CENTER FOR DRUG EVALUATION AND RESEARCH

Trade Name:

Generic or
Proper Name:

Sponsor:

Approval Date:

Indication:

Approval Package for:

APPLICATION NUMBER:

0064880rig1s027

Xylocaine (lidocaine hydrochloride) Solutions for
Local Anesthesia in Dentistry

lidocaine hydrochloride with or without epinephrine

Astra Pharmaceutical Products Inc.

12/12/1984

Xylocaine (lidocaine hydrochloride) Solutions for Local
Anesthesia in Dentistry are indicated for production of local
anesthesia by nerve block or infiltration techniques.



CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

NDA 006488/S-027

CONTENTS

Reviews / Information Included in this NDA Review.

Approval Letter X
Other Action Letters

Labeling X
REMS

Summary Review

Officer/Employee List

Office Director Memo

Cross Discipline Team Leader Review

Medical Review(s)

Chemistry Review(s)

Environmental Assessment

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology/Biopharmaceutics Review(s)

Other Reviews

Risk Assessment and Risk Mitigation Review(s)

Proprietary Name Review(s)

Administrative/Correspondence Document(s) X




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:

NDA 006488/S-027

APPROVAL LETTER




LDA C-400/85-007

DEC 121984

Astra Fherpaceutica]l Froducts Ing.
Etie Street
kesthorough, fin G156}

Attention: [fruce B, hanning
Centlenen:

Flease refer to your seppiepental new drug epplication dated spril 0,
1281, resubmitted January 27, 193 pursuent to section §08(b) of the
Fedeval Food, Brug, and Cesmetic Act Tor Xylecaine (1ideceine HEY)
Selutions for iLocal Anesthesia in Dentistry.

ke acknowledge your final printee lsbeling dated September 21, 1004 ane
recetved by the Division on Septeader 25, 1064,

The supplepent (S5-007) prevides for revised labeling te conferm with
21 CFR 201,86 end 201,57 (Lebeling Forrat Revision) and with the Lecal
fnesthetic lumen Prescription Drugs Cless lLabeling tuideline for
Frofessional Labeling,

Ve have completed our revicw of this supplecental applicetion and it is
approved, Cur jetter of Decerber 4, 1077 detailed the conditions relating
te the approvel of this applicatien,

Strcerely yeurs,

Gty o

Petricia L. Russell, ILD.
Acting Divector
Pivision ef Swrgfcal-ventsl
frug Products
Office of Druy Resesrch and Review
Center for Drugs and Liologics
cc: BOS-00 (HFR-1100)
NDA 6-488
iF-160
HFE =240
HFE-63 e
Loc. Roon 160 : \v'&\
R/D: JPHannan 12/6/64 H0%
R/D init by PHRussell 12/10/84, CFPhoiberg 12/7/84, JKinscoe 12/7/84,
HLDickstein 12/10/84, GRoyer 12/7/84
FT td W1416Y 12/1C/84

APPROVAL
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Xylocaine (idocaine hydrochioride) DEC 19 1984 .
Solutions for Local Anesthesia in Dentistry APPROVED

DESCRIPTION
xylocame thdacaine HCI! solutions are sterile 1satomc selutions that contain a local anesthetic agent with and without epinephnine (as bitartrale) and are administered parenterally by injection. See INDICA-
TIONS AND USAGE for specitic uses The quantitative composition of each available solutions is shown in Table 1

Xylacaine solutions contain lidocaine HCI which 1S cnemn:aliv Epinephrineis| — ) — 3 4 — Diydroxy — - — | imethylamino)
designated as acetamige 2 N2 6 CH, CH, methyl | benzyl alcohol and has the following Structural
monohydrochlonde and has the rolvowmq stiuctoral formuia \ formula OH

NHOO-CHAN = HCI !

