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AHDA: 80-198/S-018

E. Fougera and Co.

Attentfon: Andrew G. Clair, Ph.D. MAY g ioge
Division of Altana Inc.
60 Baylis Road +
- Qe 7T
o ¥

Dear Dr. Clafr:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314,70 of the Regulations, dated October 20, 1987, regarding your
abbreviated new drug application for Lidocaine Ointment USP, 5%,

Reference is also made to your communication dated April 12, 1988 amending
this supplement.

The supplemental application provides for revised container labels, carton and
package insert labeling. _

We have completed the review of this supplemental application and it is
approved, Our letter of June 30, 1972 detailed the conditions relating to the
approval of this abbreviated application,

The material submitted is being retained in our files.

Sincerely yours,

wn (= 4%

’MD
pirector
Division of Generic Drugs
0ffice of Drug Standards
kagv Center for Drug Evaluation and Research
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HFN-83
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LIDOCAINE OINTMENT UsP
FOR EXTERNAL USE ONLY

SCRIPTION
mm Ointment 5% contains a local anesthetic agent and is administered topically. See INDICATIONS for
C uses.

Lidocaine  Ointment 5% contains kdocaine, which is as
2 N-(2,6 . and has the following struclural formula:

CHg CoHg

NH-CO-CHg-N

CHs CoHs
Composiilon of Lidecaine Olatmen! 5%: 2, G-xylidide (! 5% In a waler miscitle
cintmenl.vehicle centaining polyethylene glycols. .
CLINICAL PHARMACOLOGY
Mechanism of action:

Lidccaine the neuronal by 1he ienic lluxes required for-the initiation and con-
duction of |rnpulses theredy eMecting local anesthatic action.
Onset of anesthesia:

Lidecaine Ointment 5% elfects local, topical anesthesia. The onset of action is 3-5 minutes. I is inetfective
when applied 10 {ntact skin.

Excessve blood levels may cause changes in cardiac outpet, fotai peri hernl resistance, and mean arterial
pressure. These chaorn may be attributable lo a direc! depressant effect of the lecal anesthelic agent on

various cnmmmnls he mmluvascular system.

Pharmacokinelics

Lidocaine may be mmum lolowlng topical administrali |o mucous its rale and extent of ab-
sorplion depending upon the specific site of icati niration, and total
dosage. In general, the rale of ahsormlon of local anesthetic a%anls lollomng IW ication cocurs most
rapidly after intratracheal administration. Lidocaine is also wel tract, but
Wile Infact drug appears in the because of ln ﬂm Mm

Lidocaing is metabolized rapidly by the liver, and melabolites and unchanged drug are excreted by the
kndneys Biatransformation includes oxidative N-dealkylalion, ring hydroxylation, cleavage of the amide
kage, and cmmPauon N-dealkylalion, a major palhway of anstorr yields the

momemylglycuuxy dide and The p actions of these

are simifar 10, bul I2ss potent 1han, 1hose of lidocaine. A J/:'rmmlely 90% of Kdocalne adminislered is ex-

creted in the form of various melabolites, and less than 10% is excreled unchanged, The primary metabalite

in urine is a conjugale of 4-hydroxy-2, s-dmtmylamlne

The ptasma binding of lidecaine is dependent on drug concentration, and the fraction bound decreases with

increasing concenlration. Al concentrations of 110 4 ug of iree base per ml. 60 to 80 percant of lidocaine is

protein bound. Bincing is also dependent on the plasma concentration of the apha-l-acid giycoprotein,

Lidocaine crosses Ihe blood-brain and pacenhl barriers, prasumably by passive diffusion,

Studies of lidocaine tollowing i baolus i ions have shown that the elimination hail-

life of this agent is lypically 1.5 to 2.0 hours. Because of the rapid rale al which lidocaine is metabolized, amy
condilion that affecls iver lunction may aller hdocaine kinetics. The hali-lite may be prolonged two-fold or

more in patients with liver dysfunction. Renal dysfanction does not amcl lidocaine kinelics bul may increase

the accumutation of metabodles.

Faclors such as acidosis and the use of CNS slimulants and depressants affect the CNS levels of Bdocaine re-

quired to preduce everl systemic effects. Objective adverse manifestalions become increasingly apparent

wilh increasing venous plasma levels abave 5.0 49 free base per ml. In the rhesus monkey arferial blood

levels of 18-21 ug/ml have been shown 1o be thrashold for convulsive aclivity,

INDICATIONS AND USAGE

Lidocaine Qintment 5% is indicaled for of ia of ible mucous of the

oropharynk.

