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1.5.3 BARODEE

AANLRIRIEE L LCT 2 h T4 (B7 2 FF 85 0H) AH% L. 1984 R = —F 1
52T EMLA®Cream 04 TR S AUTEIE, #EI0 70 [ CRRE BT L, 7 DEMME L
LTI L TR REICbERSN TS 7, £, 54ETIZ Sy FHITL D EMLA® Patch
LEBIN TS,

wncir ol A 217 2 RS BRI T 2R E R L. RICE
FLT

1.5.3.1 REICEHT HHR

RIFN DB K ORI ENZE T A BT A AL . ERE & O EMRBR OB R ZBE L T
BRIE LT,

ZEMERRIL ICH Q1A (R2) HA N7 A AZHEIL L CHS L7z, ZEMEICBE LT, BEIRAT
AR 24 15 A . IERER 6 (6 H OLEENHER SN TR Y | RO REZRE 2. AFOHL
W% 2 4 L3R E LT,

1.5.3.2 3JEEREREAER
1.5.3.2.1 ZEHEHER

1.5.3.2.1.1 3hHhZEERMITHHR

0.55~10%SKA-01 FLAIZ E/LE v MIFEHIET KRG 60 43 EEBA% O RPTMEERI R 2 v 7Y
 ZIETRHI L2 & 2 A RFTRIASh R ITIR EARAFRISHIN T a2 A b, 1.5, 25, 5 KW
10%SKA-01 FLAI D JRFTEh HRIZHAI D 10% Y FHA VHA LR 10% 7 2 e B4 ALY
LAEREICE)»- T,

1.5.3.2.1.2 FRA#F LREMHREE

URAA L ROTmE b A 0, MR EOF R Y T AT v poL &2 FOERICEH] L, PR
FIDOBLII BRI Z D —IEBMED T N U 0 Ao A U IEEBIETTHE 20 S, A L R DFE
EROMRE 2 M5 2 LIS K0 REMER 2585 7Y,

URDAROTmE S HA AT, BREAYZ RN & 70T BRE O AR AiE T RIPTIRER A 2 5835
L. EHERICBITT 2, 2D RPTREEEDO 20 ERIE, SYEBRICBAT Lz iR
JGUTHILL, RIEME~OIER O, FARHRR L LI ERICEMRT 2 Z LMo TN D
7,9-13)

A A YRR LT, (R EE TG, MR TS s Z s Tns 1,
5%SKA-01 27 U — L DA K OSME TORKRRBRIZIB N T, B 1~3 REE TIIAF OA L
5y DFEFVENTEIN T 2 B 5HMALO R FEA, F 72 3~6 R OBA CITALHENBIRZ S LTV D,

JEFITRIRSE O AR AR RE LS S PRI, JRPTRIBEE O & M PR SAHBE L, U R A
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EE MZBWTH 5 pg/mL O il R EE THRARRSR IS 2@ MEEH (5020%, HIB%E) 2
FHELLIGD, S HICmMPRED LA L725E . 10 ug/mL DL B CTHARBLE 1T L D52 4 U
20 pg/mL LA 272 % L IR k20 70D Eiic B T [RIER O R TR S SR ELT
HIERHMBATNG Y,

Ta e N A OFMEERSAFEE LGSO DMLY RO A AT THERBEE S L I3
BWEEZLND OB EY RO RBT B NI A  OFERBRE RS, M
FOFMEEZER LN DR STV 5,

L7eh3> T, 5%SKA-01 7 U — L& 5 LG aIIXY) R4 &7 a e A ol
OMPOFRBLT HIBEH L LA HEET 52 Z LN A TH Y . EO@MERBLHEIL 5 pg/mL
LETHhDEZEZBNLD,

1.5.3.2.2 EYHREHAR
1.5.3.2.2.1 IR

Ty MNEFICTRE M A U XATE OB Z G UIER, iR 7 e v A R 30
S CHREEIZEL., 85 4 RHRICITIHE LTz, Cra (TEIRZED R E WG 0O O IGEFR o i 5=
FEMZER—DEZR LI END, Tat hhA v &2 OERREOWRIIZEARINEN S 5 & Hlk
ENTz, Lo Trae hhA VilEBEEZ AW BiE T e e s A v OFEEFHME AT S
ZEMAREE B 2 b,

ZOM, B—TRIZT o b A AT O A TR S L2 ER, SKA-01 7 U — A
X =T X 24 WA L7 BR, ©— 7V ROEBNICKER S LR BRE FE L,

1.5.3.2.2.2 #»%#

U RAA LV ROT B b hA o Oifif % HES# LTz 5%SKA-01 7 U —2A, U KA v XUTT
O RAA D& CH SR L72 5%SKA-01 7 U —A, U R A o I7F e bl A % *HiE
LT S%HAN 7 V=LK NS5% Y RAOA B O 6 FEHORA| 2T/ v MFHEEICZERE
WBAT L, BNOBEHEEZHE Lz, £ OREER, 5%SKA-01 7 UV —AF5-Tid, HAI TR L
727 ) — LR OB EE TR WO RN R EE 2SI E STz,

£, WA & HEER L7 5%SKA-01 7V —A U RUA I 7 v A % *H i
LT S%HEAZ U — D ROS5%H Y ROA GO 48 Z T v NIRRT
ZIEA L, ENOBSEERE 2 HE LSRR, BRI LGS L0 b ENOA S
BENED Tz, Flo, AT OREIIREMITRBZ <. BRIV IZiE> TR L
oo £oT, URIA VKR T B NI A OREBRIUIIAEROFENEET LD EEZ
bz,

F v MERPIZ YC-) R A RS LT HC-F m v b A IR A # 5 L T A iR
BEHEEEZNE L2 Z2A Y RO U RONT e e b A BT FEREO SR 2 7R L7253,
b J O 35U 2 IO REIREE 1, U RO A VRIS T e v b b A VIRERIE R 514 T -




e YRAA Y/ TEE rAS Y
(%) Satop 1.5 BEXEERORBERUVERORE
7= 16)

1.5.3.2.2.3 RBERUHER

U KB A > ORBHIFEITHFIED CYPIIA4 & T CYPIA2 %4t L CTiToil, N-ii7 L% b %
ZTTE /) 2 TFNANT IV Py (MEGX) 12720, Z U o)y (GX) X 2.6-
FUU DR SN RICERRMKBRL SN, BAKE LTRPICHESS 7,

Ta A IR, BRI O T I X —PBIc ko TT I RIS BIKS R EZ T, o- b
AV E NTaRELT T2 RERL, o- MVA VU BIZITIKERILE N-TE2FUbEZT 5
B Fae A b Y KA vl FRRICREORA R E L TR bIRFICHEE S h s 9,

U RIA Y ROTF B A AT It S s Z EnmbhTn s 20, F7-,
U RIA TR FICBATT D Z b TG 2,

1.5.3.2.3 HH4HR

1.5.3.2.3.1 EMEIF5SHEHAR

U RIAERE, 7ot NA CEBREIXY A VR - 7a e A UHEEBRIR G
WE~T ZANIET v MCEIRNES Lz & & O LDs [l S, — 5 O W a5 o3 o #t 2 1
BR L7 E BRI E LT,

U FIZ 43%SKA-01 7 U — L% 24 R G- L, &5 4 AR ECTRIR LI 2 A, &E
ENL DR EE IR ALBE & b & T RIIBIE S e h o 7,

I =T HIT5%SKA-01 7 U — 25 40¢g &, 8IFMHIFAIFAC 1 B 3B (A5t 24 FFf#]) #RE&5- L7
LT A, BHIEML O IR ALEE A bR & BT RIIBIE S o T,

1.5.3.2.3.2 REHRSSMHER

Ty PETFICY RAA ERRED 10 2T 30 mgkg NI 71 € kA UHERREED 20 KO
60 mg/kg % 7 WG L7-fE R, mEAT R E LT, U R A UHEEE 30 mgkg ROVT v A
VR 60 mg/kg B GREICIB W T, B G EZICEESIEOER TSR O 7228, %I EE Lz,
AKABRIZB T DY NI A ERE O RIL 10 mgkg/H, 70 & b A ERRIEOBHM &I1X
20 mg/kg/ H & HEE S L7,

A XERANIC 5.0, 12.0 KT 12.5 mgkg/ H D SKA-01 7 U —2h% | » HREIERE LI-fE%R, 3
PEFTRITBIER SN e otz U RIA LV KRORTBE R B A 2D Cpo L AUC IZHE 72 BRI
LMo loZ b, ERANRERGICL DERETRNBD LB 2 b,

Ryl )bﬁ%/ﬁMﬁmﬂmgmxwfmEbﬁ%yﬁ@ﬁmm20&WMmMg
. SHEME FEE L ORERGEEEZ R LR, 7 m e b A UHEERE 40 mg/kg # 5 RED
HE 1 VS Tl i BEAR AR 20 AT FLIZ 38 T ﬁ@@ﬁﬁﬁoﬁﬁhﬁ%éﬂt_kmg U RAH
A VEBBE R N T 0 B N A RSO T I SN ~O T RGBT S B T 20 mg/kg/
H & HEE STz,
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1.5.3.2.3.3 EzEMHR

U R A AEIIEKR O 0 8 N A RIS . M E W TR IR BB, (X
FUER M 2 W o e a R R E SRR L O, T oA AW/ MBI B W TRETH » 7,

1.5.3.2.3.4 JSFFRIBMERER

5% K% DN 10%0D SKA-01 FL# % & e liAEHRE Z 24 BERIEEAR U 7= 7 ¥ X508 — iR Ic BV T
WOV T b SEAIBR L B TR E AL N Bl STz, F72. 2.5% XL 5%SKA-01 7
U—2, 5%SKA-01 LA 5%Y RAOA 27 V—2L% 1 H 1FRE, 20 HBSAMA LSR8
RRANEBRIC W T, & TOMBRBAAAMFES S CIIEREOALEE, 185 RS CIFRE DAL
BER O\EREN B SN,

5% K TN 10%SKA-01 FLAN D 7 - F ONRASIR— JHRIREEER TIX WL OIS I T B RReME ORI
Feifn, ARBEAEAR, BRSW, AIEREORRA, AREFTMLR ERBESN, 2 bOMERIE, &
5% 2~10 B THRA IR LTz, 72 10%SKA-01 FAI CIIABBEN RO bz,

A X DENIT 5%SKA-01 7 U —2A 1 mL % 20 HE$EG U CREBERIEME 2 st L 7o/ 21, B o
FLEEAMBIZE S 4T,

1.5.3.2.3.5 ZnthnEEHER

A XEAFRIC AW % EH T D 5%SKA-01 7 U — LB il % 0.6 mL/ke/ B O F & 2 H#&
B L TRgHEMEEMRF LIcER, BE IR o7,

T N IA URISERY TH DERmE A ROERYE B A G T 0 N A VIR OV
T, MIEZ AW EIRZERA IR, v PSRN Z W o e a R RBRIC B W TRIETH -
77

7y FEMWEY KA REITHS 2652V V0 ROTRE M A v OREWTHS
o- MVA U DB AFHERBRICE D, 2,6-F U U (150 mgkg/ HEL L) K o- hbA P

(150 mg/kg/ LA E) ICBAFHEARIR SN TS 22 L, 5%SKA-01 7 U —LADAIRT
DR TOERN 10g (R TRy EERBRICES T 2KeHE U RhAv, Tat b bA v
& L T4 250 mg) BLFC, 2 OoBAAHIMNERERBRE TH L Z LMD, 5%SKA-01 7 U —AL D
HIZ X0 AN TAR S AR TO 7220 b O L HEE SH, SKA-01 OREHIIC X 5%
O FTREMEIIMR D TIRWH D B 2 HivT,

5%SKA-01 7 U — L% 7 v b ROVELE Y hOBE, hH, WEICEG LR Bucks VT, #
HAL OFREM R AL R O AR FEE DA U B 2 E S ltr ST g 42,

X OFTHORGEBIE BRI IC B & R T,
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1.5.3.3 ERPRERER
1.5.3.3.1 AFI=H 1T HERREAERAUR

1.5.3.3.1.1 ERE IHEEREMHER

fele i B N B 18 481 0> b3S BEAFHERS K2 & 12 Finn-chamber £+ % Scanpor™7 — 7" % H\ T 5%SKA-01
7 U —ALKOSKA-01 7T vR7 U—AF20mg & 1, 2, 3 XL 6 BEMEEEA L, A2 B4
U 7= BBAL 0D B2 SO % AT 24 B4 £ CREBFMICIEIZR L= & 2 A, SKA-01 7 U — ARLARERALIC
WEJE DK AL R OHLBES @ WV TR S, Wb AEZ S L AR<EELEZ, £0
filL, JEERER & B 2 A4 EHEFGUIRO SN h o 7o, BBRIED Bz FE R & U4 24 B4 O F7 JE
g EEEL (SI) CTRMEi L7 & 2 A, 5%SKA-01 7 U —20 ST, 1 Wil e OF 2 BRI REA AL Tl
0 ToH 0 RIEEZ < 97,3 REE L OV 6 REBEAAERAL TILENZ4 2.8 KTV 11.1 TH Y FFEM & &
ND1I5UFTho22, £-, 77 v RBETIRAHERICEDL L FE2TSIIZ0 Tho T,

1.5.3.3.1.2 ERNE I HENHEHKR

fRe Bl N B PE 24 ] 2 41, 5%SKA-01 7 U — A% i CEEP) 12 2.5 /25 em® (HiE S
HE) . 5./50 em® (T R . 10 g/100 em® (BT i EEE) UL T - BIBEETICA 2.5 g/25 em®
A 5250 cm?) ICT2HEMIBEBA L, U RIA L ROT e A OB DHF 4

1To7,

Z OFER, i K OTFAY - BTGB A A L 72 95 O W R FT R DO FN D Cnax DI iH)
fiE1% 203.7 ng/mL T&H Y | iEf DOEIWER ORBNE S5 5 pg/mL (5,000 ng/mL) % %72
NoT,

TEBRHEBR L4 O SR T RREREH ORRFHI W T BHIRNBAARECIL, FKAIBREE S (B0 2 RFE#%)
IZBWT, 2 TOMWBRE TRFTREGIREIZD S, %ﬁ%%lﬁ%&(iﬁsoﬁ%&)if
1% 22/24 BIOWERE TRIPTRERZD R DGR D ST FEFIERZE 10 RefEt: (BAT 12 REf#E) |
HR LU, T8 - BilsBEEClix, 3AIBRE 30 ok LN 1 Refg (A 2.5 FEfE R ON 3 H#F'%’x“)
BWTETOHRE T, £z, FAIBRE 10 FefEE (B 12 FFfE%) 1280 Tk 50% (6 il 3
B) OHERE CTRIFTRED R B O BT, EAIBRSE 22 FEf# (8B40 24 i) I3 ToRk
BR# C IR AT S R 3 W 2 L 7z

RIVER & Ui, ST B2 8 B 8 4, 3 FEBALALEEAS 23 4 24 38 BL L7223, Wb
BETHY uKmH#i TIZIIEEAR L, 20D i%EZ%ﬁi@iiﬁ'éﬁEJﬂ LXorbotEXLNT, ET0,
HEEmHAENOLPNCT 7=« T 70 A7 27— (ALT) OBEOEMNA R 57z,

1.5.3.3.1.3 EREIHEAZE - AERTERER

B KEREE S 2 WA R L, L— =52 % 5838 90 flaxtg & LT, A4
RIZFFR%Z25em? 40 2.5g, 604MXIE 90 M. & L<iT25em’ 40 5g, 90 4IEE &
fil, 63y bOL—PF—REKTH, HEBREARNDIFEAZ G L7,

FEFHMIEE Th D VAS OFER G| 2 TOBMAKH - HEICBWTAAIRHIL Y 7B RBELY

10
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H A B RT3 58D D v, AREID b —F — B REOEIFIERIRD THHTHH Z &N
IRE T, BBAARERE - HEZ L ICARAIREE 77 B RBED VAS OEIZOWTHE LTZ & 2 A,
BATRERH] - HEREFICEITRD DI ro 7o, FRROFERIL, BIRKGHEEE TH 5 4 BefEdD VRS
IZBWTHRO LI,

AFIBEORIWERIE 12 {4 11/45 B (24.4%) (ZFBO B AL, HEOEWEIWER & LTl AL
23 9 14 9/45 B (20.0%) (ZFRD BTz, ARIBBRICISWTHBL L2 BITER T2 CRE SUIHEE T
by, EEQAFFERIIRD NIRRT,

LIEDOFER LY . AFNT L —F — BRI B O PR RICAD THTH Y . 60 43 « 2.5 g/25 cm®
(1g/10 cm®) DOWBAGTHER] « FECER L.+ 22 0RMAER 277~ L, $RICHE L 72 2 BIFEA .
BEMAERT LRO LN, BEEOEWERITH D Z LAVRR ST,

1.5.3.3. 1.4 ERFEMMALLKEHRAR

[EIP A - B ERBR TRE STz 60 231 + 1 /10 em® OBARIERE] - &2 REET %
728, REBEUTIMAE IED B 58 Bl & x5, 7T v Rl e L-Zhisk 7 > ¥ ML EE R
o2 ife R R 2 FE e L 72

FEEHMHEE TH D 6 > a v bO L—HF—RREHE TRED VAS OFERN D | AAIRET T 7 B AR
X0 b HE BRI RGO v, AR (BB, &) . @A (B, 1K) O
BEHTIZB W C O AFIREL Y 7 B RBEL 0 LA B R RPTRED R 580 HivT,

BIKEHIIE R Td 5 L — W —1RK T XUIH LR O VAS I2B W T, FRERRERNE Sz,
F7o. FEERRERIT 4 e VRS ICBW T LB b7,

F7o, AFBECBWTRIERITRD b7,

PLEDFER NG . AR L —H — BRI OEIREFICRD THZI CTh 0 | 2D @O IEAIT
bDH T EDMAES LT,

UbEDZ &b AANIARBIZB DT HENTHRIRIR E MWLz /AT 558/ THH 2 &
DHER S, LUF ORNE TRABGEARHGHZIT) 2L & LT,

HEEmA o527 U —A

BHRE « SR - R L — W — BREHERIERE OSSR AR i

FE - FR @, AT, LY =BT EEALIC 10 em® 72 W AAI | g &, #EE (ODT)
IZEV 60 AT 5, B, 1EIHZYOBMAEIZ10g ETE L, BARMIX

| 120 &7 &

’<%& PR B 5 (i R YR >

| RN % 60 431 (oK 120 43 ODT 12 & 0 %fith, AFIZMREL, BEHlo L —¥F—Hi %

Zﬁoo
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1) Brodin A, Nyqvist-Mayer A, Wadsten T, Forslund B, Broberg F. Phase Diagram and Solubility of the
Lidocaine-Prilocaine Binary System. Journal of Pharmaceutical Science. 1984; 73(4): 481-484.

