CENTER FOR DRUG EVALUATION AND RESEARCH

Approval Package for:

APPLICATION NUMBER:

19-941 / S-002

Trade Name: EMLA Cream
Generic Name: Lidocaine 2.5% and prilocaine 2.5%
Sponsor': AstraZeneca LP

Approval Date:  April 11, 1994



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

19-941 / S-002

CONTENTS

Reviews / Information Included in this NDA Review.

Approval Letter | | X

Approvable Letter

Labeling X
Medical Review(s)

Chemistry Review(s)

Pharmacology Review(s)

Statistical Review(s)

Microbiology Review(s)

Clinical Pharmacology/ Biopharmaceutics Review(s)

Administrative/Correspondence Document(s) X




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

19-941 / S-002

APPROVAL LETTER




“\\“h.‘k‘ (£ 3 l
’ J : DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

’mh Food and Drug Administration
Rockville MD 20857

NDA 19-941/S-002

Astra USA, Inc. L e
P O. Box 4500 T O
Westborough, MA 01581-4500

Attention: James G.Baumann,Jr.
Regulatory Affairs

Dear Mr. Baumann:

Please refer to your supplemental new drug application dated
December 10, 1993 submitted pursuant to section 505{(b) of the
Federal Food, Drug, and Cosmetic Act for EMLA (lidocaine 2.5% and
prilocaine 2.5%) Cream.

The supplemental application provides for minor changes to the
originally approved package insert.

We have completed our review of thisg supplemental application
"with draft labeling and it is approved effective as of the date
of this letter.

The final printed labeling (FPL) must be identical to the
submitted draft labeling approved effective as of the date of
this letter and the Instructions for Use approved December 30,
1992. Marketing the product with FPL that is not identical to
this draft labeling and the approved Instructions for Use may
render the product misbranded and an unapproved drug.

Please submit twelve copies of the FPL as soon as available.
Please individually mount seven of the copies on heavy weight
paper or gimilar material. For administrative purposes this
submissgion should be designated "FINAL PRINTED LABELING" for
approved supplemental NDA 19-941/S-002. Approval of this FPL is
not required before it is used.

Should additional information relating to the safety and
effectiveness of the drug become available prior to our receipt
of the FPL, revigsion of that labeling may be required.
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Should you have any questions, please contact Leslie Vaccari,
Project Manager, 301-443-3741.

We remind you that you must comply with the regquirements for an
approved NDA as set forth under 21 CFR 314.80 and 314.81.

Sincerely yours,

Review Team
Pilot Drug Evaluation Staff, HFD-007
Center for Drug Evaluation and Research

Robert Bedford, M.D. Dennis Bashaw, Pharm.D.
Medical Officer Pharmacokilneticist

Leslie Vaccari
Project Manager
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EMLA O

CREAM (lidocaine 2.5%
and prilocaine 2.5%)

DESCRIPTION |
EMLA Cream lidocaine 2.5% and prilocaine 2,5%) is an emulsion ’ G pNase is a sutectic mixture
of lidocamne and pritocaine in a rstio of 1:1 by weight. A eutectic mixture aas a metting point below room termr
perature and therefore both locaf anesthetics exist as a liquid oil rather than as crystais. [
Lidocaine is chemically designated as acetamide. 2-tdiethylaming)-N{2.6-dimethylphenyl), has an
octanol:water partiuon ratio of 43 at pH 7 4 and has ihe following structure: -~
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Prilocaine is chemicallv designated as propanamide. N-i2-methyl-phenyl)-2-(propylamino), has an
octanol:water partitian ratio of 25 at pH 7.4, and has the tolowing siructure;
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Each gram of EMLA Cream contains fidocaine 25 mg, prilocaine 25 mg. polyoxyethyiene fatty acid esters (as

iers). carboxyp: lene {as a thickening agent), sodium hvdroxide to adjust 10 a pH approximating

9, and purified water (auout 22%) 10 1 gram. EMLA Cream contains no preservative, however it passes the
USP antimicrobia! effectiveness test due to the pH. The specitic gravity of EMLA Cream s 1.00.