|
HO ?— CH,NHCH,
CH3 CEHS :
Table 1 Composition of Available Solutions HO H
PRODUCT IDENTIFICATION FORMULA
Xylocaing Epinephring SINGLE DOSE CARTRIDGES MULTIPLE DOSE VIALS
(idocaine HCII 1as the Citne Sodium Sodwm Ciiic Sodium Methyl- Sodiwm
Cancentration bitartrale) Acid Chioride Metabisultite Acid Chloride paraben Metabisulfite
% (dilution) mg./mi) img/mi| (mg/mi) (g ,/mly (mg/mt) {mg/ml} (mg/ml)
2 None Nane 60 None Nong 60 10 None
2 1100 000 02 60 05 02 60 10 05
2 150,000 02 60 05 NS NS NS NS

NS —Not Supplied
NOTE The pH of all solutions 15 adjusted to USP limits with sodium hydroxde and/or hydrochioric acid

CLINICAL PHARMACOLOGY
Mechanism of action Lidocaine stabilizes the neuronal membrane by inhibiting the ionic fluxes required for the initiation and conduction of impulses, thereby effecting local anesthetic action. :

Onser and duration of anesthesia When used for infiliration anesthesia in dental patients, the time of onset averages less than 2 minutes for Xylocaine 2% Solution and Xylocaine 2% Solutions with epine-
phrine Xylocaine 2% Solution provides an average pulp anesthesia of 5 minutes. Xylocaine 2% Solutions with epinephrine 1:100,000 or 1:50,000 provide an average pulp anesthesia af at least 60 minutes
with an average duration of soft lissue anesthesia of approximately 2 5 hours.

Whnen used for nerve block in dental patients the time of onset of Xylocaine 2% Solution with epinephring averages 2-4 minutes 2% ions with epi 1:100.000 or 1:50.000 provide an
average pulp anesthesia of al least 90 minutes with an average duration of soft tissue anesthesia of 325 hours

Hemodynamics Excessive blood levels may cause changes in cardiac oulpul, 1otal peripheral resistance, and mean arlenal pressure. These changes may be attiibutable to a direct depressant effect of the
lacal anesthelic agent on various components of the cardiovascular system and/or the beta gic receptor action of epinep when present,

Ph nenics ang i derived from diverse formulations, concentrations and usages reveals that lidocaine is completely absorbed lollowing parenteral administration, its rale of
absorplion depending. for example, upon various factors such as the site of administration and the presence or absence of a vasoconslrictor agent. Except for intravascular administration, the highest blood
levels are obrained following intercostal nerve block and the lowest after subcutaneous adminisiration

The plasma binding of lidocaine is dependent on drug cencentration. and the fraction bound decreases with increasing concentration. At concentrations of 1 to 4 ug of free base per mi. 60 to 80 percent of
ligocaine is protein bound. Binding is also on the plasma of the alpha-l-acid glycoprotein.

Lidocame crosses the blood-brain and placental barriers. presumably by passive diffusion

Lidocaine ss metabolized rapidly by the liver. and metaboliles and unchanged drug are excreted by the kidneys Emnansioamaim includes oxidative N-gealkylation. ring hydroxyiation. cleavage of the
amide linkage. and conjugation N-dealkylation. a major pathway of biotransformation. yields the metabolites i and gl ide. The pharmacological/toxicological actions of
Ihese metabolites are similar to, but less potent than. those of lidocaine. Approximately 90% of lidocaine administered is excreted in the furm of various metabolites, and less than 10% is excreted
unchanged The primary metabolite in uring is a conjugate of 4-hydroxy-2 6-dimethylaniling.

Studies of lidocaine foltowing i Bbolus ions have shown that the elimination half-life of this agent is typically 1.5 to 2.0 hours. Because of the rapid rate at which lidocaine is
metabolized, any condition that affects liver function may alter lidocaine kinetics. The haif-iife may be prolonged two-fold or more in patients with liver dysfunction. Renal dysfunction does nat atfect lido-
caine kinetics but may increase the accumulation of metabolites.

