knoll 12 KnoII‘ o 13 Knoil - 14 Knol! o 15

3 . -.—"/ . o Sl RN L
Knoll o 16 Knoll 17 Knoll 18 Knoll Knoll
Knotf o 21 Knoll.; T 22 Knoll T 23 Koo - .24 Knoll ’ 25
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Each tablet contains:

hydrocodone bitartrate
(Warning: May be habit forming.)

acetaminophen

6w 00§ NIHAONIWYLIOY

Guwg TYHIHVLIA INOGOIOHIAH

D 103 _UWPOOIA-
g 0000

B 00S N3HJONIWYLIOY

(Bunisio; WgeH 39 AEN-ININGYM)
615 3 Y VLA INOCDIOHAAH

D RE] JMIPOJA_

L€ 0000

Bl 05 NIHAONINVLIOY

(Bunuzog e ag AZWININVIY)
GG I[H VI 3NOGOJOHAAH

D v JIPOooIA_

g 0000

811 005 NIHAONIALIV

" (Bunuog e 28 SININETN)
fusg JNO00CHCAH

Eluihbi]

D 102 _UPOOIA-

L 0000

Bt 00S NIHAONIWVLIOY

{Bumioy ey og Aey-ONINETVIY)
GG IHINVEI INOCOIOHAAH

D 19 _UIPOOIA_
0000

%3

Usual adult dose: See package insert.
Caution: Federal law prohibits dispensing without prescription.

Storage: 59 °-86 °F, (15 °-30 °C).

This package is not child-resistant.

Knoll Pharmaceuticals

A Unit of BASF K&F Corporation
30 North Jefferson Road
Whippany, N.J. 07981

BASF Group
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100 Tablets 100 Tablets‘ ‘ NDC 0044-0727-41

(4-25 Tablet Blister Cards)
.- C

Each tablet contains: S e
- hydrocodone bitartrate 5mg -
(Warning: May be habit forming.)
acetaminophen 500 mg
Usual adult dose: See package insert.

Caution: Federal law prohibits dispensing without prescription. )
Storage: 59 °-86 °F, (15 °-30 °C). =

1) MIPOIAA_

This package is not child-resistant. ' -

Knoll Pharmaceuticals
® A Unit of BASF K&F Corporation
Whippany, New Jersey 07981

g

BASF Group ml . BASF Group 5784
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Directions for opening enclosed .
child-resistant foil pouches:

1. Fold back corner of pouch
at tear nick (see diagram). -

fold line I S

tear nick

2. Starting at teor nick, tear
foil toward tablet pocket.

tablet pocket

Iy

o~

am
futbed
et
-=
ol
e
fad
e m
==
el
am




25 Tablets NDC 0044-0727-91
m i n®

See back panel for pouch opening instructions.

mg -

Backage insert.
M temperature

5765
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100 TABLETS  NDC 0044.0727.41

Each tablet contains: hydrocodone
bitartrate 5 mg. (Warning: May be habit
forming.) acetaminophen 500 mg.
Usual adult dose: See package insert.
Storage: 59°-86°F (15°-30°C).

Caution: Federal law prohibits dispensing
without prescription.

Knoll Pharmaceuticals
e A Unit of BASF K&F Corporation
knoll Whippany, New Jersey 07981




NDC 0044-0727-03 500 Tablets

—vicodin

xYTE@LSLAhhABE++%

Dispense in |

iggt-resistant container
as defined in U

5778

’ . Knoll Pharmaceuticals
R L e A Unit of BASF K&F Corporation
1 3 -~ knoll. Whippany, New Jersey 07981
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NDC 0044-0727-02 100 Tablets

aw prohibits
t prescription.

al !
KEF Corporation
Whippany. New Jerséy 67981




3000 Tablets * NDC 0044-0727-06

Each tablet contains:

Hydrocodone bitartrate 5 mg 2] )
(Warning: May be habit forming) S a5
Acetaminophen S00mg o o
Usual aduit dosage: See package insert; s ‘ o o
Caution: Federal law prohibits dispensing i_":opﬁm.vamozuﬁ_o:. % e
Storage: Store at controlled room ﬁmanm_.mf_‘m 15¢-300C (590-869F). st
Dispense in a tight, light-resistant ooamm:ma as defined in the USP.
Knoll Pharmaceuticals ]
A Unit of BASF K&F Corporation nw )

Whippany, New Jersey 07981
BASF Group

Q.

knoll

s
paErmeant

c

Each tablet contains:

Hydrocodone bitartrate
(Warning: May be habit forming)
Acetaminophen

m_m:w_ adult dosage:

Caution: A_umama__ law

See package insert.

Dispense in a tight, light-resistant container as

0.

knoli

Knoll Pharmaceuticals
A Unit of BASF K&F Corporation
Whippany, New Jersey 07981

BASF Group

3000 Tablets

fe5k=s \Storage:
. i bispense

prohibits dispensing without a prescription.
Storage: Store at controlled room temperature 150-30°C (59°-860°F),

NDC 0044-0727-06

Each tablet contalns:

Hydrocodone bitartrate 5 mg
(Warning: May be habit forming)
Acetaminophen 500 mg

Usual adult dosage: See package insert,
Federal law prohibits ammUm:m_‘:@ without a prescription.
Store at controlled room temperature 150-300C (590-860F).

in a tight, light-resistant container as defined in the USP.

5801

Knoll Pharmaceuticals
A Unit of BASF K&F Corporation
Whippany, New Jersay 07981

BASF Group

.HHNUI" .”se.ﬁ;
Eamaec &

NDC 0044-0727-06

defined in the USP,

5801




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

88-058/5-001;S-002;S-003;
S-004;S-005;S-006;S-007;S-008;
S-009;S-011;S-012;S-013;S-014;
S-015;S-016;S-017;S-018;S-019;
S-020;5-021;5-022;5-023;S-024

CHEMISTRY REVIEW(S)



__CHEMI*T's REVIEW FOR Statement Date: | NDA NUMBER:
ABBREV1" LD NEW DRUG APPLICATION

OR SUPPLEMENT DESI 7289 | 88-058/s-001,s- 002
: ’ - ' ORIGIhAL
{noll Pharmaceut1cal Company - Whippany, NJ 07981 SUPPLE?ENT
\ - JRESUBMISSTION
, _ . L CORRESPONDENCE
. PURPOSE OF AMENDMENT/SUPPLEMENT © |REPORT
Control revision & exp. date . ———, . _ JOTHER
.- o \J' ‘// DATE(s) of SUBMISSIC:
_ o { o T as per letter
PHARMACOLOGICAL CATEGORY NARE OF DRUG =~ " " |ROW DISPERSED
analgesic & antitussive " Hydrocodone Biltadtrate & - RX XX oTC
- _ _ ~ APAP S -
DOSAGE FOmﬁ(S) o POTENCY(IES) S o JRELATED IND/NDA/THF
tablet - , | 5 mg & 500 ng o = s
: - - | ] 88-058 e
STERTLIZATION . SAMPLES - | | T

LABELth

1. Satisfactory per KJ _
2. "New formula" sticker not needed per Mr. Knapp's memo

BIOLOuIC AVAlLABILInY
NA

ESTABLISHh-Na IthcCTION

not on alert list

COMPONENTS, CO:itPOSITION, MANUFACTURING, CONTROLS

2 R s i 2

Bilce ey =

TACKAGIIG ' e

Satisfactory, amber glass

SThAolILITY

Protocol: Satisfactory o -
BEMARKS AND | Note: (a) —
CL LUSION: Review W/F . - ' (b) s DMF e

c; Chang I Sj — 3 c ~C"‘(/



CHEMITT's REVIEW FOR Statement Date: - | NDA NUMBER:

ABBREVI 6EDSSEng§E§TAPPLICATION DEST 7289 , 88-058/8-001,8-002
——— . —— — " [ORIGINAL
.(ﬁME AND ADDRESS OF APPLICANT . : AMENDMENT
<. !noll Pharmaceutical Company- - Whippany, NJ 07981 SUPPLEMENT
S 4 | RESUBMISSION
| . . | L e CORRESPONDENCE
. PURPOSE OF AMENDMENT/SUPPLEMENT T REPORT
~ Control revision & exp. date — _ OTHER

DATE(s) of SUBMISSIO!

as per letter

 PRRRMACOLOGICAL CATEGORY ——  [WAME OF DRUG IOV DISPERSES

' analgesic & antitussive : Hydrocodone Bitaﬁtrape & "Rx XX - 0TC
: e S Amap o e P
DﬁSAGE Fﬁ>ﬁ(3) ‘ - ,¢ POTENCY(IES) ffi""‘;g; SR fREEATEpwlﬂﬂlﬂoA[EﬁFQL
tablet . , 1 5 mg & 5_00 ng i T ) f*‘/—\mhm .
L ) S : S 88-058 s
C$TERILIZATION . |SAWPLES
- [ABELTNG
1. Satisfactory per KJ .
2. "New formula" sticker not needed per Mr. Knapp's memo
~ BIOLOGIC AVAILABILITY '
NA
"ESTABLISHMENT INSPEZCTION
‘not‘on alert list _ ,
COMPONENTS, CD:'"?POSITION,» MANUFACTURING, CONTROLS
PACKAGING o - oo
Satisfactory, amber glass ' '
STABILITY
-V-Protoc01; Satisfactory
REMARKS AND | Note: (a) ———— __

COMELUSTON: Review W/F S (b)Yt =0 DMF § rene

o

C. Chang¢ ‘C‘f;/ /2 LQfXJ . _
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ABBREQIAELD NEW DRUG APPYICAlION ‘
OR SUPPLEMENT

UV KSL

DEST 7289 = © | 88-058/8-001, $-002, S-003
NAME AND ADDRESS OF APPLICANT ORIGINAL
AMENDMENT
o SUPPLEMENT
ﬂ”;;ﬁll Pharmaceutical Company RESUBMISSION
Whippany, NJ 07981 - CORRESPONDENCE
PURPOSE OF AMENDMENT REPORT
OTHER

Control revision

DATE(S) OF SUBMISSION(S

As per letter

HARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED
_ S RX X 0TC
Analgesic & antitussive Hydrocodone Bitartrate & AP ‘ :
DOSAGE FORM(S) POTENCY (IES) RELATED IND/NDA/DMF
/"—"\....___‘ M
. . 7 88-058 -

Tablet 5> mg & 500 mg D —
STERILIZATION ) SAMPLES
ABELING
L. Satisfactory per K. Johnson.
2. "New formula" sticker not needed per Mr. Knapp's memo.
JOLOGIC AVAILABILITY
i/A
STABLISHMENT INSPECTION

Not on "Alert" iist
OMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

IS T SRS = e B Frhony

"ACKAGING

ratisfactory, amber glass,

' TABILITY -
Protocol: Satisfactory.

EMARKS AND . - :
ONCLUSIONS: Review W/F Note: () ~—n =

- (b) = cmiciome DM ““"’f"”«”
— C. Chang o _> .~/ A
") /S/ 7229



EO.REY DRUG APPLICATION |
QR SUPPLEMENT

e Aty

‘LFE:USKIﬁ‘@6¥;3“002--~-

* KAME AND ADDRESS OF APPLICANT DESI 7289 o
. (P N O Fall]
SUPPLERY HT
7 .}tgu‘_u'\\,b‘u‘
Knoll Pharmaeeutieal Company‘- Whippany, NJ 07981 CORRESEGI DI irE
* PURPOSE OF ANENOFZRI/SUPPLEFENT REPORY o
l';-,’- HOTHED
" Control revision & exp. date ' —— D_,/HE"(S,.),O{‘ SUSHICY
" PRARFACOLOGICAL CATEGORY RESE OF LDRUG — nuﬁﬂui?ﬁiﬁkﬁFt“f““
‘. N RX R 1 1 ¢
—Hydrocodone & Ritartrate & .
C POTERCY(IES) apap . JRELA Lu Thi/KoA/ BN
| T e,
| ___tablet S - ~Bg = B
. STERILIZATIOR SAIPLES B8-058 o
. : HE“%%‘ IR
TABELING )
l. Satisfactory per KJ
bIOiuff'ﬁeW/«ﬂdzéﬁullh?\ sticker not needed per Mr, Knapp 8 memo
FSTWBLISTERT INSPLCTION
Co: u’ébibnS,afL‘rtOikslﬁn, FAK UrACTUtha, CO;\TI\OLS
PA g - "‘%W:;Z—E?——" R S ‘fl " o S 00 T -
SRS
Protocol:
~ Exp. Date: = Batisfactory
REVARES AND ST EEEC |
CONCLUSION: | o '
Charles Change Note: (a) —/——————
‘\i> . o a (b) ——— _ DMF § ~——

P4 —6-5 %



COLCILDL D KLVLIEW FUK

STATEMENT DATE:

ABBREVIATED NEW DRUG APPLICATION

»—0R SUPPLEMENT

DEST "7289

NDA NUMBER:

85-058/S-001, S-002
-003, S-004, sS-005

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company

ippany, NJ 07981

ORIGINAL
AMENDMENT
SUPPLEMENT
RESUBMISSION
CORRESPONDENCE

PURPOSE OF AMENDMENT

Manuf. & Labeling revisions (S-004, S-005)

Control revision & 4~;_5 procedures (S-001, S-002, S$-003)

REPORT
OTHER

DATE(S) OF SUBMIS!

RHARMACOLOGICAL CATEGORY

NAME OF DRUG
Hydrocodone Bitartrate & APAP

HOW DISPENSED

0TC

Analgesic & antitussive Rx X
| DOSAGE, FORH(S) POTENCY (IES) RELATED IND/NDA/D}
e Tablet 5 mg & 500 mg 88-058 —mm
i STERILIZATION = SAMPLES —

'LABELING
1. Satisfactory per T.Poux '
2. '"New formula' sticker not needed per Mr. Knapp's memo. N

BIOLOGIC AVAILABILITY
N/A .

Not on "Alert" list

-COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

i O PPN

v -

Black metal cap. = e v

REMARKS AND e ——
20ONC  “IONS: Note: (a) 777 e
' (b) T DMF #reme
APPROVALS \ B
C. Chang \5‘ [/~2 /- Z“‘f -



STATEMENT DATE:

[T R Y ALY AW TUN

ABBR™ _ATED NEW DRUG APPLICATION

OR SUPPLEMENT DEST 7989

NDA NUMBER:

85-058/5-001, $-002
-003, S-004, S-005

.. NAME AND ADDRESS OF APPLICANT

Knoll Pﬁarmaceutical Company
ippany, NJ 07981

ORIGINAL
AMENDMENT
SUPPLEMENT
RESUBMISSION
CORRESPONDENCE

j PURPOSE OF AMENDMENT
Manuf. & Labeling revisions (S-004, S-005)

- Control revision & — procedures (S~001, S-002, S-003)

REPORT
OFHER

DATE(S) OF SUBMISS:

NAME OF DRUG
Hydrocodone Bitartrate & APAP

- RHARMACOLOGICAL CATEGORY

Analgesic & antitussive

HOW DISPENSED

RX X OTC

—

fDOSAGEMFORM(S) "POTENCY (1ES) RELATED TND/N0A70m
Tablet 5 mg & 500 mg ‘88—0587-77 .
TERILIZATION = SAMPLES —

' TABELING

. 1. Satisfactory per T.Poux '
" 2. "New formula" sticker not needed per Mr. Knapp's memo.

"BIOLOGIC AVAILABILITY
N/A

. ESTABLISHMENT INSPECTION

Not on "Alert" list

CQMPONENTS,,COMPOSITION,.MANUFACIURING.,CONTROLS

SO

PACKAGING

QSatisfactory, amber glass. Black metal cap. — ceemmmem""""

“STABILITY
Protocol: gatisfactory

WEMARKS AND T
“IONC?  TONS: Note: (a) =wrrrmemoiominlon,
S (b) . DMF 1 wommmcun,
APPROVALS -
‘ e S .
4 C. Chang 'ﬂj, / -2/ X—y

: P
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CHEMIST'S REVIEY NDA 88-058/5-006, S-007

3. NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
fttention: Robert ¥. Ashworth
30 North Jefferson Road
Whippany, NJ. - 07981

. NAME OF DRUS

Hydrocodone Bitartrate and Acetaminophen

8. SUPPLEHENT(S) PROVIDE(s) FOR:

S-006: Provides for the packaging of 100 Vicodin Tsblets in 160 cc white
plastic : i"bottles with a metal cap.

S-007: Provides for the packaging of 500 Vicodin Tablets in 625 cc white

plastic™ . bottles with a wewe metal cap.
10. PHARMACOLOGICAL CATEGORY 11. HOW_DISPENSED
Analgaéic and Antitussive Rx
13. DOSAGE FORM(s) 14, POTENCY

Tablet 5 mg and 500 mg

17. COMMENTS

\
/‘/ i
i

é

i

S -

18. CONCLUSIONS AND RECOMMENDATIONS |

Review w/f

12, REVIEWER: DATE COMPLETED:

Bill Marnane b\ )2(‘1 [ Q]é




6.

-

10.

13,

15,

17.

1s.

19.

27.

NAME. OF DRUG 7. NONPROPRIETARY NAME
Yicodin . Hydrocodone Bitartraté;heetam§nophen
SUPPLEMENT (s) PROVIDE(s) FOR: : _»
50081 Provides for the packaging of Vicodin Tablets in blfster packages; = -
- 5-009: Requests an expiration date for the new package; S-011: lsbeling
= for new packaging. : o o T I
PHARMACOLOGICAL CATEGORY 11, HOW DISPENSED
" Analgesic/Antitussive - . Rx
DOSAGE FORM(s) 14, POTEMCY
© . Tablet 5 mg/%00 mg
CHEMICAL NAME AND STRUCTURE
See USP
CU&MENTS
See History in our November 4, 1986 ccrrespondence.'
CONCLUSIONS AND RECOMMENDATIONS
Approval
REVIEWER: DATE COMPLETED:
Bill Marnane igz g \
PACKAGING AND LABELING
R met
STABILITY

29.

CHEMIST'S REVIEW ANDA 88-USH

NAME_AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
30 North Jefferson Road
Whippany, NJ 07981

"



13,
i8.

3.