CLINICAL PHARMACDLOGY

Mechanism of Action: EMLA Cream {lidocaine 2.5% and prilocaine 2.5%). applied to intact skin under occlu-
sive dressing, provides dermal anaigesia by the release of lidocaine and prilocaine from the cream into the
epidermal and dermal layers of the skin and the accumulation of fidocaine and prilocaine in the vicinity of der-
mal pain receptors and nerve endings. Lidocaine and prilocaine are amide-type locat anesthetic agents. Both
lidocaine and prilocaine stabilize neuronat membranes by inhibiting the ionic fluxes required for the initiation
and conduction of impulses. thereoy effecting local anesthetic action.

The onset. depth and durahon of dermal analgesia provided by EMLA Cream depends primarily on the duration
ot application. To provide sutticient analgesia for clinical procedures such as intravenous catheter placement
and venipuncture, EMLA Cream should be applied under an occlusive dressing for at least 1 hour. To provide
dermal analgesia for clinical procedures such as split skin graft harvesting, EMLA Cream should be applied
under occlusive dressing for at least 2 hours. Satisfactory dermal anaigesia is achieved 1 hour affer application,
reaches maximum at 2 to 3 heurs. and persists for 110 2 hours after removal.

Dermal application of EMLA Cream may cause a transient, local blanching followed by a transient, local red-
ness or erythema.

Pharmacokinetics: EMLA Cream is a eutectic mixture of lidocaine 2.5% and prilocaine 2.5% tormulated as an oil
in water emuision. As a eutectic mixture. both anesthetics are liquid at room temperature (see DESCRIPTION)
and the penetration and subsequent sysiemic absorption of both prilocaine and fidocaine are enhanced over
that which would be seen if eacn component in crystalline form was applied separately as a 2.5% topical cream.
The amount of lidocaine and prilocaine systemically absorbed from EMLA Cream is directly related to both the
duration of application and to the area over which it is applied. In two pharmacokinetic studies, 60 g of EMLA
Cream (1.5 g lidocaine and 1.5 g pnlocaine) was applied to 400 ca¥ of intact skin on the lateral thigh and then
covered by an occlusive dressing. The subjects were then randomized such that one-half of the subjects had
the occlusive dressing and residual cream removed after 3 hours, while the remainder left the dressing in
place for 24 hours. The results from these studies are summarized below.

TABLE 1
Absorption of Lidocaine and Prilocaine frem EMLA Cream
Normal Volunteers (N=16)

EMLA Area Time on Drug Content Absorbed Cmax Tmax
1] (cm?) {hrs) (mg) {mg) (ng/mL) thn)
80 400 3 lidocaine 1500 54 012 4

prilocaine 1500 92 0.07 4
60 400 24° lidocaine 1500 243 0.28 10
prilocaine 1500 503 | 014 10

“Maximum recommended duration of exposure is 4 hours.

When EMLA Cream is used according to the recommended dosing instructions, peak dlood levels of fidocaine
are approximatety 1/20 the systemic toxic level. Likewise, the maximum prilocaine level is about 1/36 the toxic
level. The application of EMLA Cream to broken or inflamed skin, or to 2.000 ¢ or more of skin where more of
both anesthetics are absorbed, could resuit in higher plasma levels that could. in susceptible individuals,
produce a systemic pharmacologic response. When each drug is administered intravenously, the steady-state
voiume of distribution is 1.1 to 2.1 L/kg (mean 1.5, 0.3 SD. n=13) for lidocaine and is 0.7 to 4.4 L/kg (mean
2.6, 1.3 SD, n=13) for prilocaine. The farger distribution volume for prilocaine produces the lower plasma con-
centrations of prilocaine observed when equat amounts of prilocaine and lidocaine are administered. At concen-
trations produced by application of EMLA Cream. lidocaine is approximately 70% bound t¢ plasma proteins,
primarily alpha-1-acid glycoprmein At much higher plasma concentrations (1 te 4 ug/mL of free base) the plas-
ma protein binding of fidocaine is concentration dependent. Prilocaine 1s 55% bound to plasma proteins. Both
lidocaine and prilocaine cross the placentai and bfood brain barrier. presumably by passive diffusion.