Factors such as acidosis and the use of CNS stimulants and depressants aftect the CNS levels of lidocaine required to produce overt systemic effects. Objective adverse manifestations become increas-
ingly apparent with increasing venous pfasma levels above 6.0 g free base per mi. In the rhesus monkey, arterial biood levels of 18-21 wg/ml have been shown to be threshold for convulsive activity

INDICATIONS AND USAGE

Xylocaine (lidocaine HCI| Solutions are indicated for production of local anesthesia by nerve block or infiltration iques. Only accepted for these as ibed in standard
textbooks are recommended

CONTRAINDICATIONS

Lidocaine HCI is contraindicated in patients with a known history of hyper 1o lacal ol the amide type.

WARNINGS

DENTAL PAACTITIONERS WHO EMPLOY LOCAL ANESTHETIC AGENTS SHOULD BE WELL VERSED IN DIAGNOSIS AND MANAGEMENT OF EMERGENCIES WHICH MAY ARISE FROM THEIR USE
RESUSCITATIVE EQUIPMENT. OXYGEN AND OTHER RESUSCITATIVE DRUGS SHOULD BE AVAILABLE FOR IMMEDIATE USE

To minimize the | of lar injection, aspiration should be performed before the local anesthelic solution is injected. If blood is aspirated, the needie must be repositioned until no return of
tlood can be elicited by aspiration Note. however. thal the absence of blood in the syringe does not assure that intravascular injection will be avoided

PRECAUTIONS

Genesal The salety and effectiveness ol lidocaine depend on proper dosage, carrect technique. adequate precautions, and readiness for Standard should be 1or specific
1echniques and precautions for various regional anesthetic procedures. Resuscitalive equipment, oxygen, and other resuscitative drugs should be available for immediate use. (See WARNINGS and
ADVERSE REACTIONS } The lowes! dosage that results in effective anesthesia should be used to avoid high plasma levels and serious adverse effects. Repeated doses of lidocaine may cause significant
incieases in blood levels with each repeated dose because of siow accumulation of the drug or its metabolites. Tolerance to elevated blood levels varies with the status of the patient. Debilitated elderly
patients. acutely ill patients. and children should be given reduced doses commensurate with their age and physical condition. Lidocaine should also be used with caulion in patients with severe shcok
of heart block

Local solutions should be used cautiously in areas of the body supplied by end arteries or having otherwise compromised blood supply. Patients with peripheral
vascular disease and those with nvarIenswe vascular disease may exhibit exaggerated vasoconstriclor response. Ischemic injury of necrosis may result. Preparations containing a vasocanstrictor should
be used with caution in patients during or following the administration of potent general anesthetic agents. since cardiac arthythmias may occur under such conditions.

(¥ ar and resp y {adequacy of ventilation) vital signs and the patient's state of cons should be manitored after each local anesthetic injection. Restlessness, anxiety, tinnitus.
dizziness. blurred vision. tremors. depression or drowsiness should alert the practitioner to the possibility of central nervous system toxicity. Signs and symptoms of depressed cardiovascular function may
commonly result from 3 vasovagal reaction. particularly if the patient is in an upright position: placing the patient in the position is when an adverse response is noted after injection

of a local anesthetic. (See ADVERSE REACTIONS. Cardiovascular System|. Since amide-type local anesthetics are metabolized by the liver, lidocaine should be used with caution in patients with hepatic
fisease

Patients with severe hepatic disease. because of their inability 1o metabolize local anesthetics normally, are at greates risk of g loxic plasma Lidocaine should also be used with
caution in patients with impaired cardiovascular function.