2) Nyqvist-Mayer A, Brodin A, Frank S. Phase Distribution Studies on an Oil-Water Emulsion Based on a
Eutectic Mixture of Lidocaine and Prilocaine as the Dispersed Phase. Journal of Pharmaceutical

Science. 1985. 74(11): 1192-1195.

3) Watanabe S, Takahashi H. Treatment of nevus of Ota with the Q-swiched ruby laser. N Engl J Med.
1994; 331: 1745-1750.

4) Morelli JG, Tan OT, Garden J, et al. Tunable dye laser (577nm) treatment of portwine stain. Lasers Surg
Med. 1986; 6: 94-99.

5) PENE—. EER L — 1R, B 6. 2005; 115(11): 1599-1604.

—. BRI O U — Y — IR IS 5 7 o — MR, BAL

6) KP9E, U
£:56.2007; 6(2): 12-17.

—

7) mPME T, MR, SRR, AR (B5ER) © 7y R~ v X~ U 3REE - 5 11 I3
YRR O IR LR —, BB 14 E  RPTRREEAL E)11EE. 2007; 453-474.

8) Ragsdale DS, McPhee JC, Scheuer T, Catterall WA. Molecular determinants of state-dependent block of
Na' channels by local anesthetics. Science 1994; 265: 1724-1728.

9) Covino BG. Toxicity and systemic effects of local anesthetic agents. In: Stichartz GR, ed. Local
Anesthetics. Handbook of Experimental Pharmacology. Vol.81. Springer-Verlag, Berline. 1987;187-212.

10) Covino BG, Wildsmith JAW. Clinical pharmacology of local anesthetics agents. In: Cousins MJ,
Bridenbaug PO, eds. Neural Blockage in Clinical Anesthesia and Management of Pain 3rd ed.
Bridenbaugh. Lippincort-Raven Publishers, Philadelphia. 1998; 97-128.

1T) Tucker GT, Mather LE. Properties, absorption, and disposition of local anesthetic agents. In: Cousins
MJ, Bridenbaugh PO, eds. Neural Blockade in Clinical Anesthesia and Management of Pain, 3rd edition.
Lippincott-Raven Publishers, Philadelphia. 1998;55-95.
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T+ 7 LR — aka AR 2008;185-188.

13) Mather EL, Cousins MJ. Local anaethetics and their current clinical use. Drugs. 1979;18:185-205.

14) Feldman HS. Toxicity of local anesthetic agents. In: Rice SA, Fish KJ, eds. Anesthetic Toxicity. Raven
Press, Ltd., New York. 1994;107-133.

15) Akerman B. On felypressin (Octapressin®) as an adjunct to lidocaine and prilocaine--an experimental

study in animals. Acta Pharmacol Toxicol. 1966;24:377-388.

16) Akerman B, Astrbom A, Ross S, Tel¢ A. Studies on the absorption, distribution and metabolism of

labelled prilocaine and lidocaine in some animal species. Acta Pharmacol Toxicol. 1966;24:389-403.

17) Keenaghan JB, Boyes RN. The tissue distribution, metabolism and excretion of lidocaine in rats,

guinea pigs, dogs and man. J Pharmacol Exp Ther. 1972;180:454-463.

18) Hjelm M, Ragnarsson B, Wistrand P. Biochemical effects of aromatic compounds-III
Ferrihaemoglobinaemia and the presence of p-hydroxy-o-toluidine in human blood after the

administration of prilocaine. Biochem Pharmacol. 1972;21:2825-2834.

19) Son OS, Everett DW, Fiala ES. Metabolism of o-[methyl-14C] toluidine in the F344 rat. Xenobiotica.
1980;10:457-468.

20) Hansen D, Ohnesorge FK, Palisaar R. Die Verteilung von 14C-markiertem Lidocain und Prilocain nach

intravendser applikation beim Meerschweinchen. Der Anaesthesist. 1968;17:168-173.

21) BEH SO, FEIEME, JIRT4E, BEBE /5, BEKR. BEAECR S LY RUA4 0%
T RAT. BRI FREE. 1993,17:1387-1388.
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24) Schmidt SH, Hellstrom S, Anniko M. Structural effects of the topical lidocaine-prilocaine anesthetic
Emla on the tympanic membrane. Arch Otorhinolaryngol. 1988;245:136-141.
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1.6.1

SNEICE T S RIERFTAEDING

AFNTRPTFRELS & LT, 1984 HEA W = —F 230 C EMLA®cream O 54 TR SN T
PIRE, tHR 70 1 [E THGRZ BUG L TV 5, AME ORI &R 2, & 1.6, 1-1 [Zr L7z (2011

6 H 15 HEIE),

& 1.6.1-1 SEIZEITHEBIRR (2011 £ 6 A 15 A1R7E)
E4 AREAH E4 ARERAH
1| AT z—F v 1984411 H 1 H 37| Euv= 1996 453 4 H
2| 74 1984412 A 1 H 8| A—AFVT 1996 4 6 /7 19 H
3| AL A 198546 A 24 H 39 | R RAL 1996 49 A 27 H
4\ 74050 R 19854510 H 23 H |40 | X FF A 1996 4£ 10 H 29 H
5| Fr~—7 1985411 H 29 H | 41 | 75 7 & & [EH 1996 4F 12 H 16 H
6 | 5:H 1986 4 1 H 28 H 42 | Z3A v 1997 453 7 19 H
7| =2—Y—FF | 198649 A 6 H 43| LNy 199744 A 2 H
8| TA AT 1986 4£ 9 H 29 H 4 | N =F—F -« b | 1997445 H 3 H
9 | ik 1986 4E 11 H20H |45 | v ~Ah 1997 4£ 5 f 13 H
10 | # A 1987 4£ 3 H 17 H 46 | b= 1997 4£ 6 H 25 H
"N 4705 1987 456 H 17 H 47 | F~—v 1997 49 H 16 H
12 | ~L¥— 1987 4£ 11 H 3 H 48 | F = = 4:fE 1997 4£ 10 H 22 H
13| /L7 z— 1987411 H 9 H 49 | TAT =T 1998 4E 1 H 14 H
4| 7417 FK 1988 4E 1 H 25 H 50 | T T T A 1998 4 1 A 30 H
B Arresr TNy 1988 4 3 f 31 H 51 | A%y = 199843 A 11 H
16| XUy 1989410 H 30 H |52 | =L ¥ /LR Fib 199848 A 1 H
17| A AT )V 1989411 H 1 H 53 | a v 1998 411 H 11 H
18| 7721 1989411 H 13 H | 54 | Hh[E 1998 4212 A 17 H
19| ~vL—7 1989412 H 29 H |55 | w /L% 199943 A 9 H
20| a7 1990 4E 3 A 16 H 56 | =27 1999 4E 4 H 22 H
21| 79 1990 4E 7 H 20 H 57 | 1% —) 1999 4 5 f 10 H
22 | F¥7 A 1990458 A 6 H 58 | £ Ry T 1999 4212 A 31 H
23| hrH 1990412 A 7 A 5| 7 hET 200049 H 6 H
24 | U HR— 199147 A 1 H 60 | ~NAF 2000 4 11 H 17 H
2| FA—ALFUT 1991 4 8 A 13 H 61| 2V Z 0 2001 4F2 H 19 H
26| TABLTF 199149 A 4 H 62 | =7 b 200246 H 4 H
27 | &5 1992 4E 8 H 14 H 63 | 7L— 2003 426 H 11 H
28| 77U 19924E 11 H 24 H | 64 | == 2003 4£ 6 J 12 H
29| KA 19924E12 H 23 H | 65 | AR 2003 4F 6 H 27 H
30 | K[H 1992 4£ 12 H30 H | 66 | a—FART—/L 2004 43 H 3 H
N | A%VT 199342 H 13 H 67 | B 200443 A 8 H
32| R—L— 1994 4 2 A 13 H 68 | VT AF 2006 4F 6 14 H
33 | #E[E 1994 453 A 12 H 69 | T —v 2007 43 A 30 H
34| ~— 1995 4E 3 f 27 H 70 | 7TEANATY 2008 4F- 8 7 18 H
3| 77—k 199549 A 1 H | 7ryr 2010 4E5 H 17 H
36| KR—FF 1995410 H19 H |72 | 7R & v 2011422 A 16 H
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1.6.2.1 REFMXE (2005 FKET) R

EMLA®S 1) — L
(URAA4225% TRERAA T 2.5%)

27N

EMLA 7 U—2A (U RAA L 25%BLONT ot hhA 2 25%) 13, FOMfE2EELL: 1DV
RAOA v BIORToE A OHFIREM ETHHARTH D, ZOIEHREEWITEIBLLIT O
MEA L, @ICHERFTREER SRS E L TR b LAWK E UL CTHEET S, 831359 B &
@309 ?3~jﬁ§§)éo

UV RIA i3k 72 b7 2 K. 2-(diethylamino)-N-(2,6-dimethylphenyl) & L T &4, pH 7.4
TOF 7 & )= KOEAREIL 43 T, U TOWEEHT 5,

CuH2N0 77+ 234.3

Tav b b A A3 FE ET a7 2 R, N-(2-methylphenyl)-2-(propylamino) & L C# &4, pH 7.4
TOF T B )= KGEAREIT 25 T, U FOHEEZHT 5,

@H:~ co -I,.- HH = Hg ~C Hy= CHy

EHs

CisHxN,O 451 220.3

EMLA 7 U —2iZ1gic) KA 25mg, 7o b A2 25mg. AU AFL=F L G
T2 (FUEFIE LT), HARFIRY AF L CEFLEAIE LT, pH 25 9 ICFfE+ %K
b b T aZEA L, WEKT 1g L LTS, EMLA 7 U —MIREEARIZ G £ /2008, 2
2% pH O 7= D KEHF S (USP) OHLEEARERICERK LT\ 5, EMLA 7 U — A@kE L 1.00
Th D,
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PR PRERIE
ER#RE -

A K J B AT SIVIZEMLAZ U — 2 (U KA A L 25%B L7 0 v b A 2 25%) D&
FRRENRIT. U RAA U BLOT 0 E M UA V37 U —AhbEEB L OERE A~ LB S,
BATEALIE O B FRIRZ AR LOMRERTICER SN Z LIk 560 Th D, U RIA
VBRI mE M A 3T X RRBFIREETH Y . Wb A UV A DI AR K UMREIC
VBEIp A A B 2 Il U, iR 2 2 e S5 2 & CRFTREMER Z 53 L T\ 5,

EMLAZ U — A2 X 050N 2 MER G 5 RIEMEHER OREL, WHE R L ORI,
FICBAMRHICELS S D, FIRNT = 2 — LREE R X ORMIRZER 722 & OBRRALE LS 5857 70 FREE
IREGDTDITIL, EMLAZ U — A2 BEA L, WL EIRE T 20BN S 5, 3 ERE A
BHUR & DEGFRAE OB O B GRS R 2155 72 D121%, EMLAZ U — A& BERAT L, 28 LA
ERET DN D D, AR IS K E LR T Ie 00 7 B IR R AT B d, 2~ 3R] TReRIZE
L. BREZLI~20FM E COIRITFRET Do MG LG ~ DO BAGIZ HA~AFEERRENE D & ORI T RGH
T, RFEBREH L (5~1047) o MEVERROREBIZEMLA Y U — A% A 145~1053 12 FE ki
ST —Y =l @<, BT LD R AE 52 D) Ik 2 R RREA 2R3 15
~2053 CohoTz (5~4557 DHFIPH TE A DT Y XBH D) |

EMLAZ UV — A ZEIZEBAAT 5 &, —@ETRIMIZ2{bo%., —idtE CRFTZRFEIRE 21T
ABENEREINDZ END D,

EMENRE -

EMLAZ U — A3KFHTEOFA & L CHM S D U RUA 25% & 7 m v A 22.5%0 Al
REWTHD, ZOEXBREHIZHNT, WmRFETER KR THY (TR 2]R) | 7o
EhAA Y RIA VBHIDRE L E D% O WRINAMERE S, %50 % ik iE T2.5% &
LR 7 U — 2B A2 ICBAA SNABRICHEO b biRB L ZDO%ROEHWINEZ EF S,

U : EMLAZ U —20 6D RIA BRI o M4 O WINET, BAAKRFHE IO
BARASIC RSN D, 200K ERERBR 23\ T, KRB O 4557 f§400 cm?|ICEMLA
7V —2560g (U RAA15gBEONT B M A 2159 ZHBEWRA L, #8EOLKIIEE
BATHINM CHRE L7227 UV — A2V BRE R0 OWBRE 24 MBS M2 L 2325 &
D WEBRE & EAEBICEI A, 2RO ORBROFEEZUTICERNT S,
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x1 EMAZ Y —LHAEDY FAA L ETRE A oORIR : BEEFEE (N=16)

EMLA BAEAE | AR | A R R U & Cmax Tmax
VAR (em?) (hrs) (mg) (mg) (ug/mL) (hr)
(9

60 400 3 U RBA» 54 0.12 4
1500
=R = v 92 0.07 4
1500

60 400 24* URIhA v 243 0.28 10
1500
=0 = v 503 0.14 10
1500

* i KHETER A BRI 24 T H B

400 cm* D JZJIZEMLAYZ U — 160 g% 24BERIEAT L= & 25, U RhA o Ol i P 13 Ly
FMERBBREOB L Z1U20TH 7=, RIS, 78 M A v OREREITHERRBREOR X
Z1/36 T 7=, 0.59~3.3 gD HEHIF TI55 ., EMLAY U — AL %204 O N BIEBE Oz
R G\ AT L= BB RERBR 2B\ T, EMLAZ U — ABAi%O ) ROV BIOT e b A
COMBEFREIT & L TR o7z (U RO A Up25~16ng/imL, 72t kB A »)325~7
ng/mL) , P RIED & % B2 E 7213:2,000 cm?LL_E DO EEH D B2 ~DEMLAZ U — L DA T,
MRS L 0 2RI EN D720, A AT 5 b DICB W TG HEOIRIREZ 5| E i 2
T LUV E CHSEREN ER+ D AREMN D B,

EOF—7 2 T VRGBT IV T, PERRREIZ B4 L7ZZEMLA Y U — L OIS RES S 41,
294 DRBEF DOIEMZEICEMLAZ U — 2410 gh310~6057 8B A S iz, 24 s OFRERIZI T HEMLA
IV —LBA%DOY FIA BT E M A COMFEFREL, U R A 2 53148~641
ng/mL, 7’2 & kA 2 H340~346 ng/mL, Feri iR BIERER (tha) (XU RAA 2 A321~12577
TR S AA P21~y Tholo, TblE, BEEEAEREL O 2 & TRISNOIEE (U R
A UBILOT oY A T ELZ5000ng/mL) &7 FEl>Tnb,