1t is not known if lidocaine or prilocaine are melabohzed m tne skin. Lidocaine is metabollzed rapldiy by
the fiver to a number of metabolites including yiglycinexylidide {MEGX) and glycinexy

both of which have pnarmacologic activity simiiar to, but less potent ihan that of fidocaine. The metabolne
2.6-xylidine. has unknown pharmacologic activity but is carcinogenic in rats {see Carcinogenesis subsection of
PRECAUTIONS). Following intravenous aoministration, MEGX and GX concentrations in serum range from

INSTRUCTIONS

11 10 36% and from § to **™ of lidocaine concentrations. respectively Prugcaine -
liver and kioneys by amsg var:ous metaoolites ncluoing orho-tcluic @ N-n-oropylalanme. Itis not
metadolized by plasma es The orthe-iclurding metaoohite nas teen \6 pe carcinogemc in several
animal models {see Carcinu,.iesis subsaction ¢! PRECAUTIONS). in agowins grne-toluidine €an produce
inemia toilowing doses at prifocane approximating § mq:kg (See ADVERSE REAC-
TIONS). Very young patients. ;Janems =t glucase-3-ohosphate deficiencres and patients taking oxidizing
drugs such as anumalarials and sutforamides are morse susceptible to Melhemogicoinemia (see Methemo-
giobinemia subsection of PRECAUTIONS).

The hall-life of lioocaine eliminanon trom the piasma foltowing IV administrangn s approximately 65 to
150 minutes (mean 110. =23 SO. n=13). This half-iife mav be increased in carciac or hepatic dvstunction. More
than 98% of an absorbed dose of lidocaine can te recovesed 1n the unne as metzooites or parent drug. The
systemic clearance is 10 to 20 mL/minzkg {mean 3. £3 SO. n=13). The ehminayon half-lfe of prilocame is
approximately 10 to 150 minutes (mean 70. =48 S0 n=13). The systemic clearance is 18 to 64 mU/mintkg
{mean 38. +15 §0. n=13). Prilccaine’s hali-lile also may be increased in hepatc gr renal dysfunction since both
of these organs are invalved in prilocatne metatolism.

CLINICAL STUDIES

EMLA Cream application :n aduits prior to 1V cannulaticn or venpuncture s ciugiea in 200 patients in
four clinrcal studies in Europe. Application for at least 1 hour provided sigiticantty more dermal analgesia
than placebo cream or ethyl chloride. EMULA Cream was comparaole 10 Subcuianegus lidocaine. but was less
efficacious than intradermal lidocaine. Most patients found EMLA Cream treatment preferable to lidocaine infik
{ration or ethyi chlonide spray.

EMLA Cream was compared with 0.5% lidocaine infiltration prior to skin graft harvesting n one open labet
study in 80 adult patients in England. Application of EMLA Cream lor 2 10 5 hours provided dermal anaigesia
comparable to lidocaine mfiltraticn.

EMLA Cream application in children was studied in seven non-US studies (320 patients) and one US study
(100 patients}. in contronleo studies. application of EMLA Cream for at least 1 hoyr with or without presurgical
megication prior to neecle insertion provided significantly more pain reduction than placebo. In children under
the age of seven years. EMLA Cream was less effective than in older children or aduits.

EMLA Cream was compared with placebo in the laser treatment of facial port-wine stains in 72 pediatric
patients (ages 5~16). EMLA Cream was et{ective in providing pam relief during ‘aser treatment.

Local dermal etfects associated with EMLA Cream application in these studies on intact skin included pale-
ness. redness and edema and were transient in nature (see ADVERSE REACTIONS).

Individualization of Dose: The dose of EMLA Cream which provides effective analgesia depends on the dura-
tion of the appiication over the treated area.

All pharmacokinetic and clinical studies employed a thick layer of EMLA Cream (1-2 ¢/10 om?). The duration
of application prior to venipuncture was 1 hour. The duration of application prior to taking split thickness skin
grafts was 2 hours. Although a thinner application may be efficacious, such has not been studied and may
result in less complete anaigesia or a shorter guration of adequate analgesia.

The systemic absorption of lidocaine and prilocaine is a side effect of the desired local effect. The amount of
drug absorbed depends on surface area and duration of application. The systemic blood levels depend on the
amount absorbed and patient size (weight) and rate of systemic drug elimination. Long duration of application,
large treatment area. small patients, or impaired efimination may result in high blood levels. The systemic
blood levels are typically a small traction (1/20 to 1/50) of the blood levels which produce toxicity. Table 2
which follows gives maximum recommended application areas for infants and children.