Many drugs used during the conduct of anesihesia are considered potential triggering agents for familial malignant hyperthermia. Since it is not known whether amide-type local anesthetics may trigger
this reaction and since the need for supplemental general anesthesia cannot be predicted in advance, it is supoestan that & standard protocol for management should be available, Early unexplained signs

of tachycardia. tachypnea, labile blood pressure and metabolic acidosis may precede temperature elevation, Si ful outcome 8 on early is, prompt disconti of the suspect
triggering agentis) and prompt treatment. including oxygen theragy. dantrolene (cansult dantiolene sodium intravenaus package insert before using} and other supportive measures.
Lidocaine should be used with caution in persons with known drug sensitivities. Patients allergic to para iC acid (procaine, . benzocaine, etc ) have not shown cross

sensitivity 10 lidocaine.
Use in the Heaaana WNeck Area. Small doses of local anesthelics injected into the head and neck area. including retrobulbar, dental and siellam ganglion blocks. may Dluuur.ﬂ adverse reactiuns similar t0

systemic loxicily seen with of larger doses. Confusion, and/ o aresl. and
have been reported. These reaclions may be due to intra-arterial imection of the local anesmeﬂc with rellonrade flow lulhe cerebral cucula! jon. Patients receiving these blocks should hauetheu circulation
and respiration monitored and be constantly observed. R and | for reating adverse reactions should be immediately available. Dosage recommendations should not be ex-

ceeded. (See DOSAGE AND ADMINISTRATION )
information for Patients-The palient should be informed of the possibility of temporary loss of sensation and muscle function following Infiltration or nerve block injections,

The patient should be advised to exert caution ta avoid inadvertent trauma to the lips, tongue, cheek mucasae or saft palate when these structures are anesthetized. The ingestion of food shouid therefore be
postponed until normal function returns. The patient should be advised 1o consult the dentist if anesthesia persists ot if a rash develops

Chinically drug The istration of local solutions i or inep o i)anems reuewm mongamine oxidase inhibitors, tricyclic anti-

depressants or phenothiazines may produce Severe. ged hy of ion. Concurnent use of meseagems' gei ly be avoided. In when therapy is nec Y.

careful patient manitoring is essential

G of vasopressor drugs and ergot-type oxylocic drugs may cause severe, persistent hypertension o ceretrovascular accidents.

Dmgﬂ.ana!aroa' test imteractions: The intramuscular injection of lidocaine may result in an increase in creatine phosphokinase levels. Thus, the use of this enzyme determination, without isoenzyme
test for the of acute myocardial infarction may be compromised by the intramuscular injection of lidocaine

[ i i8. i of fertiity. Studies of lidocaine in animals to evaluale the carcinogenic and mutagenic potential or the effect on fertility have not been conducted



Fregnancy Teratogenic EMects Pregnancy Category B. Reproduction studies have been performed in rats at doses up to 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-contiolled studies in pregnant women. Animal reproduction studies are not always predictive of human response. General consideration should
be given to this fact betore agministering hidocaine to women of childbearing potential, especially during early pregnancy when maximum organcgenesis fakes place

Nursmg mothers It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk. caution should be exercised when lidocaing is administered 10 a nursing
woman

Pegiatnic use Dosages in children should be reduced. commensurate with age. body weight and physical condition. See DOSAGE AND ADMINISTRATION
ADVERSE REACTIONS
Adverse expeniences laliowing the agministration of lidocaine are similar in nature |o thase observed with other amide local anesthelic agents. These adverse expeniences are in general. dose-related and

may result from high plasma levels caused by excessive dosage. rapid injection. or may result Irom a hyper tolerance on the
parl of the patien! Serious adverse experiences are generally Syslemic in nature Ihe following types are those most commonly reported

Central nervous sysiem CNS manilestalions are excitatory and/or depressant and may be ized by ner op euphona. gizziness.

tinnilus. blurred ot double vision, vomiting, of heat. cold or hing. tremors. and arrest. The excitatory manifestations may
be very briel or may not occur at all. in which case the first manifestation of toxicity may be drowsiness merging into unconsciousness and respumow arrest

Drowsiness following the administration of hidocaine is usually an early sign of a high blood level of the drug and may cccur as a consequence of rapid absoiption