[T R W R v e e ) R P R R W s

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth
30 MNorth Jefferson Rcad
Yhipnany, HJ, 07981

HAME. OF DRUIG 7.  NONPROPRIETARY MAME

Vicodin Hydrocodone Ritartrate/Acetaminophen

- SUPPLEMENT(s) PROVIDE(s) FOR:

S;OOS' Provides for the packaqing of Vicodin Tablets in bllster packages. -

S-009: Requests an expiraticn date frr the new Ddedqe form.

“Fimm

AMENDMENTS AND OTHER DATES:

— ™~

Supplements: 004, 007, 12/16/85 providing for nackaqing Vicodin in e
hottles (160 and 6?5cc)

Supplements: 008, 009, 1/21/86 nrOVide for ney hl 1ster packane and 2
yeal expiration ddte.

Repert 07 requesting 3 year expiration-OK.

9/15/86 amendnment for $~008 and S-009

FoA

2/5/86-Repliend tc supniements: 006, N07 (Mot Annravahle)

3/17/35-Renlied to supnlements: 003, 032 (Mot Annrovahle)
10/28/86-Renlied tc sunnlements: 003, 999 (Hot Annrovahle)

PHARMACOLOGTCAL CATERDRY 1l. HOW DISPEHSED
Analgesic and Antitussive ' .Qx
DOSAGE'FORM(s) 14. POTENCY

Tahlet ’ 5 mq and 500 Mg
CONCLUSIONS AND RECOMMENDATIONS

REVIEWER:

ot Approvahle

DATE COMPLETED:

Bill Marnane Q \\\(5\?"’

RV




Redacted / | s

pages of trade secret and/or
confidential
commercial

information



CHEMIST'S REVIEW NDA 36-085/35-0U8, 3-UDY

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth
380 North Jdefferson Road
Whippany, NJ. 07981

KRAME OF DRUG 7.  HONPROPRIETARY NAWE

Yicodin \ Hydrccodone Bitartrate/Acetaminophen

8.

9.

13.
i8.

18

SUPPLEMENT(s) PROVIDE(s) FOR:

5-698: Provides for the packaging af;Viccdin Tablets in blister packages.

$-009: Réqueﬁts an expiration date for the new package form.

AMEHDMENTS -AND OTHER DATES:

Firm '

Supplements: 006, 007, 12/16/85 providing for packaging Vicedin in ==
bottles (160 and 625cc)

Supplements: 008, 009, 1/21/86 provided for new blister package and £
year expiration date, '

Report 07 regquesting 3 year expiration-O0K.

FOA

2/5/%6-Replied to supplemenis: 006, 007 (Hot Approvable)
3/17/85-Replied to supplements: 008, 003 (Mot Approvedie)

PHARMACOLOGICAL CATEGORY 11. HOW DISPERSED

Anzigesic and Antitussive Rx

DOSAGE FORK(s) 14. POTENCY

Tablet 5 mg and 500 mg

CONCLUSIONS AND RECOMMENDATIONS

Kot Apprevable
REVIEWER: DATE COHPLETED:

\Jo

Bi11 Marnan \( 5\\”&.\1‘
. \ ‘\

N |




C/M{/
Redacted \

pages of trade secret and/or
confidential
commercial

information



3.

- e - -

Knoll Pharmaceuticals

Attention: Robert W. Ashworth, Ph.D.
30 North Jefferson Road

Whippany, NJ 07981

NAME OF DRUG. 7.  NONPROPRIETARY NAME

Y A B e et v e A o v

Vicodin Hydrocodone Bitartrate and Acetaminophen

--—-'u-u-..-—q-.—-—--.-—-—w-nw-—--

- S-013: New 128 oz. (3000 tablet) package

10.

13,

18.

13,

S$-0l4: 24 month expiration date for S-013
S-015: Labelig for S-013

PHARMACOL OGICAL CATEGORY 11. HOW DISPENSED
AnalgesIc/Antitussive Rx
DOSAGE_FORM(s) 4. POTENCY

Tablets 5 mg/SOD mg

CONCLUSIONS AND RECOMMENDATIONS

Review w/f

REVIEWER: DATE COMPLETED:

u-..——w—-.- - 30 i 4 o s ot s v

William Marnane /‘él g/(cf/m/

APPEARS THIS WAY
ON ORIGINAL



3. NAME AND ADDRESS OF APPLICANT

Knoll Pharmacéu;ical Company
30 North Jefferson Road
Whippany, NJ 07981

€. NAME OF DRUG 7. NONPROPRIETARY NAME

Vicodin . Hydrocodone Bitartrate and Acetaminophen

8. SUPPLEMENT(s) PROVIDE(s) FOR:

_S-017: Manufacture of Vicodin tablets in an

ive Rx

Anélgesic/Antituss
13. DOSAGE FORM(s) 14. POTENCY
Tablet . 5 mg/500 mg

17, COMMENTS-
EER is acceptable

18. CONCLUSIONS AND RECOMMENDATIONS

Approval
19. REVIEWER: DATE COMPLETED:
RY
Bill Marnaneéfgéf/ ‘Iéfb
| 12
2089n

APPEARS THIS WaAY
ON ORIGINAL



WGM:fPACKAGING

ey

CHEMISTRY REVIEW FOR ANDA OR SUPPLEMENT |26;L/

ANDA 88-058/S-018, S-019

'NAME AND ADDRESS OF APPLICANT:
Knol1 Pharmaceuticals

30 North Jefferson Road
Whippany, NJ 07981

PURPOSE OF AMENDMENT/SUPPLEMENT

Revision of package insert - de1et1ng | mmeessomess (62018

Firm will use only __wo=s=== " w10 Manuf, of subject
product. (S-019) '

DATE(S) OF SUBMISSION(S)

2/1/89
10/20/89
PHARMACOLOGICAL CATEGORY TRADE NAME
analgesic/antitussive Vicodin
DOSAGE_FORM POTENCY | RX_OR_0TC
Tablet 5 mg hydrocodone bitartrate/ RX
500 mg acetaminophen

SAMPLES RELATED IND/NDA/DMF

DMF - —— (September 1989 update)

DMF - — (equ1pment descrlptlon for plant 1ocated in

" LABELING

Tnsert revision - satisfactory - Review dated 1/4/90 Y. Mille (S-018)

COMPONENTS COMPOSITION, MANUFACTURING, CONTROLS
Change: Component —— ——does not contain ~oe " "

. Containers as'descr1bed in package insert: Plastlc bottles - 100 swf500 s
hospital unit dose package - 100 (4 X 25 tablets). '

_STABILITY
Lot #H48-150 tested for assay and dissolution. Stored at:

1. RT, tested at 0, 3, 6, 9, 12, months,
2. 379C/75% RH, tested at 1, 3, months

3. 450C, tested at 2 months.



-2-

Data are satisfactory, however insufficient. Product should also be
tested for appearance, friability, hardness, color and moisture . DAta
must be submitted for studies on both bottle sizes (100's, 500's) and
unit dose blister packaged samples. 24 month expiry date is requested
for product packaged in bottle, and 18 month expiry date for product
packed in unit dose blisters (same as approved product). Firm commits
to put the first three commerical lots into stability program.

REMARKS AND CONCLUSION
S-019 is Not Approvable at this time,

1. Stability data are insufficient.
a) Additional test should be performed at each test station.

b) A1l 3 package sizes(100's, 500's, blister packs) should be put
on studies.

2. DMF . is deficient.

- %V /e

Shirley S. Brown 1/11/90
R/D Init. by RMPatel 1/12/90
jth: 1/18/90 -0485j m




Review #2

ANDA

88-058/sS-018, S-019

NAME AND ADDRESS OF APPLICANT:

Knoll Pharmaceuticals
30 North Jefferson Road
Whippany, NJ 07981

PURPOSE OF SUPPLEMENT

S-018 Revision of package insert, deleting ~——— warning
S-019 Manufacture of drug product using only @ —

ML s

e et e e

DATES OF SUBMISSIONS

2-1-89 original submission
10-20-89 amendment

2-1-90 correspondence
2-8-90 amendment

9-17-90 amendment

PHARMACOLOGICAIL, CATEGORY TRADE NAME NONPROPRIETARY NAME

analgesic/ antitussive Vicodin hydrocodone bitartrate/
acetaminophen

-DOSAGE FORM POTENCY RX OR OTC

tablet 5mg/ 500mg Rx

RELATED DMFs

6999 - equipment descrlptlon for plant located in @ T

manufacturing - oo

3142 - updated 9/6/90 remains deficient

LABELING

Satisfactory as of 10-20-89



ESTABLISHMENT INSPECTTON

pending. EER dated 1-12-90

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

Change: Applicant's use of — sanufactured
without ; st S T

PACKAGING

Containers as described in package insert: plastic bottles - 100s,
500s and hospital unit dose blisters-100 (4 X 25)

STABILITY

10-20-89
Lot #H48-150 (container size is not described) - tests: assay
and dissolution. Stored at:
1. RT6 tested at 0, 3, 6, 9, 12 months
2. 37°C/75% RH, tested at 1, 3 months
3. 45°C, tested at 2 months

2-8-90
Lot #H48-150 (100s) - tests: assay and dissolution.
Stored at: ‘
1. RT, tested at 0, 3, 6, 9, 12, 18 months
2. 37°C/75% RH, tested at 1, 3 months
3. 45°C, tested at 2 months

Lot #10762738 (unit dose blisters) - tests: description,
disintegration, hardness, friability, assay and dissolution.
"Storage condition - RT.

Test stations are 0 and 6 months.

Lot #10760099 (500s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT.

Test stations are 0 and 6 months.

Lot #10760109 (100s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT.

Test stations are 0 and 6 months.



Lot #10760359 (unit dose blisters) - tests: description,
hardness, friability, assay and dissolution.
Storage conditions - RT.

Test stations are 0 and 6 months.

Lot #10762718 (100s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT.

Test stations are 0 and 6 months.

Lot #10762728 (500s) - tests: description, disintegraton,
hardness, friability, assay and dissoluton.

Storage condition - RT.
Test stations are 0 and 6 months.

REMARKS AND CONCLUSION

(1) Stability data are not sufficient to support an expiry date of
24 months in the bottled product and 18 months for the unit
dose blister.

(2) DMF —— remains deficient.

(3) EER is pending. Request dated 1-12-90.

SUPPLEMENTS ARE NOT APPROVABLE AT THIS TIME.

Rev wer -~ Date Completed
g 372_6/‘7/
S irle Brown

3=-8-91

cc: ANDA #88-058/8-019
Review Chemist's name: Shirley S. Brown
Supervisor's name: Bob Permisohn (acting)

cls/03/25/91/b:88- 0
,ﬁl\ Wm@

Ll



ORIGINAL BB

Chemistry Review #3

NAME AND ADDRESS OF APPLICANT:
Knoll Pharmaceuticals

30 North Jefferson Road
Whippany, NJ 07981

PURPOSE OF SUPPLEMENT

S-018 Revision of package insert, deleting ™~ -'Warningﬂhaﬁ
S-019 Manufacture of drug product using only - ..o o

DATES OF SUBMISSIONS

2-1-89 original submission

10-20-89 amendment

2-1-90  correspondence

2-8-90 amendment

9-17-90 amendment

*6-7-91 amendment

PHARMACOLOGICAL CATEGORY TRADE NAME NONPROPRIETARY NAME

analgesic/ antitussive Vicodin hydrocodone bitartrate/
acetaminophen

DOSAGE FORM ~ POTENCY RX OR OTC

tablet 5mg/ 500mg - Rx

RELATED DMFs

6999 - equipment description for plant located in =
manufacturing e,

3142 -~ manufacture of - s SRR ——
Satisfactory. Review dated 6/20/91 by OGD.

LABELING

Satisfactory as of 10-20-89 (K. Shah)



ESTABLISHMENT INSPECTION

Pending. EER dated 1-12-90, Re-Request 4/2/92.

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

Change: Applicant will use === = ~*  which is
manufactured without adding _ o= rmrmsmme

Satisfactory

PACKAGING

No change. Containers as described in package insert: plastic
bottles - 100s, 500s and hospital unit dose blisters-100 (4 X 25)

Satisfactory

STABILITY

Lot #H48-150 (160cc plastic bottle, 100s) - tests: assay and
dissolution. Stored at: .

1. RT6 tested at 0, 3, 6, 9, 12 18, 24, 36 months

2. 37°C/75% RH, tested at 1, 3 months

3. 45°C, tested at 2 months

Lot #10762738 (unit dose blisters) - tests: description,
disintegration, hardness, friability, assay and dissolution.
Storage condition - RT.

‘ Test stations are 0, 6, 12, 18 and 24 months.

Lot #10760099 (500s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT.

Test stations are 0 and 6 months.

Lot #10760109 (100s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT.

Test stations are 0 and 6 months.

Lot #10760359 (unit dose blisters) - tests: description,
hardness, friability, assay and dissolution. ‘
Storage conditions - RT.

Test stations are 0, 6, 12, 18 and 24 months.

Lot #10762718 (100s) - tests: description, disintegration,
hardness, friability, assay and dissolution.
Storage condition - RT. '

Test stations are 0, 6, 12, 18 and 24 months.



Lot #10762728 (5008) - tests: description, disintegration,

hardness, friability, assay and dissolution.

Storage condition - RT.

Test stations are 0, 6, 12, 18 and 24 months.

Satisfactory

REMARKS AND CONCLUSION

(1) stability data are sufficient to support an expiry date of
24 months for the bottled product and 24 months for the unit

dose blister as requested by applicant.

(2) DMF ___ is acceptable.

(3) EER is pending. Request dated 1-12-90 and 4/02/92.

SUPPLEMENTS ARE APPROVABLE PENDING RECEIPT OF ACCEPTABLE EER.

78] 52 EEQ - accptdle 5[T2

'ﬁ{ Date Completed
V Ao 18/ G2
. Brown 2 23792

cc: ANDA #88-058/S-019
Review Chemist's name: Shirley S. Brown
Supervisor's: MSmela/03/04/92

M eulle— AL

APPEARS THIS WAY
ON ORIGINAL

P o) 17

M. J&N,QA-/ RllO’qZ.

b\ngxﬁﬁiffyﬂfa’



10.

12.

13.

17.

18.

19.

CHEMISTRY REVIEW NO. 1

ANDA # 88-058/S-021

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth, Ph.D.
3000 Continental Drive-North

Mount Olive, NJ 07828-1234

PROPRIETARY NAME
Vicodin®

NONPROPRIETARY NAME
Hydrocodone bitartrate and acetaminophen

SUPPLEMENT (s) PROVIDE (s) FOR:

The addition of a testing facility located at 140 Hanover
Avenue, Cedar Knolls, NJ to perform routine stability
testing and to serve as an alternate release testing site.

AMENDMENTS AND OTHER DATES:
August 6, 1999

PHARMACOLOGICAL CATEGORY 11. Rx or QTC
Narcotic Analgesic Rx

RELATED IND/NDA/DMF (s)

N/A

DOSAGE FORM 14. POTENCY
Tablet 5 mg/500 mg
COMMENTS

Submitted as CBE supplement.

CONCLUSIONS AND RECOMMENDATIONS

Approvable.
REVIEWER: DATE COMPLETED:
A.Langowski 1/6/2000

APPEARS THIS WAY
ON ORIGINAL
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10.

12.

13.

17.

18.

19.

CHEMISTRY REVIEW NO.

ANDA # 88-058/5-022

1

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth, Ph.D.
3000 Continental Drive-North

Mount Olive, NJ 07828-1234

PROPRIETARY NAME
Vicodin®

NONPROPRIETARY NAME

Hydrocodone bitartrate and acetaminophen

SUPPLEMENT (s) PROVIDE(s) FOR:

Provides for a.

AMENDMENTS AND OTHER DATES:

September 10, 1999 -

Original Submission

PHARMACOLOGICAL CATEGORY 11. Rx or OTC

Narcotic Analgesic

RELATED IND/NDA/DMF (

s)

N/A

DOSAGE FORM
Tablet

COMMENTS

14.

Rx

POTENCY
5 mg/500 mg

Submitted as CBE supplement.

CONCLUSIONS AND RECOMMENDATIONS

Approvable.

REVIEWER:
A.Langowski

DATE COMPLETED:
03/06/00
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10.

12.

13.

17.

18.

19.

CHEMISTRY REVIEW NO. 1

ANDA # 88-058/S-023

NAME AND ADDRESS OF APPLICANT

Knoll Pharmaceutical Company
Attention: Robert W. Ashworth, Ph.D.
3000 Continental Drive-North

Mount Olive, NJ 07828-1234

PROPRIETARY NAME
Vicodin®

NONPROPRIETARY NAME
Hydrocodone bitartrate and acetaminophen

SUPPLEMENT (s) PROVIDE (s) FOR:

Provides for an alternate —

-

Lo .
AMENDMENTS AND OTHER DATE!
Submission date; March 6,

PHARMACOLOGICAL CATEGORY : e
Narcotic Analgesic : Rx

RELATED IND/NDA/DMF (s)

N/A

DOSAGE FORM 14. POTENCY
Tablet 5 mg/500 mg
COMMENTS

Submitted as PAS expedite.

CONCLUSIONS AND RECOMMENDATIONS
Approvable.

REVIEWER: DATE COMPLETED:
A.Langowski 06/05/00
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ANDA 88-058

NAME AND ADDRESS OF APPLICANT:
Knoll Pharmaceutical Company

Attention: Deborah A. Panei
3000 Continental Drive North
t. Olive NJ 07828

PURPOSE OF AMENDMENT/SUPPLEMENT

S-024 Provides for a new analytical monograph which combines
individual tests previously used for release and stability
testing into one procedure. In addition, the » T —

DATE (S) OF SUBMISSION(S)
October 12, 2000

PHARMACOLOGICAL CATEGORY éé;\
Analgesic

NONPROPRIETARY NAME

Hydrocodone Bitartrate and . ..wophen

DOSAGE FORM POTENCY RX OR OTC
Tablet - 5 mg/500 mg Rx

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A | N/A

LABELING

N/A

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

APPEARS THIS WAY
ON ORIGINAL



COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

)

L ]

PACKAGING
N/A

STABILITY
No data, but procedures have been incorporated into single
monograph.