11 is also useful as an anesthetic lubricant for intubation and for the temporary refief of pain assccialed with

minor burns, including sunbure, abrasions of the skin, and Insect bites.

CONTRAINDICATIONS

Lidocaine is contraindicatzd in patienis with a known hislor%ol hypersensitivity to local N;ISMCS of the
amide lype or to other components of Lidocaine Qintmeal 5 -

WARNINGS
EXCESSIVE DOSAGE, OR SHORT INTERVALS BETWEEN DOSES, CAN RESULT IN HIGH PLASMA LEVELS
D SERIOUS ADVERSE EFFECTS, PATIENTS SHOULD BE INSTRUCTED TOSTRICTLY ADHERE TO THE
RECOM”ENI!D DOSAGE AND ADMINISTRATION GUIDELINES AS SET FORTH IN THIS PACKAGE INSERT,
THE MANAGEMENT OF SERIOUS ADVERSE REACTIONS MAY REQUIRE THE USE OF RESUSCITATIVE
EQUIPMENT, OXYGEN, AND OTHER RESUSCITATIVE DRUGS,
Lidocaine Oiniment 5% should be used with extreme caution in the presence of sepsis of severely lraumatiz-
ed arilcnsa inthe area of applcallun since under such condilions there is the patential for rapid syslemic ab-
sorption.
PRECAUTIONS
The safety and effeclivenass of lidocaine depend on proper d technique, adequate precautions,
and readiness for emamnclu [See WARNINGS and ADVERSE EACI‘IDNS) The lowes! dosage thal results
in elfective anesihesia should be used 1o avoid plasma lavels and serioys adverse effects ted
doses of ligocaine may cause signilicant increases In blood levels with each repealed dose because of slow
accumulation of the drug and/or its metabolites. Tolerance to elevated blood ievels varies wilh the status of
the patieni. Debilitated, eiderly pafients, acutely il patients, and children should be given reduced doses
commensurale with their age and physical condition. Lidocaine should aiso be used with caution in patients
wilh severs shock or heart blork.
Lidocaine Gintment 5% should be used with caution in patients with known drug sencitivities. Palienls
allergic to paraaminobenzoaic acid derivatves (procaine, lelracaine, benzocaing, elc.) hava not shown cross
sensilivity to lidecaine. Many drugs used during the conduct of anesthesia are considered potential trigger-
ing agents for kamifial malignant hypertharmia, Since it is nol knawn whether amide-type local anesthetics
may lnwer this reaction and since the need for supplemental general anesthesia cannol be predicted in ad-
is suggesled that a slandard protocal fer the management of malignant hyperthermia should be

[over]




available. Early ined signs of i labile biood pressure and metabalic acidosis
may precede elevation. outcome is on early prompt disconti-
nuance of the suspecl lrlggenng agent(s) and institution of treatment, including oxygen therapy, indicated
supporlive (consult sodium i package insert before using).

Information for Patients:

When topical anesthetics are used in the mouth, Ihe patient should be aware that the production of topical
anesthesia may impair swallowing and thus enhance the danger of aspiration. For this reason, food should
not be ingested for 60 minules following the use of local anesthetic preparations in the mouth or throat area.

This is particularly important in children because of their frequency-of eating.

Numbness of the tongue or buccal mucosa may enhance the danger of unintentional biting trauma. Food ang
chewmg gum should not be laken while the moulh or throat area s anestheslized.

IS ir of fertility:

Studies of lidocaine in animals to evaluate the carcinogenic and mutagenic potential or the effect on fertility
have nol been conducted.

Use in Pregnancy:

Teratogenic Effects. Pregnancy Category B. Reproduction studies have been performed in rals at doses up lo
6.6 times the human dose and have revealed no evidence of harm to the fetus caused by lidocaine. There are,

however, no adequate and well-coftrolled studies in pregnant women: Animal reproduclion studies are nol
always prediclive of human respanse. General consideraion should be given to this fact before administering
lidocaine lo women of childbearing potential, especially during early pregnancy when maximum
organogenesis takes place. -

Labor and Delivery:

Lidocaine is not contraindicated in labor and delivery. Should Lidocaine Qintment 5%be used concomitantly
wilh other products containing lidocaine, the total dose contributed by all formulations must be keplin mind.

Nursing Mothers:

It is not known whelher this drug is excreted in human milk. Because many drugs are excreled in human
mitk, caution should be exercised when lidocaine is adminislered to a nursing woman.

Pediatric use.

