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APPROVAL LETTERS




ANDA 40-099/S-002, S$S-003, S-004, S-005 and S-006

UCB Pharma, Inc.

Attention: Ms. Mary D. Alonso

1950 Lake Park Drive

Smyrna, GA 30080 . -
' JUL T3 jmus

Dear Ms. Alonso:

This is in reference to your supplemental new drug applications
dated August 12, 1998, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug application for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 5 mg/325 mg (Lortab
5/325)

Reference is also made to your amendment dated June 9, 1999.

The supplemental applications prov1de for ——— 'for
unit-dose blister packaglng using = blister material as
‘and foil lidding as ————— .-
——— == . (§-002); for a 24-month explratlon >n date for the
_Vwaiug product (S-003); for a control revision (S 004), for ‘

: - A as a oy T B ) T R T RO (S_

05); and for a unit dose blister labeling rev1élon (s- 006)

\o‘

We have completed the review of these supplemental applications
and they are approved.

From a labeling perspective the labels and labeling has been
satisfactorily revised to reflect the addition of unit dose
blister packaging in 100s (4 x 25).

At the time of next prlntlng, please make the follow1ng
revision to the package insert labeling:

DOSAGE AND ADMINISTRATION - Add the follow1ng as the last
sentence of this sectlon -

Pt e . s

This change may be submitted as a Special Supplement Changés
Being Effected. :




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,

- — ;,Jj:v,,, ,_,,T/_f)‘ _({\ \(57 )5( q

Florénce S. Fang

~ Director
%ﬁf Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORICINAL




ANDA 40-099/S-007

UCB Pharma,. Inc.
Attention: Mary Alonso
1950 Lake Park Drive
Smyrna, GA 30080

il

b
]
cr
—a
[k

Dear Mary Alonso:

This is in reference to your supplemental new drug application
dated August 10, 1999, submitted pursuant to 21 CFR 314.70
regarding your abbrev1ated new drug application for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 5 mg/325 mg (Lortab

5/325).
The supplemental applications provide for ——m as
— s u51ng ‘the s
""" “previously approved - blister materlal as e s oSS

== and foil lldding as

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,
§

igf%9g» Florence S. Fang

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

4) 9((3( /(Z\()




ANDA 40-099/s5-08

Watson Laboratories, Inc.

Attention: Dorothy A. Frank

417 Wakara Way ) JEL 27 onni
salt Lake City, UT 84108 MR

Dear Madam:

This is in reference to your supplemental new drug application
dated February 21, 2001, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Norco® 5 mg/325 mg (Hydrocodone
Bitartrate and Acetaminophen Tablets USP 5mg/325 mg).

R (e T a—»-‘-..%-_:ﬁ 4(42/ 2~272~ 0( oWl J-u.-v'.'“_d

THis supplemental application, submitted as “Changes Being =
Effected in 30 days” according to section 506A(d) of the Act,
provide for the following change:

S-08: To provide for s~ _ . e
——""""5 mg/325 mg (Hydrocodone Bitartrate and Acetaminophen

Tablets USP, 5 mg/325 mg).

We have completed the review of this supplemental application and
it 1s 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,

Qf{ | L , FAI%]—*‘./?/} 6/ of

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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uch Pharma L
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USUAL DOSAGE: NDC 50474-935-60 100 TABLETS (4 x 25)-Unit Dose

See package insert
for complete dosage ®
recommendations.

STORAGE: Store at
controlied room

5/325

15°30°C (59°-86°F). HYDROC | RATE AND

Keep tablets in box to
protect from light. If ACET LETS, USP e

dispensed for outpatient
use, dispense in a tight,
light-resistant container
with a child-resistant
closure.

tablet contains:

: ..... 5 Mg
P 325 Mg H—Wo=_<

.—s
t
Lol

This unit-dose package
is not child-resistant.
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Immediate treatmel ncludes support ol cardiorespifalory function and measures to reduce drug absorption. Vomiling should be induced
mechanically, of with syrup of ,4080 i the patient is atert (adequate pharyngeal and laryngeal refiexes). Oral aclivated charcoal (1 g/kg)
b

should follow gastric emptying. i

e first dose should be accompanied by an appropriate cathartic. If rapealed doses are used, the catharlic

might be included with alternate doses as required. Hypolension is usvally hypovolemic and should respond 10 flyids. Vasopiessors and

olhef supportive measures should be employed as indicated. A cutfed endo-tracheal tube should be inserted before gastric lavage of the

unconsclous patient and, when necessary, to provide assisted respiration.