REMARKS AND CONCLUSION
Approve.

RECALLS Reviewer
A.Langowski

ORDER OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes X

No

If no, explain reaéon(s) below.

APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

38-058/S-001;S-002;S-003;

S-004;S-005;S-006;S-007;S-008;
S-009;S-011;S-012;S-013;S-014;
S-015;S-016;S-017;S-018;S-019;
S-020;S-021;S-022;S-023;S-024

ADMINISTRATIVE
DOCUMENTS



27-JUN-2000 FDA CDER EES Page 1 of
ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: ~ ANDA 88058/023 Priority: Org Code: 600
Stamp: 07-MAR-2000 Regulatory Due: Action Goal: District Goal: 07-AUG-2000
Applicant: KNOLL PHARM Brand Name:  VICODIN TABS
30 NORTH JEFFERSON RD Established Name: ACETAMINOPHEN;HYDROCODON
WHIPPANY, NJ 07981 E BITARTRATE
Generic Name:
Dosage Form: TAB (TABLET)
' Strength: 500 MG/5 MG
FDA Contacts: M. ANDERSON (HFD-640) . 301-827-5789 , Project Manager
' A.LANGOWSKI (HFD-647) 301-827-5849 , Review Chemist
G. SMITH - (HFD-647) 301-827-5849 , Team Leader

Overall Recommendation:

ACCEPTABLE on 27-JUN-2000by J. D AMBROGIO (HFD-324) 301-827-0062

Establishment: e . DMF No:
e . 'AADA No:
Profile: CRU OAI Status: NONE Responsibilities: .
Last Milestone: OC RECOMMENDATION R
Milestone Date: 27-JUN-2000
Decision: ACCEPTABLE
Reason: BASED ON PROFILE

APPEARS THIS way
ON ORiGINAL



08-MAR-2000

FDA CDER EES |

ESTABLISHMENT EVALUATION REQUEST

Application: ANDA 88058/022

Stamp: 13-SEP-1999 Regulatory Due:

Applicant: KNOLL PHARM

G. SMITH

30 NORTH JEFFERSON RD
WHIPPANY, NJ 07981

FDA Contacts: A. LANGOWSKI  (HFD-647)
(HFD-647)

SUMMARY REPORT

Priority: Org
Action Goal: Dist
Brand Name: VICODIN TAB{
Established Name: ACETAMINO
E BITARTRA
Generic Name:
Dosage Form: TAB (TABLE']
Strength: 500 MG/S MG

301-827-5849 , Review Chemist
301-827-5849 , Team Leader

Overall Reco_mmendation:

ACCEPTABLE on 23-SEP-1999 by M. EGAS (HFD-322)301-594-0095

Establishment: 2211084

KNOLL PHARMACEUTICALS
30 NORTH JEFFERSON RD
WHIPPANY, NJ 07981

DMF No:
AADA No:

Responsibilities: FINISHED DO

Profile:. TCM OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 22-SEP-1999 ’
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
APPEARS THIS WAy
N ORIGINA



REVIEW OF PROFESSIONAL LABELING

Amendment to Supplement/FPL Container Labels, Package Insert Labeling

DATE OF REVIEW: January 27, 1988 |
ANDA #:88-058/5-015 C0. NAME: Knoll Pharmabeuticéls
NAME OF DRUG: Trade: VICODIN

Generic: Hydrocodone Bitartrate and Acetaminophen Tablets,
5 mg/500 mg

DATE OF SUBMISSION: December 4, 1987

,gCOﬁtainer e=Satisfactofy.in_FPL°for.30065

- Insert - Satlsfactory
However, we refer you to our letter in reSponse to Supplement 16 for
comments concerning the need for further revision of the labeling.

RECOMMENDATIONS:
. 1. Inform the firm of above comments.

2. From a labellng viewpoint this: supplemen; is ‘approvable.

#ana Mlyﬂq;¥1

ﬂ

ce: |
HFN-23¢8 \2$1

YMille/ rc/l/28/88\uy1"

2105m page 13
Review of Prof. Labeling

RPPEARS THIS way A
-~ ON omaafam



S~ REVIEW OF PROFESSIONAL LABELING.-

 SUPPLEMENT.
DRAFT: Container Label
* DATE OF REVIEW: dune 19, 1987 - : o
'iANDA/NDA#:; 88-058/5-015 T 2 : NAME-OF FIRM: Knoll
‘. NAME OF DRUG: Trade: VICODIN. _ =~ . S e
Lo " Generic: Hydrocodon BitartriteigndtAcetaminophep_Tablétsgﬁ
~ 5°'mg/500 mg R T

<

G RECOMMENDATIONS: | wfwi g

Iriform the firm of above comments.

‘Request the firm prepare and‘submit final printed coritainer labels:

3. The 3000 tablet package size will be available upon ‘special request’ -
only. However, it is the policy of this Division that all marketed
 containers should be noted in the HOW SUPPLIED section of labeling.
Therefore, we ask that the firm add this information to the ‘insert.

\
o 4;2;\ . . Xana\f%%&\e
cc: \\( &7 . AR -
AFN-235 ¢ ﬂ
 ymille/Kdohnson/bc/6/72/87

! RPL - - ) . - _

| 1800m/pg6 \¢%§>o%’7 , .

N\

e e g TR

“ - APPEARS THIS WAY
" ONORIGINAL -




REVIEY OF PRDFESSIONACPLAEELIMG
Rmendment; Supplememt/FPL
DATE OF REVIEW: March 27, 1987
MDA%Z:  88-058/S-011, S-012 NAME OF FIRM: Knoll Pharmaceuticals

NAME OF DRUG: Trade: VICODIN
Generic: Hydrocodone Bitartrate and Acetaminophen Tablets

~

5 mg/500 mg
DATE OF SUBMISSION: February 17, 1987
COMMENTS:

Unit Dose

A. Blister Cards-Not Submitted
¥e are awaiting your response tg our letter dated February 10, 1987,
B. Individual Unit Dose Packets for Dump Dispenser and Strip Cartons -
Mot Submitted
Submit twelve final printed copies of the unit-dose packets
currently in use.

on - Satisfactory for:

A, Strip Carton of 25

B. Unit Dose Carton 4 x 25
f. Dump Dispenser

Container - Satisfactory for 100s and 590s

Insert - Satisfactory
However, at the time of next printing or within 20 days whichever comes
first, revise the package insert laheling so it is in accord with our
current labeling guideline for this product. The one exception to the
guideline is the second paragraph in the DOSAGE AND ADMIMISTRATIOM section
which should be revised to read:

The usual adult dosage is one or two tablets every four to six hours
as needed for pain, The total 24 hour dose should not exceed 2
tablets.

If vou wish to include the dose for naloxone in the text of the insert it
must be revised to reflect the dose currently reflected in the labeling of
Marcan. When available submit draft copy for our review and comment, Ye
are aware that further revision of the DOSAGE AND ADMINISTRATION may occur
shortly and you should not prepare final printed labeling until requested :
to do so.




-0

Furthermore, you must use the current phrasing for the ———— . warning
ise; Warning Statement;

1
Agents; Labeling in Drugs for Human Us
cember 5, 1986; pages 43900-437041,

Federal Régister, Vol. 51, No. 234; De
The warning should be the first paragraph in the WARMINGS section.

|

RECOMMENDATIONS:

1. Inform the firm of above comments. 14
el
|l

\Ci:s\ ¥ana Mille

cc:

HFN-238 i

kJohnson Ail %\ ;/4/81

14175 A :

Review of P.ui.

Pages 5-5
\\(‘:5 L%;m{( \JF(\

APPEARS THIS way
ON ORIGINAL
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—

REVIEW OF PROFESSIONAL LABELING

Amendment Supplement FPL Un1t Dose Bllster Cards
and Carton for the Bllster Cards

OF ‘REVIEW: . Apr11;29 1987

ANDA/NDAE: '88-058/S-O1L . NAME OF FIRM: Knoll Pharmaceuticals

Inform the flrm of above comments.
2;'-.Chemlst
Substltute number 1 above for 1tem_A under Unlt-Dose in our Téeview

dated March 27 1987. Add number Z above as letter D under ‘carton
in- our review dated March 27, 1987.

Q o iirana-Mil"lé‘iU‘lf
HFN-238 )L j
KIaehnson/Y hd/4-30 87 ’ ‘
.. -3400A/pg
% 3 l
APPEARS THIS WAY
ONAORI‘GINAL ‘




_f(: DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Memorandum
Ape [ 21492 S
From -D(ﬁlccxfgf C":‘L&‘\E-_r‘lc D'rtl(ﬂf» , HFD- (o 30//@ 3 $/
Requestor’s Name Dave. DC(ES K, /5171‘ E(&:{, B‘RO‘U"I Phone X95—83/0
Subject ESTABLISHMENT EVALUATION FéEQUEST

To Division of Manufacturing & Product Quality (HFD-320)

Sterile Product : Noa Sterle Product I/
Application and Supplement No. -osf /S 013 S-019

Brand Name (if any) \[lCdd&n /6 E’(‘S

Establishment Name, Dosage Form and Strength H&l/{ rocchonE, QJL'ZZZ r‘fmf‘& 5 mgi M&

QCC@MH\QQ‘O&I SO ‘rzj) : Profile Class Code:_TCM

Priority Classification: _ . (See SMG BD-4820.3)

_ Appﬁant's Name: KY\O[I ‘p%armacwé‘rm\s
! adtres: 30 North Tellecson Road, whipoast, (T 0798)

Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use -
Status & Date of Inspection:

1) — -
g' - g
\. e —
~ 1 _
2 . S .
- = ‘U ’ ==
\

Other Information or Special Requests:

e 3 3k e 2k 2k 3 ok e sk Ak e e 3ic e 3 3 e A 23 i 2k e e e ok sk ik e sk e e i e e 3k ke 3 e A e s ok ok ok SRk dhe 3 e ke le sje vk ok sk o 3¢ 3Kk ok e 3K ok e ok 56 ol 3 K e ok e e ke e K e %k ok

For HFD-320 Use Only: ’ S Date Received:

CGMP Compliance Status of Facilities Evaluated:

CSO: Date Completed:

Distribution: Origiral and First Copy: HFD-320
Remaining Copies: Requesting Office Use

FORM FDA 3274 (3/S0)



DATE - May 15, 15952
FROM: Shirley 5. Brown
TO: Michael Smela
SUBJECT: EER Facilities to be Evaluated
ANDA 88-058/5-019
Vicodin Tablets (hydrocodone bitartrate and
acetaminophen)
Knoll Pharmaceuticals
The e y operates
‘ active

ingredient, ™™o

1. .

APPEARS This way
1 : Y .
N ORIGINAL
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A

Knoll Pharmaceuticals

knoll

TELEFAX - BASF Group

Date: .. _July 8, 1992 cerime .. Pages 2 Time:

To: Valerie Vashio/CS0-Office of Generic Drugs

Fax No.: 301-295~ 8180 e

Copyto: ...

0\
Re: Vicodin Tablets (ANDA88-058) \‘U\
S-018 and S-019

Dear Valerie:

As discussed this morning, please let me know later today if the
attached lettexr will suffice for approval of the subject
supplements.

Thank you,
Requlatory Associate

CS:dab
_attach.

A Unit of BASF K&F Corporation

1A
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DEPARTMENT OF HEALTH & HUMAN SERVICES -5(\ , Public Health Service
J 291 Crmeen 1S
Memorandum
Y8 Sul A |
- :

From Division of OW’“’ S HFD- (o 3 4

Requestor’s Name Y VM@"('D Phone a5 § 370
Subject  ESTABLISHMENT EVALUATION REQUEST
To Division of Manufacturing & Product Quality (HFD-320)

Sterile Product Non Sterile Product ‘/
88- OS® [ SeerlB, S-019

Application and Supplement No.

Brand Name (if any) V'(COD"\’ _TABLETS _
Establishment Name, Dosage Form and Strength I"’ﬁduf odo ne. B’i" arte ate "EﬁF%-e{-
omd PceTAin o Fﬁ‘c""’. Soovwﬁ Profile Class Code:___J C-M1

Priority Classification: (See SMG BD-4820.3)
Applicant’s Name: XnNoci P MWA CEUTICALS

Address: 30 Mo Jeffevson Epad M(}Q.-Pa_n\:/ NT o07aa|

Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
Status & Date of Inspection:

S — B Y

4,
S. _ :
T . Lo 0o Yo prowed.. Aee - atduelbmert
Other Information or Special Requests: P) e — I )
Yo DMF — -
**********************************************************************************

For HFD-320 Use Only: /tj Recexve% _’] \O\ Ct 1—
CLoptziale

Date Completed GD bﬁ

CGMP Compliance Status of Facilities Evaluated:

CS0: y A5

Distribution: Original and First Copy: HFD-320
Remaining Copies: Requesting Office Use

FORM FDA 3274 (3/90)



RECORD OF TELEPHONE CONVERSATION/MEETING

DATE

[ Aug 92

NW» FHe hand %LDW
o) Hee buby 8,199 Jouxe
. _SJL”VWC— OUJO’}«-LQ&( av A coouldd

APPEARS THIS WAY
ON ORIGINAL

NDA NUMBER

§5¢ 05§

IND NUMBER

S-0¢,S-019

TELECON/MEETING

INITIATED BY MAD::

O APPLICANT/ [0 BY TELE-
SPONSOR PHONE

@\FDA {J IN PERSON

PRODUCT NAME

FIRM NAME

Kinetd

NAME AND TITLE OF PERSON WITH
WHOM CONVERSATION WAS HELD

Clarcdig
Sleadned__

TELEPHONE NO.

2ol g¢1 §200

o -;S!slGNATURE - \/\/M(/LD CSD
[ .

DIVISION

o&d

FORM FD 2587 (11/77)

ORIGINAL IND/NDA
U. S. GOVERNMENT RINTING OFF ICE- 1984-432-976/7126



; - : —~ s
(.1 Brown 5. 228 G

& U
-/é DEPARTMENT OF HEALTH & HUMAN SERVICES Public Healthi Service &g/ Z/
5(2 ’ . S J =

‘qf,a;( 2,192

T 'C—(—c— , ‘ : _ . v
# From g&on.of Creneric Dmﬂs - HFD- _(o 5(3/ 63%
Requestor’s Name !DQV& DO(ES Kl /5[’)4 E/é;; Bﬂotvﬂ Phone X425 —83(0
Subject  ESTABLISHMENT EVALUATION REQUEST

Vi

A A" A

Memorandum

To Division of Manufacturing & Product Quality (HFD-320)

Sterile Product

: Non Sterile Product
Vs-018,

Application and Supplement No¥

Brand Name (if any) VECOd En /éiél E‘S

Establishment Name, Dosage Form and Strength HKIIKJEYOCOJOI’JE/ %‘u’&zr’fmf‘& 5 m? Q/x&

ﬁcdarv\'mo?%an Sco m;l Profile Class Code:_ TCM\V\

Priority Classification: : (See SMG BD-4820.3)

Applicant’s Name: Kol ‘p\ﬂarmacwé}mls ‘
Address: 20 _Novth T&%p&ﬁoﬂ € oad N (DHh\Di()arE[} NI o79¢€)

Fagilir'ss to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
P Status & Date of Inspection:

Other Information or Special Requests:

ke o K ok s ok ok e ke ok ok ok o o ok 3k 3k ok o oK o 3 3K ok ok o ok ok 3 ke ok ok ok 3k ke o ok 3 3 3 386 o ok ok ok ke ok ke sk sk ok ok ok ke s ok 3K 3K ok ke ke e 3k 3k ofe e oke ke e 3k sk 3k sk ok ke sk ok K

For HFD-320 Use Only: e Date Received: APR 20 j9gp

CGMP Compliance Status of Facilities Evaluated:

~

CSO0: ,_ﬁ&&%%lég__ Date Completed: (///7/ 72

[ 4
Distribution: Original and First Copy: HFD-320 . )
Remaining Copies: Requesting Office Use %‘ &’é W ~ mﬂ’)@ K

FORM FDA 3274 (3/30)




Uo=1Y~-4Z [UTI0AM  FRUM Ud FDA MA-JUU NWK DU LU $3U1£9264U¢ Fuls/uuo

MEMORANDUM T o ey e s s

FOOD AND DRUG ADMINSSTRATION

DATB:  6/4/92

FROM: ‘Matthew H. Yevis, District Director
Newvark District

SUBJ: ANDA #88-058 (5-018,19)

TO: Compliance Evaluation Staff, HFD-320
FAX: FTS 295-8202

INFO: MPQAS, HFC-120, FTS 443-4625
Richard Davis, RFDD/HFR-MAL

Diana Keolaitig, DCB, NWK-DO
Q;Ayf*/ Elaine C. Messa, DIB, NWK-DO

PRODUCT: Hydrocodone Bitartrate 5mg and Acetaminophen 500mg
APPLICANT: Knoll Pharmaceutical

30 North Jefferson Road
Whippany, NJ 07981

ESTAB H e oo A o A TS A L Rl U e CFN : . R g -3,

e AT A L T KA ST

T EERITE 4 e s e

ESTAB TYPE: )

DISTRICT RECOMMENDATION: Withholding Approval

DATE CONCURRENCE REQUESTED FROM CDER: 5/7/92

DATE NDA/ANDA AUDITED: 6/3/92

COMMENTS: Based upon inspectional findings, Newark District recommends the
following:

Vithholding approval of pending application because
""" does not manufacture

Matthew H. Lewisz, D.D.
Nevark District

MHL:kb
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//&  DEPARTMENT OF HEALTH & HUMAN SERVICES __, z%) \ \ pui,,iSc Healf? Serg}w

| Memorandum

/‘Ci_ -
From ﬁ%ﬁuof Generic Dmff , HFD- (o 30/ 634
Requestor’s Name Dave. Doleski /561 Né;z B’RO(UI’I Phone Q?ﬁ"‘fé’ (0
Subject ESTABLISHMENT EVALUATION REQUEST

To . Division of Manufacturing & Product Quality (HFD-320)

Sterile Product . Non Sterile Product /
S-019

Application and Supplement No

Brand Name (if any) \[lcodﬁﬂ /fé) £+$

Establishment Name, Dosage Form and Strength HU/,QYOCOLQOY'&» (b ‘121[’"{74:(‘& 5 mdﬂ Mﬂ