TABLE 2

EMLA CREAM MAXIMUM RECOMMENDEO APPLICATION AREA®
Far Infants and Children
Based on Application {o Intact Skin

_sretavolized in both the

Body Weight ‘ Maximum Application Area
(kg} (cmi)*

up to 10 kg [ 100

101020 kg | 600

above 20 kg | 2000

* These are broad guidelines tor avoiding systemic toxicity in applying EMLA 1o patients with normal intact
skin and with normal renal and hepatic function.
**For more individualized calculation of how much lidocaine and prilocaine may be absorbed, physicians can
use the following estimates of lidocaine and prilocaine aosorption for children and adults:
The esumaled mean (+SD) aosorption of lidocaine is 0.045 (+0.016} mg/cm¥hr,
The mean (+SD) ption of prilocaine is 0.077 {+0.036) mg/cm'/hr.
An 1V antiarrhythmic dose of lidocaine is 1 mgr/kg {70 mg/70 kg) and gives a blood level of about 1 ug/ml.
Toxicity would be expected at biood levels above 5 ug/mL. Smaller areas of treatment are recommended in a
debilitated patient. a small child or a patient with impaired elimination. Decreasing the duration of application
is likely to decrease the analgesic eftect.
INOICATION AND USAGE
EMUA Cream (a eutectic mixture of fidocaine 2.5% and prilocaine 2.5%) is indicated as a topical anesthetic for
use on narmai intact skin for local analgesia.
EMLA Cream is not recommended for use on mucous membranes because limited studies show much greater
absorption of lidocaine and pnlocaine than through intact skin. Safe dosing recommendations for use on
mucous membranes cannot be made because it has not been studied adequately.
EMLA Cream is not recommended in any clinical situation in which penetration or migration beyond the tympan-
ic membrane into the middle ear is possible because of the ototoxic effects observed in animal studies (see
WARNINGS).

CONTRAINDICATIONS
EMLA Cream {lidocaine 2.5% and prilocaine 2.5%) is contraindicated in patients with a known history of sen-
sitivity to locat anesthetics of the amide type or to any other component of the product.

WARNINGS

Appiication of EMLA Cream to larger areas or for longer times than those recommended could result in sutficient
absorption of idocaine and prilocaine resulting in serious adverse ettects (see Individualization of Dose).

Studies in laboratory animais {guinea pigs) have shown that EMLA Cream has an ototoxic effect when instilled
into the middle ear. In these same studies, animals exposed to EMLA Cream in the external auditory canal
only, showed no abnormality. EMLA Cream should not be used in any clinical si in which its
or migration beyond the tympanic membrane into the middle ear is possible.

EMLA (O

CREAM (lidocaine 2.5%

and prilocaine 2.5%)

1 . Apply 2.5 g of cream
{1/2 the 5 g tube) per 20
to 25 cn¥ (approx. 2 in.
by 2 in.) of skin in a thick
layer at the site of the
prccedure.

2. Take an occlusive
dressing (provided with the
5 g tubes only) and remove
the center cut-out piece.

3. Peel the paper liner
from the paper framed
dressing.

(Instructions continued on
reverse side) .
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Cream shou!d net be used in those rare 2atients with congenital or idiopathic

Methemoglobinemia: £’
anis ynder the sge ol ryelve months wno are receving reatment with methemo-

methemnglooinemia anc
globm-mouc:ng zgents.
Very vaung patients or patenis with glucose-5-pnosghate ¢ s ate more susceptible ta methemoglobinemia.
Palients iaking grugs 3SSOCI3ted with drug-tnouced Mic...¢moglocinemia such as sutfonamides, aceta-
inopnen, aceianilia, aniing dves. benzocaine, cnloroguine, ¢apsone. napnihalene. mirdtes and nitrites, nitro-
furantoin. mitroglycenin. MIOLrUSsige. camaquine. para-aminosakcylic acid. phenacetin. phenobarbital,
phenytoin, primaouine. Guimne. are alse at greater nisk for geveloping methemoglobinemia.
Methemoglobinermia (28%) Ueveloped in a shree-month ofd male infant (5.3 kg) who had 5 grams of EMLA
Cream under an ccclusive Qressing applied to the back of the hands &aa in the cubital regons for 5 hours. The
mefhemogiobinemia was successfully treaied with IV methyiene blue. Tha patient was concomitantly receiving
tnmiethopnim (16 mguday) and sulfamethoxazole (80 mgsday} for a urinary tract nfection.