Meticulous atiention should be given 1o mainlaining adequate pulmanary ven! ation. In severe cases of intoxication, na_._s.am_ dialys
{erabl! ialysis may be idered. |f hypoprothrombines occurs due to acetaminophen overdose, vitamin ¥ shoutd be adminis-

tered intravencusty.
Naloxone, & narcolic antagonisl, can reverse raspiralory nnuamws, and coma associated with opioid overdose. Naloxone hydrochloride 0.4 mg
1o 2 mg is_given pargnterally. Since the duration of action of hydrecodone may exceed that of ihe naloxons, the patient should be kepl under
continugus surveillance and repeated doses ol the ist should be ini d as needed to maintait adequate respiration. A narcotic
antagonist should not be administered in the absence of clinically signd canl respiratory or carl i [ pressi
If the dose of acetaminophen may have exceeded 140 ._a\xw. acelylcysteine should be administered as early as possible. Serum acetaminophen
Jevels should be obt: ned, since levels lout 0¢ more hours following ingestion :o_w predict acetaminophen foxicity. Do not await acetaminophen
assay results bators initiating treatment. Hepatic enzymes shoutd be obtained In tially, and repeated at 24-hour intervals.
Methemoglobinemia over 30% should be lreated with methylene blue by siow intravenous admil istration.
The loxic dose for adults fot acetaminophes is 109
DOSAGE AND ADM STRATION
Dosage should be adjusted accosding to severity of pain and response of the patient. Howeves, it should be kept in mind that tolerance to
hydrocodone can develop with continued use and (hat the incidence of untoward eifects is dose related.
The usual adult dosage is one of two tablels every four o six hours as neaded for pain.
HOW SUPPLIED
Loitab® 5/325 lablels (Hydrocodane Bilartrate and Acetaminophen Tablets. USP, 5 mg/325 mg) contain hydrocodone bitartrate 5 mg and
acetaminophen 325 mg. They are supplied as while with orange Specks, capsule-shaped. bisected tablets, dabossed *ucb/935," in containers
of 100 tablets, NDC 50474-935-01, in containers of 500 tablets, NDC 50474-935-50, and in hospital unit-dose packages of 100 tablels
[4x25), NDC 50474-935-60.
Store at lled room temp 16°-30°C (59°-86°F).
Dispense in 3 tight, light-resistant container with a child-resistant closufe.

A Schedule Citi Narcotic.
1@ Phamma
Wi 4

Manutactured (of
UCB Pbarma, lsc.
Smyrna, GA 30080

Manulactured by
Mikart, }
Allanta, GA 30318

Rev. 6/98
Code 667800
P/ 1002030

LORTAB® 5/325

IVDROCODONE BITARTRATE AND ACETAMINOPHEN masters, use Ul
5 mg/325 mg

Bonly

BESCRIPYION
Hydrocodone bitartrate and acetaminophen S supplied in tablet form lor orat administration.
WARNING: May be hahit terming (s¢e PRECAUTIONS, Intormation for Patients, and DRUG ABUSE AND
DEPENDENCE).
Hydrocodone bitartrate is an opiold analgesic and an itussive and occurs as fina, white crysials or as a crys-
talline powder. 1t is affected by light. The chemical name is .,mn.ovoé.u.as_,:e:;?=§=<=S.=z=~=.o.oi
tartrate {1:1) hydrale {2:5). It has the following structural tormula:

50474835 n_ue .
H, N c00

L 4
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¢ : » 2V H0 .

HO—G—H .

H
o o 0ooH
C1ghziNO3#C4Hg05 #2280 MW - 49450

5

inophen, 4-hy a slightly bitter, white, odorless, crystalline powder, is a non-opiate. non-salicylate analgesic and
antipyretic. 1t has the following st

ructural formula:
01.9822‘@‘02

CgHgNO, MW = 15117
Each Lortab 5/325 lablet conlains:
Hydrocodone Bitartrate . . . . -
Acetaminophen . . . .. - - PRI
In addition, each tablet contains the following inactive ingredients: coligidal silicon dioxide, liose sodium, povid micro-
En_mwc Mm nq_w__._.h_.wc.mﬁz___o.a. pregstatinized starch, steasic acid and sugar spheres which are ‘composed of starch defived rom corn, Sucrose,
an .