QCE"J&@(Y\H\O\O%&H SOO m? Profile Class Code:_ TG\

Priority Classification: _ ' (See SMG BD-4820.3)
Applicant’s Name: Kol \mﬂar chmé‘: cale '
Address: 0 NOY\H\ Tg}%ﬁasm @Ml ; L()Hq \‘()';OQVD[; NI OWQ(P]

_Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFD 320 Use
Status & Date of Inspection:

Other Information or Special Requests:

ok 3k ok ok ke 3k 2k 3k 2k o 3k sk Ak sk ok e e ok vk K ok ¢ sk 3k e K vk ke o e oK di¢ e ok o sk ok e Ae ke ok 3k 3k ok 3k K ok dfe vk 3k e ke Sk ke e ok ek ke 3k e Sk ke e Ak ko e dle e ke sk vk ok ke ok ok ok ek ok ok

For HFD-320 Use Only: Lo Date Received:

CSO: _ U2 EH4F WL Date Completed: [/ // ?/q Z
Distribution: Original and First Copy: HFD-320

FORM FDA 3274 (3/90)



Vi
‘\ sERviCEs.,

, Ef ’/(C DEPARTMENT OF HEALTH & HUMAN SERVICES Q\A
Memorandum
DATE: | — | 249
TO : Division of Manufacturing & Product Quality (HFN-320)
FROM: Division of gb’a,nm»c D) Vb\m HED 234
Requester'sName [ . (. Pa yed, Pled Phone  L{ Y / ~\3 F¢

ESTABLISHMENT EVALUATION REQUEST

Sterile Product No " Non Sterile Product
Application and Supplement No. % 08 g jg cig and /Q/oi 9
Brand Name (if any) '?\/\'Co o Talyeds
Establishment Name, Dosage Form and Strength \*‘1 <\No Codome &7 avbate & ™y A A Ae_b}qm,’mpl\w Los Ma,-
| ProfileClassCode:  { C M

Priority Classification: : — (See SMG BD-4820.3)

Applicant's Name: KV-\O\\ Pl\&ﬂmcluwHCdlf/
Address: 20 Wi Imbﬂm &d%uk)'?ﬁh”’hi\)f 07 98]

Facilities to be Evaluated: (Name, full Address, DMF No., and responsibility) For HFN-320 Use
: Status & Date of Inspection:

e e < g ,"‘gf;"":"“"""'"kj"' S ERAS fi h nT W\ q’&§ F%CP
R P VNPT ¢
Otherlnformatlon or Special Re// ests: Cawe ’&Nﬁ'wfhw b defedramne (atles O”“i m JOnesidy'y
s e And e ”nfom!ﬁ 7y mdm\g«;wnn; ﬁr;;'tu '

FREX X REEREXERT AT A 0 &
For HFN-320 Use Only: Date Received / — LQ - %

CGMP Compliance Syatus of Facilities Evaluated:

12)(1

CSO: Date Completed

,/istribution: Original and First Copy: HFN-320
Remaining Copies: Requesting Office Use

FORM FDA 3274 (6/86)

O > N+320 OR >



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

88-058/S-001;S-002;S-003;

S-004;S-005;S-006;S-007;S-008;
S-009;S-011;S-012;S-013;S-014;
S-015;S-016;S-017;S-018;S-019;
S-020;5-021;S-022;5-023;S-024

CORRESPONDENCE
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pages of trade secret and/or
confidential
commercial

information



5/ lot

[ojzz/w

Redacted _ = v

pages of trade secret and/or
confidential
commercial

information



Redacted J

pages of trade secret and/or
confidential

commercial

information



Knoll Pharmaceutical Company

knolt’

BASF Pharma

$%-05% c-O Q&
March 6, 2000 DA NO. U0 UoCREF No. SC e
NDA-SUPPL FOR__ "i

Douglas L. Sporn
Director, Office of Generic Drugs
HFD 600, Bldg MPN2
Center for Drug Evaluation and Research
Food and Drug Administration
S Central Document Room

12229 Wilkins Avenue

"~ Rockville, MD 20852-1833

SUPPLEMENT — EXPEDITED REVIEW REQUESTED

Subject: ANDA 88-058
Vicodin® (hydrocodone bitartrate and acetaminophen tablets, USP) 5mg/500mg

Dear Mr. Sporn:

Rhodia supplies Knoll with

a

Knoll has been informed that effective April 1, 2000 ¢ R _ :
- ST o S IR 1 1 (TS U S —
o ez was inspected by FDA on March
10-11, 1999 as part of a pre- approval 1nspect10n No Form 483 was issued.

The formulation of

7 : - e i [EMAINS unchanged. The
N e s mreme™™and release testing will
continue to be - as well. Stablllty data has been — . and

indicates no 51gn1ﬁcant differences between the o=, at 36 months.

In anticipation of this - Knoll has v
— ===~ 0of Vicodin tablets through
May, 2000. Effective June 1, Knoll w111 begm touse = In order

not to interrupt its supply to the market, Knoll is requesting an Expedlted Review of this

supplement.
.\“ER FOR DB

~ RECD
MAR O 8 2000

The followmg information is provided to support the ...

o3

3000 Continental Drive - North, Mount Olive, New Jersey 07828-1234 Telephone (800) 240-3820



Page Two

e Letter from - . wee sffective
April 1, 2000

e Letter of authorization to cross-reference ===  DMF l.wsssdated November 22,
1999.

e Knoll Technical Support Report demonstrating comparability of -

o

IS

Knoll commits to placing the first three production batches of Vicodin tablets - sewsemessemzan s

N : .. on stability.
If there are questions concerning this submission, I can be reached at 973/426-6012.
Sincerely,
Robert W. Ashworth, Ph.D.
Director, Regualtory Affairs

RWA:dsb

anda88-058.doc

APPEARS THIS WAY
ON ORIGINAL
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FEDERAL EXPRESS : 5{/5 BASF Pharma
NUANO. REF RO, 72t~

MDA SUPPL FOR rmwﬁ;uZ; g~ 51

September 10, 1999

Douglas L. Sporn, Director

Office of Generic Drugs, HFD-600
Center for Drug Evaluation and Research
Food and Drug Administration

Central Document Room

12229 Wilkins Avenue

Rockville, MD 20852-1833

Subject: ANDA 88-058
Vicodin® (hydrocodone bitartrate and acetaminophen tablets, USP) 5 mg/ 500 mg
SUPAC Supplement: Packaging Site Change - Changes Being Effected

Dear Mr. Sporn:

Pursuant to 21 CFR 314.70(a) and the Agency's letter to industry dated February 18, 1997, clarifying issues
pertaining to the interpretation of the Scale-up and Post-Approval Changes Guidance for Inmediate-
Release Products (SUPAC-IR), which was published on November 30, 1995, Knoll Pharmaceuntical
Company hereby submits this supplemental application to provide fora: ==

Vicodin tablets are currently manufactured, packaged and tested by Knoll at the Whlppany, New Jersey
51te Blister packaging of this product wasdone by a .o W= at its facility located at

- R . Knoll is plannmg to move the blister packaging of
Vicodin tablets to its site at 30 North Jefferson Road Whippany, New Jersey; this site underwent a
satisfactory cGMP inspection on November 10, 1998. The container/closure system and equipment remain
the same.

The enclosed report supports the site change using currently approved packaging materials at labeled
storage conditions. As noted in the Overview, the first production batch, and annual batches thereafter, will
be placed on the long-term stability program.

Sincerely,

i Oy o

Robert W. Ashworth, Ph
Director, Regulatory Affairs

3000 Continental Drive-North, New Jersey 07828-1234 (973) 426-0000 Fax (973) 426-1000



Knoll Pharmaceutical Company

o
7l |
VIA FEDERAL EXPRESS M’V/

August 6, 1999 m ):\

Douglas L. Sporn [,w(’ﬂi
Director, Office of Generic Drugs , %
HFD-600, Bldg. MPN2 N

Center for Drug Evaluation and Research
Food and Drug Administration

~ Central Document Room MDANO.__ "~
12229 Wilkins Avenue A |UES) ree
Rockville, MD 20852-1833

PAC-ATLS CBE SUPPLEMENT

Subject: ANDA 88-058
Vicodin® (hydrocodone bitartrate and acetaminophen tablets, USP) 5 mg/ 500 mg
Additional Analytical Laboratory Testing Site

Dear Mr. Sporn:

Knoll Pharmaceutical Company, Whippany, NJ has expanded our Quality Control laboratories to
include an additional Knoll site in Cedar Knolls, NJ. This new laboratory was previously approved
in March 1999 by your Division to conduct testing for Vicodin ES tablets (ANDA 89-736). The
Cedar Knolls site is now eligible to utilize a postapproval changes - analytical testing laboratory site
submission for other products since it has had a successful cGMP inspection and can now confirm
that we meet the four PAC-ATLS criteria:

1. The test methods approved in the application or methods that have been implemented
under 21 CFR 314.70(d) will be used.

2. All postapproval commitments made by Knoll relating to the test methods have been
fulfilled.

3. The new testing facility has the capability to perform the intended testing.

4. The new testing facility has had a satisfactory current good manufacturing practice
inspection within the past two years.

Effective August 9, 1999, the following tests will be performed in Cedar Knolls for Vicodin Tablets:

3000 Continental Drive-North, New Jersey 07828-1234 {973) 426-0000 Fax (973) 426-1000




The new Knoll Pharmaceutical Company laboratory is located at 140 Hanover Avenue, Cedar
Knolls, New Jersey, 07927.

Our intention is to conduct routine stability testing for Vicodin Tablets at the new Cedar Knolls site.
The stability and release methods are the same; therefore, the site will also serve as a backup to
the QC release lab in Whippany, if necessary.

Data demonstrating that the new site can perform the analytical tests transferred from the
Whippany facility is contained in Appendix 1. The data generated at the receiving laboratory in
Cedar Knolls, using the same samples, compared favorably to the data generated at the _
transferring laboratory in Whippany. A submission for Vicodin HP Tablets, ANDA 40-117, will be
made separately. ,

If you have any questions regarding this submission, please do not hesitate to contact Lidia
Mostovy at 973-426-6019 or me at 973-426-6012. ‘

Sincerely,

;7 y P ,
S RN S o A
,7(,/{(1& //\; %c?%fzz-a g7

Robert W. Ashworth, Ph.D.
Director, Regulatory Affairs

Enclosure

APPEARS THIS WAY
ON ORIGINAL
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August 18, 1992. NUANQ. RER. NO. §i—~ — pn BASF Group

1
Roger L. Williams, M.D. *EPE{
Division of Generic Drugs

Room 17-B20

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: Vicodin Tablets ANDA #88-058
Special Supplement - Changes Being Effected
Revised Unit Dose Pouch

Dear Dr. Williams:

Reference is made to Knoll Pharmaceuticals' approved NDA #88—058
for Vicodin (5mg hydrocodone bitartrate/SOOmg acetaminophen)

——— = Tablets. Specific reference is made to your letter
dated 5/29/92 in which you requested that we revise our unit dose
pouch to include the dosage form "Tablet".

Pursuant to your request, we are supplementing the subject ANDA, in
duplicate, with final printed labeling.

Enclosed you will find twelve copies (8-archival copy, 4-review
copy) of the final printed unit dose pouch revised to include the

dosage form "Tablet". This change went into effect with the
packaging of Vicodin Tablets Unit Dose ————— Control
#10760532, which began on 8/10/92. The approximate date of

distribution for this lot is 9/10/92.

Please include this 1nformatlon in the agency's file for Vicodin
tablets ANDA #88-058.

Sincerely,

Qnce e o Jhartek] gy, |

Robert W. Ashworth, Ph.D.
Director, Regulatory Affairs

RWA/CS/dsb
M~152

A Unit of BASF K&F Corporation

30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



TABLET
hydrocodoné bitartrate 5. mg
{WARNING: May ba habit forming.} \ i
acetaminophen 500 mg. N . t
LOT 10760532 o
EXP. DATE 6/95 {
~7 KNOLL PHARMACEUTICALS t

o -J:’H&":ﬁ PraaYe! nrﬁﬁ

L\Wu v

“vioodin®
) TABLET n
hydrocodone bitartrate 5 mg
(WARNING:” Moy be habit forming.). ;
: acetaminophen 500mg. .- . i
i LOT 10760532
i-EXP. DATE 6/95"
. KNOLL PHARMACEUTICALS

ol of

(WARNING: May Byhaby
_acélaminophe
LOT 107605,
EXP.. DATE 6/96=-
KNOLL PHARM.

S roasaan,

i ﬂ"wLw

'hydrdcodone bilgrira 5 rng !
- (WARNING: Moy be hobit-! ormmg) N
acetominophen 500 g:

SEP 10 1992

VIS4

Oe'RIj g - )

SLI-020
Yy ToS5 %

L abe L_Fﬁev_':olo ~
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August 10, 1992
Division of Generic Drugs %O
Room 17-B20 >
Center for Drug Evaluation and Research R e ol
Food and Drug Administration i AT I 7o ™
5600 Fishers Lane : é HECEIVED
Rockville, MD 20857

AUG 1 4 1440

Subject: Vicodin Tablets ANDA #88-058
Supplement S-018, 8-019

~ GENERIC DRUGS

Reference is made to the subject supplement for Vicodin Tablets
dated February 1, 1989, and amended on 10/20/89, 2/8/90, 9/17/90
and 6/7/91. Additional reference is made to a 6/30/92 telephone
conversation with Ms. Valerie Vashio, Consumer Safety Officer, at
which additional information from ’ «~——————"" yas requested. On
7/8/92 the requested information was telefaxed to the Division of
Generic Drugs.

Dear Staff Member:

In accordance with 21 CFR 314.20, Knoll Pharmaceuticals hereby
amends the pendina apbplication, in duplicate, with the attached
information from .._.>— ~telefaxed to the agency on 7/8/92.

We trust the approval of the pending supplements can proceed
expeditiously.

Sincerely,

Robert W. Ashworth, Ph.D.
Director, Regulatory Affairs

RWA:dsb
M™150

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131
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ANDA 88-058/S-018, S-019

Knoll Pharmaceuticals

Attention: Robert W. Ashworth, Ph.D.
30 North Jefferson Road

Whippany, NJ 07981

Dear Sir:

Reference is made to your supplemental new drug applications dated
February 1, 1989 submitted pursuant to Section 314.70 of the
Regulations, regarding your abbreviated new drug application for
Vicodin Tablets (hydrocodone bitartrate and acetaminophen,

5 mg/500 mg).

Reference is also made to your communications dated
October 20, 1989, February 8 and September 17, 1990 amending these
supplenents.

We acknowledge receipt of your correspondence dated February 1,
1990.

These supplemental applications prov1de for revised package insert
no. 5830 (S-018) and use of ~ = = without added
s i the manufacturing process (S- 019)

These supplemental application 8-019 remains deficient and
therefore not approvable under Section 505 of the Act for the
following reasons:

1. The reference DMF —-= remains deficient.
is being notified.

2. Stability data are not sufficient to support an expiry
date of 24 months in the bottled product and 18 months
for the unit dose blister packaged product.

Three months accelerated stability data (100s, 500s and
unit dose blisters stored at 40°C/75% RH and tested

at 0, 1, 2, 3 months) will support a tentative 24 month
expiry date. Simultaneously, data should be collected
for the same size packages stored at room conditions.

The file is now closed. You are required to take an action
described under 21 CFR 314.120 which will either amend or withdraw
these supplemental applications. Your amendment should respond to
all the deficiencies 1listed. A partial reply will not be
‘considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this



letter will be considered a major amendment and should be so
designated in your cover letter. If you have substantial
disagreement with our reasons for not approving these supplemental
applications, you may request an opportunity for a hearing.

Sincerely yours,

- 1l _

oo - - }’////7
Acting Directo

Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research

cc: ANDA #88-058/S-018, S-019
DUP/Division File :
HFD-600 Reading File
HFD-638/YMille /
HFD-634 /RPatel/SBRown/03/11/91 /% 5f20[9/
HFD-634/VVAshio/03/19/91
R/D initialed by SSherken
cls/03/25/91/b:88-058 LTR
F/T by cls/03/25/91

Supplemeptal Nt Approvable y. |
Whekel 29 551

" APPEARS THIS WAY
" ON ORIGINAL
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BASF Group

September 17, 1990

Division of Generic Drugs

Room 17-B20

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane : SUPPL NEW CORRES?

Rockville, MD 20857
] . -0
Subject: Vicodin Tablets ANDA #88-058 ﬁeﬁer S &
Supplement S-018, S-019 S-019

Dear Staff Member:

Reference is made to the subject supplement for Vicodin Tablets
dated February 1, 1989. Additional reference 1is made to our
February 8, 1990 response to your division's January 24, 1990 "not
approvable" letter. ~

One of the deficiencies noted in our last correspondence involved

e W ) | S il o) o e We have recently
been notified by _ sressswmsemesine that an update for DMF & >=="was
submitted to the agency on September 11, 1990.

Attached is a copy of the letter from __- : =  notifying
Knoll Pharmaceuticals of the recent update as well as a copy of
their letter authorizing Knoll to reference DMF # e

At this time, we ask the .agency to re-review DMF # - We trust
that the updated DMF and the information provided in our February

8, 1990 correspondence will enable an expeditious approval of ANDA
#88-058/5-018, S-019.

Sincerely,

Robert W. Ashworth, Ph.D.
Director, Regulatory Affairs

RECEIVED
SEP 25 990
GENERIC DRUGS

CS/amd
Attachment

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Knoll Pharmaceuticals

February 8, 1990

Division of Generic Drugs (HFD-630)
,Room 17-B20
Center for Drug Evaluation and Research
Food and Drug Administration
. 5600 Fishers Lane
»_1kRockv111e, MD 20857

fNDA #88-058 V1cod1n Tablets (hydrocodone b1tartrate
“<5mg/acetam1nophen 500mg) , - S—-018/S-019 =« ey
Amendment in Response to Not Approvable Letter
(January 24, 1990)

Dear Staff Member:

Reference is made to the above noted supplemental applications

filed February 1, 1989 (amended October 20, 1989) and to the

Agency's letter of January 24, 1990 which stated that these

supplements were not approvable. - These supplements prov1ded for

a revised package insert for product without added ~—e-—
.:f? Reference is also made to our letter of February 1, 1990
i indicating our intention to submit an amendment.