Dosage in children should be reduced, commensurale with age, body weight and physical condition. Caution
must be taken to avoid overdosage when applying Lidocaine Qintmenl 5% to farge areas of injured or abraded
skin, since the systemic absorption of lidocaine may be increased under such conditions. See DOSAGE and
ADMINISTRATION.

ADVERSE REACTIONS

Adverse experiences following the administration of lidocaine are smlar in nature to those observed wllh
olher amide locat anesthetic agents. These adverse experiences are, in general, dose-related and may re
from high plasma levels caused by ive dosage or rapid lion, or may result from a hypersensi
ty, idiosyncrasy or diminished tolerance on the part of the patient. Serious adverse experiences are gengrally
systemic in nature. The following types are those most commonly reported:

Central nervous system:

CNS manifeslalions are excualory and/or depressant and may be characterized by lightheadedness, ner-
vousness, ion, euphoria, ion, dizziness, tinnitus, blurred or double vision,

vomiting, " sensations of heat, cold or numbness, twitching, tremors, convulsions, unconsciousness,

respiratory depression and arrest. The excilatory manifestations may be very brief or may not occur al all, in
which case the first manifestation of toxicity may be i merging into and
respiratory arrest. Drowsiness following the administration of lidocaine is usually an early sign.of a hlgh
blood levei of the drug and may occur, as a consequence of rapid absorption.

Eard{ovascular system:

are usuall and are ized by ycardia,
and cardiovascular collapse, which may lead to cardiac arresl.
Allergic:
Allergic reactions are characterized by cufaneous lesions, urlicaria, edema or anaphylactoid reactions.
Allergic reaclions may occur as a result of sensitivity either 1o the local anesthetic agent or o other com-
ponents in the formulatien. Allergic reactions as a result of senstivity to lidocaine are extremely rare and, if
they occur, should be managed by conventional means. The detection of sensitivity by skin tesling is of
doubttul value.
OVERDOSAGE
Acute emergencies from local anesthelics are generally related to high plasma levels encountered during
Iherapeutic use of local anesthetics. (see ADVERSE REACTIONS, WARNINGS, and PRECAUTIONS).
of local ar

The first i ion, best i by careful and constant monitoring of cardiovascular
and respiratory vital S|gns and lhe patient’s state of consciousness after each local anesthetic administration.
At the tirst sign of change, oxygen should be adminislered. .
The lirst step in the of ions consists of iate attention to the mair of a pa-
tent airway and assisted or controlled ventilation with oxygen and a delivery system capable of permitting im-
mediale positive airway pressure by mask. Immediately after the institution of these venlilatory measures,
the adequacy of the should be d, keeping in mind that drugs used {o treat convulsions

il depress the cil ion when ini Should persist despile
adequate respiratory support, and if the status of the circufation permlls small increments of an ultra-short
acting barbilurate (such as thiopental or thiamyial) or a benzodiazepine (such as diazepam) may be ad-
ministered intravenously. The clinician should be familiar, prior to use of local anesthetics, with these an-
ticonvulsant drugs. Suppartive treatment of circulatory may require i of i
fluids and, when appropriate, a vasopressor as dlrecled by 1he clinical situation (e.g., ephedrine).
If not treated i i . both ions and ion can result in hypoxia, acidosis,
bradycardia, arrhylhmlas and cardiac arresl It cardiac arres! should occur, .standard cardlopulmonary
tesuscilalive measures should be inslituted.
Dialysis is of negligible value in the treatment of acute overdesage with lidocaine.
The oral LD 4 of lidocaine HCI in non-fasted female rats is 459 (346-773) mg/kg (as the salt} and 214
(159-324) mg/kg (as the salt} in fasted female rats.
DOSAGE AND ADMINISTRATION
When Lidocaine Ointment 5% is used concomitantly wnh other products conlaining Ildocame the total dose
contributed by all formulalions must be Kept in mind,

Adult

A single applicalion should not exceed 5 gm of Lidocaine 0|nlmenl 5%, conlalnlng 250 mg of lidecaine base
00 mg of lidocaine hydrochlonde) This is roughly equivalent to
Squeezmg a six (6) mch Iength of ainlment from the lube. 1n a 70 kg adult this dose equals 3.6 mg/kg (1.6
mg/Ib) lidocaine base. No more than one-half ube, approxlmalely 17-20 gm of cintment or 850-1000 mg
lidocaine base, should be adminislered in any one day.

Although the incidence of adverse effects with Lidocaine Ointment 5% is quite low, caullun should be exer-
cised, particularly when employing large amounts, since lhe incidence of adverse effects is directly propor-
tional lo the total dose of local anesthetic agent administered.