PRECAUTIONS
General: Qepeated coses of EMLA Cream may increase hfood levels of lidocaine and pritocaine. EMLA Cream
should be usec with caulion I patients who may be more sensitive to the sysiemic effects of fidocaine and
priiocane nciuding acutely iil. debilitated. or eiderly patients.
EMLA Cream comung wn contact with the eye shoutd be avoided because animal studies have demonstrated
severe 2ye iniation. Alse the !oss of protective reflexes can permit corneal irritation and potential abrasion.
Absorption of EMLA Cream 1n conjunctivat hissues has not been determmed. 31 eye contact occurs, immediate-
ly wasn out the eye with warter or saline ang protect the eye unul sensation seturns.
Patients allergic to para-aminobenzoic acid derivatives (procaine, tetraczine, benzocaine, £tc.) have not shown
cross senssvity to idocaine and/or pritocaine. however, EMLA Cream should be used with caution in patients
with a history of drug sensitivilies, especiaily it the etrologic agent 1s uncerain.
Papents with severe hepatic cisease. because of their inability to metanolize local anesthetics normally, are at
greater rsk of developing 1oxic plasma concentrations of lidocaine and prilocaine.
Informatian tor Patients: When EMLA Cream is used. the patient shculd be aware that the production of der-
mal anaigesia may be accompanied by the block of all sensations in the treated skn. For this reason. the
pauent should avoid inadverient rauma to the irealed area by scratching. rubbing, or exposure to extreme hot
or cold temperatures until cOmplete sensation has returned.
Drug Interactions: EMLA Cream should be used with caution in patients receiving Class ! antiarrhythmic drugs
{such as tecaimde and mexiletne) since the toxic etfects are additive and potentiaily synergistic.
Prilocaine may contribule to the formation of methemoglobin in patients treated with olher drugs known to
cause this condition (see Melhemoglobmemla subsection of WARNINGS).
c is, M ! of Fertility:
Carcinagenesis: Melanolntes ot both lidocaine and prilocaine have been shown to be carcinogenic
in labosatory animals. In the ammal studies reooried below. doses of blood levels are compared to the Single
Oermal Administration (SDA) of 60 g of EMLA Cream to 400 cm for 3 hours to a smali cerson (50 kg). The
typical application tor one or two treatments for venipuncture sites (2.5 or 5 g) would be 1724 or /12 of that
dose in an aduit or about the same mg/kg dose in an nfant.
A two-year oral toxicity study of 2.6-xylidine. a metabolite of idocaine. has shown that in both male and female
rats 2.6-xylidine in daily doses of 900 my/m’ (60 times SDA!} resulied in carcinomas and adenomas of the nasal
cavity. With daily doses of 300 mgm? (20 times SDA). the increase in incidence of nasal carcinomas and/or
adenomas in gach sex of the rat were not statisticalfy greater than the control group. In the tow dose (90 mg/m*;
6 times SDA} and control groups. ho nasai tumars were observed. A rhahdomyosarcoma. a rare tumaor, was
observed in the nasal cavity of both male and female rats at the high dose of 300 mg/m’. tn addition, the com-
pound caused subcutaneous fibromas and/or fibrosarcomas in both male and female rats and neoplastic nod-
ules of the liver in the femare rats with a sigmificantly positive trend test; pairwise comparisons using Fisher's
Exact Test showed significance only at the high dose of 900 mg/m?. The animal study was conducted at oral
doses of 15. 50, and 150 mg/kg/day. The dosages have been converted to mg/m for the SDA calculabons above.