CLINICAL PHARMACOLOGY
Hydrocodone is @ samisynthetic narcotic analgesic and antitussive with multiple actions qualitatively simlar to those of codelne. Most of
these involve he central narvous system and smooth muscle. The precise ism ol action of hy done and othes opiates IS aot
known, aithough it Is believed to relate to the existonce of oplate recgplors in the central nervous system. In addition to analgesia, narcotics
may produce drowsiness, changes in mood and mental clouding.
The analgesic action of hen Involves peripheral but the specific ism Is as yet ined ipyretic -activity is
mediated through nypothal ic heat regulating centers. hen inhibits Pl din synthets: apeulic doses Of inophen have
negligible effects on the cardiovascular of respiralory Sysiams; howeves, toxic doses may cause circulatory fallure and rapid, shaliow breathing.
Pharmacokinetics: The bshavior of the individual components is gescribed below.

: Following a 10 mQ oral dose of hydrpcodene administersd 1o tive adull male subjects, the mean peak concentration was 23.6
+ 5.2 ng/mL. Maximum serum levels were achieved al 1.3 £ 0.3 howss and the half-life was determined to be 3.8 2 0.3 hours. Hydrocodone
exhibits a complex pattein of lism inciuding O latlon, N- lation and 6-kato reduction 1o the cotresponding 6o~ and
?w.zeo&__ing__f.
Sea OVERDOSAGE tor loxicity information.




1hict and i lsbit#d Mroughout most body tissues. The plasma -

85% of an sral dose appears

Soé OVERDOSAGE for toxicity information.
[WBICATIONS ARD USASE
Tabiets, USP, 5 mg/325 my) are [ndicated for the reilel of

Lortab 5/325 tabiets (Hyd
erately severe patn.

Bltartrate and Acet:

Elimination of acetaminophan s principally by

In the urine within

r conjugates and unchanged drug.

moderate to mod-

- CeRTRABICATIONS : L
This product should not be administered fo patients who have ly exhibited hy y to hy of aceh h
' : WARNINGS

I’!..S.-— .c‘it-n At high doses or in sensifive patients, hydrocodone may produce dose-relited fespiratory dépression by acting
directly on the brain stem respiratory center. Hydrocodone also affects the center that conirols respiratory rhythm, and may produce irreg-

ular and periodic breathing.

Read Injory and | o ¢ The Yy dep sffects of narcotlcs and their capaci
brospinal fluld pressure may be markedly exaggerated in the presence of Mead Injury, other intracranial lesions or a pree)
intracranial pressure. Furthermore, narcotics produce adverse reactions which may obscure the clinical course of patients
Acwte Abdsminal Conditions: The administration of narcotics may obscure the diagnosis or clinical course of patients

inal condltions.
PRECATTIORS
Qenerst: Speclal Risk Patianty: As with any narcolic analgesic agent, Lortab 5/325 tablets should be used with caution |

ltated patlents, and those with severe Impairment of hepatic or renal function, hypothyroidism, Addison's disease, prostat

urethral striclure. The usual precautions should be observed and the possibility of resplratory depression should be kept

ity lo elevate cere-
xisting increase In
with head Injuries.
with acute abdom-

n elderly or debil-
hypertrophy or
in mind.

Cough_ Refiex: Hydrocodone Suppresses the cough reflex; as with all narcotics, caution should be exercised when Lortab 5/325 tablets are

used postoperalively and in patients with pulmonary disease.
Iaformation for Patients: Hydrocodone, like all narcotics, may impair mental andfor physical abitities required for 1
potentially hazardous tasks such as driving a car or operating machinery; patients should be cautioned accordingly,

he performance of

Alcohol and other CNS depressants may produce an additive CNS depression, when taken with this combination product, and should be

avoided.

Hydrocodone may be habit-forming. Pallents should take the drug only for as long as it Is prescribed, in the amounts prescribed, and ne

mora frequently than prescribed.
_r- .!l-_a_.-uoﬂ In patients with ‘severe hepatlc or renal disease, effects of therapy shoutd be monlored with serial
ion tests.