D AEA LIRSS 5 & & EFRBOMAAERILY R A 231.1~2.1 Likg CE#J1.5, £0.3
SD, n=13) , 7wt I A TO.7~44L/kg (*F¥J2.6, +1.3SD, n=13) THh5, F'mE ~ I A

VORABEBRELRDIFE, FILEOTu b " IA VB NUA &R LT L ZI2H
BENDHIV LT M A OMIETRENMELS 725, EMLAZ U —AZ8A7 LIZBICH 725
SNDHIET, U RIA L DBLETONAMIEEA, FIZ a-1-BMEREEAICHEST 5, IETR
FEREMNE WS (EBER Cl~4 ug/mL) . U R4 OIMmERAFES IXIREKRFEETH D |

Ta e A TN NI E RIS ST D, U RIA BRI v N A OWFIN R
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S OMME-ABE Y 2 i 9~ 5 Did, B L S REBHLRICE D2 D TH 5.,

K@V RHAL, TrE IS UPEBETRBEINDINE I DEIRIATH D, U A I30F
JgCE/ ZFLT U F PR (MEGX) R7 VT rFT U TR (GX) 2EDE L DG
~EHUHITREH S D, MEGXE L OGXDFEHYEMEILY R A U L L T D2 55 Th 5.
R TH52,6-F V) DU OIIIEMEIIAITH D, FIRNE 5% ODMEGXE L O'GXD (fiLif
BEZ, ThEnY RHA COREDII~36%, 5~11%Th b, 7t kbAoA VT s BigT
TIX—PIZLoTo-hA P UONN-Ta BT T =0 EOx Rt~ RSN 5,
M 27 7 —BIZ L 2RENIZ T 2V, 0- bAoA VU REIIITEIFMER 5 5 Z & DR OB
WETNTRENTWDS ( EH Eo@EE] oMmEE HEEE 28 o £/, 29%E5EE%E
FE8mgkgl LTTF o " IA v E2EGTDHE, 0- ML A P UATED A REZ B E CMSEDN]
TEIENLDZ LD (TRWEH] 2R) , ERICHIROBE, 73 —2-6-U VFRRZIED
BE, i TV TESLANR T I RREOBEAZHEH L TWLHEETIE, A METRE Y
MAENFEH L0 (A EOEE] OMIEH X h~T/ b rViiE] 21)

et SR 5% D U R A o M S 0L, 36 X #£65~150%3 Tdh 5 (#4110, +24 SD,
n=13) , WL EIN7=Y RHA > D8% %2 5N, it 138 kel & LR TRIRE
%o, &H 7 VT 7 A1X10~20 mL/min/kg (*F-#J13, +3SD, n=13) Thb, 7ot I A > DH
JEE, B EE10~15000CThH 5 ((FHT70, +48SD, n=13) . &7 U 7T 7 A[318~64

mL/min/kkg T&® %5 (38, +15SD, n=13) ., #HIRNEGRBRICEB N T, miBEEICB T2 Y R
T A v ORI (2.5WFH]) (38 B EFE O R (LK) X v L HEHFRICHE BICED
ol EEBFEEXIGE Lo 7 1 e M A v OFIRAN GBI RERER 12 I ST,

INR IR Uy A B2k B KOV (250 B 125K 1281 2 3 pEE (PK) 7 —
IRV Db D, L OIEWIPER CEXFER - 7H ., FH7EIE : 38.81) 1B W TE Szl
TEOPKERBROFER., FrAERICBT 2MET Y R4 v BLOTa e A v omiEhEEs IO
A A F~F 7 v BRI, BLRNC T Do/ NRIT I 1T 5 PKEER-CRE R R THR O b v Sl
I LT Z oo, £720 A MAEZ B BV OAERN EAT DN A LN, Lol
ERICRAND O . B SERBRATRER MK O BIIMmO TOETH 5720, EiLOREEREIC
IIRERANTYXNRBOLNT,

BRI EEER BRI PKERERTER STy, DHEFER AONTRERE R 22 B8\ TR N
ERTAHLDEEZLND, ZHHDEMEOWTN LN T E M A L ORFHHICEEG L Wbz
W, FHEREERECBER2ICBW T o E b A VOB BIERT2b0EEZ BN 5,
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RN = 2o — VR £ 72 I3 R G RN e DEMLA Y ) — A OBBATIZ OV T, A EE 2004 &
R E LMEOBKRBRN I — v ICBWCER SN2, 1R EOBFIcLY, 77 8R
7Y — AR b= TV H L THEICKRE REEREMAR G b, EMLAY U —ADRRIE
U RIA L TEEGICIE LD, U R A CRNEG I35 hoTc, 1ZEAEDOBFITY R
A VREHEEE A= F VAT L — 10 BEMLAY U — LD H R E LW EK LT,

F &R R U SESEDEMLAZ U — A 2 0.5% U R A ViR & DIz oUW T, 8044 DA%
NEFEEXNRE L0 —70 7OV N K EICB W T S 7z, EMLAZ U — L% 2~5
RES@BAT T D Z L2k 0. U RUA 2P ICEC 5 RS R de 5 Sz,

THEOIEKERER (B H:32040) & MEOKERER (BB 1004) (2 X0 /NNRIZT HEMLA
7 U — LOBA R S, FERIBNIITATHREE & LT, E72 XM CLRE#ILL EEMLAZ U — A
BUAR L7 HEERBR IR W T 77 B ARICH L THEBICK & 2B N 5 S LTz, TRl /)s
BT, X0 REZ/NECRAICEE L TEMLAY U — A DEBMEN- 72,

B RS E O ERRIMLEED L —F—18E &2 2T 5724 O/NEBE (55%~165%) & X RIZEMLAY
V=Lt TTRRNREE SN, L——18RETOEKIRZ T 5 9 2 CEMLAZ U — A 350581
ThHoT,

BEMMEEE A BRET D HAIRIERNICEMLAY U — A DR 84 LTIZHA &, EMLAZ U — A D8HAR
B2 R A R Eit L 723588 KOV KA RE BRI 320 L7256 & A3k S
Nice 1214 ORET — 2 05 | SEFFITRFOEIEEFIZ IV TEMLAY U — A O Bl 13 2h 5
MIENZ EDNGE &7z, U RO A R HEBRERTIICEMLAY U — A Z 84T 25 & TR T
IZPED RIRENERBICEB SN, Lo T, U RIA L5 RAnRERE: L 0 Tl 55
AITBRY . FITIC K D 2ARB 70 ER OREFNC A Zh T o 72,

10542 D IEMIFER (FERRHES : 37i8) OFifds L OVE R UIBHITIC X9 2EMLAY U — A DA 72 &
iz, FER~DEMLAZ U —LDBMZB[ET 256, AT DEF~ORILE | Z Ui
KA BMNETBEVOERPE - ICBEIND, FiEREZSIC LIERRBRICBNT, U R
Av, TR IAVBLOA bAEZ 0 B OMERRENGRIERZF EE T TSN
HEPHIC I o T2 & OMEIT R o T2,

HEAE RGBT 2 2 b OREBRIZIB W T EMLAY U — MBI - 72 W EERICIZ, B A,
HRBILOEEN D 7208, FOWEHIZ—@BETH-7= ([RIEH] 2R) .

PSRRI~ O RAE S NELFENR W 2I1E. REa Lo —L20BE) 12T HEMLAYZ U —240
AN, 804 DEBRE Z )G LT 7 T AR B EEERER (6044 IZEMLA, 2041277 & AR & 834i)
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IZE Vet &, FINETNC1~75% M (FJfl : 155) EMLAZ UV —2 (5~10g) Z @A L7z &
Z A, RGN IT 20 RE 7 [T R MG S ivlz, VASIEORIEIZ LY, B
#%5~10% CHEHER 2N & 72 D 2 LN o 1=, BEFASMER & 72 13k 2RSSR AR R IR
BRI 21T © T IE D444 DL 27812 RPnRIEEORTHR 53 L L TOEMLAYZ U — A0
PEZRRIEA~OBAT A ZEHE M, 77 B AR GRS IZ L0 BTSN 7z QLA IZEMLAZ U — 4
3227 TR RNBATESNT) , HEERKIFEIZE~100EMLAY U — A2 BT 52 LICk-» T, B
FTRIE D VE AN FE 53 72 R TR e 2345 B a7,

BRERIZEHLER®RS  2IFRARRENAZ 72 5TEMLAZ U — 2O HEIX, BB EAG
L7-EficEA SN A,

LT OEYBEERER S L OERRBRICHBN T, EMLAZ U —24 (1~29/10cm?) #E< BT 5
TN SN, FRIRERIAT O BATRERIXLR CTh o 7o, SRR 7 BREURT O B3 AT IR R 1 X 20RF
fMChote, M<BATHIEICOVTORFHIMTHONTE LT, RERmENAS, @74
RIS RO FFHG R OFMENE Z 5 ThH A EEZXBND,

URIAVBLIOT v E MIA o2 RIIE, R 2 /PiEHORIER TH 5, RINEiLD
JET, B BMANHIC A SRS, S iPREX, WNEEBEEFORES (KE) |
BHCHBT DHAOWIHE A SN D, RSO, INFHICE I SE%, hEWBEE,
PEHEEIC L > C, MPREN ERTZE0155, FmPREL, —RNCEEZ V0T
MR XD HENITRY (1/20~1/36) o HhIRIB KOVNRIZIIT 2 R RHESEH &, R REBA
Fi L O REBAMR R 2 LU T OFR21TR LT,

R2 E@HHEFVHREFHNOMARKERAE. RRXETEES L CRKXEMERHE*
BERE~DERERICLEHRELWNER

R K OMRED EMLAZ U — A0 I KA o FE> I R EBAT IRF ]
%t TN a1

0~3» H F£7213<5 kg 1g 10 cm? 1R
3~127 A L US5kg 29 20 cm? AREH]
1~67%$ L U>10 kg 10g 100 cm? A5
7~125%4 L U020 kg 20 g 200 cm? AT

FEE  AFRA3 s H UL E TR/NMAERE 2172 L TR WERE OBA, EMLAZ U — A0 KA RITHBE OKE
iZEbEBH L,
* 25 B K ORTFIROBERE DS IEH 72 B ORI L TEMLAY U — A & A L7228 s %
BT 0T DICODKENRITA RTA L ThHD,
FEDREOREDY RAA L BLOT R E "N IA UBRINEND ONEEBNCHET 5720, ERZ/NNLB L]
ANCEBTE Y RAAL v BEIOT B M UA v OREERIREEZHND 2 ENTES

U RHA v OFHEE RN A: (£SD) =0.045 (+£0.016) mglcm?/hr
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TR A L ONFEHEERINE (+SD) =0.077 (+0.036) mglem?/hr

FIRNIE S L D YU R A v OFUREENRA 131 mg/kg (70 mg/70 kg) T, Z O FHEEIZB L%
1pg/mLTh 5, MAPRENS ug/mLAE 8 2 5 & BIEDORBD TR SN D, =55 LI2BHE, A/
WRFE I THRICBEE O B 2 BEF IR WEIPH COWRREAIT O Z ENEE LU, BATRERH 2 BHE S
LHe. BURSIRMET T 200 L IAEND,

BhEE - IRB L VERAE
EMLAZ U—24 (U KRB A228%B L7 0 v h A 2 25%DEEEY) ORFTHMEEE L LT
OBATIEL, LUFICHEIS S 41D,

- IEEDDEGRIE ~D TR,

- RS FANC I T 2 HBRFEIE~ 5 H 3 L ONRIEBREr Ol 536 & L TO®A,

B ER CHEEEANBE SN TV D D, BN AZEX CTHHFICEAZZIFBHL S 5
BEARSE T T, EMLAZ UV — 228045 Z EIFEE L oy (1845 B2R) |

3 I#
el

~

\d

X N O RFTRREER & 72 1 3AH O F OO B\ BBUE OBEFER A BT 5 Z ENoho TN D
EITIZEMLAZ U — 24 (U RAHAL25%B LT 0 A 25%) Z#8AH LRWZ &,

G

J

I3

==
[=]

HERISNTWA LD LY KEHE - IZEREICHhZVEMLAY ) — 228452 k> T,
HELDHEERZ2EETHICHESEDY RAIAAVBXORT o b A URRINERD D ( [{#R]
JEFNC S DOET-EE) B2R) |

77 ZIMMPIAREIRE Bz iE, 73A4%ar, JLvFI LA, YHa—L, R7=FU K) 12k
DGR A Z T TV DBET, DIBICHT 2 BN SN 28NN S 5720, FERERB LW
DEXE=ZY) TR X&Th D,

ErEhY (ELE Y ) BT SHEBRTIZ, EMLAZ U — A& HICEA LZGA, BErErEH
WD ENRENTWD, ZIHR—RBRIZHBNT, SAHEOAIZEMLAYZ UV — L %A LT
Y CIIRF IO R0 o7, HADNFELZ B THHICEAEIIBE L 5 2EKE: T
T, EMLAZ V=2 ZfEf Lz &,
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%hm%ﬁnﬁymr-%fﬁikiﬁ%ﬁ%FA%?HEV@W@%%%% A R~NEToE
VIREIRIC L DIREMTOILCW D AEKRL2 s AR O IBIZIZ, EMLAZ UV — A& L7202
&o

WO CHIEDBE LT 7NV a—2-6-V Vg7 & e —EBRBIEOH L EEIX, A F~ES
2B MAEA BT,

ANVKRYT IR, TN/ 72y TERINT=U R, 72U 08k, RvvyhAr, Zun
X FTYFTTEY L HEEBER LOHEMBE, = e M = e s )R
=N, Rexr NTTI OV VTR, T Fr, T/ MV EXY—L T
=hAy, FUVvFr Fo—XREOHFEAFFERMED X S ~F 7 v B U IEIZ BE9 2 34 2
ALTWABRETEH, A M~ES B EUIENFET AR E N,

EMLAZ U — A& iRRIEAT SNIZHR/NRIZHB T 22D A b~F 7 m B U iifE (20~30%)
ﬁﬁiéﬂfméo_h%W%%i\%%Eﬂﬁ%éﬂk%%\%%@ﬁﬁ%%%zéiﬂl_
WA SN BEH, BERRDTDITRA L Ty o 7235 ARBONR TH 7=, £72, 2hbHd
BHNIE, A P~EZa EUEREOERNIFH I Tz, 7 U —a%REHR, KEOBEN
HARIZEIE LT MECTHAGEE A TF LU T A — O IRNE G2 L D IBBEREN 22 LB d 5,

ERliIX, EMLAZ U — AOEEZ2EATOMEM 2 W E 7213 OMOR#ESE N L T D 2 &
EHEND D Z & RATREIN TV D HESRRAT BB LOBMEREZ2 B2 R0 L 512925 Z & (R
37 AR O/NRIZBNT) | B8EOFHET 2R3 G D5 B/ N O RER I S A0 H1H %
HIRT 2 Z L icEET D,

H LB RN RE IO 2D THIUE, BrAERBS L OVE#R3y AL TOSE~DEMLAY 1) —
LDOBATET, AT L OBAI%OMet-HVEZ E=4—F25 2 &,

FRLDIE

—BHEE -
EMLAZ UV —2DKREBMIZE>TU RIAUVBLEOT 0 M A v OMPEEN FFT5H0
LEZLND, AMEBOLABE, BEHLTWABREFFITEHEBEERLE, U R4 yBLW
7 bA O ERICH L TUEZEREW E BN D EFITIZEMLAY U — A A HEEIZE
MeTHZE,

EMLAZ U — A ZBAWTZ G DIZE@BAR L TiE7Ze 720,
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) EBRICB W CEEDIRBIEMENTEH ST 5720, EMLAZ U —ARIRICA 720 K 912
&%%%b%gﬁ&éo%@ﬁm@ﬁ%miof%\ﬁﬁ*f%ﬁﬁ%%%?<:&ﬁ@éo%
AR B DEMLAZ U — AOWRIUEHIE ST Thvien, IRICHZE L72hG, KEITARE
AR THRRDN %mﬁb\@%ﬁﬁéifm%%%ﬁézko

p-7 X ) BEEFBHER (Tahfr, ThITHAL, XU A URE) T LALF—EEFD
BEIZBWT, ) R VBEIWERZIZT o B M A AT B XS MHIIR STV R VDA,
BB OO H 5 HBE . FRCRNENRHOEBEIZIZEMLAY V) — A2 HEEICBAT 5 2
E,