At this time, Knoll Pharmaceuticals is further amending these

supplements to provide responses to the deficiency comments

noted in the Agency's letter of January 24, 1990. The -
deficiency comments (all of which relate to S- 019) are restated

below followed by Knoll's response.

1. The referenced DMF ., is deficient. e o i

is being notified.

Knoll was aware (September 14, 1989) of a deficiency of
DMF - in connection with supplements to another of our
ANDA products. At that time, we were in contact with
wemsemenss (the holder Of DMF e prior to its transfer to

e oo, | WO prepared and submitted an update
respondlng to the noted deficiency.

In our S-018/019 amendment of October 20, 1989, we noted
that DMF 3142 had been updated on October 13, 1989 in
response to that deficiency letter from FDA.

Since receipt of the Agency's letter of January 24, 1990 _
we have contacted s TS TS regardlng DMF - They™,
/are unaware of any deficiency letter since their update of /

\Octobef”T3, 1989. Present 1nformat10n ‘indicates that the“

T
L. .
\/

A Unit of BASF K&F Corporation , - -1- _
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131 =



o 2. - stability data are insufficient.

Stability studies should also include test for appearance,
friability, hardness, color, and moisture.

Stability studies should include the product packaged in
(1) bottle of 100, (2) bottle of 500 and (3) hospital unit
dose.

Knoll's stability program is bipartate. Part one is a
combined accelerated (stress) and room temperature program
which gathers _data to support supplemental applications
uch *“as “"5-019, he “program - tests for description,’
issolution,” and “assay of "active drug components. The @ - e
‘testing “»standard ““employed,"**AR-1489 “(attached), " “is " "IH
virtually the sam iti .AR-0885 which had been '
submitted previously as part of approved supplements
§-013/014/015 (May 8, 1987). ’

Part two consists of an ongoing room temperature (real
time) stability program whiéh ‘gathers data to monitor and
allow extension of expiry dating. It is into this program
which the first three production lots are entered as. part
of our stability commitment in S-019. ‘ ‘

= The ongoing program testing standard; S5-50D (attached),
”*) incorporates all requested testing with the exception of
moisture determination. This test has been deemed

unnecessary because the individual drug product components
are tested for moisture and the finished Vicodin tablets
are not hygroscopic. Appearance and color are parts of
the -déscription évaluation.

As we indicated in our amendment of October 20, 1989,
Knoll does not <consider the deletion of .
| ~———tio. @ formulation change as much as a processing

I

change by our e s : - Knoll
is not changing the manufacturing  formula or procedures
for Vicodin. Thus we believe that the accelerated

(stress) and room temperature data already provided (lot
#H48-150) is sufficient to show comparability with the
previously approved drug product. .

APPEARS THIS WAY
ON ORIGINAL



1
i
!

To satisfy the Agency's request for additional stability
data, however, we are providing the following which show
acceptable stability of Vicodin.

- From the accelerated (stress)/room temperature program
o Lot #H48-150 plastic bottles of 100:
o 3 month accelerated data T
o0 18 month room temperature data

- From the ongoing stability program (6 months room
temperature data) ‘ ,
o Plastic bottles of 100 - lot #1076-2718 ‘
lot #1076-0109 .

"o Plastic bottles of 500 - lot #1076-2728
S . . B e P m"ﬁ‘:“:}:}"“”:\T..QT‘ e e lot #107 6-0099
o0 Unit dose blisters - lot #1076-2738
- lot #1076-0359

At the time of next printing, we will incorporate the recommended
changes to our package insert and provide final printed copies to
the Agency. As the package insert is satisfactory (according to
the Agency's letter of January 24, 1990) we will not be making
these changes at this time. The 3000 tablet bottle is not
currently planned for market. It will be added to the "How
Supplied" section prior to distribution.

We trust that this information will enable expeditious review and
approval of supplements S-018/019.

Sincerely,

Lot € £ 4.

Robert W. Ashworth, Ph.D.
Director, Regulatory Affairs

FEL/amd R%;ﬁﬁ ‘”5;3

el IR B

e hd

GESERIC DAUGS
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Knoll Pharmaceuticals

A Unit of BASF K&F Corporation
AN Mavith |~lfacana DanA Whinnams Raw larcav N7081 (9011 RR7-R30N Talex 13R4AARA Talefax (201) RR7-8131

BASF Group

February 1, 1990

Donald Burlington, M.D.
Actlng Director

. Division of Generic Drugs (HFD-230) . .
- Center - for .Drug Evaluation and Research
.Food and Drug Admlnlstrat;o :

5600 Fishers Lane
Rockville, MD 20857

Subject: NDA #88-058 Vicodin
Supplements S-018, S$-019
Reply to Not Approvable Letter (January 24, 1990)

Dear Dr. Burlington:

Reference is made to the above noted supplemental applications
filed February 1, 1989 (amended October 20, 1989) and to the
Agency's letter of January 24, 1990 which stated that these
supplements were not approvable.

At this time, Knoll Pharmaceuticals is notifying the Agency of
its intention to file an amendment to these applications under
the provisions of 21 CFR 314.120 (a). We are currently
compiling information in response to the comments made in the
Agency's letter of January 24, 1990.

A desk copy of this letter is also being provided to Mr. Peter
Rickman, consumer safety officer. '

Sincerely,

Ve Kog bl Ao

Robert W. Ashworth, Ph.D.

‘Dlrector

Drug Regulatory . Affalrs

FEL/amd
cc: Mr. Peter Rickman, CSO (HFD-232)



Knoll Pharmaceuticals

knoil

BASF Group

October 20, 1989

Richard Terselic, Acting Director -
Division of Generic .D
.Céhféf“fbf?Drug*Evalﬁ d
Food and Drug Administration
‘5600 “Fishers ‘Lane
Rockv1lle, MD 20

Subjéct:' NDA #88-058: VICODIN Tablets
Supplements S-018, 8-019, 8-020
Amendment: Final Printed Labeling

Dear Mr. Terselic: é}dﬁyai% oéﬁé@
Reference is made to the above-noted supplements to our VICODIN (5

mg hydrocodone bitartrate/500 mg acetaminophen) NDA #88-058
submitted February 1, 1989. At this time we are amending these
supplements, in duplicate, to provide the following.

1. Final Printed Labeling - Twelve copies of final printed insert
No. 5830 are provided as follows.

a. 1 set mounted and bound and 7 sets mounted and unbound
in the archival copy of this submission

b. 1 set mounted and bound and 3 sets unmounted and loose
in an envelope in the review copy ‘

As no adverse comments have been received from the Agency, the
labeling changes are the same as those drafted in the February
1, 1989 submission. A copy of that draft labeling is provided
for purposes of comparison to the current package insert (No.
5828) . :

2. Stability - We herewith formally request the same expiration
dating as is currently approved for VICODIN (24 months in
bottles and 18 months in unit dose blisters). In support of
this we are updating the previously provided stability data
which show acceptablewstability in bottles.

We are pot providing additional data on a lot in unit dose
o v packaglng but commit to putting the first three commercial-
G size lots into our stablllty program. Our rationale is as
b follows. (

A Unit of BASF K&F Corporation o '
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887- 8300 Telex 136466 Telefax (201) 887-8131



Richard Terselic
October 20, 1989
Page Two

a. The composition of the finished drugq product is
unchanged.

VICODIN will continue to be manufactured according to the
formula and procedure approved in NDA #88-058. The
release specification remains unchanged as well. '

l_There 1s no d;fference in the qualltv of o

rocessrng

© it mmems—e s Nmg A=

c. The. February 1, 1989 supplement to NDA #89-736 is
effectively only a labeling change.

The  ‘weswen warning was orlglnally required for VICODIN
because e T SRS “=fn the
manufacture of e e, could be present in
that component. It was a potent1a1 inactive ingredient

to VICODIN.

Vestet iz ‘removed — reresriTemmmsRmast .,rom the processing

of s ~ - and therefore, as defined in 21CF
201.22, the =====>yarning is no longer necessary in the
package insert.

No other change is being made to VICODIN as it is
detalled in approved NDA #88-058.

For these reasons, we believe that no further stablllty data
is required at this time. We do, however, reiterate our
commitment to provide full-term stability data on three
initial production-size lots and to remove from distribution
any lots which show unacceptable stability.

}f{ 3. DMF Authorization'- We are providing a copy of a letter from
; ‘ . == Which authorizes Knoll Pharmaceuticals to reference



Richard Terselic
October 20, 1989
Page Three

DMF # — (in general and the recent update of October 13,
1989 in particular) in submissions made to the Agency.

DMF # ~— (which covers production of the =
— ——_ 7. used to manufacture VICODIN) was updated-v
in response to comments from the Agency.

We request that the Agency  re- rev;ew DMF R — to enable

We, trust that this- dnformation-will allowexpedltlousapproval°f
a "hoted supplements.” R St

A desk copy of this amendment is being provided to Mr. Peter
Rickman, consumer safety officer.

Sincerely,

%fe;zf. Z&)@

4;vRobert W. Ashworth, Ph.D.
Director, Regulatory Affairs

RWA/kg
Enclosure

Desk copy: Mr. Peter Rickman

RECEIVED
0CT 30 1989

GENERIC DRUGS




Knoll Pharmaceuticals P
, ) ANDANO. REF. NG | |
February 1, 1989 %“ ﬁ@%&%gaézi_ :
i NDA SUFPPLTFO ® W F;
: B knoll |
Marvin Seife, M.D., Director {HFD-230) " :

Division of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration

5600 Fishers Lane o
Rockville, MD 20857 NDA.NO..

BASF Gfoup

‘Subject: NDA 88-058 : Vicodin Tablets - NDA SUPPL FO
: Supplemental Application (S-018) - .
Revised Insert No. 5830

Dear Dr. Seife: DRﬁ,F"‘ ng!,gnﬁ

Reference is made to Knoll Pharmaceuticals’ approved NDA #88-058 for

Vicodin (5mg hydrocodone bitartrate/500mg acetaminophen) S
o~ Tablets. Specific reference is made to supplemental

appllcatlon S-016 approved on July 1, 1988. That supplement covered

package - 1nsert No. 5828 which was rev1sed to include (among other

“items) @ weemn, warnlng as requested in the Agency’s letter of

May 11, 1987. ,

At thls time pursuant to 21 CFR 314.70 (b)(3), we are subnitting a
revision to our current package insert (No. 5828). The new package
insert (No. 5830) has been created to delete the above-mentioned
—warning which had been added to insert No. 5828 (S-016).

‘The '*ﬂmﬂﬁﬂ‘warnlngfwas had been added to insert No. 5828 because

- A e e T e e, S S R AR, 1‘"""""‘4'

mixture), used *:3' e § ® in preparatlon of th1s component

of the finished drug product (VlCOdln tablets). wwmesses  has since ™
informed us that they have revised their Type II Drug Master File |
for Acetaminophen to cover productlon Of = rosmwmmmes A H.vwlthout ;ﬁ%,
the use of St . : . e ;

For marketlng and safety reasons, 1t is the 1ntent10n of Knoll
e G W .. no added

Ve 1ings whic
no longer would-bé required under the prov151ons of 21 CFR 201.22.

"In support of this supplemental appllcatlon, we are providing the
following: _

1. Revised package insert No. 5830 - Four copies
(1 archival, 3 review) of draft labeling

highlighting the changes being made as noted below:

DESCRIPTION section - Deletion of " ==~ . as
one of the inactive ingredients of VlCOdln tablets

 WARNING section - Deletion of the first paragraph headed,

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



2. Revised statement of the qualitative and qﬁantltétivep
: composition of the drug deleting the llstlng Of  crssaimsoss :
wamemeenremy, 3§ @ component of ¢ - S ”fﬂfﬁ”&

» e H}—\:‘/C»"’/,‘} :
3. Copy of December 15, 1988 letter from E s
1nform1ng Knoll Pharmaceutlcals that ==~ = DMF
.77 for Acetaminophen was updated December 6, 1988 to
1nclude a new ‘manufacturing facility for the productlon of

w1thout the Uuse Of oo it =

P

aS a RS * - -»ktw .,.‘\:' .ﬁj

4. Copy of December 15, 1988 letter FLOM 7 oriiomcimnen _
authorizing FDA to reference the December 6, 1988 update of
DMF ¢ % 'relative to Knoll Pharmaceuticals drug
application for product containing Acetaminophen (i.e.
Vicodin tablets).

5. Three months accelerated and six month room temperature
stability data for Product Development Vicodin batch No.
H48-150 (manufactured from 3 AL R E——
added . M**““”“‘, These data demonstrate satlsfactory
stablllty of the finished drug product. Additionally, the
Agency is requested to refer to wrew DMF § wsios - fOT
data on the stability of = = i
added . _......comm

There have been no changes to either manufacturing procedures or
component and flnlshed?product testlng instructions as a result of

the use 0f = wcemwmrmaaris - smesomef The amount of

wass ™ present in waas bt S R et e | WAS SO
small as to have had no effect upon manufacturlng or testing
procedures.

On the basis of the attached and referenced stability data, it is
- expected that there will be no adverse effect upon the stability of
the finished drug product. Nonetheless, Knoll Pharmaceuticals
scommits to providing full term stability data on three initial
production-size lots of Vicodin manufactured from =
| mmmmm—— added - ~~= and to removing from distribution any

Warnlng)”W1thfemy”“’ s”of Vicodin* (wit _ s | SELTTTT
stock after approval of this supplement ) R

We trust that thlS supplemental appllcatlon is ‘in order and request
its approval at your earliest convenience.

Sincerely,

Vol fog

{ovRobert W. Ashworth, Ph.D.
Director, Regulatory Affairs

£ % G ® T

FEL/amd



Knoll Pharmaceuticals — ‘ f -

BASF Group

June 7, 1988

Marvin Seife, M.D.
Director

Division of Generic Drug
ffiéé*bfWDrug“Standards .
enter for Drug Evaluation
ood and Drug “Administration " E e o
5600 Fishers Lane .

Rockville, MD 20857 /Cf?L

Subject: VICODIN ANDA 88-058/S-016 4 7/ 5/43/37 . s

Deaf Dr. Seife:

Reference is made to your letter of June 3, 1988 which noted that//
the How Supplied section of: the- 1nsert does not reflect the 3000
tablet package size.

The final printed package insert (4#5828) submitted to the Agency
on May 13, 1988 was based on changes requested in your letter of
January 29 1988 and clarified in a telephone conversation with
Ms. Mille’on February 16, 1988. The subsequent approval of the
3000 tablet package size on February 29, 1988 was surprising as it
was based on labeling submitted on December 4, 1987 (#5810) which
did not reflect the Agency's most recent requests.

Since the 3000 tablet package has not yet been introduced, we
intend to use our current inventory of the insert #5828 which
reflects your most up-to-date requests. Prior to introducing the
3000 tablet package we will revise the How Supplied section of
insert #5828 and notify the Agency accordingly.

Sincerely,

W/4 RECEIVED
Rokert W. Ashworth, Ph.D. \ ‘
Dir:r‘or, Rzgxiitory Affairs JUN 8 1988
RWA/kg GFMNERIC DRUGS

* A Unit of BASF K&F Corporation - =
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



ANDA 88-058/5-016

) ¥noll Pharmaceutfcals

: Attention: Robert W. Ashworth - _
30 North Jefferson Road ' 2 1988
Hhippany. NJ Q?Q&t ' ) : JUN';;giw

Dear Sir. v

SR " Sectian 314.?6»3# the &agulatians, dated dune 10, 198?. regardia
.abbreviated new drug appiieatien,fer VICODIN (Hydrocodone -B:
iiﬁcetaﬁinophaﬁ, ablets) § 9/500 @

* Reference s also hade ta yaur ﬁommunfcntio "dated Aﬂgustrs.f
17, 1987 and Hay 13, 1987 amending these supplements. o

The supplementa] application provides for revised package insej‘ béfiﬁQJte' |
~refiect a major revision of the text. ' '

“He have raviewed the fina1 printed insert submitted and have
comments: ; e

e following =

The text of the proposed insert 1s satisfactary. howey
3000 tablet package size (approved February 29, 1988) {%
the HOW SUPPLIED section of the insert, Please comment

note that the -
t reflected in

He anticipate a timely response so revised 1nsert labeling can be put into
use as soon as possible,
Please let us have your response promptly.,

ancerely yaurs, '

f' IS o R R

o Farvin Seive, M., | o
—— o Birector e

4 ‘ ' ’ Division of Generic Drugs

q o Office of Drug Standards

\ ] . \@ / Q& Center for'ﬂmg iva!uatian and Researnh

cc: ' | |

’ HFM23? . "

i TPoux/Y 11e/tr~/6/2/88

A 2230m page 12

L Review w/f




Knoll Pharmaceuticals

Knoll

May 13, 1988

. . . BASF Group
Marvin Seife, M.D., Director
Division of Generic Drugs
Center for Drug Evaluation and Research : ornsl A HT :
Food and Drug Administration ﬁ&&‘ :}U?' L A ‘MEﬂf}Miﬁt

5600 Fishers Lane 91 Aollb FPE

Rockvile, MD 20857

"ANDA 88-058/S-016 i .
VICODIN Tablets Package Insert (#5828)
++Final Printed Labeling

‘Dear Dr. Seife: , | /7%I/
| . ' /@ZJK%

As requested by the Administration's letter dated January 29,
1988, we have made the following revisions to our package 1nsert
labeling for VICODIN (Hydrocodone Bitartrate and Acetaminophen

Tablets) 5 mg/500 mg:.

A) DESCRIPTION

1) -

2) Non-opiate has been hyphenated in the last.
paragraph.

B) ADVERSE REACTIONS

~ have been deleted under "Central

| "
Nervous System".

C) DRUG ABUSE AND DEPENDENCE

A new paragraph has been set to begin w1th "Phy51cal
dependence".