Brog Intessctiess: Patients fecelving narcotics, antihk

o nthe

When

liver andfor rendl

Y agents, or other CNS dspressants {including

the dose

alcohol) concomitantly with Lortab 5/325 tablets may exhibil an additive CNS d
of one or both agents should be reduced.
The use of MAO i of tricyclic
hydrocodone.

therapy is

idh with by

may increase the effect of either the antideprassant or

Brug/ieberatery Test Interactivns: Acetaminophen may produce false-positive test results for urinary 5-hydroxyindoleacetic actd.

ola_--oul_-.. l-.u-ult.!-_.l!-. Forthity: No adequate studles have been conducted in animals to
hydracodons or acgtaminophen have a potential for is, or | of fertility.

Progaancy:

Teratogenic Effscts: Pregnancy Category C: There avs no

be used during pregnancy only it the potentisl benstit Justif

the potsntial risk to the fatus.

Nonteratogenic Eftects: Bables bom to mothers who have besn taking opiolds regularly prior to delivery will be physically dependent. T,

determine whather

e and weil-cuntrolied studies In pragnant women. Lortab 5/325 tablets should.

withdrawal signs include irritability and excessive crying, tremors, hy refiexes, | Y rate,
yawning, vomiting and fever. Ti Intensity of the syndrome does not always correlate with the duration of maternal opioid

stools, sneezin
use or dose. Thepe
|

(.

=

p—
i

w

8

13 no consensus on-the best method of managing withdrawat.
Laber and DBelivery: As with all narcotics, adminlstration of Lortab 5/325 tablets to the mother shortly before delivery may result In some
ory depression in the newborn, espectally it higher doses are used.
re: Acetaminophen is excreled In breast milk in small amounts, but the significance of Its eflacts on nursing infanis is not
not known whether hydrocodone Is excreted in huthan milk. Bacause many drugs are excreled in human milk and because of
for serious adverse reactions In nursing infants from hydrocodone and Acetaminophen, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drup to the mother,
Pedistric Use: Safely and effectivensss in pediatric patients have not besn established.

ADVERSE REACTIORS
The most frequentty reported adverse reactions are light-headedness, dizziness, sadation, nausea and vomiting. These effects siem to be
more in ¥ than in no Y patients, and some of these adverse reactions may be aflaviated if the patlent lles
down. .
Other adverse reactions include:
Central Nervens System: Drowsiness, mental clouding, lethargy, impairment of mental and physical perf
psychic dependence, mood changes.
Qastreintestinal Systom: Prolonged administration of Lortab 5/325 tablets may producs constipation.
Genitonrinary System: Ureleral spasm, spasm of vesical sphincters and urinary retention have been reported with oplates.
] D H bitartrate may produce dose-related resplraiory depression by acting directly on brain stem respi-

anxlety, fear,

ratory centers (ses OVERDOSAGE).
Dermatologleal: Skin rash, pruritus.
The lollowing adverse drug events may be borne in mind as potential effects of acetaminophen: allergic reactions, rash, thrombocytopenta,
agranulocytosis.
Potential effects of high dosage are listed in the OVERDOSAGE section.

OADQ ABUSE AND BEPENDERCE
Contrelied Substames: Loriab 5/325 tablets (Hydrocodone Bitartrate and Acataminophen Tablets, USP, 5 my/325 mg) are classified as a
Schedule 1) controlled substance.
Psychlc d physicai depands and tolerance may devetop upon repeated administration of narcotics;
therelore, Lortab 5/325 lablets should he prescribed and administered with cautlon. However, psychic dependence Is unitkely to develop when
Lortab 5/325 tablels are used for a Short time lor the treatmes .
Physical dependence, the condition in which continued adminlsi n of the drug is required to prevent the appearance of a withdrawal syn-
drome, assumes clinically significant proportions only after several weeks of continued narcotic usa, although some miid degree of physical
dependence may develop after 2 few days of narcotic 52-3. Tolerance, In which Increasingly large doses are required In order fo produce
the same degres of analgesia, is e by s duration of anaigesic effect, and y by d in the inten-

sity of analgesia. The rate of development o rance varies among patlents.
OVERBOSAQE
Foliowing an acute overdosage, toxicity may result from hydrocodone or acetaminophen.
Signs and Symptems:
Hydrocodone: Serious overdose with hyd; is ch by resp Y {a decrease in respiratory rate and/or tigal volume,