Cardiovascuiar sys!em Cardiovascular manifestations are usually depressant and are ed by 1. and cardiovascular collapse. which may lead to cardiac arrest

Signs and symp ar function may result from a gal reaction, ly if the patient is in an upnuhl position: Less commonly. they may result from a direct
ellect of the drug Faume to recognize the gremonilory signs such as sweating, a feeling of faintness. changes in pulse o may result in progressive cerebral hypoxia and seizure of serious
€ catastraphe consists of placing the patient in the recumbent position and ventilation with oxygen Supportive treatment of circutatory depression may require the agministiation

of intravenous fluids and when dDDlnDnale a vasopressor (e.g. ephedring) as directed by the clinical situation

Alfergrc Allergic reactions aie characterized by cutaneous lesions, urticaria. edema of anaphylactoid reactions. Allergic reactions as a resull ol sensitivily to lidocame are extremely rare and. if they oceur,
should be managed by conventional means The detection of sensitivity by skin testing is of doubtful value

Newrologic The incidences of adverse reactions (e.g.. persistent neurclogic deficit} associated with the use of local anesthetics may be related (0 the technique employed. the tolal dose of local anesthetic
administered. the particular drug used. the route of administiation. and the physical condition of the patient

OVERDOSAGE

Agute emergencies lrom local anesthetics are generally 1elated to high plasma levels encountered during therapeutic use of local anesthelics or to unintended subarachnoid injection of local anesthetic
solution isee ADVERSE REACTIONS. WARNINGS. and PRECAUTIONS|

M: of local The first consideration is prevention, best accomplished by careful ang constant monitonng of cardiovascula and respiratory wital signs and the patient s state
of consciousness after each local aneslhetlc imjection At the first sign of change. oxygen should be administered

The first step in the management of convulsions consists of unmedmle attention to the mamtenanm of a patent airway and assisted or controlled ventilation with oxygen and a delivery System capable of
of these

permitling immediate positive airway pressure by mask y after the the adequacy of the circulation should be evaluated. keeping in mind that drugs used
fo treat convulsions sometimes depress the circulation when i y. Shoutd ¢ persist despile adeguate respiralory support. and if the status of the circulation permils, small
ncrements of an ultra-short acting barbiturale (such as i or ora i isuch as d may be Iy The clinician should be familiar. prior 10 use of
local with these antic drugs Supportive treatment of circulatory may require admi of Ilmﬂs and wmn appropriate. a vasopressar as direcled by the
clinical situation (e g . ephedrine|

I not treated i bath I and ion Can result in hypoxia acidosts, bradycardia. arrhylthmias and cardiac arrest If cardiac arrest should occws, slandard cardio-
pulmonary resuscitative measures should be instituted

E g drugs and iques familiar to the clinician. may be after initial i of oxygen by mask. if difficulty is encountered in the maintenance of a
patent airway or if ¥ Support or controlled) is indicated.

Dialysis is of value in the of acute age with lidocaine.

The inteavenous LD, of ligocaine HCI in temale mice is 26 (21-31)mg/kg and the subcutaneous LD, is 264 (203-304)mg/kg
DOSAGE AND ADMINISTRATION

When used for local anesthesia in dental procedures the dosage of Xylocaine (lidocaine HCI} Solution depends on the physical status of tne patient. the area of the oral cavity to be anesthetized, the vascu-
larity of the oral tissues. and the technique of anesthesia The least volume of solution that results in effective local anesthesia should be adminisiered, time should be allowed between injections to
observe the patient for manifestations of an adverse reaction. For specific ques and pi of a local in the oral cavity, refer to standard textbooks

For mast routine dental procedures. Xylocaine Solution 2% with epinephrine 1:100,000 is preferred. Hawever, when greater depth and a more pronounced hemostasis are required, a 1:50,000 epinephring
concentration should be used.