HIEARED & % B TIIRPTRIRESE 2 IEF I TE R0z, U R &7 me bAoA v
DMIETRENFEEZ IO TMmAPRE LR D U 27 &,

URAAVBLOTRE MU A VBRI AV ARMEOREZIHT 5 Z LAVRSERTWS, £V
7 F DEREAMIEMLAY U — AR RIETEEBIIMGT S TR,

BEADER : EMLAZ U — 22 BT 250, BUEEEO BTV 15K L2 EORTO
RSB SN D 2 LA BFICEBR SR TER SR, 207, BRIERNED T,
BEDRIFE BN | #o7e v MEICEIRE ZIHMERIRICE L CRERIESIT 5 2 &R
RNE DT D,

EMLAZ U — A ZIRDOIT < F72IXBHW-EDIZEBA LTI R 5220,

EWMMRBER : 7 7 AWIAREIRE (P A = RRAF U LFURE) DEEESNTVWHEE~D
EMLAZ U — A 0% A%, BMEERSEINE ., £72I3MBICR DTN D 5720, [HEICH
MeTHZE,

AMANETOEVHEZERET A ENAN > TS ZDMDOESR ( ML) OMIEE A b
E/REUIIE] ZR) MREIATVSEEICEVT, JRE MM U COREEHRESE
2—RICBDHTENDH D,

D RIA AT EE N HA 2 L7 T AR B2, 734X ry, TLFI TN, VA
B—b, R7=F Y R) LORREMAERCOVD TR S TOARVS, ERFSE ST
wWwa ( I—%%J 723%) o

URIAVEBEIWEZZ e NIA V2808 T5ZOMOMA LEMLAZ UV — 2% 0T 5
WA, T RXTCOEBNNLDOY REA VBIWERIZTa e b4 VORHAEZZE T HALEND
50
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RN, ZERME. ZIGHEE
ERMYE  RUBWRBRICEITSY FIA v BROT R E MU A OFEMITHET S ThRn,

FEBREBMIZBNT, 7o MO A CORBIEFRIERH D Z LRI TWD, BLRICHET
HERABRCIE, B RELITLTEEL, RO/ S Ve b (50kg) 2V T400 cmPdH 7z v
60 gOEMLAZ U — 1% 2 G Hi[A1%4  (Single Dermal Administration : SDA) L 7-#A 05 &%
7ol PR & i LT b, FRIRZEREALIZ LRI E 721 32[BEMLAY U — A% JRpTsAi 35 &

(25F721359) . BRAICEBWTIEISDAD 124 F 72131/12, $hIRIZIB WV TIESDA & 1ZIZ TR Umglkg
AELRDTHAD,

~ 7 A (450~7,200 mg/m® ; SDAD6E0~960f%) LT » k (900~4,800 mg/m? ; SDAP6E0~320
%) #HWE7 v M A ORI TH DHo- hvA U ORI O EEHEERBR T, W
DOEYFETHo- LA VATEEMERSH D Z R ENT, EEE L QX M~ v R8T HHE
PERTHERRER IR, MERE~ & 22361 2 38 WIS AE I, HERE D~ N 2381 2 Ll i,
FEMERAT RO FLEANE, JEZ » NI D5 TRRHEMEMHE R IE RS L OV e, HEZ » Mz T
% FLIRHRHE RN 25 &> > 7=, Bt LT e & (= 7 2 1450 mg/m?, F » k : 900 mg/m’ ; SDA
D60fE) THRBEMWIRRICHEFIEN RO bz, Lo T, EHERESDADEARN L+ 5 MNENRDH
%o ERERIT, ~ 7 AIZEVT150~2,400 mg/kg, 7 » MZIVT150~800 mg/kgdd i & C 5
Ehi-, HEE. EROSDADRHIC L WmgmP~ L ZEHSh TV,

FEEM : U A UHEBEOERFEMT, VLR TEE AW HBEYEIR (Ames) RBR,
invitroToO & h U U RBRZE WGk B EHER. £ L CinvivoCO~ 7 A/NMERBRIZ LV 5T
SNz, ZTNHORBRIZBWN T, PEAKROHEEDBEGSERFMEER IR EN 2o T2,

KW3B  (Escherichia coli) ODNAEIE IR KOV 7 — VFFEEERICIV T, 7' E M1 > ORGH
MThHo-hvA Ty (05ugimL) ([SEIEEENRS D Z LRSIz, RENEELGFEE T O R X
I F 7 A (salmonella typhimurium) (Z X 28 BRICHBWV T, o- bAoA ¥ (# A #5300 mg/kg ;
SDA@3001ﬁ) RG-S T v b ORMERITERFEMEZ R U, RENEMEIFE T E2IIARTET

Bl 550D % X'T F 7 X (salmonella typhimurium) #R018 I 229828 BB I L OVT9F v A
:~x-AAx5—ﬂW%@wan$ﬁmﬁm&k\&F»%y/_%fé%@MWﬁﬁ%i&
ThHoTz,

ZRIAE . dEm~05) 2],
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EFA~ADKRE  EFHME - FiRHT T —B,

U RIA v OA&EREHERITT v FEHWTIThL T Y, B~ EREAIFEH S Tun
720y (BT #5630 mg/kg ; SDAD221%) , 7'a v A oL EERRIZT v 2 HW T Th
TR, ZhEE, BE~OFEFERERITEEH STy (AN EE5-300 mg/kg ; SDA188
f5) o Ll 2BV TRl > F et AR T 72 BRIIE I T o3, BiickiT
LA O RN e MZBIT ARG T L TRISN S DT TlEeWnWi=o dERFIE,
HONCHEE SNRWVEVEMLAZ U — A& L7 &,

U RIA VHEBERBIO T2 s A UEREZLL (ww) TEAT L KMERIEZ R TEEG L=
Z v MIBWT, AlEEtERBR N Eii SN TWb, U R A U NSDAD29E, 7 a e M A iR
SDAD2S(HIZARYS T2 FE T 54 240 mglkg T, (EFME, ImEE. IBIRFMEITBER S

ST,

EWR:VURIA, 7 R IA L ONT O DERIEESTIERY, U RIA BRI ERIZ
Tav N NA o EERETAFOMOEKLEMLAYZ U — 252 0T 5548, T XTOHEHFGHD
U RIAVBIWERITZ T o b IA VORMAELZZETOIVLEND S,

BE: ) A BIORLS T E b UA i3t bAHTHTICBAITT S, U R A ORIt -
MAELIF0.4, 7o M A LV DEUIAATHL720, Lici> T, RAWICEMLAYZ J — L%
BT LHAITEERLETH D,

INBADEE TR O/NR A2 %R UTZEMLAY U — A D ez BRI B W T Tkl Eo/hg
F TN & HEREMLAZ U — ADENENZ EAVRENTWS, 25 DOFE R, ik
F I IIAE T M T o0 B B/ N O LR R X O R — N OEFEME A2 RTH DO TH D,

A h~E7 8 B UMEICREE T DMERN R 55 BE F2IXEEE2 2 TV 5 BEIZIZFEMLAY
V— AR EEICEATHZ L (L5 OofiEE T F~EZ vt UilE] 2R) .

Fn /N RS, 3 ARIEO/NRICEMLAZ U — A2 @841 5356, @i L BAAmEZ RE
TOMERD L Z LIZHONWTORBEE DB LZMIE L, FIC X 2BRE T+ 52720 0EE%E
hOMENRHD ( THERBIOHE] BEO X F~EZn e ifE] ZHR)

HAER (R/MERRE :37TB) EX V20 kgRmD/NMNETIE. ZHhEBE L BMBEZFIET S &L (ME
AEFIZEHLEERS] OR2SH)
HAERICB T DU OEMLA Y VU — A OF M EHMIIZ T TV 7R u,
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SEEADES  EMLA 7V — AOKRBRICSINM L2 T X TORFED 9 5| 180 4473 65 ) b
745%, 138N T5 Ll ECThoTc, b & mEE & O T, ek, ARMED R
BT DN 0T, Wt SN2 OMOEREERD 5 6, mlEE & S RE R ORS D72
DR BRI R o T2, OB EICB W URSZENE L 72D 2 LIXEE TE R0,

EMLAZ V — L& BB L% OGBS LHEEREFICBITLY R B8RO rE b
A ¥ O MR IS TR | #EE SN D B BURE 2@ FlEl-72, LA L. EMLAY
U — LAtk OFEEE LIERHBREICBITD ) RIS BT 0 M A v o2y iR
DL FEBNICTHMCE DIEERG T —ZI1de, (U RUA225%B L7 e M A v
2.5%)

EH WIS DS TUE L T D Sl ~ORESBHETH L5 (M EoER) Z2H)

ARG U R0 OFESREEENE, FilmEs (L5IRFH) 12 L CRlinEa (25KH) T
AEICIERT S (TR 2H])

Bl{EMR

BRIRIG : EMLAZ U — A TIREH £ 72132 OEL ORISR FEIC B\ T, IRIEENL O B G IALEE
FIAXFERHBE L2 0 |, BEEEHMDBET 52 LB D, FIUTBA AL £ 72138
WM A HE S TWD, FNICEMLAYZ U — MMERZ OGARILENBE S TWDHY, EMLA
7V — NFETITEEARLE & QBT 22 & 7o o Tuviely, 1,3004 28 2 HEMLAZ U — A%
AR O AT R 12 B3 2 BRIRERBR I I W CL VR B 2 WITHEH O 2 O L 9 72 [T R 1256%
DBFETRD O, ML TEYET, —\ETHY , 1EIF2RH THRIZHEME L7, EMLAZ Y
—ALNRE & S D EERSUSIR -T2,

BT UL, A REYIBI TR O F AR Oa R EAEI R 208 ST D, W o ERIC
HEMLAZ U — K10 g3 84 S iz,

HAEREICEMLAY U — A2 8T SNT-BEICBWC, UTFTORMERMNEREN:  BA (B
HE 721X oKD VIRAE) 37%., FIR (FLBE) 30%. JEERGE D%, #IE6%, 7 dH2%
B L O3Z 1% A,

3784 MEMLAZ U — KA B 2 I 1 D2 B 3 2 B R RER Tld. 41% D EF 2BV,
B T 1B M O BAT A O SOSNUFEE H 5 WITERR O b iv b — X Th - T2 B A 5
AEDISIE, FAR (21%), EVE (17%) B L ONEE (10%) Th-o7o,
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FULF—RIE: U RIAEEZT a0 M IA BT 2T LAX =GR T T 7 4 7%~

—ENR D 2 ENB D, TNHITEMRS, MERE, [RE XEERB LN 2 v 7 2R ET

5o;ﬂg®ﬁmﬂt_0tﬁn PR D FETHRILT B, K RERBRC X 2 s B oA Ak
ITEERID B D,

25 (AECEET S) RIG : EMLAZ U — A& UNC3BAG L2 RIS AET 220 EORERS:
DOFEED, WRSNT=OTPRIEHANCLDLBOTHL L) Z Eidseb L ( TERRIEEL HiE
HoO IEMEE | Z2) . UV RIA VBIWERITT o A OGO FEERGOMNEIT
ZOMOT I FIRPTURERRE TR 5 2 Xt % (CNS) OB X OV E 72 i3ms (BHD56o
&, OMRRE. R, £, SEEL. L)E. WBIRREE. HS. FOURECITE, MEr, AU, K
FIX L O, S, RER, R R R, @%%‘%;UW%@E)&%MLTméomw
OB ST, b LIEE 27K BEIORWNWZ EbH D, TOHE, RYIDIERIER
%%T\ﬁﬁﬁ%mﬁé_&%%éoumﬁﬁﬁkbfi\@m\ﬁmr\@@E%%<®m%
LD 2 b D,

BERE

HEAS FZ 400 cm?l260 g% SIERT ¥ AT 14 OO fie i L AR 1. U R > 23%0.05~0.16 pg/mL, 712 &
N1 A > 030.02~0.10 pg/mLT&H 5, UV ROA o OFMERBEE 5ug/mL) BL OV E-iZ7 o
VR A L OBmMERBUIRE (56 ug/mL) T, DAHEORD . S REIERIIOK T,
AREDIR T AR S D, RFTRERE AN D R RIE T EREAZ2MEE- 2. Zh b 0Z{bo
—WEZRoTVDLZ R D, RFT~OKBFLE B F 7213 DB 2 WIEE . T OMKRME
BT 2 OFEROFHEL, U R A >, 7t b A v E213E OO BFTRREEE O o i
K7 & O B e 5% G el 217 9, B G OLEIZBET 2582 RIc OV T, BiFlox
sadiAy (VU RIA VIR F7233 2 %A~ (Fat b4 UHEEEE) ORMNTEEZ SR
THLE,

BEs LUHRHE
E‘Z*u_.\ II\ 1%&’26
EMLAZ U — A Z GRS IO BEEAT 2 (8 Lokg 21) .

B EESFN - §HIRN D = 2 — L ORI X OFIRSER 72 £ 0 R G 5 T Tlx. 20~25 cm?D
R §DORMICEMLAY U — 125 g% 8 Ai L, 1L ERET %5, EMLAZ U — 2% FU 7= ikl
KRB TIE, BAOFNLTON = 2 — LB F 721X IREE RN EAT O RBEN 4 C 7256 2 E L
T, B 2EA AN EN ST,
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RIERFM : 0EHR A ERBUR & o KFEHA 0O 2 T & 0 3R 2 £ O FIF Tk, 10 em®d
72 V29DEMLAY U — LEWAT L, 2REMLL LR & Oz fERr S E 5,

A BHEDOMRRE - JRPni=iERERT OB & LT, EEOEREIZEMLAZ VY —24 (19/10
cm?) Z1ISH MR Bfid %5, EMLAZ U —ARRER, H0I R TR ERE % i,

B2 IBRIFRAN SR 3 BB AT L3 £ THER L, 7 U — ABRE#L~2R £ TRfe 92 & FHISh D,
BAPICRINEND Y RAA L BLOT v b UA rof&iE, MERVEFICGLE&RYE ) K2
DINET —Z >N HHEERETH D,

AL RS- EHRHMIR

REa TV —LADOREL W T2 ARG 2 8 5 FIr-CiRIEMEr O R 53 & Lol
FATIE. EMLAZ V—A%ZEL 84 L (5~10g) . 5~105FiE T %,

WU S B D72 DIZBET BTN, 7 ) — L5 FORANRFEE S22 5 L Ebh
5o FRZEE ZITDOR WSS, EMLAZ U — ABAAFIIEE ZENE TN RITIIER 6720,
EMLAZ U — A[REH . HONIULE F 7135 T ia Rl A e,

,J\JLIII_.\ T 1’07&’26

/NROFER I L OREEZ I LIZEMLAY U — A O RHESE T 8, S RBAT A, R A RE[H]
ZUTIORLT,

R K OMRED EMLAZ U —AD e KA I R EBAT IRF ]
%A SEON YD

0~3» H F£7213<5 kg 1g 10 cm? 1R
3~127 A L US5kg 29 20 cm? AREH]
1~67%$ L U>10 kg 10g 100 cm? A5
7~125%$ L U020 kg 20 g 200 cm? AT

HE 3y AU ECTR/ALERE AT L COWARWEEZE OSBRSS, EMLAY U — A0 KBHAEIZRZEOKRE
ZEb®sz e, (@A LoEE] 21)

ERTX, (R#EHEICEMLAY U — A OB 2B AA 28T 5 L) \EEICERTH 2 & ( EHED
HEE] ZR) |
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Zh/NROREIZEMLAY U — A& BAAT 5548, /NEBEMLAY U — A E A 2 33 L 720
LOICEERBEEZEO RN & BB 72BN OB T T D720 O2EYEIIHA N TH
LHiEZHND,

HERREITERBOFERBE L US FAET OEVERMEOERNESE SN TV S FERMN 25 AX
FmOHBIZIFEMAY ) —LZZHR LGN & (IEE#IEE T4 MAEJOEVME] S8R .

AT 2 B A DO RF LEMLAZ U — 24 (U RAA 2 25%B L7 1 v kB A 2 2.5%)
WO SNTHE . TRTORBNSBNEND Y RIA BT b A v OREESE
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EMLA ()
CREAM (lidocaine 2.5%
and prilocaine 2.5%)

DESCRIPTION

EMLA Cream (lidocaine 2.5% and prilocaine 2.5%) is an emulsion in which the oil phase is a eutectic
mixture of lidocaine and prilocaine in a ratio of 1:1 by weight. This eutectic mixture has a melting
point below room temperature and therefore both local anesthetics exist as a liquid oil rather than as
crystals. It is packaged in 5 gram and 30 gram tubes.