Cheyne-Stokes respiration, cyanosis) exireme somnofence progressing to stupor or coma, skeletal muscle flaccidity, cold and clammy skin,
and i ly and b . In severs apnea, cil Y collapse, cardlac arrest and death may occur.
Acataminophen: In ge: d y fatal hepatic necrosis is the most serious adverse effact. Renal
tubular necrosis, hy coma gnd th may also occur.

Early symploms fotlowing a potentlatly hepatotoxic overdose may include: nauses, vomiting, dlaphoresls and general malaise. Clinical nd
laboratory evidence of hepatic toxicity may not be apparent untll 48 to 7 _.e.._a post-ingestion.

In aduts, hepatic oxicity has arely besn reported with acute overdoses of less than 10 grams, or fatalities with less than 15 grams.
Trestment: A single or multiple overdose with hyd and is 2 y lethal polydrug overdose, and consultation
with a regional poison control center is recommended.
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ANDA 40—099/8-007 CHEMISTRY REVIEW NO. 1

NAME AND ADDRESS OF APPLICANT
UCB Pharma, Inc.

Attention: Mary Alonso

1950 Lake Park Drive

Smyrna, GA 30080 ’
Phone-(770)437-5621

PURPOSE OF AMENDMENT/SUPPLEMENT

Provide for e e e

.. using "the prev1ously approved -mm«bllster
materlal as — e 30nd foll “1lidding as

DATE OF SUBMISSION

August 10, 1999- Original submission
PHARMACOLQOGICAL CATEGORY TRADE NAME
Narcotic analgesic Lortab 5/325

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetamlnophen Tablets, USP

DOSAGE FORM POTENCY RX OR OTC

Oral Tablets 5 mg/325 mg Rx

SAMPLES RELATED IND/NDA/DMF , STERILIZATION
N/A None N/A
LABELING

N/C

BIOEQUIVALENCY STATUS
N/A

EER for - was reported as acceptable dated
8/13/99. A CGMP Certification is included (p 3).

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

N/A
PACKAGING
LORTAB 5/325 tablets will be - e —— sl Tob s

e S—— f01l’ﬂwmfﬂister packages The foil is

T was prev1ously approved. CGMP certification from —————"""

™ 15 included.

STABILITY
A commitment to place the first production lot of the unit dose




blister, on long term room temperature stability study, T
at the proposed facility is included. The approved stability
protocol will be followed. Data obtained will be submitted in
Annual Reports. Lo

REMARKS AND CONCLUSION
Recommend approvable letter to issue.

Reviewer Date
Edwin Ramo//-> January 12, 2000
N

T

g
I
D
)

APPEARS THIS WAY
ON ORIGINAL
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" (Filed on 1-13-99). CGMP Certification FOT_ e
provided in Attachment 5 on page 27, Satisfactory. EER was

ANDA 40-099/S-002, S-003, S-004, S-005, and S-006

NAME AND ADDRESS OF APPLICANT:
UCB Pharma, Inc.

Attention: Mary D. Alonzo
1950 Lake Park Drive

Smyrna, GA 30080

Phone- (770)437-5621

PURPOSE OF AMENDMENT/SUPPLEMENT

S-002: Provide for Hospital Unit Dose (Blister)
i} - g uging ——Dblister
T material as | e amem. — and foil
1idAIing 8S_ st SO0,
S-003: Provide for a 24-month expiration date for product.
S-004: Control revision.
§-005: S et o e —
S-006: Unit Dose Blister labeling revision.