Chronic oral toxicity studies i ortho-toluidine. a merabolite of prilocaine. in mice {900 t014.400 mg/m?; 60 to
960 times SDA) and rats {900 to 4.800 mg/m': 60 to 320 times SDA) have shown that artho-toluidine is a car-
cinogen in both specxes The tumors included hepatocarcinomas/adenomas in fernale mice, multipte occurences
of in both sexes of mice. sarcomas of multiple organs. transitionai-cell carci-
nomaypaoxllomas of urinary bladder in both sexes of rats, subcutaneous fibromas/fibrosarcomas and mesothe-
liomas in male rats, and v gland fibroadenomas/ac in female rats. The lowest dose tested
{900 mg/m?; 60 limes SDA) was carcinogenic in both species. Thus the no-effect dose must be less than 60
times SDA.'The animal studies were conducted at 150 to 2.400 mg/kg in mice and at 150 to 830 mg/kg in rats.
The dosages have been converted to mg/m* for the SOA calculations above.
Mutagenesis: The mutagenic potentiai of lidocaine HC! has been lested in the Ames Salmonella’mammalian
microsome tesf and by anzlysis of structural chromosome aberrations in human lymphocytes in vitro, and by
he mouse micronucieus test in vivo. There was no indication in these 1hree 1ests of any mutagenic effects.
The mutagenicity of 2,6-xylidine. a metabolite of lidocaine, has been studied in different tests with mixed
results. The compound was found to be weakly mutagenic in the Ames test only under metabolic activation
conditions. In addition, 2.6-xylidine was observed to be mutagenic at the thymidine kinase locus, with or
without activarion. and inguced chromosome abesrations and sister chromatid exchanges at concentrations at
which the drug precipitated cut of the solution (1.2 mg/mL). Ne evidence of genotoxicity was found in the
in viva assays measuring unscheduled DNA synthesis in rat hepatocytes. chromosome damage in polychro-
matic ervthrocytes or preferential killing of ONA repair-deficient bactensa in liver, lung, kidney, testes and
blood extracts from mice. However, covalent binding studies of ONA from liver and ethmaid turhinates in rats
indicate that 2.6-xvlidine may be genotoxic under certain conditiens i vivo.
Ortho-toluidine. a metaoolite of prifocaine. (0.5 ug/mL) showed positive results in Escherichia coli DNA repair
and phage-induction assays. Urine concentrates from rats treated with ortho-toluidine (300 mgrkg orally; 300
times SOA) were mutagenic tor Saimonefia typhimurivm with metabolic activation. Several other tests on
ortho-toluidine, including reverse mutations in five ditfferent Saimonelia typhimurium strains with or without
metabolic activation and with single strand breaks in DNA of V79 Chinese hamster cells, were negative.
fmpairment of Fertility: See Use in Pregnancy.
Use in Preg! v T ic Effects: Preg y Category B.
Reproduction studies with lidocaine have been performed in rats and have revealed no evidence of harm to the
fetus {30 mgrkg subcutaneousty: 22 times SDA). Reproduction studies with prilocaine have been performed in
rats ang have reveaied no evidence of impaired fertility or harm to the fetus {300 mg/kg intramuscularly; 188
times SDA). There are. however. no adeouate and weli-controlied studies in pregnant womnen. Because animal
reproduction studies are not iways predictive of human response, EMLA Cream should be used during preg-
nancy only if clearly needed.
Reproduction studies have heen performed in rats receiving subcutaneous administration of an aqueaus mixture
containing lidocaine HCI and prilpcaine HCI at 1:1 (w/w). At 40 mgrkg each. a dose equivalent tg 29 times SDA