Lidocaine is chemically designated as acetamide, 2-(diethylamino)-N-(2,6-dimethylphenyl), has an
octanol: water partition ratio of 43 at pH 7.4, and has the following structure:

'
[

Prilocaine is chemically designated as propanamide, N-(2-methylphenyl)-2-(propylamino), has an
octanol: water partition ratio of 25 at pH 7.4, and has the following structure:
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Each gram of EMLA Cream contains lidocaine 25 mg, prilocaine 25 mg, polyoxyethylene fatty acid
esters (as emulsifiers), carboxypolymethylene (as a thickening agent), sodium hydroxide to adjust to a
pH approximating 9, and purified water to 1 gram. EMLA Cream contains no preservative, however it
passes the USP antimicrobial effectiveness test due to the pH. The specific gravity of EMLA Cream is
1.00.

CLINICAL PHARMACOLOGY

Mechanism of Action:

EMLA Cream (lidocaine 2.5% and prilocaine 2.5%), applied to intact skin under occlusive dressing,
provides dermal analgesia by the release of lidocaine and prilocaine from the cream into the epidermal
and dermal layers of the skin and by the accumulation of lidocaine and prilocaine in the vicinity of
dermal pain receptors and nerve endings. Lidocaine and prilocaine are amide-type local anesthetic
agents. Both lidocaine and prilocaine stabilize neuronal membranes by inhibiting the ionic fluxes
required for the initiation and conduction of impulses, thereby effecting local anesthetic action.

The onset, depth and duration of dermal analgesia on intact skin provided by EMLA Cream depend

primarily on the duration of application. To provide sufficient 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
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harvesting, EMLA Cream should be applied under occlusive dressing for at least 2 hours. Satisfactory
dermal analgesia is achieved 1 hour after application, reaches maximum at 2 to 3 hours, and persists
for 1 to 2 hours after removal. Absorption from the genital mucosa is more rapid and onset time is
shorter (5 to 10 minutes) than after application to intact skin. After a 5 to 10 minute application of
EMLA Cream to female genital mucosa, the average duration of effective analgesia to an argon laser
stimulus (which produced a sharp, pricking pain) was 15 to 20 minutes (individual variations in the
range of 5 to 45 minutes).

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

Pharmacokinetics:

EMLA Cream is a eutectic mixture of lidocaine 2.5% and prilocaine 2.5% formulated as an oil in
water emulsion. In this eutectic mixture, both anesthetics are liquid at room temperature (see
DESCRIPTION) and the penetration and subsequent systemic absorption of both prilocaine and
lidocaine are enhanced over that which would be seen if each component in crystalline form was
applied separately as a 2.5% topical cream.

Absorption: 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 prilocaine) was applied to
400 cm” 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 from EMLA Cream: Normal Volunteers (N=16)
EMLA Area Time | Drug Absorbed | Cmax Tmax
Cream (cm?) on Content (mg) (pg/mL) | (hr)
(€3] (hrs) | (mg)
60 400 3 lidocaine | 54 0.12 4
1500
prilocaine | 92 0.07 4
1500
60 400 24* | lidocaine | 243 0.28 10
1500
prilocaine | 503 0.14 10
1500

* Maximum recommended duration of exposure is 4 hours.

When 60 g of EMLA Cream was applied over 400 cm® for 24 hours, peak blood levels of lidocaine are
approximately 1/20 the systemic toxic level. Likewise, the maximum prilocaine level is about 1/36 the
toxic level. In a pharmacokinetic study, EMLA Cream was applied to penile skin in 20 adult male
patients in doses ranging from 0.5 g to 3.3 g for 15 minutes. Plasma concentrations of lidocaine and
prilocaine following EMLA Cream application in this study were consistently low (2.5-16 ng/mL for
lidocaine and 2.5-7 ng/mL for prilocaine). The application of EMLA Cream to broken or inflamed
skin, or to 2,000 cm? or more of skin where more of both anesthetics are absorbed, could result in
higher plasma levels that could, in susceptible individuals, produce a systemic pharmacologic
response.
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The absorption of EMLA Cream applied to genital mucous membranes was studied in two open-label
clinical trials. Twenty-nine patients received 10 g of EMLA Cream applied for 10 to 60 minutes in the
vaginal fornices. Plasma concentrations of lidocaine and prilocaine following EMLA Cream
application in these studies ranged from 148 to 641 ng/mL for lidocaine and 40 to 346 ng/mL for
prilocaine and time to reach maximum concentration (tyax) ranged from 21 to 125 minutes for
lidocaine and from 21 to 95 minutes for prilocaine. These levels are well below the concentrations
anticipated to give rise to systemic toxicity (approximately 5000 ng/mL for lidocaine and prilocaine).

Distribution: When each drug is administered intravenously, the steady-state volume of distribution is
1.1to 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 larger distribution volume for prilocaine produces the lower plasma
concentrations of prilocaine observed when equal amounts of prilocaine and lidocaine are
administered. At concentrations produced by application of EMLA Cream, lidocaine is approximately
70% bound to plasma proteins, primarily alpha-1-acid glycoprotein. At much higher plasma
concentrations (1 to 4 ug/mL of free base) the plasma protein binding of lidocaine is concentration
dependent. Prilocaine is 55% bound to plasma proteins. Both lidocaine and prilocaine cross the
placental and blood brain barrier, presumably by passive diffusion.

Metabolism: 1t is not known if lidocaine or prilocaine are metabolized in the skin. Lidocaine is
metabolized rapidly by the liver to a number of metabolites including monoethylglycinexylidide
(MEGX) and glycinexylidide (GX), both of which have pharmacologic activity similar to, but less
potent than that of lidocaine. The metabolite, 2,6-xylidine, has unknown pharmacologic activity.
Following intravenous administration, MEGX and GX concentrations in serum range from 11 to 36%
and from 5 to 11% of lidocaine concentrations, respectively. Prilocaine is metabolized in both the liver
and kidneys by amidases to various metabolites including ortho-toluidine and N-n-propylalanine. It is
not metabolized by plasma esterases. The ortho-toluidine metabolite has been shown to be
carcinogenic in several animal models (see Carcinogenesis subsection of PRECAUTIONS). In
addition, ortho-toluidine can produce methemoglobinemia following systemic doses of prilocaine
approximating 8 mg/kg (see ADVERSE REACTIONS). Very young patients, patients with glucose-6-
phosphate dehydrogenase deficiencies and patients taking oxidizing drugs such as antimalarials and
sulfonamides are more susceptible to methemoglobinemia (see Methemoglobinemia subsection of
PRECAUTIONS).

Elimination: The terminal elimination half-life of lidocaine from the plasma following IV
administration is approximately 65 to 150 minutes (mean 110, £24 SD, n=13). More than 98% of an
absorbed dose of lidocaine can be recovered in the urine as metabolites or parent drug. The systemic
clearance is 10 to 20 mL/min/kg (mean 13, £3 SD, n=13). The elimination half-life of prilocaine is
approximately 10 to 150 minutes (mean 70, +48 SD, n=13). The systemic clearance is 18 to 64
mL/min/kg (mean 38, £15 SD, n=13). During intravenous studies, the elimination half-life of
lidocaine was statistically significantly longer in elderly patients (2.5 hours) than in younger patients
(1.5 hours). No studies are available on the intravenous pharmacokinetics of prilocaine in elderly
patients.

Pediatrics: Some pharmacokinetic (PK) data are available in infants (1 month to <2 years old) and
children (2 to <12 years old). One PK study was conducted in 9 full-term neonates (mean age: 7 days
and mean gestational age: 38.8 weeks). The study results show that neonates had comparable plasma
lidocaine and prilocaine concentrations and blood methemoglobin concentrations as those found in
previous pediatric PK studies and clinical trials. There was a tendency towards an increase in
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methemoglobin formation. However, due to assay limitations and very little amount of blood that
could be collected from neonates, large variations in the above reported concentrations were found.

Special Populations: No specific PK studies were conducted. The half-life may be increased in
cardiac or hepatic dysfunction. Prilocaine’s half-life also may be increased in hepatic or renal
dysfunction since both of these organs are involved in prilocaine metabolism.

Clinical Studies

EMLA Cream application in adults prior to IV cannulation or venipuncture was studied in 200 patients
in four clinical studies in Europe. Application for at least 1 hour provided significantly more dermal
analgesia than placebo cream or ethyl chloride. EMLA Cream was comparable to subcutaneous
lidocaine, but was less efficacious than intradermal lidocaine. Most patients found EMLA Cream
treatment preferable to lidocaine infiltration or ethyl chloride spray.

EMLA Cream was compared with 0.5% lidocaine infiltration prior to skin graft harvesting in one open
label study in 80 adult patients in England. Application of EMLA Cream for 2 to 5 hours provided
dermal analgesia comparable to lidocaine infiltration.

EMLA Cream application in children was studied in seven non-US studies (320 patients) and one US
study (100 patients). In controlled studies, application of EMLA Cream for at least 1 hour with or
without presurgical medication prior to needle 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 adults.

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 effective in providing pain relief during laser
treatment.

EMLA Cream alone was compared with EMLA Cream followed by lidocaine infiltration and lidocaine
infiltration alone prior to cryotherapy for the removal of male genital warts. The data from 121 patients
demonstrated that EMLA Cream was not effective as a sole anesthetic agent in managing the pain from
the surgical procedure. The administration of EMLA Cream prior to lidocaine infiltration provided
significant relief of discomfort associated with local anesthetic infiltration and thus was effective in the
overall reduction of pain from the procedure only when used in conjunction with local anesthetic
infiltration of lidocaine.

EMLA Cream was studied in 105 full term neonates (gestational age: 37 weeks) for blood drawing and
circumcision procedures. When considering the use of EMLA Cream in neonates, the primary
concerns are the systemic absorption of the active ingredients and the subsequent formation of
methemoglobin. In clinical studies performed in neonates, the plasma levels of lidocaine, prilocaine,
and methemoglobin were not reported in a range expected to cause clinical symptoms.

Local dermal effects associated with EMLA Cream application in these studies on intact skin included
paleness, redness and edema and were transient in nature (see ADVERSE REACTIONS).

The application of EMLA Cream on genital mucous membranes for minor, superficial surgical
procedures (eg, removal of condylomata acuminata) was studied in 80 patients in a placebo-controlled
clinical trial (60 patients received EMLA Cream and 20 patients received placebo). EMLA Cream (5
to 10 g) applied between 1 and 75 minutes before surgery, with a median time of 15 minutes, provided
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effective local anesthesia for minor superficial surgical procedures. The greatest extent of analgesia,
as measured by VAS scores, was attained after 5 to 15 minutes’ application. The application of EMLA
Cream to genital mucous membranes as pretreatment for local anesthetic infiltration was studied in a
double-blind, placebo-controlled study in 44 female patients (21 patients received EMLA Cream and
23 patients received placebo) scheduled for infiltration prior to a surgical procedure of the external vulva
or genital mucosa. EMLA Cream applied to the genital mucous membranes for 5 to 10 minutes resulted
in adequate topical anesthesia for local anesthetic injection.

Individualization of Dose: The dose of EMLA Cream that provides effective analgesia depends on
the duration of the application over the treated area.

All pharmacokinetic and clinical studies employed a thick layer of EMLA Cream (1-2 g/10 cm?). The
duration of application prior to venipuncture was 1 hour. The duration of application prior to taking
split thickness skin grafts was 2 hours. A thinner application has not been studied and may result in
less complete analgesia or a shorter duration 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 the rate of systemic drug
elimination. Long duration of application, large treatment area, small patients, or impaired elimination
may result in high blood levels. The systemic blood levels are typically a small fraction (1/20 to 1/36)
of the blood levels that produce toxicity. Table 2 below gives maximum recommended doses,
application areas, and application times for infants and children.

TABLE 2
EMLA CREAM MAXIMUM RECOMMENDED DOSE, APPLICATION AREA, AND APPLICATION TIME BY
AGE AND WEIGHT*
For Infants and Children Based on Application to Intact Skin
Age and Body Weight Maximum Maximum Maximum
Requirements Total Application | Application
Dose of Area** Time
EMLA
Cream
0 up to 3 months or <5 kg lg 10 cm® 1 hour
3upto 12 monthsand>5kg | 2¢g 20 cm” 4 hours
1 to 6 years and > 10 kg 10g 100 cm? 4 hours
7 to 12 years and > 20 kg 20 g 200 cm> 4 hours

Please note: If a patient greater than 3 months old does not meet the minimum weight requirement, the maximum total dose of EMLA Cream should be
restricted to that which corresponds to the patient’s weight.
* These are broad guidelines for avoiding systemic toxicity in applying EMLA Cream to 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 absorption for children and adults:

The estimated mean (+SD) absorption of lidocaine is 0.045 (+0.016) mg/cm?/hr.

The estimated mean (+SD) absorption of prilocaine is 0.077 (£0.036) mg/cm?/hr.

An LV. antiarrhythmic dose of lidocaine is 1 mg/kg (70 mg/70 kg) and gives a blood level of about 1
ug/mL. Toxicity would be expected at blood 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 effect.
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INDICATIONS AND USAGE

EMLA Cream (a eutectic mixture of lidocaine 2.5% and prilocaine 2.5%) is indicated as a topical
anesthetic for use on:

- normal intact skin for local analgesia.
- genital mucous membranes for superficial minor surgery and as pretreatment for infiltration
anesthesia.

EMLA Cream is not recommended in any clinical situation when penetration or migration beyond the
tympanic 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 sensitivity to local anesthetics of the amide type or to any other component of the product.

WARNINGS

Application of EMLA Cream to larger areas or for longer times than those recommended could result
in sufficient absorption of lidocaine and prilocaine resulting in serious adverse effects (see
Individualization of Dose).

Patients treated with class III anti-arrhythmic drugs (eg, amiodarone, bretylium, sotalol, dofetilide)
should be under close surveillance and ECG monitoring considered, because cardiac effects may be
additive.

Studies in laboratory animals (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 only in the
external auditory canal, showed no abnormality. EMLA Cream should not be used in any clinical
situation when its penetration or migration beyond the tympanic membrane into the middle ear is
possible.

Methemoglobinemia: EMLA Cream should not be used in those rare patients with congenital or
idiopathic methemoglobinemia and in infants under the age of twelve months who are receiving
treatment with methemoglobin-inducing agents.

Very young patients or patients with glucose-6-phosphate dehydrogenase deficiencies are more
susceptible to methemoglobinemia.

Patients taking drugs associated with drug-induced methemoglobinemia such as sulfonamides,
acetaminophen, acetanilid, aniline dyes, benzocaine, chloroquine, dapsone, naphthalene, nitrates and
nitrites, nitrofurantoin, nitroglycerin, nitroprusside, pamaquine, para-aminosalicylic acid, phenacetin,
phenobarbital, phenytoin, primaquine, quinine, are also at greater risk for developing
methemoglobinemia.

There have been reports of significant methemoglobinemia (20-30%) in infants and children following
excessive applications of EMLA Cream. These cases involved the use of large doses, larger than
recommended areas of application, or infants under the age of 3 months who did not have fully mature
enzyme systems. In addition, a few of these cases involved the concomitant administration of
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methemoglobin-inducing agents. Most patients recovered spontaneously after removal of the cream.
Treatment with IV methylene blue may be effective if required.

Physicians are cautioned to make sure that parents or other caregivers understand the need for careful
application of EMLA Cream, to ensure that the doses and areas of application recommended in Table 2
are not exceeded (especially in children under the age of 3 months) and to limit the period of
application to the minimum required to achieve the desired anesthesia.

Neonates and infants up to 3 months of age should be monitored for Met-Hb levels before, during, and
after the application of EMLA Cream, provided the test results can be obtained quickly.

PRECAUTIONS

General:

Repeated doses of EMLA Cream may increase blood levels of lidocaine and prilocaine. EMLA Cream
should be used with caution in patients who may be more sensitive to the systemic effects of lidocaine
and prilocaine including acutely ill, debilitated, or elderly patients.

EMLA Cream should not be applied to open wounds.

Care should be taken not to allow EMLA Cream to come in contact with the eye because animal
studies have demonstrated severe eye irritation. Also the loss of protective reflexes can permit corneal
irritation and potential abrasion. Absorption of EMLA Cream in conjunctival tissues has not been
determined. If eye contact occurs, immediately wash out the eye with water or saline and protect the
eye until sensation returns.

Patients allergic to paraaminobenzoic acid derivatives (procaine, tetracaine, benzocaine, etc.) have not
shown cross sensitivity to lidocaine and/or prilocaine; however, EMLA Cream should be used with
caution in patients with a history of drug sensitivities, especially if the etiologic agent is uncertain.

Patients with severe hepatic disease, because of their inability to metabolize local anesthetics normally,
are at greater risk of developing toxic plasma concentrations of lidocaine and prilocaine.