Dosage for children

IUis difficult to recommend a maximum dose of any drug for children since this varies as a function of age and
weight. For children less than ten years who have a normal lean body mass and a normal lean body develop-
ment, the i dose may be by the ion of one of the slandard pediatric drug formulas
(e.g., Clark’s rule}. For example, in a child of five years weighing 50 Ibs., the dose of lidocaine should not
exceed 75-100 mg when calculated according to Clark’s rule. In any case, e maximum amount of Lidocaine
administered should not exceed 4.5 mg/kg (2.0 mg/lb) of body weighl

Administration

For medical use, apply topically for adequate conlrul ol symptoms. The use of a sterile gauze pad is sug-
gested for appllcanon 1o broken skin lissue. Apply to the tube prior to intubation.

In dentistry, apply lo previously dried oral mucosa. Subsequent removal of excess saliva with cnrlon rolls or
saliva ejector minimizes dilution of the ointment, permils
of swallowing the topical cintment.

For use in connection with Lhe insertion of new denlures, apply 1o all denture surfaces contacting mucosa,
IMPORTANT: Patients should consull a denlist at intervals not exceeding 48 hours 1hroughout the lmlng
period.

HOW SUPPLIED ‘

Lidocaine Ointment 5% is available in 1‘/1 0z. (35.449) lubes NDC 0168-0204-37. !

Caution: Federal law prohibits dispensing withoul perscription.

E. FOUGERA & CO.
a division of Altana Inc. R12/87
MELVILLE, NEW YORK 11747
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‘ " FOR EXTERNAL USE ONLY.
! NDC 0168.0204-37 B0 NOY DS i THE VEL:
j CONTAINS: Lidocaine base

: fo ug erc 5% in a water soluble base

consisting of polyethylene

LIDOCAINE OINTMENT, & i pborvens
\USP 5% ke

|

]

IUSUAL DOSAGE: Apply topically. Do not administer more
|than one-haif tube (approximately 17-20 i i
any 24 hour period. PP Y ®) of cintment in

\ NING: Keep out of reach of chil ren See crimp of tube for
'VJAR NG: Kt f h of dren, P

CAUTION: Federal law prohibits d spensing without Control No. and EXD- Date.
\ ipti

Store at controlled reom te -15°-30° *
] mperature-15°-30°C (59°-86°F). R1/88 W3554

|E. FOUGERA & CO,
‘advision of Altana Inc., MELVILLE, NEW YORK 11767

Usual Dosage: Apply topically. Do not
administer more than one-half tubs (approximately

i 3 17-20g) of cintment in any 24 hour period. . i
} g’, For External Use Only. Not for Ophthalmic U:xe. . See insert for complete oo |
1 = Store at controlled room temperature-15°-30°C information. e !
! - (59°-86°F). s i

E. FOUGERA & CO.
a division of Altana Inc., MELVILLE, NEW YORK 11747

6505-00-785-4357 NDC 0168-0204-37
WARNING: Keep out of reach
| 1'0 u g era of children. u

LIDOCAINE OINTMENT, CAUTION: Federal law prohibits

dispensing without prescription.
' USP 5%

B
1
! See crimp of tube for Control No. & Exp. Date. R1/88
H 6505-00-785-4357
- CONTAINS: Lidocaine base "
5% in a water-soluble base e
fougel’d consisting of polyethylene - -

glycol 300, and polyethylene 1\<\’

LIDOCAINE OINTMENT, glycol 1450 )
USP 5% NET WT. 11/4 0Z.(35.449) . »
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ANDA: 80-198/5-018

Altana Inc.
Attention: Andrew G, Clair, Ph.D.

60 Baylis Road DEC 15 1987
Melville, NY 11747

Dear Sir:

Reference is made to your supplemental new drug application submitted pursuant
to Section 314.70 of the Regulations, dated Cctober 20, 1987, regarding your
abbreviated new drug application for Lidocaine Qintment, USP - 5%.

The supplemental application provides for revised container labels, carton and
package insert labeling.

We have reviewed the draft labeling submitted and have the following cohments:
A) Container - Satisfactory
B) Carton - Satisfactory
C) Package Insert - Not Satisfactory

1)  You have omitted one whole column of information including
WARNINGS and PRECAUTIONS.

2) DOSAGE AND ADMINISTRATION - you have used the brand name
XYLOCAINE.

Please revise the package insert labeling, then prepare and submit final
printed labeling (or draft copy if you prefer) as an amendment to this
supplement.

Please let us have your response promptly.

Sincerely yours,

T

Marvin Seife, M.
Director
Division of Generic Drugs

Office of Drug Standards

Center for Drug Evaluation and Research
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