Dosage r ould be on an dual basis. In oral infiltration and/or mandibular block. initial dosages of 1.0-5.0ml {'5-2', cartridges) of Xylocaine Solution 2% with epinephrine
1:50. Doa or 1:100. nm alE usually effective

In children under 10 years of age it Is rarely necessary to administer more than ane-half cartridge (0.9-1.0ml or 18-20mg) of Xylocaing Solution per procedure to achieve local anesthesia for a procedure
involving a single tooth. In maxillary infilration, this amount will often suffice o the treatment of two or even three teeth. In the mandibular block, however, satisfactory anesthesia achieved with this amount
of drug will allow treatment of the teeth in an entire quadrant

Aspiration is recommended since it reduces the possibility of intravascular injection. theseby keeping the incidence of side effects and anesthetic fallures to a minimum

WOTE: Parenteral drug products should be inspected visually lor particulate matter and discoloration prior to administration whenever the solution and container permit. Solutions that are discolored and,/or
contam particulale matter should not be used

Any vnused portion of a cartridge of Xylocaine Solution should be discarded
Maxrmum recommended dosages:

Fm normal heaithy adulls, the individual dose of lidocaine HCI with epinephrine should be kept below 500mg and in any case should not exceed Tmg/kg (3 2mg/Ib) of body weight. When used without
epinephrine, the amount of lidocaine HCI administered should be kept below 300mg and in any case should not exceed 4.5mg/kg (2mg/ib) of body weight

Pediatic

Children:

1L is difficult to recommend a maximum dose of any drug for children since this varies as a function of age and weight. For children of less than ten years who have a normal lean body mass and normal body
the dose may be ly the of one of the standard pediatric drug formulas {e g. Clark's rule). For example. in a child of five years weighing 50 Ibs. the dose of lido-

caine should not exceed 75-100mg when calculated according to Clark's rule. In any case, the maximum dase of Xylocaine Solution with epinephrine should not exceed 7mg/kg (3 2mg/Ib) of body weight
When used without epinephrine, the amount of Xylocaine Solution agministered should not exceed 4 Smo/kg (2. 0mg/Ib} of bady weight

HOW SUPPLIED

Kylocaing (idocaine HCI) 2% Solution Xylocaine (lidocaine HCIj 2% Solution with Epinephring 1:100.000  Xylocaine (lidacaine HCI) 2% Solution with Epinephrine 1:50,000
Cartridges. 1.8ml. 100 per carton (NDC D186-0170-14) Cartridges. 1.8mi, 100 per carton (NDC 0186-0175-14) Cartridges. 1.8ml, 100 per carton {NDC 0186-0180-14)

Multiple dose vials, 20ml (NDC 0186-0120-01) Multiple dose vials. 20ml (NDC 0186-0125-01)

Sterilization: Sterage and Technical Procedures

. Cartridges should not be autoclaved, because the closures employed cannot withstand autoclaving temperatures and pressures. Vials containing lidocaine HCI solutions without epinephrine may be
autoclaved repeatedly il necessary.

If chemical disinfection of anesthetic cartridges is desired, either pure undiluted isopropyl alcohol {91%) or 70% ethyl alcohol US.P. is recommended. Many commercially available brands of rubbing
alcohol, as well as solutions of ethyl alcohol not of U.S.P. grade, contain denaturants that are injurious to rubber and, therefore, are not to be used. Itis ded that chemical di be accom-
plished just prior 1o use by wiping the cartridge cap thoroughly with a pledget of cotton that has been moistened with recommended alcohol.

Certain metallic ions (mercury, 2inc. Copper et ) have been refated to swelling and edema after local anesthesia in dentistry. Therefore, chemical disinfectants containing or releasing these ions are not
recommended. Antirust tablets usually contain sodium nitrite or some similar agents that may be capable of releasing metal ions. Because of this. aluminum sealed cartridges should not be kept in such
solutions.