Lidocaine and prilocaine have been shown to inhibit viral and bacterial growth. The effect of EMLA
Cream on intradermal injections of live vaccines has not been determined.

Information for Patients: When EMLA Cream is used, the patient should be aware that the
production of dermal analgesia may be accompanied by the block of all sensations in the treated skin.
For this reason, the patient should avoid inadvertent trauma to the treated area by scratching, rubbing,
or exposure to extreme hot or cold temperatures until complete sensation has returned.

EMLA Cream should not be applied near the eyes or on open wounds.
Drug Interactions: EMLA Cream should be used with caution in patients receiving Class I
antiarrhythmic drugs (such as tocainide and mexiletine) since the toxic effects are additive and

potentially synergistic.

Prilocaine may contribute to the formation of methemoglobin in patients treated with other
drugs known to cause this condition (see Methemoglobinemia subsection of WARNINGS).
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Specific interaction studies with lidocaine/prilocaine and class III anti-arrhythmic drugs (eg,
amiodarone, bretylium, sotalol, dofetilide) have not been performed, but caution is advised (see
WARNINGS).

Should EMLA Cream be used concomitantly with other products containing lidocaine and/or
prilocaine, cumulative doses from all formulations must be considered.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis: Long-term studies in animals designed to evaluate the carcinogenic potential of
lidocaine and prilocaine have not been conducted.

Metabolites of prilocaine have been shown to be carcinogenic in laboratory animals. In the animal
studies reported below, doses or blood levels are compared with the Single Dermal Administration
(SDA) of 60 g of EMLA Cream to 400 cm? for 3 hours to a small person (50 kg). The typical
application of EMLA Cream for one or two treatments for venipuncture sites (2.5 or 5 g) would be
1/24 or 1/12 of that dose in an adult or about the same mg/kg dose in an infant.

Chronic oral toxicity studies of ortho-toluidine, a metabolite of prilocaine, in mice (450 to 7200
mg/m’; 60 to 960 times SDA) and rats (900 to 4,800 mg/m?; 60 to 320 times SDA) have shown that
ortho-toluidine is a carcinogen in both species. The tumors included hepatocarcinomas/adenomas in
female mice, multiple occurrences of hemangiosarcomas/hemangiomas in both sexes of mice,
sarcomas of multiple organs, transitional-cell carcinomas/papillomas of urinary bladder in both sexes
of rats, subcutaneous fibromas/fibrosarcomas and mesotheliomas in male rats, and mammary gland
fibroadenomas/adenomas in female rats. The lowest dose tested (450 mg/m? in mice, 900 mg/m? in
rats, 60 times 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 800 mg/kg
in rats. The dosages have been converted to mg/m” for the SDA calculations above.

Mutagenesis: The mutagenic potential of lidocaine HCI has been tested in a bacterial reverse (Ames)
assay in Salmonella, an in vitro chromosomal aberration assay using human lymphocytes and in an in
vivo micronucleus test in mice. There was no indication of mutagenicity or structural damage to
chromosomes in these tests.

Ortho-toluidine, a metabolite of prilocaine, at a concentration of 0.5 ug/mL was genotoxic in
Escherichia coli DNA repair and phage-induction assays. Urine concentrates from rats treated with
ortho-toluidine (300 mg/kg orally; 300 times SDA) were mutagenic when examined in Salmonella
typhimurium in the presence of metabolic activation. Several other tests on ortho-toluidine, including
reverse mutations in five different Salmonella typhimurium strains in the presence or absence of
metabolic activation and a study to detect single strand breaks in DNA of V79 Chinese hamster cells,
were negative.

Impairment of Fertility: See Use in Pregnancy.

Use in Pregnancy: Teratogenic Effects: Pregnancy Category B.

Reproduction studies with lidocaine have been performed in rats and have revealed no evidence of
harm to the fetus (30 mg/kg subcutaneously; 22 times SDA). Reproduction studies with prilocaine
have been performed in rats and have revealed no evidence of impaired fertility or harm to the fetus
(300 mg/kg intramuscularly; 188 times SDA). There are, however, no adequate and well-controlled
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studies in pregnant women. Because animal reproduction studies are not always predictive of human
response, EMLA Cream should be used during pregnancy only if clearly needed.

Reproduction studies have been performed in rats receiving subcutaneous administration of an aqueous
mixture containing lidocaine HCI and prilocaine HCI at 1:1 (w/w). At 40 mg/kg each, a dose
equivalent to 29 times SDA lidocaine and 25 times SDA prilocaine, no teratogenic, embryotoxic or
fetotoxic effects were observed.

Labor and Delivery: Neither lidocaine nor prilocaine are contraindicated in labor and delivery.
Should EMLA Cream be used concomitantly with other products containing lidocaine and/or
prilocaine, cumulative doses from all formulations must be considered.

Nursing Mothers: Lidocaine, and probably prilocaine, are excreted in human milk. Therefore,
caution should be exercised when EMLA Cream is administered to a nursing mother since the milk:
plasma ratio of lidocaine is 0.4 and is not determined for prilocaine.

Pediatric Use: Controlled studies of EMLA Cream in children under the age of seven years have
shown less overall benefit than in older children or adults. These results illustrate the importance of
emotional and psychological support of younger children undergoing medical or surgical procedures.

EMLA Cream should be used with care in patients with conditions or therapy associated with
methemoglobinemia (see Methemoglobinemia subsection of WARNINGS).

When using EMLA Cream in young children, especially infants under the age of 3 months, care must
be taken to insure that the caregiver understands the need to limit the dose and area of application, and
to prevent accidental ingestion (see DOSAGE AND ADMINISTRATION and Methemoglobinemia).

In neonates (minimum gestation age: 37 weeks) and children weighing less than 20 kg, the area
and duration of application should be limited (see TABLE 2 in Individualization of Dose).
Studies have not demonstrated the efficacy of EMLA Cream for heel lancing in neonates.

Geriatric Use: Of the total number of patients in clinical studies of EMLA Cream, 180 were age 65
to 74 and 138 were 75 and over. No overall differences in safety or efficacy were observed between
these patients and younger patients. Other reported clinical experience has not identified differences in
responses between the elderly and younger patients, but greater sensitivity of some older individuals
cannot be ruled out.

Plasma levels of lidocaine and prilocaine in geriatric and non-geriatric patients following application
of a thick layer of EMLA Cream are very low and well below potentially toxic levels. However, there
are no sufficient data to evaluate quantitative differences in systemic plasma levels of lidocaine and
prilocaine between geriatric and non-geriatric patients following application of EMLA Cream.

Consideration should be given for those elderly patients who have enhanced sensitivity to systemic
absorption. (See PRECAUTIONS.)

After intravenous dosing, the elimination half-life of lidocaine is significantly longer in elderly patients
(2.5 hours) than in younger patients (1.5 hours). (See CLINICAL PHARMACOLOGY.)
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ADVERSE REACTIONS

Localized Reactions: During or immediately after treatment with EMLA Cream on intact skin, the
skin at the site of treatment may develop erythema or edema or may be the locus of abnormal
sensation. Rare cases of discrete purpuric or petechial reactions at the application site have been
reported. Rare cases of hyperpigmentation following the use of EMLA Cream have been reported. The
relationship to EMLA Cream or the underlying procedure has not been established. In clinical studies
on intact skin 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 transient, resolving spontaneously within 1
or 2 hours. There were no serious reactions that were ascribed to EMLA Cream.

Two recent reports describe blistering on the foreskin in neonates about to undergo circumcision. Both
neonates received 1.0 g of EMLA Cream.

In patients treated with EMLA Cream on intact skin, local effects observed in the trials included:
paleness (pallor or blanching) 37%, redness (erythema) 30%, alterations in temperature sensations 7%,
edema 6%, itching 2% and rash, less than 1%.

In clinical studies on genital mucous membranes involving 378 EMLA Cream-treated patients, one or
more application site reactions, usually mild and transient, were noted in 41% of patients. The most
common application site reactions were redness (21%), burning sensation (17%) and edema (10%).

Allergic Reactions: Allergic and anaphylactoid reactions associated with lidocaine or prilocaine can
occur. They are characterized by urticaria, angioedema, bronchospasm, and shock. If they occur they
should be managed by conventional means. The detection of sensitivity by skin testing is of doubtful
value.

Systemic (Dose Related) Reactions: Systemic adverse reactions following appropriate use of
EMLA Cream are unlikely due to the small dose absorbed (see Pharmacokinetics subsection of
CLINICAL PHARMACOLOGY). Systemic adverse effects of lidocaine and/or prilocaine are similar
in nature to those observed with other amide local anesthetic agents including CNS excitation and/or
depression (light-headedness, nervousness, apprehension, euphoria, confusion, dizziness, drowsiness,
tinnitus, blurred or double vision, vomiting, sensations of heat, cold or numbness, twitching, tremors,
convulsions, unconsciousness, respiratory depression and arrest). Excitatory CNS reactions may be
brief or not occur at all, in which case the first manifestation may be drowsiness merging into
unconsciousness. Cardiovascular manifestations may include bradycardia, hypotension and
cardiovascular collapse leading to arrest.

OVERDOSAGE

Peak blood levels following a 60 g application to 400 cm? of intact skin for 3 hours are 0.05 to 0.16
ug/mL for lidocaine and 0.02 to 0.10 ug/mL for prilocaine. Toxic levels of lidocaine (>5 ug/mL)
and/or prilocaine (>6 ug/mL) cause decreases in cardiac output, total peripheral resistance and mean
arterial pressure. These changes may be attributable to direct depressant effects of these local
anesthetic agents on the cardiovascular 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 local anesthetics. Consult the package inserts for
parenteral Xylocaine (lidocaine HCI) or Citanest (prilocaine HCI) for further information for the
management of overdose.
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DOSAGE AND ADMINISTRATION

Adult Patients — Intact Skin
A thick layer of EMLA Cream is applied to intact skin and covered with an occlusive dressing (see
INSTRUCTIONS FOR APPLICATION).

Minor Dermal Procedures: For minor procedures such as intravenous cannulation and
venipuncture, apply 2.5 grams of EMLA Cream (1/2 the 5 g tube) over 20 to 25 cm’ of skin surface for
at least 1 hour. In controlled clinical trials using EMLA Cream, two sites were usually prepared in case
there was a technical problem with cannulation or venipuncture at the first site.

Major Dermal 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.

Adult Male Genital Skin: As an adjunct prior to local anesthetic infiltration, apply a thick layer of
EMLA Cream (1 g/10 cm?) to the skin surface for 15 minutes. Local anesthetic infiltration should be
performed immediately after removal of EMLA Cream.

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 absorbed during the
period of application can be estimated from the information in Table 2, ** footnote, in
Individualization of Dose.

Adult Female Patients — Genital Mucous Membranes

For minor procedures on the female external genitalia, such as removal of condylomata acuminata, as
well as for use as pretreatment for anesthetic infiltration, apply a thick layer (5-10 grams) of EMLA
Cream for 5 to 10 minutes.

Occlusion is not necessary for absorption, but may be helpful to keep the cream in place. Patients
should be lying down during the EMLA Cream application, especially if no occlusion is used. The
procedure or the local anesthetic infiltration should be performed immediately after the removal of
EMLA Cream.

Pediatric Patients — Intact Skin
The following are the maximum recommended doses, application areas and application times for
EMLA Cream based on a child’s age and weight:

Age and Body Weight Maximum Maximum Maximum
Requirements Total Application | Application Time
Dose of Area
EMLA
Cream
0 up to 3 months or < 5 kg lg 10 cm’ 1 hour
3 up to 12 months and > 5 kg 2g 20 cm’ 4 hours
1 to 6 years and > 10 kg 10g 100 cm’ 4 hours
7 to 12 years and > 20 kg 20 g 200 cm? 4 hours

Please note: If a patient greater than 3 months old does not meet the minimum weight requirement, the maximum total dose of EMLA Cream should be

restricted to that which corresponds to the patient’s weight. (see INSTRUCTION FOR APPLICATION).

Practitioners should carefully instruct caregivers to avoid application of excessive amounts of EMLA
Cream (see PRECAUTIONS).
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When applying EMLA Cream to the skin of young children, care must be taken to maintain careful
observation of the child to prevent accidental ingestion of EMLA Cream or the occlusive dressing. A
secondary protective covering to prevent inadvertent disruption of the application site may be useful.

EMLA Cream should not be used in neonates with a gestational age less than 37 weeks nor in
infants under the age of 12 months who are receiving treatment with methemoglobin-inducing
agents (see Methemoglobinemia subsection of WARNINGS).

When EMLA Cream (lidocaine 2.5% and prilocaine 2.5%) is used concomitantly with other products
containing local anesthetic agents, the amount absorbed from all formulations 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 Dose).

Although the incidence of systemic adverse reactions with EMLA Cream is very low, caution should
be exercised, 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 Dose).

INSTRUCTIONS FOR APPLICATION:

To measure 1 gram of EMLA, the Cream should be gently squeezed out of the tube as a narrow strip
that is 1.5 inches (3.8 cm) long and 0.2 inches (5 mm) wide. The strip of EMLA cream should be
contained within the lines of the diagram shown below.

| ~1gstrip |
1.5 X 0.2 inches

Use the number of strips that equals your dose, like the examples in the table below.

Dosing Information

1 gram = 1 strip
2 grams = 2 strips
2.5 grams = 2.5 strips
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EMLA

CREAM (lidocaine 2.5%

and prilocaine 2.5%)

For adult and pediatric EMLA® Cream If using a protective

patients, apply ONLY as must be applied to covering, your doctor will

prescribed by your intact skin_at least 1~ Rremove it,_ wipe off the

physician. hour before the start  EMLA® Cream, clean the
of a routine entire area with an antiseptic

If your child is below the ~ procedure and for2  solution before the

age of 3 months or small hours before the procedure. The duration of

for their age, please start of a painful effective skin anesthesia will

inform your doctor before  procedure. A be at least 1 hour after

applying EMLA Cream, protective covering removal of the protective

which can be harmful, if of the Cream is not covering.

applied over too much necessary for

skin at one time in young  absorption but may

children. be helpful to keep

the cream in place.
When applying EMLA to
the intact skin of young
children, it is important
that they be carefully
observed by an adult in
order to prevent the
accidental ingestion of or
eye contact with EMLA
Cream.

PRECAUTIONS

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

2. Keep out of reach of children.

3. If your child becomes very dizzy, excessively sleepy, or develops duskiness of the face or lips after
applying EMLA Cream, remove the cream and contact the child’s physician at once.

HOW SUPPLIED
EMLA Cream is available as the following:
NDC 0186-1515-01 5 gram tube, box of 1

NDC 0186-1515-01
Product No. 0186-1515-03 5 gram tube, box of 5

NDC 0186-1516-01 30 gram tube box of 1,
the 30 gram tube of EMLA Cream is packaged in a child resistant tube.

NOT FOR OPHTHALMIC USE.
KEEP CONTAINER TIGHTLY CLOSED AT ALL TIMES WHEN NOT IN USE.

Store at controlled room temperature 15-30°C (59-86°F).