— . / ‘"fw
f{f
|
|

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersev 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Marvin Seife, M.D.
May 13, 1988
Page Two

wording in our present insert is consistent with the Agency's
labeling guidelines for Hydrocodone Bitartrate and Acetaminophen
Tablets dated August 1987.

Twelve (12) copies of the final printed package 1nsert for
VICODIN Tablets, print number 5828, are enclosed.

‘W. Ashworth -
Director
Regulatory Affairs

‘RWA/smp
enclosures

RECEIVED
My 191088
GENERIC DRUGS -



o S~

ANDA 88-058/5-016

Knoll Pharmaceuticals , _ .
Attention: Robert ¥. Ashworth : JAN 29 [988
38 North Jefferson Road

Whippany, New Jersey 07981

Dear Sir:

Reference is made to your supplemental new drug application submitted pursuant
 to Section 314,70 of the Regulations, dated June 10, 1987, regarding your

abbreviated new drug‘application_fcr,VIGﬂDiN (Hydrocod

Refer
Septe

: : one Bitartrate and
nophen Tablets) 5 mg/500 Bt thaled

also made to communications ‘dated August s,

ce is g your ¢ , 1987 and
T 17, 1987 amending this supplement,

The supplemental application provides for revissd package insert labeling to
reflect a major revision of the text,

We have reviewed the draft material submitted and have the following comments:

Re

MWQ

DESCRIPTION

P

2. Final Paragraph, line 1 - non-opiate (hyphenated)

ADVERSE REACTIONS ,
Central Nervous System - Delete ¥ . - " They already
appear in the first paragraph in this section.

DRUG ABUSE AND DEPENDENCE

Divide paragraph 2 into two paragraphs. The third paragraph will begin
with "Physical dependence®,

Additional Comments

| _
] -

Revise the package insert_labeling as directed above, then prepare and submit
draft copy for our review and comment, ,




Please let us have your response promptly.

Sincerely yours,

) . ‘éé§t(7\' y o ‘
q | \ SR IR (_'f)f“<g

Mar?in Seif 0.

Director

Division of Generie Drugs

office of Drug Standards

Center for Drug Evaluation and Research

Rrrigesn -

\Q-.\
. u 46 ﬁg
"_TPoux/YMllle/trc/l/28/88”
2105m pages 14-15

Review w/f

APPEARS THIS WAY
ON ORIGINAL




Knoll Pharmaceuticals

\.

December 4, 1987 BASF Group

Marvin Seife, M.D. R i ;AT
Director - NOA SUPPL AMENDITHT

Division of Generic Drugs (HFN-230)
_..Office of Drug Standards . . . .. . ... .. .

‘Center for Drugs Evaluation and Research -
‘Food and Drug Administration” ="~
5600 Fishers Lane oo oo
Rockville, MD 20857

Subject: ANDA 88-058/5-013, S-014, S-015 o f)ls
VICODIN® (5mg hydrocodone bitartrate and 500mg acetaminophen)

Dear Dr. Seife:

Reference is made to the Administration's Tetter of September 14, 1987,
regarding our supplemental new drug application to provide for a plastic
bottle containing 3000 VICODIN Tablets.

We offer the following in response to your comments:

1. Enclosed please find twelve (12) final printed container labels (print
#5801) for the 128 fluid ounce plastic bottle. These labels are mounted
three per page for three pages, plus three labels in an envelope.

2. As requested, we have added to the VICODIN insert the package size
of 3000 (print #5810). Twelve (12) copies of the final printed insert
are enclosed. This VICODIN insert is identical, except for the How
Supplied section - Bottle of 3000, to print number 5809 which was sub-
mitted to the Administration for approval on 11/17/87.

3. The bottle of 3000 VICODIN Tablets is intended for repackaging by large
drug chains. It will be available upon special request only. A 4 month
expiration date is requested for this bottle.

4. The actual size of the '=se=*bottle used in the stability studies is 128
fluid ounces. ’

‘Please include this information in the Administration's files for ANDA 88-058,
VICODIN (hydrocodone bitartrate and acetaminophen) Tablets, 5mg/500mg.

Sincere Y, , _
o« ‘J&ifﬁﬁﬁaacfifé:]fﬁﬁﬁﬁi,/égﬁz_

Roberf W. Ashworth 4 NE0 8t
Director, Regulatory Affairs

JK/1s

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



ANDA: -88-058/5-013, 5-014, S-015

Knoll Pharmaceuticals

Attention: Robert W, Ashworth, Ph.D.
30 North Jefferson Road ’
¥hippany, NJ 07981

SEF 14
Dear Dr. Ashworth:

Reference is made to your supplemental new drug applications submitted

- . pursuant to Section 314.70_of-ths,Ragalatians, dated May 8, 1987 regarding

- your abbreviated new drug application for VICODIN (Hydrocodone Bitartrate and
- Acetaminophen) Tablets, 5 mg/s00 mg. ‘ '

The supplemental applications provide for (1) s-013; Packaging of Vicodin .

tablets in a 128 fluid ounce plastic bottle (3000 tablets) with a —————

- cap, (2) 2-Dl4; Expiration dating for the new package, and (3) S-013; Labeling
-for the new package. : ' : '

We have reviewed the material submitted and have the following comments:

1. Please suémit‘twelve'(lz) final printed containrer labels, for the 128
fluild ounce plastic battles, )

2. We note that the 3000 tablets package size will be available upon
special request only. However, it is the policy of this Division
that all marketed containers should be noted in the oW SUPPLIED
section of fabeling. Therefore, we ask that this information be
added to the insert.

3. With regard to the requested 24 month expiration date for this
package size (3000 tablet). Please clerify the intended purpose of
this package size, If it is for repackaging then a 4 month
expiration date (the maximum amount of time allowed by the agency for
repackaging without affecting the approved expiration date of a drug
product) is more appropriate then the requested 24 month expiration
date.

4. Please clarify the actual size of the pottle used in the
stability studies (page 20 of your correspondence dated May 8,
1987). 1Is it the 128 oz (3000 tablet) package size?

Pieaée let us have your response promptly,

/%1 7oLy yours'ﬁ ‘ l
/\_
- —--'QJ‘T“' S ' { (
S ) | (ﬁ%?

2L VAL JAE, MU,

cer B C g Director

HFN-237 \H‘Q ,\\ ‘W@f Division of Generic Drugs
HFN-8Z 1 4 §;§;$, Office of Drug Standards
YMille/€Chang/ WV} 2rfane/ je/9-8-87 Center for Drugs and Biologics

rwf
7562A/ pg 17 . -



Knoll Pharmaceuticals s

knoll

November 17, 1987 , BASF Group

_Marv1n Se1fe M D »

0 ig \
5600 Fishers Lane . .
Rockville, MD 20857

Subject: ANDA 88-058/5-016
VICODIN Tablets Draft Package Insert (#5809)

Dear Dr. Seife'

Pursuant to the Adm1n1strat1on S 1etter of September 14 1987, we are submit-." ﬂ[ 2-7 gg
ting revised package insert labeling for VICODIN (hydrocodone bitartrate /

and acetaminophen) Tablets, 5mg/500mg. This draft labeling has been prepared

in accordance with the Tabeling guideline for hydrocodone bitartrate and

acetaminophen tablets, dated 8/87.

Four copies of the draft package insert for VICODIN Tablets, print number
5809, are enclosed for your review. This draft is submitted as the mechani-
cal form of printed labeling for ease of review.

Please include this information in the Administration's files for ANDA
88-058, VICODIN (5mg hydrocodone bitartrate and 500mg acetaminophen) Tablets.

Sincerely,

SN QL ki%XLﬂi /%ﬁ

Robert W. Ashworth
Director, Regulatory Affairs

RWA/1s

Enclosures

A Unit of BASF K&F Corporation ‘ o . . )
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



- refleat 1) revision of the DOSAGE AND ADMINISTRATION section 2) the current

o
ANDA: 88-058/5-016

Knoll Phgrmaceuticals

Attention: Robert W. Ashworth, Ph.D.
30 North Jeffarson Ropad

whippany, NJ 07981

SEP {4 1y

Dear Dr. Asworth:
Reference is made to your supplemental new drug application submitted pursuant

to Section 314.70 of the Regulations, dated June 10, 1987, regarding your

abbreviated new drug spplication for VICODIN (Hydrocodone Bitartrate and
Acstaminophen) Tablets, S mg/500 mg. -

Reference is also made to our letter dated May 11, 1987,

feﬁenﬁélLapplieatian~pfa¥ides fpx%revisea:p&é&aéq:iﬁsazt labeling to

phrasing of the.
information. -

warning and 3) revision of the neloxone:dosage

We have reviewed the draft material su ittei and have the following comments:
1. WARNINGS

Respiratory Depression
Delete the fimal sentence.

2.  PRECAUTIONS
Usage in Pregnancy

A. This subsection consists of two sub-subssctions:
Teratogenic Effects and Nonteratogenic Effects.
Do not denote the sub-subsection headings in the same manner as
subsection headings. We suggest:

Usage in Pregnancy: (in bold type)
Teratogenic Effects: Pregnancy Category C...
Nonteratogenic Effects: Babies...

-~

B. — (rather than 1.0)
3. ADVERSE REACTIONS

Respiratory Depression
Delete sentences 4 and Ss



5.

6

7.

OVERDOSAGE

A. As previously stated in our letter dated May 11,/1987, if you
wish to include the dose for naleoxone in the text df the insert
it must be revised to reflect the dose currently-reflected in
the labeling of Karcan. We refer you to the package insert
labeling for Darvon (E1i Lilly and Company) as a model for the
type of information that should be included. Note that in
addition to information concerning the treatment of overdosage
in adults there is also a subsection on the treatment of
overdosage in children. C

Aiﬁeraat$¥é3¥i.tﬁ$'sﬁatgﬂge‘iavﬁﬁgggxﬁph»l under Hydrocodone,

 Treatment may readt . C - :
© Yherefore, an appropriate dose of naloxone hydrochloride
(see package insert) should be administered, preferably by
o the intravenous route, and simultaneously with efforts al
.= respiratery resuscitation. . =
B. Acetaminophen

8. Revise paragfaph,l'%a read:

' Signs and Symptoms: In acute acetaminophen overdosage,
dose-dependent potentically faital hepatic necrosis is the
most serious adverse effect, Remal tubular necrosis,
hypoglycemic coma, and thrombocytopenia may also occur.

b. Revise paragraph 5 to read:

The antidote, N-acetylcysteine, should be administered as
early as possible, preferably within 16 hours of the
overdose ingestion for optimal results, but in any case,
within 24 hours. Following recovery, there are no
residual, structural or functional hepatic abnormalities.

DOSAGE AND ADMINISTRATION

Paragraph 1, senténce 2 should read:

However it should be kept in mind that tolerare...

HOW SUPPLTED

starage - We prefer the degrees Celclus appear before the degrees
Fahrenheit,

The labeling guideline for this product was revised recently, Please
revise your insert labeling so it is in accord with the guideline,



- e

< o
Revise the package insert labelmg as directed above, then prepare and
submit draft copy for our review and comment.

Please let us have your response promptly, :
/S}rﬁe:;gl! yours ,/ ) _ i

4 -
E y
S é"WrWﬁife, M S:w

' e
. _ ~ Division of ﬁeneric ﬁrug
W~ ~ Office of \Drug Standards *
Center far*nrugs and Bnolegics
Emlesum. ling Guideline |
& - cc: oL
" HEN-237 J
YMille/C hang/WMarna e/3e/9-8—87
rwf -

7562R7 pg l4=le¢

i"h 776;4?/§;:;7

" APPEARS THIS WAY
ON ORIGINAL



Knoll Pharmaceuticals —

August 21, 1987 BASF Group

Marvin Seife, M.D.

Director '

Division of Generic Drugs
- Office of Drug Standards -
.. Center for Drugs and Biologics
. Food and Drug Administration

U RerNo O

“"5600 Fishers Lane
Rockville, MD 20857

Subject: ANDA 88-058, VICODIN Tablets
Supplement - EXPEDITED REVIEW REQUESTED
Manufacturing Facility Expansion

Dear Dr. Seife:

Pursuant to the provisions of 21 CFR 314.70(b)(2)(vi), we submit
, herewith a supplemental new drug application providing for the
- manufacture of VICODIN Tablets in an expanded tablet production
facility directly adjoining our current operations at the
Whippany, New Jersey site.

VICODIN Tablets manufactured in the newly expanded facility will
be identical in every respect to those manufactured in our
current facility under the subject ANDA. The tablets will be
produced in the same batch size using the same procedures and
equipment. In order to accomplish this, current production
equipment will be relocated and requalified within the expanded
facility. The specifications, test methods and packaging will
remain unchanged from that provided for in the currently approved
application.

We note that the information required for inclusion in this

supplement was discussed with Dr. Kumkumian and representatives
from your Division and the Office of Compliance on July 9, 1987.
The information contained in this submission is outlined below:

¢ Description of manufacturing facility including site plan,
~ floor plans and equipment descriptions and location
¢ Qualification procedures for utilities and equipment
¢ Currently approved manufacturing and controls information to

facilitate review of the submission
¢ Stability commitment -
/

A Unit of BASF K&F Corporation : ' C
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201 ) 887-8131



Marvin Seife, M.D.
August 21, 1987

- Page Two

* Stability protocol

¢ Commitment to provide (post-approval) comparative
dissolution data

K GMP certification

i

‘received, we’

all qualification work being completed in time for an anticipated
compliance inspection in mid to late October. . Based on currently
achievable inventory levels, we are hoping for a November, 1987
approval in order to insure the continuity of drug product supply
to the market place.

Should you have any comments or questions regarding this
submission please contact me at (201) 428-4096.

Sipcerely,

o) Aokamtl

Rabert W. Ashworth, Ph.D.
Dikector _
Regulatory Affairs

RWA/kg GESARIG DRUGS

cc: Dr. Charles Kumkumian
Mr. William Marnane (desk copy)




Knoll Pharmaceuticals

knoll

BASF Group

August 5, 1987

g ciigoure

Director

Division of Generic Drugs v :5 67
Office of Drug Standards &
Center for Drugs and Biologics ! W@}@Eﬂﬁ“
Food and Drug Administration DRR

5600 Fishers Lane
Rockville, MD 20857

Subject: ANDA 88-058, VICODIN Tablets
Supplement - EXPEDITED REVIEW REQUESTED

Dear Dr. Seife:

On June 10, 1987, we responded to the Administration's letter
dated May 11, 1987 for ANDA 88-058/S~-012. Since the information
in the Administration letter was unclear concerning revising the
Vicodin package insert at the time of next printing, we contacted
the Division and spoke to Ms. Yana Mille on July 8, 1987. She
clarified that the changes to the Dosage and Administration
section should be made immediately and she requested that we make
some additional changes to the Vicodin insert. Ms. Mille
suggested we submit these changes as draft copy under 21 CFR
314.70(b).

Enclosed is a draft copy of Vicodin Insert, print number 5804. A
comparison of the changes from our current Vicodin insert #5786
is included. We have also highlighted all the sections of the
Vicodin package insert that were addressed in your May 11, 1987
letter to show that all changes have been incorporated.

Please retain this information in the Administration's files for
ANDA 88-058, Vicodin (5mg hydrocodone bitartrate and 500mg
acetaminophen) Tablets.

Since;ely,

. e
LN il ’L,Jy ALk / ,/52,
Robert W. Ashworth, Ph.D.

RECEIVED

Director WG 1 4 g7
Regulatory Affairs AUG 11 198
JK/mrg GENERIC DRUGS

A Unit of BASF K&F Corporation o~
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Knoll Pharmaceuticals . Ol AE—

Kknoll

BASF Group

June 10, 1987

Marvin Seife, M.D.

Director _
Division of Generic Drugs
Office of Drug Standards
Center for Drugs and Biologics
Food and Drug Administration ' .

5600 Fishers Lane DRAFT LABELING

Rockville, Maryland 20857

Subject: ANDA 88—058/5;91/3/(9/;2 %MM
,(/mféﬁa._ L

Dear Dr. Seife:

Reference is made to your letter of May 11, 1987 which requested /ﬂglﬂa&}
revisions in the VICODIN package insert within 90 days. The

requested revisions of the DOSAGE and ADMINISTRATION section,

addition of the —— warning and revision of the dose for

naloxone are highlighted in the attached draft package inserts.

Regarding your comments relative to the COMPOSItion Of e
.mww%@émWmeﬁmmgwwwy, we have confirmed that our currently liste
inactive ingredients are correct. In the attached letter, Mr.
Downes delineates the composition of ... and requests that FDA
contact him directly if there are any further questions.

Sincerely,
P Iy
W’/Zf\
o W. Ashworth, Ph.D. RECE'VED
Director, Regulatory Affairs
. JUN { 6 1987
RWA/kg

Enclosure GENER'G DHUGS

A Unit of BASF K&F Corporation -
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 1 36466 Telefax (201) 887-8131



Knoll Pharmaceuticals ——

'NDA NO. “REFNO. 01\73 , knoll
i
NDA SUPPL FOR %ﬂé\ M":

May 8, 1987 BASF Group

Director

Division of Generic Drugs

\;__RgE;
 NDA
Marvin Seife, M.D. SUPPL FOR~7Z%

NDA No,

Office of Drug Standards

Center for Drugs and Biologics

Food and Drug Administration NDANO.. -
5600 Fishers Lane

Rockville, Maryland 20857 ) NDA SUPPL FO
Subject: ANDA 88-058, Vicodin® Tablets

Packaging Supplement - Plastic Bottle of 3000 Tablets

Dear Dr., Seife:

As per the requirements of 21 CFR 314.70 (b)Y(2)(vii), we are submitting, in
both archival and review copies, a supplemental new drug application to pro-
vide for the packaging of Vicodin (5 mg hydrocodone bitartrate and 500 ma
acetaminophen) Tablets in a 128 fluid ounce plastic bottle with a ===
cap. Approval for Vicodin Tablets in 160 cc and 625 cc plastic bottles with
~-e-—el Caps was granted on June 24, 1986 (supplements 006 and 007) with

a two-year expiration date.

This new package size of 3000 tablets will be available upon special request
only, therefore, according to the provisions of 21 CFR 201.57 (K)(2) it will
not be included in the "How Supplied" section of our package insert.