tidocaine and 25 imes SOA onlocane. no teratogenic, embryotoxic or fetctoxic eflects were observed.

Labor and Oelivery: Neitt~  ““acaine nor prilocaine are contraindicated :n tabor and delivery. Should EMLA
Gream be useo ¢cnegmi ‘th ather products contamning lidocaine and/or prilocaine. iotai doses con-
inbuteo by all termelation. oe considered.

Nursing Mothers: L:gocaine. and probably prilocaine. are excreted in human mitk. Therefore. caution should
be exercised wnen EMLA Cream 1s aomimistered to a nursing mother since the mitk:ptasma rato of lidocaine is
0.4 and 1s nct determuned for prilocaine.

Pediatric Use: Controlled studies of EMLA Cream in children under the 2ge of seven years have shown less
overall benefit than in older chidren or acuits. These results illusirate the :mportance of emotional and
psycinotogical sucpor of younger chiidren undergoing medical or susgical pracedures.

EMLA Cream srould e used with care in patients with conditions ar iherapy associaled with methemoglo-
bremia (see Methemogiobinemia subsection of WARNINGS).

In children weighing less than 20 kg, the area and duration should be limited (see TABLE 2 in Individuali-
zation of Oose).

ADVERSE REACTIONS
dR ions: During or after treatment with EMLA Cream. the skin at the site of treatment
may develop ervthema or edema or may be the locus of 2bnormai sensalion. In clinical studies involving over
1,300 EMLA Cream-treated subjects. one or more such local reactions were noted In 56% of patients, and
were generally mild and {ransient. resolving spontaneously within 1 or 2 hours. There were ng serious reac-
tigns which were ascribed ta EMLA Cream.
In patients treated with EMLA C:eam local etfects observed in the trials includea paleness (pallor gr blanching}
37%. reaness tervtnema) 30%. alleranions in temperature sensations 7%. edema 6%. itching 2% and rash,
less than 1%.
Allergic R : Allergic and ylactoid reactions associated with lidocaine or prilocaine can occur.
They are characlenzeg by urticaria. angioedema. bronchospasm. and shock. H they cccur ihey should be man-
aged by conventional means. The detectton of sensitivity by skin testing 1s of douotful vajue.
Systemic (Dose Reiated} Reactions: Systemic adverse reactions following appropriate use of EMLA Cream
are ynlikely due 1c the small dose absorbed (See Pharmacokinetics subsection of CLINICAL PHARMACOLO-
GY). Sysiemic adverse etfects of lidocaine and/or prilocaine are similar in nature to those observed with other
amide focal anesthetic agenis including CNS excitation and/or depression (light-headedness. nervousness,
apprehension, euphoria. confusion. dizziness, drowsiness. nnnllus blurred or double vision. vomiting, sensa
tions of hieal. cotd or numoness. twitching, tremors, co . unconsc respiratory dep.
and arrest). Excitatcry CNS reactions may be brief or not occur at all. in wnich case the first manifestation may
be drowsiness merging into unconsciousness. Cardiovascutar mamifestations may inciude bradycardia,
hypotension and cardiovascular collapse leading to arrest.

QVERDOSAGE

Peak blood levels ‘ollowing a 60 g application to 400 cm? for 3 hours are 0.05 to 0.16 ug/mL for lidocaine and
0.02 to 0.10 ugmL ‘or pniocame. Toxic levels of lidocaine {>5 ug/mL) and/or prilocaine {>6 pyg/mL) cause
decreases in cardiac outout, total peripheral resistance and mean arterial pressure. These changes may be
attributable to direct gepressant etfects of these local anesthetic agents on the cardiovascuiar system. In the
absence of massive topical overdose or oral ingestion, evaluation should include evaluation of other etiologies
for the clinical effects or overdosage from other sources of lidocaine. prilocaine or other fecal anesthetics.
Consuit the package inserts for parenteral Xylocaine {lidocaine HCI) or Citanest (prilocaine HCI) for further
information for the management of overdose.

DOSAGE AND ADMINISTRATION
A thick fayer of EMLA Cream is applied to intact skin and covered with an occlusive dressing:
Minor Dermal Procedures: For minor procedures such as intravenous cannulation and venipuncture, apply
2.5 grams of EMLA Cream (1/2 the S g tube) over 20 to 25 cm* of skin surface for at least 1 hour. In con-
trolled chinical trials, two sites were usually prepared in case there was a technicat problem with cannulation
or venipuncture at the first site.
Major permal Procedures: For more painful dermatological procedures involving a larger skin area such as
split thickness skin graft harvesting, apply 2 grams of EMLA Cream per 10 cm* of skin and allow to remain
in contact with the skin for at least 2 hours.
Dermal analgesia can be expected to increase for up to 3 hours under occlusive dressing and persist for 1 to 2
hours after removal of the cream. The amount of lidocaine and prilocaine ahsorbed dunng the period of appli-
cation can be estimated from the information in Table 2. ~* footnote. in Individualization of Dose.
A single application of EMLA Cream in a child weighing less than 10 kg should not be applied over an area
farger than 100 cm’. A single application of EMLA Cream in children weighing between 10 kg and 20 kg should
not be applied over an area larger than 600 cm® (see Table 2 in Individualization of Dose).
EMLA Cream sheuld not be used in infants under the aqz uf one manth or in infants, under the age of twelve
months. who are recei t with ing agents {see Methemoglobinemia sub-
section ot WARNINGS).
When EMLA Cream (lidocaine 2.5% and pnilocaine 2.5%) is used concomitantly with other products contain-
ing local anesthetic agents. the amount absorbed from all formuiations must be considered (see
Individualization of Dose). The amount absorbed in the case of EMLA Cream is determined by the area over
which it is applied and the duration of application under occlusion (see Table 2, ** footnote, in
Individualization of Cose).
Although the incidence of systernic adverse reactions with EMLA Cream is very low, caution should be exer-
cised. particularly when applying it over large areas and leaving it on for longer than 2 hours. The incidence of
Systemic adverse reactions can be expected to be directly proportional to the area and time of exposure {see
Individualization of Cose).