Quaternary ammonium salts, such as b chioride. are electrolytically i with aluminum. Cartridges of Xylocaine (lidocaine HCI) are sealed with aluminum caps and there-
fore should not be immersed in any solution containing these salts

To avoid leakage of solutions during injection, be sure to penetrate the center of the rubber diaphragm when loading the syringe. An off-center penelration produces an oval shaped punclure that allows
leakage around the needie

Cracking of glass cartridges is most often the result of an atlempt lo use a carlridge with an extruded plungér. An extruded plunger loses its lubrication and can be forced back into the cartridge only with
difficulty. Cartridges with extruded plungers should be discarded

Store at controfled 1oom temperature: 15°-30°C {59°-86°F)
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NDA NUMBER
NOTICE OF APPROVAL . 1[\'[5 6;488 )
NEW DRUG APPLICATION OR SUPPLEMENT ATE APPROVAL LETTER ISSUED
DEC 12 1384
™ HFW-20 FROM: "
ﬁ(XXXXzX&X%XX&&XWM) m Bureau of Drugs

[ ] Bureau of Veterinary Medicine

ATTENTION

Forward original of this form for publication only after approval letter has been issued and the date of
approval has been entered above.

TYPE OF APPLICATION CATEGORY

SUPPLEMENT ABBREVIATED SUPPLEMENT
D OR.G}NAL NDA Cw TO NDA D ORIGINAL NDA C] TO ANDA | ! HUMAN

[] VETERINARY

“TRADE NAME (or ofher designated name) AND ESTABLISHED OR NONPROPRIETARY NAME i any) OF DRUG.
Xylocaine Solutions for Local Anesthesia in Dentistry

DOSAGE FORM HOW DISPENSED
injectable A rx (Jore

ACTIVE INGREDIENTI(S) (as declared on label. List by established or nonproprietary name(s) and include amount(s), if amount is
declared on label.)

lTidociane HC1 - 2% plain
2% w/ epinephrine 1:50,000
2% w/ epinephrine 1:100,000

NAME OF APPLICANT (Include City and State)

Astra Pharmaceutical Products Inc.
Otis Street
Westborough, MA 01581

PRINCIPAL INDICATION OR PHARMACOLOGICAL CATEGORY

local anéthetic for use in dentistry

COMPLETE FOR VETERINARY ONLY

ANIIAAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

revised final printed labeling in conformance with 21 CFR 201.56 and
201,57

faN

\
A

FORM PREPARED BY
1 —_—

fn W
- J%@»Mé@nlﬁ,} Nl vy °ATE 5 Dec 1984

FORM APPROVED BY =

NAME 4 .
Charles P. Hoiberg, PhD//j///J//

FORM FD 1642 (2/75) PREVIOUS EDITION MAY BE USED UNTIL SUPRLY IS EXHAUSTED.
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FINAL PRINTED LABELING
September 21, 1984

Center for Drugs and Biologics, HFN-160
Attention: Document Control Room, #18B-03
5600 Fishers Lane

Rockville, Maryland 20857

Gentlemen:

Reference is made to our Supplemental New Drug Application 6-488/S-027
submitted on April 30, 1981 and resubmitted on January 27, 1983 which
provides for revised labeling to conform with 21 CFR 201.56 and 201.57
(Labeling Format Revision) and with the Local Anesthetic Human

Prescription Drugs Class Labeling Guideline for Professional Labeling.

Please refer also to your letter of March 16, 1984 in which you
requested that certain changes be included in the final printed package
insert.

We have revised the package insert in accordance with your letter. We
have also decided to include under Precautions, the subsection Use in
the Head and Neck Area as previously requested by the Agency.

Enclosed are twelve (12) copies of printed labeling, eight (8) copies
are unbound as required by regulation.

Thank you for your continuing review of our application.

Sincerely, ,/—)

)
A ,///(
DE;:Z J. ; zi /4;/V4://

Drug Regulatory Affairs

DJP/jls

Enclosures

OTIS STREET WESTBOROQUGH MASSACHUSETTS 01581 TELEPHONE: 617 366 -11C0

810108 CABLE ASTRAPHARM