The information in support of this package size can be found in the following
attachments:

(A)

Information Regarding Packaging

1) Testing Standa(d, fuﬂg;ammn for ee=eme]28 flyid ounce, white,

—Ammmmzw.‘,-m—w—m-‘mﬁjﬁ>w bottle.

2) Technical data regarding -

PSRRI

3) Testing Standard, Zi——— for e black, plastic, ff““#“““””“,
cap.

4) Testing Standard, s , for . e e
5) Packaging Tog for Vicodin Tablets, Bottle of 3000.

6) Draft container label for bottle of 3000.

A Unit of BASF K&F Corporation -~
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



May 8, 1987
Page 2

(B)

Stability Information

1)

DMF

3)

Stability results for Vicodin stored in ~—— plastic bottle
at 3 months (accelerated) and up to 6 months (room temperature)
to support a 2 year expiration date. :

Testing Standard, . _ for stability analysis of Vicodin
Tablets,

Stability Protocol, PD-003
Stability Commitment

Authorizations

Letter of authorization to refer to . S N ; DMF
e »

Letter of authorization to refer to

——— DMF - S T

Lettgr from .:%#%ﬁé inauthorizing reference to DMF._-;— for

U R A SRR

1)

Results of . % testing on the 128 1.0z, ==—mes
bottle. :

Any questions regarding this data should be forwarded to the undersigned.

Please inciude this information in the Administration's files for ANDA 88-058,
Vicodin® (5 mg hydrocodone bitartrate and 500 mg acetaminophen) Tablets of

Sincerely,

mm/mm Hlime /f 2

~.n manufacture.

RECEIVED

Robert W. Ashworth Ph.D. MAY 18 1987
Director

Regulatory Affairs GENERIC DRUGS
JK:1f

Enclosures



Knoll Pharmaceuticals

March 23, 1987

Marvin Seife, M.D.
Director

Division of Generic Drugs R
Office of Drug Standards ~§y27ﬁ/
Center for Drugs and Biologics -FE¥:

-

Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Subject: ANDA 88-058/S-011, Vicodin® Tablets
Final Printed Labeling

Dear Dr. Seife:

As requested in the Administration's letter of February 10, 1987,
-enclosed please find twelve copies (4 bound, 8 unbound) of the
following final printed labeling:

¢ VICODIN Tablet Unit Dose Carton of 100 Tablets,
(4 x 25 Blister Cards), print number 5784.

¢ VICODIN Tablet Unit Dose Top Card for 25 Tablets,
print number 5783A.

¢ VICODIN Tablet Unit Dose Bottom Card for 25 Tablets,
print number 5783B.

The changes requested by the Administration have been incorporated
into this labeling. Please include this information in your files
for ANDA 88-058, VICODIN (5mg hydrocodone bitartrate and 500mg
acetaminophen) Tablets of -~ manufacture.

Sincerely, *

Ia,frummw‘kjﬁw’&:/% — RECEIVED

Robef¥t W. Ashworth, Ph.D.

Director, Regulatory Affairs . MAR 24 1987
JK/kg - GENERIC DRUGS
Enclosure

A Unit of BASF K&F Corporation -
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Knoll Pharmaceuticals

BASF Group

February 17, 1987

Marvin Seife, M.D.

Director

Division of Generic Drugs
Office of Drug Standards
Center for Drugs and Biologics .
Food and Drug Administration NDA TG, BEE
5600 Fishers Lane o,
Rockville, Maryland 20857 TizA SLPPL IO

Subject: ANDA 88-058/R-08, Re: Labeling Supplement
Vicodin® Tablets ( —=c manufacture)

Dear Dr. Seife:

Please refer to your letter of February 10, 1987, regarding labeling submitted
in our annual report for ANDA 88-058, V1cod1n® (5 mg hydrocodone bitartrate
and 500 mg acetam1nophen) Tablets of - ~=~, manufacture. The
labeling text included in this report was orlg1na11y approved under ANDA
85-667, Vicodin Tablets of szt manu facture.

In 1982, Knoll requested a provision to manufacture Vicodin by a s
=== method. On March 22, 1982, we were advised by the Administration
that the - ~  tablet was deemed a new formulation; therefore,

we submitted an additional ANDA on August 12, 1982. This ANDA 1nc1uded ap-
proved, final printed labeling from the or1g1na1 ANDA # 85-667; therefore,
when ANDA 88-058 was approved on January 7, 1983, this approva] inc]uded
the labeling submitted in this application.

The 1labeling for Vicodin tablets was discussed prior to submission of the
new ANDA with the Division on July 14, 1982. MWe were told that upon approval
of ANDA 88-058 we could distribute both meemrm—s—ros S — oy

tablets with the existing Vicodin labeling.

As provided in 21 CFR 314.71(d), the minor changes that have been made in
Vicodin labeling since initial approval have been submitted in our annual
reports for ANDA 88-058. For your convenience, these changes are appended.
The changes are listed chronologically by print number and include the reason
for change. As requested, enclosed are twelve (12) copies of final printed
labeling for each piece submitted in our annual report dated January 23,
1987.

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Marvin Seife, M.D.
February 17, 1987
Page 2

It is our understanding that the changes indicated do not require prior FDA
approval. Please address any questions or comments to the undersigned.
Sincerely,

r“”’/’.figif [ !}\_('f_ ,J*‘J._ N AP AL S

Robeft W. Ashworth, Ph.D.
Director
Drug Reguiatory Affairs

JK:1f )

Enclosures HSQEIVED

APPEARS THIS WAy
ON ORIGINAL



ANDA .88-053/5-011

Knoll Pharmaceuticals
Attention: Rohert W. Ashworth, Ph.D,
30 Morth Jefferson Road

Wt any, MNJ 07931
¥hippany, MJ 0799 CER 10 a7

Dear Sir:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314.70 of the Regulations, dated November 10, 1986, regarding your
abbreviated new drug application for VICODIN (Hydrocodana Bitartrate and
acetaminaphen) Tablets, % mg/500 mg.

Reference 1s also made to your communicatinn dated January 7, 1987 amending
this sdpplement. v

The supplemental application prévides for unit-dose packaging (4 sheets per
carton, 25 tablets per sheat).

We have reviewed the draft material submitted and have the following comments:
Unit Doss Label: Mot Satisfactory
A. Inside flap
1, Based on the precedent set in the USP use the word ®and®
rather than 7 =
Hydrocodone hitartrata... and acetaminophen 590 mg
2. PERFORATIONS (rather than PERFORMATINNS)
8. Unit-dose hlister
1. Vicodin tahlet (rather than -~
It 1s our understanding that there is only one tablet per
blister, i
2. Delete the extra blank line beneath Hydrocodone

Bitartrate. The "Watning" statement and Acstaminophen
should hoth be renositioner,

C. W¥e prefer: mg (rathsr than = ——

CTarton: Satisfactory as of November 10, 1984 submission.



Page 2

Revise the unit dose lahel, then prepare and submit twelve final printed unit

dose and carton labels,
Please let us have your response promptly.

Sincerely yours,

) 7 1

R ANYY
“ @\
Marvin Sei 4,0, '

Director _
Division of Generic Drugs
office of Orug Standards
Center for Drugs and Biologics

HFN-238 & \ afe \“3\

HFN-230. \ A>T
M.Seife/K.IohnsonAr . Mille/st/2-3-87
3224A Pg 1-2

Review Waiting Firm

APPEARS THIS WAY
ON ORIGINAL

2 (o X]



N
Knoll Pharmaceuticals

January 7, 1987

Marvin Seife, M.D.

Director

Division of- Generic Drugs
Office of Drug Standards ORAFT LABELING.
Center for Drugs & Biologics —

Food and Drug Administration -

5600 Fishers Lane

Rockville, MD 20857

Subject: ANDA 88-058/S-011 (Vicodin Unit Dose Labeling)
Dear Dr. Seife:

Reference is made to our pending supplemental application dated January 21,
1986, and to your letter of December 5, 1986. Enclosed for your review are
four copies of the revised Vicodin Unit Dose Label. All of the comments
in your December 5, 1986, letter have been incorporated.

Sincerly,

ey | A /%

Robert W. Ashworth, Ph.D,
Director, Drug Regulatory Affairs

RMc:1f
Enclosures =

N

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



«g%
ANDA 88-058/S-011 609'

Knoll Pharmaceuticals - -
Attention: Robert ¥W. Ashworth, Ph.D.
30 North Jefferson Road

Whippanv, Hew Jersay 07981

Dear Sir:
Reference is made to your supplemental new druag application submitted nursuant
to Section 314.70 of the Requlations, dated Hovemhar 19, 1984, regarding vour

ahbreviated new drug application for VICODIM {(Hydrocodone Bitartrate
5 mg/Acetaninophen S00 ma) Tahlets. . -

The supplemental anplication prnvideS'fer unit doée nackaging (4 sheets per
carton, 25 tahblets per sheet).

. We have -revieved thawdraftlma£82181 submitted and have the following comments:
1. unit Dose Lahel - Not Satisfactory
Each unit dose blister must provide the following informatian.

A.  Statement of contents controlled suhstance aymbnl and
desinnation of rdosage form -

Hydrocodone bitartrate 5 nmo £I11
(Warninn: May he hahit forming)

Acetaninanhen 500 ma
Tah,
A, Lot numer and expiration date

C. Corparate name

D.  You may include additional information if there is hasiein
?. Lartan Lahel - Satisfactory
Please revise the unit dase bliéter label, then nrepare'and suhnit twelve
gi:;ir?gintid unit dose aﬁd carton labels. {You may submit draft copy if vou

Please let us have your response nromptly.

Sirerely vours,

R ) aun
Y L’qﬂ% "\' . \ ‘ } ~ -,,
HFN-238 \%\1 \%b \';ﬂ% o o RR -5t
M.Seife/K.&uhnson/\}[.Miu_e st/11-26-86" \F ,!
2917A Pq 8 Marvin Seifi, M.D,
Dirsctor

Review Waiting Firm v
? Division of Generic Drugs

Office of Drug Standards
Center for Drugs and Rioloaics

5



— Knoll Pharmaceuticals

AT
£ b

ovember 10, | KDA SURPL AMEN mﬁ‘ﬁ
November 10, 1986 | 5/@ gﬁ@ﬁ LABELIA
p09

Marvin Seife, M.D.

Director _

Division of Generic Drugs

Office of Drig Standards MDA NO. Ojf EF. NO. f/()l l___._
Center for Drugs & Biologics ' i

Food and Drug Administration NDA SUPPL FOR

5600 Fishers Lane
Rockville, MD 20857

Subject: ANDA 88-058/S-008, S-009 DRAFT LABELING

Dear Dr. Séife:

Reference is made to our pending supplemental applications dated
January 21, 1986 and to your letter of November 4, 1986.
Attached for your review are four copies of draft labels for the
new packaging format.

RECEIVED

NOV 17 Jgés
Divectop SShworth, Ph.D. GENERIC DRUGS

Drug Regulatory Affairs

RWA/kg

Attachment

A Unit of BASF K&F Corporation —
30 North Jefferson Road, Whippany, New Jersey 67981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131 .



ANDA 88-058/5-008, S-009

Knoll Pharmaceutical Company ‘Tﬁ 5 R
Attention: Rghert W. Ashworth Wy A

30 Horth Jefferson Road

Whippany, H1 07981

Dear Mr. Ashworth:

Reference is made to your sunplemental new drug applications submitted
pursuant to Secticn 314.70 of the Requlations, dated January 21, 1986,
regarding your abbreviated new drug aDDliCuthﬂ for Vicodin Tablets (5 mg
Hydrocodone Bitartrate/S00 mg Acetaminophen).

The supplemental applications proﬁide for (1) S-008: Packaging of Vicodin
Tahlets in blister packages, and (2) S-009: Expiration dating for the new
package,

He have reviewed the material submitted and have the foliowing comments:

We note from the physical descripticn of the new hlister packaging [100
tablets supplied as (4 sheets per carton, 25 tablets per sheet)] that it
differs significantly from the previous hlister packaning {100 tahlets
supplied as (4 boxes per carten, 1 roll per hox, 25 tablets per roll)l.
Because of this difference, it is necessary that unit dose and carton
labels for the new packaging format he submitted for our review. Please
submit this information.

Piease let us have your respocnse nromotly.

Sincerply yours,

r\

. P‘(
EERVERIAA 3 /QC)K “.’%%(D

Marvin Seife, 4.0,

Director

Division of Generic Druans

gffice of Drug Standards

Center for Drugs and Biclogics

Y

\\130
\% HFN-237 \\ %L
. \\5]% YMille/CChanaq/W .‘mdne/tr/lO/3D/86
T" 11215 _3% {
Review w/f \Q\ [ {



Knoll Pharmaceuticals

knoli

BASF Group

September 15, 1986

DA SUPPL AMENDMENT

&

Marvin Seife, M.D., Director :5 8{}57
Division of Generic Drugs
Office of Drug Standards 4Cﬂ9

Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane

Rockville, Maryland 20857

SUBJECT: NDA 88-058/S-008, S-009

Dear Dr. Seife:

Reference is made to our supplemental applications submitted
January 21, 1986 regarding Vicodin Tablets and to your letter of
March 19, 1986. The response to the comments detailed in your

letter are provided herein.

1) A. Please provide a description of the phyéical'
characteristics of your blister package (size, dimensions,

etc.).

Response: A sketch of the blister package with the
pertinent dimensions is provided as Attachment I.

- PN .. .. -~ U S S U S S

P

i

A Unit of BASF K&F Corporation
30 North Jefferson Road, Whippany, New Jersey 07981 (201) 887-8300 Telex 136466 Telefax (201) 887-8131



Marvin Seife, M.D.
September 15, 1986
Page Two

2) A. Accelerated stability data at challenge conditions may be
used to justify a maximum expiration date of 18 months.
Please revise your request for a 2 year expiration date or

provide extended room temperature data.

Response: Based on the stability data provided, we are
requesting an exviration date of 18 months.

. et
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Sincerely,

S AT~

Rdbert W. Ashworth, Ph.D.
Director, Regulatory Affairs

RWA/kg

Attachments §%§§£g§§§§§z§
SEP 2 d '\"3%%

NERIC DRUGS

GENERIV
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HDA 88-058/5-008, $-009
MAR |9 1986

Kncll Pharmaceutical Company
Attention: Robert Y. Ashworth
30 Horth Jefferson Hoad
Bhippany, HJ. 07381

Dear ¥r. Ashworth:

Reference is made to your supplemental new drug applications submitied
pursuant to Section 314,70 of the Regulations, dated Jsnuary 21, 1686,
regarding ysur new drug applicatfon for Vicodin Tadblets (5 mg Hycraaouanc

Bitartrate/500 mg ﬁCEt&miﬁeﬁ ﬂn}, i ;

The supplemental apg1ieatians ﬂreviés fsr {1) $-008; Packaging of ?icedin»
tablets in blister packages, and {2) $-0G3; Expiration dating for the new
package. _

e have revieﬁed the mm*er1¢1 submi ted and have the following comments:

1. It fails o contain an agequate description of materials used for
packaging and adeguate information with respect to the

characteristiiczs
assure their 5uita§11ity for the intended use. In this regard:

A. Please provide a description of the
your hlister package {size, dimensions, atc.).

Ir

af, and test methols E“}D}Qﬂ:ﬁ% for the uryg DECKAGE LG

physical cheracteristics of
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Please let us have your response promptly.

Nsigeerely yam ”
el 4
f 5
o] B[4
VdhrNa seife) 870, ~
_ : Director , :
—_ B pivision of Generic Drugs

O0ffice of Drug Standard
Center for Drugs gnd_BiQ?agics

e\ .
\%/PmK-Do ‘ ‘X\%\ﬁ\
e NSV

¥ 06255
Review w/f

APPEARS THIS WAY
CN ORIGINAL
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O KNOLL PHARMACEUTICAL COMPANY

Kol 30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

January 21, 1986

NDA NO. K%SS/REF yO. 5/JDX
Marvin Seife, M.D., Director NDA SUPPL FOR %/%D

Div. of Generic Drug Monographs
Office of the Associate Director for

Drug Monographs NDA NO.
National Center for Drugs & Biologics . -; L
Food and Drug Administration NDA SUippl_ : %
5600 Fishers Lane - DASUPPLTOR__( A

Rockville, MD 20857 -
Subject: Vicodin Tablets NDA 88-058, Packaging Supplement

Dear Dr. Seife:

Under the provisions of 21 CFR 314.70(b) (2) (vii), Knoll Pharmaceuticals
is submitting a supplemental application to NDA 88-058 to provide for
the packaging of Vicodin Tablets in blister packages.

The tablets will be packaged using the following camponents:

Blister:

Backing: -

The supportive information is provided in the designated attachments:

Attachment A - Stability results for Vicodin Tablets stored
in blister packages at 3 months (accelerated)
and up to 6 months (room temperature), to

- support a 2-year expiration date.

Attachment B — Testing Standard used for Stability Analysis.

Attachment C - Letters of authorization to refer to = <o
DMF . DMEF' ™
enemsomssmm—aie DM (Amendment 11) for the

Attachment D - Testing standards for packaging components.

In addition, Knoll Pharmaceuticals makes the following stability commitment:

BECE%VED
ey 50 198

Lo ‘-!

ENERI DRIGS
TELEPHONE (201) 887-8300 — TELEX: 136466 AENERIC DREGS



Marvin Seife, M.D. —2- January 21, 1986

- The first three production lots of the product will be -
placed on stability. Yearly thereafter, at least one
production batch will be added to the stability program.

- Results of the stability studies will be reported as
they become available in periodic reports.

We will withdraw from the market any batch found to fall
outside the approved specifications for the drug.

Please address any canrents/questlons concerning this submission to the
unders:.gned

Sincerely ,

bert W. Ashworth Ph.D.
Director
Drug Regulatory Affalrs
RWA: js '

Enclosure

Desk copy to: C. Chang

APPEARS THIS WAY
ON ORIGINAL



O@ KNOLL PHARMACEUTICAL COMPANY

knoll™ 30 NORTH JEFFERSON ROAD. WHIPPANY, NEW JERSEY 07984

December 16, 1985

NDA NO. 8 E’SREF.