DATE OF SUBMISSION '
August 12, 1998- Ooriginal e
March 3, 1999-

June 9, 1999- A 4/\
\ \

PHARMACOLOGICAIL, CATI} P - “f} g
Narcotic analgesic . \ ' 125
NONPROPRIETARY NAME - j«d )
Hydrocodone Bitartra - .-~ Tablets, USP
DOSAGE FORM POTENCY RX OR OTC
Oral Tablets 5 mg/325 mg Rx
»SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A DMF# — — = N/A
DMF o i e
DMF# - o el
LABELING »
Satisfactory dated June 15, 1999.
BIOEQUIVALENCY STATUS
N/A
ESTABLISHMENTNINSPECTION

S ¥ TO U

i A U Sl e 3R TS WISt it oo
O




Redacted A

pages of trade secret and/or
confidential

commercial

information




‘Blister packaging components are now specified in the stablllty
report form as ' — ~ foil and R ETSRSE I ———E

o

REMARKS AND CONCLUSION
Recommend approvable letter to issue.

Reviewer Date

Edwin Ragps l47w7une 25, 1999
e R
ORDER OF REVIEW:

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

Spot---No

APPEARS THIS WAY
ON ORIGIMNAL




‘Redacted )

pages of trade secret and/or

confidential

commercial

information




REVIEW OF PROFESSIONAL LABELING # 2

Amendment to supplement (FPL)

DATE OF REVIEW: June 15, 1999
ANDA #: 40-099/S-006
NAME OF FIRM: UCB. Pharma, Inc.

NAME OF DRUG: Lortab® 5/325 (Hydrocodone Bitartrate and
Acetaminophen Tablets USP, 5 mg/325 mg)

DATE OF SUBMISSION: June 9, 1999
COMMENTS
1. From a labeling perspective the labels and labeling has been

satisfactorily revised to reflect the addition of unit dose
blister packaging in 100s (4 x 25).

2. At the time of next printing, please make the following
revision to the package insert labeling:

DOSAGE AND ADMINISTRATION — Add the follow1ng as the last
sentence of this section: - ... o e

T 7

\_—

This change may be submitted as a Special Supplement -
Changes Being Effected.

RECOMMENDATIONS:

Inform the firm of the above comments only if there are chemlstry
~comments, otherwise please notify labeling reviewer.

FOR THE RECORD:

1. Review based on the labeling of Lortab® 5/325, approved
February 6, 1998.

2. This supplement is in conjunction with the chemistry
supplements to reflect for addition of Hospital Unit
dose (blister) Packaging of 100’s (4 x 25).
cc: ANDA 40-099/5-006 ‘
Dup/Division File Q%\
HFD-613/AVezza/CHoppes / (no cc: \ '< 7/ 64
aev/6/15/99|V:\FIRMSNZ\UCBPHARM\LTRS&REV\40099S06.APL
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v//XNDA 40-099/8-002, S-003, S-004, S$-005, and S-006

NAME AND ADDRESS OF APPLICANT:
UCB Pharma, Inc.

Attention: Mary D. Alonzo

1950 Lake Park Drive

Smyrna, GA 30080
Phone-(770)437-5621

PURPOSE OF AMENDMENT/SUPPLEMENT
S-002: Supplemental application is provided for Hospital Unit
Dose (Blister)

using == blister ‘material as — ——

,,,,, ﬁﬁ%&ijg;gvgmﬁﬂ;and foil lidding as _———""7"
S-003: 24 month expiration date for product.
S-004: Control revision.
S-005: ~ T T e —
S-006: Unit Dose Blister labeling revision.

DATE OF SUBMISSION
"August 12, 1998: Original submission

PHARMACOLOGICAL CATEGORY TRADE NAME
Narcotic analgesic Lortab 5/325

NONPROPRIETARY NAME
Hydrocodone Bitartrate and. Acetamlnophen Tablets, USP

DOSAGE FORM POTENCY RX OR OTC
Oral Tablets 5 mg/325 mg Rx A
SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A DMF# ~~ TTTTTT— . e N/A
DMF 777 et e e
DMF# e —

\ - LABELING- Unsatisfactory
Labeling is unsatisfactory per C.Park on 1-28-99.

BIOEQUIVALENCY STATUS
N/A ‘




REMARKS AND CCONCLUSION

These supplements are considered as not approvable. The
deficiencies will be considered as a minor amendment. The letter
will be issued.

RECALLS Reviewer
N/Aa ‘ Sema Basaran, Ph.D.

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 reason(s) below.