HOW SUPPLIED
EMLA Cream is avaiiable as the following:

NOC 0186-1515-01 5 gram tube, box of 1, contains 2 Tegaderm? dressings (6 cm x 7 cm)
NDC 0186-1515-03 5 gram tube. box of 5, contains 12 Tegaderm? dressings {6 cm x 7 cm)
NOC ¢186-1516-01 30gramtube, boxof1

NOT FOR OPHTHALMIC USE.

KEEP CONTAINER TIGHTLY CLOSED AT ALL TIMES WHEN NOT IN USE.
Store at controiled room temperature 15°~30°C (59°-86°F).
Manufactured by:

Astra Pharmaceutical Production. AB

Sodeniije. Sweden

Manufactured for

O Pl Products,
ANTRA® o framecnes fptuos. e

09-091-19-1-80
000425R03  Iss. 12/52

4. Cover the EMLA®
Cream so that you geta
thick layer underneath. Do
not spread out the cream.
Smooth down the dressing
edges carefully and ensure it
is secure to avoid learage.
(This is especially important
wrnien the patient is a child.)

5. Remove the paper frame.
The time cf application can
easily be marked directly on
the occlusive dressing.
EMLA® must be applied at
least 1 hour before the start
of a routine procedure and for
2 hiours tetore the start of a
painfut crocecure.

PRECAUTION

1. Do not apply near eyes or on
open wounds.

2. Do not use in children under
one month of age.

3. Keep out of reach of children.

6. Remove the ccclusive
dressing, wipe cff the EMLA?
Cream, clean the entire area
with an antiseptic solution and
prepare the catient for the
procedure. The curation of
effective skin aresthesia will be
at least 1 hcur aher removal of
the occlusive cressing.

Manufactured by:
Astra Pharmaceutical Production, AB
Sodenalie, Sweden

Manuiactured for:

Pram: Pocuct 3
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CSO REVIEW OF LABELING
NDA 18-241/5-002
TRADENAME: EMLA (lidocaine 2.5% and prilocaine 2.5%) Cream
SPONSOR: Astra USA, Inc.

SUBMISSION DATE: December 10, 1993
Amendment: March 18, 1994

This labeling supplement provides for minor labeling changes
which either clarify or update information already in the insert.
Two of the changes provide additions which provide for safer use
of the product. The additions are as follows:

1. PRECAUTIONS section

2. DOSAGE AND ADMINISTRATION

w‘%

I have checked this draft labeling with the last approved
labeling dated December 30, 1992. The only differences noted
between the proposed draft labeling and the last approved
labeling are those proposed which are acceptable. Therefore,
this supplement should be approved.

The medical officer and pharmacokineticist concur that the
labeling should be approved.

ACELAL
Leslie Vaccari 4-1- 6}7[
Project Manager

Attachment

cc: ORIG. NDA 19-941/5-002

HFD-007/DIV FILE | -
HFD-007,/CLVaccari/4-1-94 / g@ /).
initialed by peer CSO _ (Jf/Uhue 7/ /4 qate)




DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville MD 20857
December 17, 1993
NDA 19-941

*Astra USA, Inc.
P.0. BOX 4500
Westborough, MA 01581-4500

Attention: James G. Baumann, Jr.
’ Regulatory Affairs Specialist
Dear Mr. Baumann, Jr.,
We acknowledge receipt of ycur supplemental application for the
following:
Name of Drug: EMLA Cream (Lidocaine 2.5% and Prilocaine 2.5%)
NDA Number: 19-941
Supplement Number: S-002
Date of Supplement: December 10, 1993

Date of Receipt: December 16, 1993

Should you have any questions, please contact

Leslie Vaccari

Project Manager
(301) 443- 3741

Sincerely youfs,
@"CQ}",

For Project Manager
Pilot Drug Evaluation Staff,
HFD-007 ]

- T ' Center for Drug Evaluation and
' Research