Marvin Seife, M.D., Director NDA SUPPL FOR
Div. of Generic Drug Monographs _ '
Office of the Associate Director for

Drug Monographs :
National Center for Drugs & Biologics NDANO.____
Food and Drug Administration
5600 Fishers ILane NDA SUPPL FCR
Rockville, MD 20857

Subject: Vicodin Tablets NDA 88-058, Packaging Supplement

Dear Dr. Seife:

Under the provisions of 21 CFR 314.70(b) (2) (vii), Knoll Pharmaceutical
Company is submitting a supplemental application to NDA 88-058 to pro-
vide for the packaging of Vicodin Tablets in plastic bottles.

The tablets will be packaged as follows:

a) 100 tablets in 160 cc white plastic ! ———emswm——— bottles
using a = e . metal cap.

b) 500 tablets in 625 cc white plastic | = e Ot E1ES
USing @ eessmeeessewe, metal cap.

The supportive information is provided in the designated attachments:

Attachment A - Stability results for Vicodin Tablets stored
in plastic bottles at 3 months (accelerated)
and up to 12 months (roam temperature), to
support a 2-year expiration date. '

Attachment B — Testing Standard used for Stability Analysis.

Attachment C - Ietters of authorization to refer to T

DMF I
DMF - |

Attachment D - Testing standards for 160 cc and 625 cc white
plastic bottles, = * metal caps.

In addition, Knoll Pharmaceutical Company makes the following stability
commi tment :

TELEPHONE (201) 887-8300 — TELEX: 136466



Marvin Seife, M.D. -2- December 16, 1985

- The first three production lots of the product will be
placed on stability. Yearly thereafter, at least one
_production batch will be added to the stability program.

- ,%:‘é,.‘w

ST

- Results of the stability studies will be reported as felen
they become available in periodic reports.

- We will withdraw from the market any batch found to fall
outside the approved specifications for the drug.

Please address any comments/questions concerning this submission to the
undersigned.

Sincerely,

oy

p rt W. Ashworth, Ph.D.
Director
Drug Requlatory Affairs
RWA:js

APPEARS THIS sy
ON ORIGIHAL
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KNOLI. PHARMACEUTICAL COMPANY

® 30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

October 23, 1984

Marvin Seife, M.D., Director
Div. of Generic Drug Monographs
Office of the Associate Director
of Drug Monographs (HFN-530)
National Center for Drugs and Biologics
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857

Subject: NDA Supplement, NDA 88-058
Vicodin Tablets, .. —— “lanufacture

Dear Dr. Seife:

This is in reference to our supplemental New Drug Application providing
for a new tablet shape for Vicodin Tablets of - manufac-
ture, NDA 88-058.

As discussed with Mr. C. Chang of your division, the modification does not

In light of the above, we wish to implement this change as soon as possible.
Upon approval of this application, existing inventories of current Vicodin
Tablets will be phased out and replaced by the new tablet shaped product.

Should you require any additional information regarding this application,
please contact me at (201) 428-4014.

Sincerely,

‘ | 8. Hoegn

A. C. Hanzas

Director

Drug Regulatory Affairs
ACH:mg

cc: Mr, C. Chang
Mr. J. Meyery

TELEPHONE (201) 887-8300— TELEX: 136466




Q 1ovou prsmacEUTICAL COMPANY i L?[
X&JA*d ~

October 9, 1984 g:yaj747
NDA Noﬁgrr 3/@??52% N

Marvin Seife, MD, Director UPRL ’ p}
Div. of Generic Drug Monographs NDA S Vfogﬁflfﬂéyfiféfz B}
Office of the Associate Director 7 7 ‘ '

of Drug Monographs (HFN~530)
National Center for Drugs and

Biologics AL
Food and Drug Administration N -..”;m~~i7gﬂw _
5600 Fishers Lane R Y A A4
Rockville, Maryland 20857

Subject: NDA Supplement for New Tablet Shape for
NDA 88-058, Vicodin Tablets, ~—m—
———m— Mf g

Dear Dr. Seife:

Under the provisions of 21 CFR 314.8 (a) (4) (iii), we are
submitting a supplemental application to NDA 88-058 to
provide for a change in the shape of Vicodin Tablets.

In support of this application we offer information under
Items 4, 8h, 8n, and 8p of FDA Form 356H.

Customer reports of broken tablets in bottles of 100 have
necessitated this change in tablet shape. Over the years,
we have tried various packaging procedure modifications
and shipping carton changes for bottles of 100. These
changes have reduced but not eliminated the breakage
problem. Vicodin Tablets are a Class III narcotic,
therefore tablet breakage is an additional burden for

the dispensing pharmacist since all tablets must be
accounted for, including broken tablets. Broken tablets
must be destroyed or returned to the manufacturer ac-
cording to Drug Enforcement Administration procedure.

The change in tablet shape is from
to a capsule sh

with rounded sidas. —THE tablet identification imprint
has—besn changad to the word "VICODIN" 1mpr1nted on one
side from a T T
~—" on the other side. The tablet is still bisected.

TELEPHONE (201) 887-8300 — TELEX: 136466



Marvin Seife,MD
October 9, 1984
Page Two

We request your earliest review and approval of this
supplemental application.

Sincerely,

A. C. Hanzas
Director
Drug Regulatory Affairs

JK/kg
Enclosure

cc: Charles Y. Chang {(desk copy)
Jack L. Meyer (cover letter only)

KPPEARS THIS WAY
ON ORIGINAL

W@EW\E@

00T 111884
GENERIC DRUGS
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KNOLL PHARMACEUTICAL COMPANY

1oen® 30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

July 17, 1984

Marvin Seife, MD '

Director, Division of Generic Drugs (HFN-230)
Office of Drug Standards

National Center for Drugs and Biologics

Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: VicodinR (hydrocodone bitartrate 5mg and acetaminophen
500mg) Tablets, NDA 88-058/5-001, S-002

Dear Dr. Seife:

We refer to our supplements S-001, S-002 dated July 29, 1983, regarding the
above referenced drug.

Reference is also made to your communications of January 31, 1984, February 24,
1984 and July 3, 1984 in which you requested submission of stability data at

challenge conditions prior to approval of the supplements.

Pursuant to your request, we have attached updated stability results for s
it
o Vicodin Tablets (Lot #10760281R) at challenge conditions.

Based on the results of this testing, we request your approval of the ===
procedure (S-001) and a two-year expiration date for the “memmm= . tablets
(s-002).

Sincerely,

~= @ C Hamya”

A. C. Hanzas
Director
Drug Regulatory Affairs

RRG:mg

attachment

TELEPHONE (201) 887-8300— TELEX: 136466



HDA 88-058/5-001, 8-002, 5-003

Knoll Pharmaceutical Company
Attention: Mr. Agamemnon C. Hanzas
30 North Jefferson Road

Whippany, New Jersey 07981

Gentlemen:

Reference is made to your supplements dated July 29, 1983 and January 30, 1984

regarding your abbreviated new drug application submitted pursusat to Seetion

' 505(b) of the Fedéral Food, Drug, and Cosmetic Act for Vicodinm (hydreeodone
bitartrate 5 mg and acetaminophen 500 mg) Tablets.

‘Reference is also made to your eégﬁﬁﬁiegtien-é&ﬁéﬁ-ﬁ&yx?s 1984,

The supplemental applications provide for:

S-001 & memmmens BROaadUre
S~q02 two year expiration date for the —— tablets.
S-003 a major control procedure change for the dosage form.

We have completed the review of these supplemental applications and request
the following additional information:

Submit stability data at challenge conditionsz for the pimmmmeiaer V10N
Tablets (#10760281R) as requested per Pour letters of January 31, and
February 24, 1984.

Please let ug have your response promptly.

Sincerely yo‘rs,
S~

2

/Co L%
cC: v "V" Q i C R 7 % ‘f
NWK-DO \ A
HFN-230 \%\ 7’_27_&1-1 Marvin Seife, M.D.
HFN-233 g ' ' Birectqr p -
JMeyep/CChéng/gp/7/2/84 Division of Ceneric Drugs
R/d init. by: MSeife/JMeyer Office of Drug Standards

Center for Drugs and Blologies

REVW/E o~
6o \-3\L /ﬂ?{ 5f



O KNOLL PHARMACEUTICAL COMPANY

30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

v

May 7, 1984
Marvin Seife, MD, Director. ﬁﬂﬁg

Division of Generic Drugs (HFN-230)
National Center for Drugs and Biologics
Food and Drug Administration

5600 Fishers Lane

Rockville, MD 20857

Subject: VICODINR (hydrocodone bitartrate 5mg and
acetamlnophen 500mg) Tablets, = —————— .

— manufacture), NDA 88-058. Amendment

to Supplemental Application No. S-003 =~

Dear Dr. Seife:

We refer to our supplemental application S-003, dated

January 30, 1984, providing for a revised testing stan-
dard procedure (Registry No. T-770) for Vicodin Tab
) : . manufacture), NDA 88-058.

Attached, in response to your letter request o
1984, is the wvalidation data for the revised neV
standard.

‘February 24,
testing

This information applies, and is being submitted concur-
rently, to our supplemental application S-020 'for Vicodin -
Tablets - 1 manufacture) NDA 85-667.

Please address any comments or inquiries regarding the at-
tached material to the undersigned.

Respectfully,

NSV \qﬁ%_/

A. C, Hanzas
Director
Drug Regulatory Affairs

RRG:mg

TELEPHONE (201) 887-8300 — TELEX: 136466



NDA 88-Q53/5-001, $-002

¥noll Pharmaceutical Company
 Attention: Mr. Agamemnon C. Hanzas
30 North Jefferson Road

Whippany, NJ 07981

" Gentlemen:

Reference is made to your supplements dated July 29, 1983 regarding your
abbreviated new drug application submitted pursuant to Section 595%b

the Federal Food, Drug, and Cosmetic Act for Vicodin (hydrocodone
pitartrate 5 mg and acetaminophen 500 mg) Tablets.

Referénce is also made to your communication dated January 4, 1984,

The supplemental applications provide for a ~— . procedure and two year
expiration date for the - —— . tablets,

We have completed the review of these supplemental applications and
requast the following additional information:

Submit stability data at challenge conditions for ———u Vicodin
Tablets {10750281R) prior to approval.

plezase lat us hava your rasponse proaptly.

Singerely yours,

1] ’?‘r\

\5\ C s (EoA lgl'“)l'z'
N YN
Marvin Seife,~#.D,
. Director
= ' Division of Generic Drugs
Office of Drug Standards
i National Center for Drugs and Biologics

“t % \ e e
JHeyer/CChar \Q;a [ Be &F
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., KNOLL PHARMACEUTICAL COMPANY

ko~ 30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

January 4, 1984

Marvin Seife, MD
Director, Division of Generic Drug Monographs
Office of the Associate Director for
Drug Monographs:
National Center for Drugs and Biologics
Food anmd Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

)

Subject: VicodinR (hydrocodone bltartrate 5mg and acetaminophen
500mg Tablets, NDA 88-058/S-001, S~002

Dear Dr. Sejife:

We refer to your letter of December 30, 1983 regarding our
pending supplemental applications S- 001 and S-002 for the above
referenced drug.

You request submission of stability data at challenge condi-
tions for “~——.. Vicodin Tablets (10760281R) when it becomes
available. Results of stability testing under the requested
conditions (37°, 75% humidity) should become available in
early April 1984 (three-month data) and will be submitted
promptly.

Based on the stablllty data previously submitted and our com-
mitments noted in our letter of December 8, 1983, we request
that approval of the supplements be granted

=

Respectfully,

A. C. Hanzas
Director
Drug Regulatory Affairs

RRG:mg

TELEPHONE (201) 887-8300 — TELEX: 136466



NDA 88-058/5-001, S5-002

Knoll Pharmaceutical Company
Attention: Mr. Agamemnon C. Hanzas
30 North Jefferson Road

Whippany, NJ 07981

Sent temen:

. Reference is made to your supplements dated July 29, %983‘regardin? faur»~
b)Y of

* abbreviated new drug application submitted pursuant -to Section 505
the Federal Food, Drug, and Cosmetic Act for Vicodin { hydroceodena
bitartrate 5 mg and acetaminophen 500 mg) Tablets.

Reference is also made to vour communication dated December 8, 1983,

The supplemental applications provide for a —. procedure and two year
expiration date for the ____ tablets.

We have completed the review of these supplemental applications and
request the following additional information:

Submit stability data at challenge condition for — VYicodin
Tablets [10760281R} vhen it hecomes available.

Please let us have your response promptly.

Sincerely youvs,

"\ d' E
. ) Q R ’} (\ /o
A PR (2030R
b [4 < -
Marvin Seife,-¥,D.
- Birector

Division of Generic Drugs
O0ffice of Drug Standards
National Center for Drugs and Biologics

cc: NWK-DO \{Zl\
HFN-530 \V
JMeyer/CChar _ z /‘2.\_2_9 __\‘Ef;

R/DINITIAL JMeyepsfiSeife
mm:12/25/83 (3928¢)
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., KNOLL PHARMACEUTICAL COMPANY

Ko 30 NORTH JEFFERSON ROAD, WHIPPANY NEW JERSEY 07984

December 8, 1983

NDA SUPPL. AMENDMENT
Marvin Seife, MD ' 3 @Myf
Director, Division of Generic Drug Monographs
Office of the Associate Director for
Drug Monographs
National .Center for Drugs and BlOlOglCS
Food and Drug Admlnlstratlon -
- 5600 Fishers Lane’ ‘
Rockv111e, Maryland 20857

Subject- V1cod1n - (hydrocodone bitartrate 5mg- and
acetaminophen 500mg) Tablets,NDA 88-058/S- OOl 5-002

Dear Dr. Seife:

We refer to our supplﬁ mental new drug applications S-001
and S-002 for Vicodin Tablets, and to your Agency's letter
of October 7, 1983 requesting additional information in
their-regard. '

' Following are our responses to your comments:

1. The rationale for the . procedure:

The - =——. procedure is designed to ——__ ___only
= —rerrmee—. £O the Knoll Pharmaceu-
tical established testing standards, specifications
and physical tablet characteristics. 2
will be performed after review and approval by the'
Quality Control Department.

2. Submit a commitment that you will notlfy FDA dlStrlCt
office whenever a VlCOdln -
takes place.

Knoll Pharmaceutical Company will notlfy our FDA
~district office whenever a Vicodin ~ = o
s takes place.

3. It is recommended that stability studies be performed
on === Vicodin Tablets (10760281R) at challenged
conditions (high humidity in addition to elevated

temperature) , E@@EWEW

DEGon®1883........

TELEPHONE (201) 887-8300— TELEX: 136‘4162‘ P



Marvin Seife, MD
December 8, 1983
Page Two

Vicodin tablets control number 10760281R have been placed

on stability testing at 37 /75% relative humidity. Samples
will be tested after one month and three months at these’
conditions. Results of this testing will be reported in the
.neXt.annual periodic report for Vicodin Tablets.

We trust the above 1nformat10n adequately responds to your
request.

Please address any comments or 1nqu1r1es regardlng this 1n-
formation to me.

Respectfully,

(I\(Q #LFW@«,-

A. C. Hanzas
Director
Drug Regulatory Affairs

RRG:mg

APPEARS THIS WAY
ON ORIGINAL



oct

-

(Vo3

NOA 88-058/5-001, 5-002

Knoll Pharmaceutical Company
Attention: ¥r. Agamemnon (. Hanzas
30 North Jefferson Road

Whippany, HJ 07981

'Sentleman:

‘Rafarence ‘15 made to your sapplaments dated July 29, 1983 regaréing your
abbrgviated naw drug application submitted pursuant to Saction 505(b) of
tha Federal Food, Drug, and Cosmatic Act for Vicedin (hydrocodone
bitartrate 5 mg and acetaafnaphen 500 mg) Tablets.

.rhe sappieaeaﬁa? aasiicatians provide for a. —. procedurs and a two

year expirafion date for the — tablets.

We have completed the review of these supplemental applications and
requast the follawing additianal information:

—

1. The rationale for the ““”*T procedure.

2, Submit a commitment that you will notify FDA district office whenaver
the —— takes placa.

3. It 1s recommendad that the stability studies be performed on .=
Vicodin Tablets (# 10750281R) at challsnged conditions {(high nunldi
in addition to elevated temperature),.

Pleasa let us have your respoase proumptly.

Singarely yqurs,

\ m/o 6-"1-X§

mﬁw%&&kﬂh‘ CR (7%

Dirsctor

Division of Generic¢ Drug Momographs

0ffige of the Associate Director for
Drug Honographs

Office of Drugs

National Canter for Drugs & Bialagics

cc:

NWK-DO CO\
HFN-530
JLMeyer/CCha. ., \ -~ Jo-6-8 3

R/D1n1tJMeyer/MSe1fe ’
ft/cj1/10-5-83 \

rev w/
\% TA. %%
%w/& A



N e )

O KNOLL PHARMACEUTICAL COMPANY

30 NORTH JEFFERSON ROAD, WHIPPANY, NEW JERSEY 07981

Marvin Seife, M.D.
Director
Division of Generic Drug Monographs
Office of the Associate Director
of Monographs
Office of Drugs
National Center for Drugs & Biologics
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Seife:

Subject: VICODIN (hydrocodone b1tartrate Smg and acetaminophen
500mg) Tablets / , : manufacture)
NDA #88-058

Under the provision of 21 CFR, 314.8, we submlt herewith a sup-
plement to our abbreviated new drug appllcatlon for Vicodin
Tablets ¢ —— manufacture), NDA 88-058. This
supplemental appllcatlon provides for a .... procedure and

is set forth in Appendix A. Appendix B conthﬁ§/Tﬁf3Tﬁétlon

relating to the stabili 0f the e Vico Tablets in-
cluding the proposed expiration date- ‘

Your earliest review and consideration in this matter is great-
ly appreciated. Please include this in the Administration's
files for Vicodin Tablets of == o === panufacture,
‘NDA 88-058. :

Sincerely,

LLammait Of/&/nb//ﬂ.—

A./C. Hanzas
Director
Drug Regulatory Affairs

,)3?"‘"/‘";
JK/kg @E@EHW@@
Enclosure
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CGENERIC DRUGS
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