Spot Yes No X

cc: ANDA 40-09°%
Division File

Field Copy
Endorsements:

: - - i:; Q_/g/gg
HFD-647/S.Basaran/1-6-98. | W -y
HFD-647/U.Venkataram/1-12-98. I%I .J-(D.él qq.
Ms/code 40099S02rsb.Doc . _

V:new\frmsnz\UCB\letttersrev\40099S02RSB. Doc
F/T by PAH/1-?-98. '
NA Minor




18-FEB-1999

FDA CDER EES , Page  1of
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT
Application:  ANDA 40099/002 Priority: Org Code: 600
Stamp: 13-AUG-1998 Regulatory Due: Action Goal: District Goal: 13-JAN-1999
Applicant:  UCB PHARMA ~ Brand Name:
1950 LAKE PARK DR Established Name: HYDROCODONE
SMYRNA, GA 30080 BITARTRATE;ACETAMINOPHEN
Generic Name:
Dosage Form: TAB (TABLET)
| Strength: 5 MG/325 MG
FDA Contacts:  S. BASARAN (HFD-647) 301-827-5849 , Review Chemist
Overall Recommendation:

ACCEPTABLE on 13-JAN-1999bv S. FERGUSON (HFD-324)301-827-0062

Establishment”  ~comse=""

-~

Wi, R A LT

Profile: TCM OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 13-JAN-1999

Decision: ACCEPTABLE

Reason. BASED ON PROFILE

it L A o N ——

O T B gt

DMF No:
AADA No:

Responsibilities: ~ ~——

CARS THIS WA
AP N ORIGINAL




REVIEW OF PROFESSIONAL LABELING # 1

supplement (Draft)

DATE OF REVIEW: January 14, 1999

ANDA #:

40-099/5-006

NAME OF FIRM: UCB Pharma, Inc:

NAME OF DRUG: Lortab® 5/325 (Hydrocodone Bitartrate and
Acetaminophen Tablets USP, 5 mg/325 mg) '

DATE OF SUBMISSION: August 12, 1998

COMMENTS

1.

Unit dose blister

‘Satisfactory in draft

Unit dose Carton (100’ s)

a.

Revise to include the following beneath the established
name on each panel.

Each tablet contains:

Hydrocodoné Bitartrate —-—--—- 5 mg
Acetaminophen--------------- 325 mg

We encourage the inclusion of the following statement:

If dispensed for out patient use, dispense in a tight,
light-resistant container with a child-resistant

.closure.

Insert labeling

We encourage the inclusion of “Rx only” statement to appear
beneath the established name.

Revise the labeling as instructed above and submit 12 copies in
final print.

RECOMMENDATIONS:

Inform the firm of the above comments.



FOR THE RECORD:

ccC:

1. Review based on the labeling of Lortab® 5/325, approved
February 6, 1998.

2. This supplement is in conjunction with the chemistry

supplements to reflect for addition of Hospital Unit
dose (blister) Packaging of 100’s (4 x 25).

ANDA 40-099/5-006 < | 5 /9
Dup/Division File , , 7
HFD-613/CPark/CHoppes ¥ (no cc:

V: \FIRMSNZ\UCBPHARM\LTRS&REV\40099506 ael

Review
Bl 4120

APPEARS THIS w4
ON ORIGINAL




PO N Y Ve G )

ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application:  ANDA 40099/007 Priority: Org Code: 600
Stamp: 10-AUG-1999 Regulatory Due: Action Goal: District Goal: 10-JAN-2000
Applicant: UCB PHARMA Brand Name:
1950 LAKE PARK DR Established Name: HYDROCODONE

SMYRNA, GA 30080

BITARTRATE;ACETAMINOPHEN
Generic Name:

Dosage Form: TAB (TABLET)

Strength: S MG/325 MG
FDA Contacts: T. AMES (HFD-640) 301-827-5849 , Project Manager
E. RAMOS (HFD-645) 301-827-5849 , Review Chemist
G. SMITH (HFD-647) 301-827-5849 , Team Leader
Overall Recommendation:

ACCEPTABLE on 13-AUG-1999by M. EGAS (HFD-322) 301-594-0095

Establishment: "

Profile:. TCM OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 13-AUG-1999

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

DMF No:
AADA No:

Responsibilities-




ANDA 40-099/s5+008

NAME AND ADDRESS OF APPLICANT:
Watson Laboratories, Inc.
Attention: Dorothy Frank