EMLA is a registered trademark of the AstraZeneca group of companies.
© AstraZeneca 2005
AstraZeneca LP, Wilmington, DE 19850

AstraZeneca%

30531
30533
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(1g ) FHE R ALY 25mg CYP3A4 TREHI S %,
KU AFLzF L ofiifbe < i, BREE (BHRISEET S L)
wnw HARFLE= LR < —, SR 4 GORIEIE - HEE T | ME - A
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3. ElMEMA

FEIPNEE T AR EREaRER, 55 I AR K OV AR R 3R
@ 3 RBRICEB N T 97 Bl 34 6 (35.1%) (CRIVER (B
RRAEE OB & ET) B0 b, FIEAZBK
1% 45 tECh o7z, @M I AEARIEE 33 14 32 il
(33.0%) . JETIEBALHE F 8 1 8 ] (8.2%) . ALEE 1 {1
B (1.0%) AT 14 1451 (1.0%)  $EEE: 144 161 (1.0%) .
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B EOARENEREE BB S SRl Sh b5 E
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PEITREST LT e, ]
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BHHZE, [VRIA e MEELP~BITT5
EBRHE SN TVWD, ]

INREADERS

() AT, ek, fUR, RSO3 Rk
T oMk - MEEOZEMETHENL L TH2Ry, (F
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D VIEZBIER T ERNHY | REIOKERS
ICED A RANEZ B EUIERRE SN TVNS,
e, FEIR
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WE) (FARH =T MY L) BRETD, O
BEREMHNICH L Ci, AT 2 — 7 I O FTAE
Bebd 5, IMEIEEZ R LESEICITE IO v I—
VERET S,

A h~FE S0 MEDEER :

A M~EZ | R E TSR ERRE ) 23R L,
FU, EUL. B, PP IREE, BEEL. RO N OVSHEA
g,

HLIE

A RE 7\ MSEDORERITE@E ., FH D ki K

DIHET DN, BEDCHEEIEIATF L T N—D#ES,

WY ZRE AT Z L,

7. BRALOZFE
fE AL
() BEEEICIIEA Len &,
(2) VEARRE R OB Lan 2 &, (EWNIZERT
DAEHRRBRD220N,)
3) IRIZADZRNWEDITEET D2 &, (U FIRMME
FEBRIC BT, FE T, IRMRIEAR, AT
B D FE D OERNED & B RIS AR b
Tnb,)
@ FERIALRNEIICEETHZ &, (Ty FED
TE Y hORHERONEIZEL LIZGE, Bk
B R OBERE B L 2 R 2 & G SN TN 5D,)

8. ZTODEE

1) BFER (TR Ty M) IZBWT, 7ot Ml
A DRBEM THLAN M-I A P DEHK
B GV, R BRSSO L D
WENRDHY . IARC (EER AR (23T
TN—7"1 (& MZ U TRBAERD 2WE) &
s T Y,

FNT 4 U AEDBFIEE LiGE, BMEEE,
DU BRI, ik & O RIHIEIR ZF R T 2 BE N
NH 5,

ENTIE I, VYU, =ik, BE%s ke
— PRI A L=V =KL AN E L —
—HRSTIRIE) 1Skt D AR O MK OV A T
FFEhTunien, [ERREEOESR]
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~
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(EhEiE]
1. MmIEFRE
TR RN B A AH & i (D) 12 2.5g/25em” (B

A BRE) . Sg/50em” (B A &EE) . 10g/100cm’

(EmE AR ROFE XK ORIEHSIC%E 2.5g/25cm’
(At 5g/50em?) % 2 WERAEEBA L. U KA1 v &k
OFa b haA v OERBREORTE1T 72, HEEK
FHERE, B H SR K OB & A SR O S g
URNIA U ROTa e M4 U RER, 3fEE b X
TERAT 2 BEHITR IS B — 7 3380 B, FHIBRER,
BEICIET L2,

AR B LI EEDY RUA L ROT B ML D
HWBRENRT A —F

Cunax AUCo2m tmax tue
G e
(ng/mL) | (ng - h/mL) (h) (h)

I LA & (2.5 g/25 cm?) 4234275 | 149.8+468.6 | 1.59+£0.50 | 3.20£0.93

i (5 g/50 cm?2) 62.31415.9 | 266.3+78.4 | 1.84+0.41 3.62+0.76

Y KA
A (10 /100 cm?) | 98.9421.8 | 44014682 | 2101020 | 4.10+0.42
FAF - AE (5 g/50 cm?2) 82+16 75.0+7.8 | 4.83£1.83 | 590+1.42
e b AR (2.5 g/25cm?) | 2674160 | 82.8+34.9 | 1.84+0.52 | 1.99+0.39
KRS iR (5 g/50 em?) 351489 | 12324286 [ 1.59+0.49 | 2.40+0.49

f e A A (10 g/100 em?) 60.1+58.4 |[2335+17.9 | 1.93+0.38 | 2.41+0.41

FA - Al (5 g/50 cm2) 54+1.8 37.1+3.0 3.8310.41 | 4.08+1.81

PRI EAFHER L n=6

M ) KA i (ng/mL)

0 2 4 6 8 10 12 14 16 18 20 22 24
f o] #5 (h)

—O— Mk K —O— FE AR —t EESHRE D T - pibE

MBEH Y R A AR DORERFAOER CPAME = EE (R £, n=6)

120.0

100.0 -

80.0

M7 e e b h A 2 BE (ng/mL)

0
} A + W] (hr)

—O— MmN RN —O— iR —t— EEeERE D B - dimE

MR 7 0 e s A R OREISIHER CRE SRR, n=6)



2. 9%/

URIAv
bt MSEZ T 2 EEREERIE, 1~5pg/ml 1TV T
40.7~58.1%ChH v Y o-1 BUEBEEAKOT VT IV
EREET DY, Mik/mETIREIZ 08 TH D Y, 4
WFZY KRB A R & Wit IS e - LT &
ZA, U RAA 2 225~1200mg DA EIZEBWT,
PERFORHAM A Y R H A R 0.0~6.7ug/ml, 3T
AROMAY RO A REE 0.0~3.6ug/ml T, oM
ZimimT 5 0,

Tavr kA
v MUEC I 2 EEEAEE 0.5~16pg/ml (2
WTHI30%TH Y IFE-ETH o, a-1 BEIERE
BAROT VT I EfEET 2 Y, i/ i g
HIF 11 CTH D I, dsIc 7 a v N A YRR A Ik
RN G L= & 2 A, 320~1260mg O &
BT, HPERFORMAM B 7 2 & N A L IREE
0.0~5.0pg/ml, FAEWROMp 7o Mo VERET
0.0~3.4ug/ml T, %z iEiEd 5 ),

3. K#
URAaA»
URTAFFEELTHBET N-ILATF VIR

monoethyl glycinexylidide (MEGX)\ZAREH S 4172,
glycinexylidide (GX), 2,6-xylidine (ZfA#f S, # 55
DF) 70%7%% 4-hydroxy-2,6-xylidine & U TR I HE:
b %

Fur hhA
7' ¥~ A VI3 T N-propylalanine &
o-toluidine {ZHK 53 S 4724, o-toluidine 1%
6-hydroxy-o-toluidine &% U 4-hydroxy-o-toluidine {Z {3
hn ',

4. Htt (BEF:Sv )

URIAv
HC-U Rl A v ERARBEET v M Smgkg DHET
HEFIRNIE S Lo L 2 A, &5 24 R £ Tlo i
LRURHED 68~T72%H3RHIZ, 13~18% 3 F T HE
MEnz ',

A= R = v Ve
Yo N A UERREE T v MCHBIEEN
HLEZ A, #E 6 Rl E TITH 25%2 R HE
X4, ZOKREPME Th o7z, FEPITIEE
524 B £ TICIF & A PHEIE S N o 12 12,

(BRERRL#E]

I PN 28 LA e A R )

FeRg L— Y —BREHRIE A 521 5 K RBE, W OEREBE, B
Fli: R Jy OVE M A IRIRE R S8 Bl A xtg L Lic
77 e ARx R EERILERBRICB VT, L—— s
FREEBAL 10cm® 372 0 AHKl 1g %, #EHE (ODT) 12&V
60 yHBAI LIz X, WADORREZ /KT VAS (Visual
Analogue Scale) flI%, 77 &R & ik L THEIZE >
7

JEBIER VAS i P&
TAFIY—LH | 28 18.1 + 20.09
- : P<0.001
7R 30 49.6 + 26.09

SEVAS I EIFOFEEZ 0 ~ 100 mm (0: 9/ < 724>, 100
T LYY DR — /L TEHAI,
SEEIE + AR

[ZEnEEE])

ER#E . ) NI RO v M4 i, e L
DF R Y T AT v RV AR U, A O i
IYBREICHE Z 5 @D b U 7 LA A g Ui
PN S, MR A 2L A DA OMRE & i B
LR REHER R BB 5 Y,

JRFTRRER AL © 0.55~10%Y RAA /7 a e b A UL
BFL10%Y RIA VHA 10% 77 kB A 2 HiHFl %
WeELEy NEREEY V7Y v 7RI X D R TR
TEF ORI CIE, 1.5, 2.5, 5BLR10%Y KA /7R
v RO A VEAFNZ, 10% Y Rh A CHAIRD 10%7 1
R A CHE L) RIS E W RITRI R 2R Lz Y,
P, TITWH 1.5, 25, SBI10%Y KA A /7
ae A UEERIEE, UV KA/ e e N A R
ZEH, 0.74/0.76, 1.24/126, 2.512.5 BL 5/5%% &
el GHlE TR L, BAEAIOREIX) RhA L7 nE b
A DBETH D,

(BHR2ICET 2 EBEEHER]
U I
—f&% : YV FH 4> (Lidocaine) (JAN) (B /=)
{E%4 : 2-Diethylamino-N-(2,6-dimethylphenyl)acetamide
BEx

CH,3
N
\”/\N/\CH3
o L

ﬁ?it : C14H22N20
DFE : 23434




BhA : 66~69C [XmkEER %]

K 0V RO A AT A E~EE A ORI R D FEIE GENBEEET) X TRICIFHREE N,
MARTHD, AZ /) —LXiTx=% /) — (95) ([T ek Ut E3RFIEN
TEFRT <. B (100) IV =FL=—F i T107-0051 FHTHHEXOCARK 1 TH 5 %&27 %
W9 <L KITIFE U EE T, AERRIZHT 2, TEL.03-5412-7817

JoErAAY FAX.03-3796-6560

—f§4 : a1 (Propitocaine) (JAN)
{4 : (2RS)-N-(2-Methylphenyl)-2-(propylamino)

propanamide wEkEr @GAT EHREEEARH
st HEEERETAR I THSE27 8
n H. JCHs . N -
N%H/\/Cﬂs e TRLSERAR (EE)
[ I o
CHs RUS@RIE

SFI : Ci3HuN0

SFE 22031

R 36~39C

MK 7 R A A AORREEOBRETH S,
B = (95) XIET & F AR THET S
F <L KT TFIZ U,

(B2%]
T AT Y —2I o 5ex5

(EX:309)

1) IARC: IARC MONOGRAPHS.2010; 99: 395-457

2) Vgt AR ; B 1 AHER IR

3) Tucker GT : Anesthesiology.1970;33:304-314

4) Arthur GR :Baillieres Clin Anaesthesiol.1991;5:635-658

5) Burm AG : Clin Pharmacokinet.1989;16:283-311

6) Epstein BS : Anesth Analg. 1968;47:223-227

7) Bachmann B : Acta Anaesthesiol Scand.

1990;34:311-314
8) TUAT IEF] 1 FREE1975,24:245-252
9) Keenaghan JB : J Pharmacol Exp Ther.
1972;180:454-463

10) Hjelm M : Biochem Pharmacol. 1972;21:2825-2834

11) kst N ER ;7 > MckiT D
HC-U R A v BRI R IR 5 IRE 0D SR 3 R

12) Akerman B : Acta Pharmacol et Toxicol.
1966;24:389-403

13) PRk tl  FEPNERE 5 5 AR R AR SUBR

14) Ragsdale,DS. et al.: Science 1994; 265: 1724-1728

15) Veiefidpkiath  thNEEl ; SKEREER



<5 Q JRAAY/TOE RAA Y
&) Satop 1.8 FfxE (F)
1.8.2 #he - IR () RUKRERNL

AE
1.8.2.1 %hgE - R (F)

B2RG b — Y — BRI IRy 0D P T A

1.8.2.2 ERERM

B AR HaRITIE, REEEBICHFIETDAT /A FMNOAT )Y — LA TEFHRIN
HBRNAED AT = LRMERKITFET DRVAEO~NEI B BB d 5,

BEEOFERED Y b, B X AHIKROED ST, A 7= BN REIZEIML THDEE T,
AT =N EDRBIZHDIZEREOEITEL . KEOREIFAETDHIEERBLRD, N
HOHIDH 6 ARFEW L KBRBLIL, B OFE LEFOBERZIZ A T = U PEAANE (melanocyte)
NHEHET 5% (dermal melanocytosis) Td 5, HHF, ATF7=UICL2HEIT, QAL vy TFLE
— L= —=RQAA Y TF T VXY U RIA F—F—ZHWIBRENEHTH L Z NP LN
SNTz, S HICHEERH (L RE) ZE<RETT 52 LICR D oM E ~D R L /D
T HIEZEMFREE 2D, TNETD RT A T A AGHIRIES KB AR LE L A~ CREE
RO, TR % A 72 EORIWERHOLEIXIZE A LR hoT, BITETIZZ D Q A A v
FL—P—MFZHRVIRTZLICE Y  EEESTOEE TR TEL LTk Y,

Fo, ROSTHHMBEEE 1Z, B D DI TSI O M O KR 22558 & 5 N 3
N X0 RIMERBSHGE L., RMEROFEES~E oo OEDIiRk R AKRERETH D,
MAEFIIZENE T LT b—F =R LTV, BEER CORIERN D 2L —5
—EFHWIZIBENENTH D Z E BB M SRR Y,

L— P —IC X 2 R UTMFEOIEHRIE, L — P —RAEE CRE S EOHEO LT X
NF—Z AT = FEARMRXIINE 7 r BRI S, ZADREBRINTEL DB T kL F—
2L AT = AR TS N A 2 FE R HE S &5 Z LIk 0 iThbihld, Lichio
T JBRREIFIZ L — P — R L DR B RRE DO 7= O Im A & D, 2O L—W —BRE D
VIR PIE ONTIE 1 K 5 BB KB 2 85 <72 IRIRICHENT BIRERRER M T O 2 23, EFHZ X
% IR G- B R 2 BT D L WO RN D 5, 072, L — — RS EER
(AN TR B 2 BT 2 AN L ENTB Y . AAIOBEREEZT-72 Y,

ARFIZIBNT, RBEER OMEEBE 2R & L, ZhiskdkE 7 7 &R R E S Mo
FHA L TENFHERRER GRERE S : SKA-01-05) ZEM L=, ZOME, 1g/10cm’ DHED
60 3 B BHAT CARAIREL 7 7 B RBEICK L CHEZBFURE R 2R L, ZaetEmic b -
mnotle, Fio, Wi, BEEAROBHITIZB N TS, AARHLT 7 BRI L TH
BRI SR 2 R L, ARFI O L — W — BREHR LR O IR IR AN 63 5 A 301 R OV MED
RES U7,

LLEXY . RROBHE - WK% [RE L —F —RIHEIERE QS REF ] L 58E LTz,




o2 YRAAY/FAE R
%) Sato 1.8 HIXE ()

1.8.3 Aik-AE () RURERRL
1.8.3.1 R%-HE (¥)

WL AR, LR ESAC 10em® H7- 0 KK 1 g &, BEE (ODT) 12XV 60
SEEAAT 5, 7B, 1RH-Y OBAEIT10g £TE L, BARBIT 120 02 B 27202 &,

§<%@ FR LI B3 2 (i L o > ;
A 60 5y (K 120 /3R ODT 2 kv Bt AAIZERE L, EHIC LR
)

1.8.3.2 EREIRM

AFRIZRNT, FF TARRRIRARER 2 Bk (BfE R artatr, Eymieskin) . 55 TSR 1
AR M OVER IIAH R PR AR 1 3R D F 4 3R A 52 ﬁ’ﬁjbf:o

551 ARy Eh e GRBRE 5 : SKA-01-03) TlE, BEF A BN 24 B % x5z, K| 2 FEfH
TP EAT O S B RE A VAT B M ONBAR AT T ELleat % 723, AR &R (2.5 /25 cm?) |
BRI A ERE (5g/50cm®), B AERE (10 g /100 cm?®) K OVF - BiffaiaE (5 g /50 cm?)
DATE HERE6H) 12T, A—FURBREFER LT, TOME, U EIA L ROTrE M UA >
OMAFEFREDOFIL, BHEEZRATHEBZXONDHREZENICTREI-TEY , AFIO B4
BYED MRS STz,

55 ARESREABR GRBRFE 5 © SKA-01-04) T, BEmEICKHEREES 5 WITREREZ AL, L
— IR EZ T D ERE 90 BlE RIS U, L —W — RGO R TR 5 & FE . AR o 2 H
%f - &% 7 ¥ MEZEERIATREM GRS TRFT L7, WM D S IO L —

— IR OBATER] « FE2S 60 29 - 1 g/10em> THHZ L E2BEL L, 60 [ « 2.5 225 cm’,
43R - 2.5 g/25 em® TR 90 43 + 5 g/25 em® D 3 BEIZ T T R & O HBHRE 21T - 12,

I%aﬂﬂﬁ%ﬁﬁ‘(&bé 6 > = v O L—F—REENLO RFTREIR (VAS) IZBI L. AAIREL

7T R AREED VAS ED A+ SD 13,60 43 -2.5 g/25 cm* B T1E 9.8+ 17.4 mm & 56.9+24.4 mm,
43R 2.5 g/25 cm® BETIE 19341215 mm & 59.3+283 mm, 90 43 + 5 /25 em® BETIE 22.5+
21.5mm & 63.7+25.8mm TH o7z,

BBATIRE - HE#E Z & 12 Wilcoxon DNENLFIRE 21T > 7oK, £ TOBAMRERY - HEFEICE
W, REIEEE 77 B ARBE L OFICHE/RZE (P<0.001) RD LIV, WTFROHE - HRIZBWN
TOHARABEL T 7 B REECK L CHERRBFIRBESI R 2R LTz, £, AFIOBAmKH - H&EIC
L TiZ, WTFNOREMIZ S AEREITRD b7,