417 Wakara Way

Salt Lake City, UT 84018

PURPOSE OF AMENDMENT/SUPPLEMENT
5-008: Facility addition

DATE OF SUBMISSION

February 21, 2001: Original submission

February 27, 2001: Amendment to CBE supplement dated February 21,
2001

March 12, 2001: Amendment 2 to CBE Supplement dated February 21,
2001

PHARMACOLOGICAL CATEGORY TRADE NAME
Narcotic analgesic

.'u

1
A
L]

NONPROPRIETARY NAME
Hydrocoddéne Bitartrate and Acetaminophen Tablets, USP

DOSAGE FORM POTENCY RX OR OTC

Oral Tablets 5 mg/325 mg Rx

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

LABELING

BIOEQUIVALENCY STATUS
N/2a

ESTABLISHMENT INSPECTION
Acceptable March 22, 2001

APPEARS THIS WAY
ON ORIGINAL
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RECALLS Reviewer
N/A ' Mahnaz Farahani, Ph.D.

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 reason(s) below.

Spot Yes No X

APPEARS THIS ay

ON ORIGINAL

g
n
O




- cc: ANDA 40-099/S-009
Division File

V: \FIRMSNZ\WATSON\LTRS&REV\40099SOO9AE LABELING doc

ENDORSEMENTS: HFD-613/CPARK, 10/24/02 it/ e—
HFD-613/LGOLSON - —

Approvable Letter - Single Supplement
FOR THE RECORD

1. The comments are based on the new drug division's response to our consult on Vicodin
ES® (7.5 mg/750 mg), ANDA 89-736/S-013 and Vicodin (5 mg/500 mg), ANDA
88058/5-027. See file folder for detail.

2. The following is the letter issued to the owner of Vicodin, Abbott Co. on July 31, 2002
regarding this issue.

Dear Sir:

We acknowledge receipt on July 01, 2002, of your annual report dated June 28, 2002, submitted
pursuant to the provisions of 21 CFR 314.81(b)(2) and Section 505(k) of the Federal Food, Drug,
and Cosmetic Act, for Vicodin® (hydrocodone Bitartrate and Acetaminophen Tablets USP,

5 mg/500 mg)

We have reviewed the labels and labeling submitted and have the following comments:

To date, we have not received a response to the February 22, 2002 letter the Agency
issued to the former owner of this application, Knoll Pharmaceutical Company. In that
letter, we asked Knoll to revise the "Special Sense" subsection of the ADVERSE
REACTIONS section and to submit supporting data for the proposed "Geriatric Use"
subsection of the PRECAUTIONS section that was submitted in the supplemental
application dated April 6, 2001. A copy of the letter is enclosed for your convenience.

Since Abbott Laboratories is now the owner of this application and your product is the
reference listed drug, a prompt response is requested.

Please be advised that the instruction described above also applies to your applications for
ANDA 89-736 (Vicodin ES®) and 40-117 (Vicodin HP®).

Enclosure: A copy of the letter of February 22, 2002.

oyl
B
L]




'CENTER FOR DRUG EVALUATION
AND RESEARCH

APPLICATION NUMBER:

40-099/S-002 to S-008

CORRESPONDENCE




ANDA 40-099/S-009

NOV 13 2o

Watson Laboratories, Inc.
Attention: Margaret Choy
311 Bonnie Circle

Corona, California 92880

Dear Madam:

This is in reference to your supplemental new drug application dated October 11, 2002, submitted
pursuant to 21 CFR 314.70(c) "Special Supplement - Changes Being Effected” regarding your
abbreviated new drug application for ™ . (Hydrocodone Bitartrate and Acetaminophen
Tablets, USP), 5 mg/325 mg.

The supplemental application provides for revised package insert labeling reflecting the changes in
the CONTRAINDICATIONS, PRECAUTIONS, and ADVERSE REACTIONS sections found

in the labeling for the reference listed drug, Vicodin®. ‘

We have completed the review of this supplemental application and it is approvable. However,
before the supplement application may be approved, it is necessary that you supply sufficient
information to show that the changes proposed in your labeling have been approved for the
reference listed drug, Vicodin®. Submit this information as an amendment to this supplement
application.

Sincerely yours,

N7 A ll%i ////Z/[)Z/

Wm Peter Rickman ¢

Director

. Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research