LLEDFERING | AFNT L —V — BRI R OIEREIARD THTH Y . ABR CRE L2 %
i - HETIEEOADIEIC KT A< 60 23 « 2.5 g/25 cm® OWATRGR] - JH & CHIE L, +




+98at0

=
(3
.‘\’ HEALTHCARE INNOVATION

JRAA4 Y/ TRE ALY
1.8 BRXE ()

8. TODIE

(D) ¥R (w7 A« J v k) IZBWT, 7
2 A OREEY THL AN — Fv
AV DOREMRERGIZE VI, R L%
(G2 AE LT & OWEDH Y | IARC (H
BN AAIFZERERE) IR W T/ L—TF 1 (e b
WX L TRBAMEN S D2WE) &Rl ST
AV IR

AstraZeneca f1: Core Date Sheet (Sction., Version
data : I I 20')

K [E ¥ £ 3C#F (Carcinogenesis, Mutagenesis,
Impairment of Fertility, 2005 A-2ET k)

CTD 2.6.6.1.12(2). 2.6.6.8.2.2(3)

(2) A7 4 U AEOBREICHE LIZLE. &
PERERE, DUBBREL, kRS 5 O BIEER &
BRI DLDBLENND D,

JRFTREAI T D U R A 8K (RN L RT
—7 18mg, ¥ ua A EY 2%, Fah
A TEFHE 0.5%%) OB EHETICE D, (2008
41 H DSU (No.166))

3) AT, v, =F Bk, BE% (o
BK L — =R A L—F—%% iz
BeJ L — Y —RUEE) 1St 2 ARHIOF %D
PER O AP S T, LERER Ak
DI ]

[EIPIRRIRRER TId, KEREBE, RFREBE, Bl
P i 7 e R ON Bl . A8 I BRIE D B ISR DA
IO OV M 2 it L2729,




Sato )y Rhq4>/TRENASAY

.‘\, HEALTHCARE INNOVATION 1 - 8 5?]%\1# I % ( %)

53 TP M E ] 2= LTz,

BIAHEGRER GRBRE 5 : SKA-01-05) CiX, RHBE CKHEREE, W FRED 3mEE (5
FOPEME NS, FRRIMEE, BMMEIRE) 2A L, LY —I8REZ T 58 58 fla kgl
60 431 « 1 g/10 cm® OBATHER] « RIS T, AANOFIER Vet % T v 7 ML HERIAT
PERI L EGRBR CHGE L 72, EERMEEE TH5 6 ¥ 3 v b L—HF—REZITIT - 72— R
D VAS . CE¥JE+SD) X, 75 B ARRE 49.6£26.09 mm (5t LT, AHIEE 18.1+20.09 mm TdH
0, AREIBECH B2 RFTRESD R 3R b T,

TARMEIZE LT, A CHENE S L7251 MRy BIREER, 55 LA K OB MARER PR 3BR o> 3 3R
(2RI 5 97 Bl BIVERRBUERIERIT 34 #1] (35.1%) TH Y | BHWEARBMHFUL 45 thCch -T2,
BRI V308 A AL ERE 33 2 32 41 (33.0%) | 3t FHEBAL A 5 8 14 8 4] (8.2%) \ALEE 1 4 1 451 (1.0%)
WAL 1R 161 (1.0%) . S5 14 141 (1.0%). ALT (GPT) 0 14F 161 (1.0%) Th-o7z,
RIGBRIZEBNT, HEHl, EERAEES, BESBEOREERLNNEROTIEICEST-FF
FLRE R UTIEGNL 2o 7,

I EORERL Y AROME - HEE DEE, AR, b—F—BEFELBAIC 10 em® &7
DARKI1 g &, BEHE (ODT) 2LV 60 0HIS@AT 5, 2B, 1EH-VOBAEIZ10g ETE
L. BAEFRENT 120 02827202 &) ERE LT,
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!‘\, HEALTHCARE INNOVATION

JRAA4 Y/ TRE ALY
1.8 BRXE ()

1.8.4 FRALDIE () RURERN

(&=

(ROBEICIFEALLGNI E)]

(1) A "~ riifEOHsEE [Fry
cIA L DORFTHDLAN M- A T
MA MNETa e z2EAL, ERAET
LHBENRH D]

Tat M IAVRBITHLY XA N—F T X
T Uy A SCE (2011 A3 A EThRD

Q) RFNDRS T T 2 R BATRELAN % L
CIBBIEDBEERED & 5 B

AstraZeneca fI: Core Data Sheet (Section [

Version data: I I 20')

SKEWRAT CE (CONTRAINDICATIONS. 2005
FEET IR

(FRLDIE]

1. BEHES (ROBEICIFESEICFERT S
&)

(1) Zva—z-6-U UEEfiksE (G-6-PD) BEH
KRZHBE [A P~EZ 0B MIENFEER LS
EARY

AstraZeneca ff Core Data Sheet (Section [

Version data: I I 20')

KERATSCE (WARNINGS., 2005 4EELETHR)

() D ZEEEDH D BE DERZELX
ToH2ENnH5H,]

Tabe A CBAITCHLUERAN—F T H
Ty U CE (2011 4 3 HEGETIR)

U RHA v BFITHDLF b A B Y —ft
#2008 4F 1 H BGThR)

}) EELFEEIEERBEEDOH 5 AL
[HFEERB B LT 25, ]

KEAT CE (PRECAUTIONS, 2005 4EC47T )
Tub M A BT L RA N F
T URACE (2011 A 3 A BGEThD

U KA vBAICHDLFahA 8 —Gft
S (2008 4 1 A SGETHR)




o Y EAA 2/ FAE ALY
3 Sato 1.8 FAXE (B

2. /HEEHR AstraZeneca £t Core Data Sheet (Section I,I,

U RBA 0%, EE LU THREHEESE CYP1A2 K | Version data: I. 20')

NCYP3A4 TR S5, KEWRATSCE (WARNINGS, Drug Interactions,
GrHREE (BHRICEET S L) 2005 LT
TR | BRARERR - 518 | BT - fERRIK
ik +
77 AMPIA | DEEREIMEER A | EARE®RT 2
IR WS o2k 20D | 2EBBILN
FIASE | HBOT, LERE | 5.
v BEHEICILDE=H

VLIRS L.
FATTH | A RNEsmEY | DF b R
ANTy A | MEEZREZIF L | HITED A B
MWy — | BbHb, F7/—F | £/ 1 MiE

v FORER TR D NHEIHhTW
TAT ARG | nicH AL ;U!K%'J 5,
SIS S DL EzEBICH

FahA . | kL., WY AEs
T REE | 1THZ &,
HligxT N
i3S
=tr7Y
U WY
[ N
73RBS | AR AN | PR X h
HRERA BB ERN | R
AERTA | BHD, HZHZenE
LTERT Zbivd,
A
77 A1 HIAR
URNAA 2,
=D
3. BElEH EINEF 1 R EiReaER . 5 I1AE M OV TAR ER
EINEE 1 R ENRERER . &5 LA R OB IIARER | IREBROFER (YL - HEXNRZ2 5720, EN
RaRER D 3 RERIZIBNT 97 B 34 Bl (35.1%) | 26 1 AH B e BB 1L Bast L72)
WZEIWER (BRARMRAEMEORE 2 ETe) P b
BIVER B ST 45 - CTH - 7=, BWEAIX
ﬂﬂ%ﬁﬁ%ﬁi}; 33 32 i (33.0%) . 3 FHE A A
8184 (8.2%). HLEEF 1 14141 (1.0%). W
AL 16 (1.0%) . 85 1 4R 161 (1.0%) .
ALT (GPT) #/n14E 1 (1.0%) TH-o7-,
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JRAA4 Y/ TRE ALY
1.8 BRXE ()

EXGEMER
M2avy . 774 53F—HEK BEEFR
BR*)
vavl, TFI7 4 7F T —HRERERSZT
ZENHDLOT, AP, OB, BRI,
e, (EE. Hu, 8T, I, kA

W MR VEIE (BN, MEIRIESE) | i
KT, EEAEA., IRAORE ., ElbEEED
FER DT BN GEIIEIARANOZE G2 ED
IR L, W@ERAE AT 2L,

(2) BHEE. RE. =8 (EETHEY
FRREE ., IR, RO R ERIER S B b
NHZENHDDT, BELHDITATVRT
WD LN HAICIIAF O %2 F 1T 5
7 CE B AT O 2 &

@) A hAES OEVIE (BEERERX)

A MNETOEUMIERH LIS Z ERD
DT, FT ) —BEOIERNPED b
AR ORGAZELICHIE L, Y70
BEEITHZ &,
¥ MEAMZ BV TR DT RIVER O 7= O 3EE
A,

HES OO T B 22 AP e R

AstraZeneca £t Core Data Sheet (Section I,

Version data: I I 20')
KEWATC#E (ADVERSE REACTIONS, 2005
FEUETIR)

U KA A VBFITH DRy VAT — T UM 3CE
(2009 4 9 H SETHhO

ZTDMDEIER
10%EL | 1~10% AR
=

FE RS PEREH TFENE D F U,
F RETESHR, BHUR

HbER TR LN A
| ALBE | IRL. ARSI, FEB. E
paa=| O FEIE. HRRZ
PEARIER S 25 1
B, BufEtask

it ]

Z Ot ALT ML, PR, 2564,
(GPT) VAT, PR

ENE T RSB RERER . 55 11 AH J OV TIUAR R
KRB ORER (G - HENRZR L0, BN
55 1 AR B2 S R ERER X BRA L 72)

1984 4=~2009 4= PSUR 4E£5HE R L
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JRAA4 Y/ TRE ALY
1.8 BRXE ()

TN T O HIERE DD, SR

B

4. wim. ER. RILGBFEAOKRE

(IR SRR LTV 5 ATEME D & 5 i NI
&, 18R EOFREMEDN GRS FRID &
SNDGBICDOR T D Z &, [ERT O
HAZBT DL AMEITHENL LTy, ]

Q) BLFOR ARG 2T, BLE
IESESH L, [V KA i3 E MELH~
BATT 5 2 LB MESNT VS, ]

CTD2.6.4.63.2.7454 X0 U KA &R
HCTHH P ~OBITHNERE SN TV D720,

5. NEE~ADES

() IRHAERER, AR, fLE, shiR i/
Ik 2 Yk - AR ORI LT
W, (EIWNIZI T 2 -HRRER D 720, )

Q) BN T, FRICIRHARER, AR
SOFFLE (1 R CIXEEMR A hES
7B UMEN S < HE STV D,

1984 #-~2009 4 PSUR £ Ft 5

6. BEKRS

SR T RIRA O i R EE 0 BRSPS AR L
BIERMDFEEBL L, BRG] CIE AR RIS & O
BRI = 35, £, mHAEOTvE b
AU, A MNES o UMJERFGI SR
ERHY, KEADOKEHEGIZEY A ~ET 1
v MERHRE S TWD,

fee, SEAK

HUORX AR R DFEK -

WIHPER & LTAR%, BUE, Z9r, BEMOm
T, HO LU, Sbo&, BRRE, H
e, GRS, RSN S O biILd, SERN I
795 & EMIEA, 2HEENH DL, Zh
D ORI MEKER R MSE, 5 R ER AT A IfLE A
ELDBENRD D, LV EERGAITITIEER
EAIo o S BN 3

OILE R DJERK

AstraZeneca fI: Core Data Sheet (Section [

Version data: I I 20')
U RDAVEAFITHDLIT A 8 —iRfAt
CE (2008 4F 1 H 2kEThR)
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JRAA4 Y/ TRE ALY
1.8 BRXE ()

MERT . BRIR, OAFIGHE 7T, O 2K
T REE R OS] DEMEIR & UM S
O LEEANEIR, BERER., FIEERH
bbb,

AL

PR AR L, MR toikbGT5Z ENEE
ThbH, LEIZE U TALEREITS, RS
TN FEATHIUE, VT B/ AT R
TERBL SV e — LR HRLE] (F A 2 — )
N D LE) ERET D, DRI LT
X, AT a =T I VEOREMEEGT D,
DMEIEEZ R LZSEAICIZE LI LY vy —D%
BtET %,

A AT 1 U MEDER

A M~ET T v MUE T EE R EREE /1038
L. OFW, Hl, B, PERNEE, $5EL. k&
N OVEIEZEE 29,

AL

A RAE S 0 B MLGE DRER I
IEIZ X VIHERT D08, BHIEDY
N— D5 YR LE 21T

W, HAOF
HAlIAFL T
2L,

7. BRALEDEE
fERERML
() BEREIIIER LRn &,

AstraZeneca fI: Core Data Sheet (Section [

Version data: I I 20')

SKERATSCE (PRECAUTIONS., 2005 4EELETR)

(2) MRS E R ORI LanwZ & (H
PIZEB 1T D FRRBR DN 220, )

MEAMZ BN TIE, PERRBRE L OSSR X35 %)
REDNERINTWDN, BARTIEH, EFELFED
I DRNRED T2,

3) BRIZAGZRWE S ITIERTHZ &, (U
TR BR B\ €L RS, IR
AR, 4IRS O B SR E D B
DRSS TR HR TN D)

AstraZeneca ff Core Data Sheet (Section [

Version data: I I 20')

KERATSCE (PRECAUTIONS. 2005 4E2ETR)
CTD2.6.6.1.11, 2.6.6.7.5

4) THICALZRWE S IZHEET L2 L, (T
v FROELEY FOFHE RN FICERE
L7, TRERY L OWERERI A (LA R~ 2
ERREINTVND,)

AstraZeneca fI: Core Date Sheet ( Section

.,Version data: I I 20')

KERATSCE (WARNINGS., 2005 4EEETHR)
CTD 2.6.6.1.12(4). 2.6.6.8.4
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CTD
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) Fha4/TRE DAY
1.9 —REBMICHLIXE

1.9 —MRMBFICHRINE

1.9.1 JAN

SRR 22 453 H 4 AfTERAERAS

JAN :
(AA%) ZovE bbAr
(e4) Propitocaine

==

F£ 0304 3 Bl X @I n,

(HA4) (QRS)-N-Q-AFNT x=)2(F LT I /)y F a7 IR

(F44) (2RS)-N-(2-Methylphenyl)-2-(propylamino)propanamide

1.9.2 INN

INN : Prilocaine (WHO Chronicle,Vol.20,No.11,pp.421-434)







) Fh4a42/TBRE NS Y

TLSDV)—LA
CTD
ET1E (Eoa—JL1)

(RFEFTRERERVRAXE
IZE9 515%R)

1.10 &#E

T

BIRFOREEEEEH
DEED

REEHRARH






e JRAAY/FRE RIS
&) Sago 1.10 B% - BIRZEDREEEEHOELD

1.10 5 - BEFOREFEEHOFT LD

2-VEFNTI)-N-Q, 60TV ATNT ==V TEFTIR
B4 U RAA ) KROFE oA

b4 - B4 ) )
RS N-Q-ATFNT z=)2~(FaENVT I )y TFaxXr7I R
B4 7ar v A r) RO OREA
URTA2: 7= <l N v G
CH, n M. CHs
3 H
o
cH,C kCH CHs
3 3 RUEGREMEE

R - AR B2 R L — BRI DK SR A

B TR, b — BRI T ERALIC 10em® 72 0 AH 1g % # ik (ODT)
ik - A& IZE D 60 BT D, 7eds, 1 HbHLY OBMEIT 10g £TE L, BAmkFH
(T 120 2R 72N &

B DR E
A R O FE: U RIAy,/ Tat vhAgr

BEl = AT Y — A
QgHicy RIA L KROTBE F A %% 25mg &4)

Tav kA

SISy - Sy

Hi[E] % 5-
iy B 571k - . o -
220 mg/kg: 2 (5)
iR O 440 mg/kg: A(5) 2(2) &' 1300 mg/kg
OKIEIR) 880 mg/kg: '(2) 2(2) 2 : 880 mg/kg
N 1300 mg/kg: M(5) £(5)
(SD) BT 680, 735, 795, 860, 925 mg/kg: ]
(FLA) 26) o 860 mglke
F RPN ‘ ‘
ORI 30, 34, 39, 43, 52 mg/kg: J(6) ': <30 mg/kg
M <A RN . .
(NMRD) OKTaHE) 69, 77, 86 mg/kg: F(10) ' <69 mg/kg
AEHE G
fhiyFE By | &S5 G & MHEMER | ERPTAR (R/MEA
(GRit) Lkl FRI (mg/kg/H) | (mg/kg/RH) H(mg/kg/F))
Sy k P 5EREEIE (17)
(CRCD) 7B | KT 17,51 17 HFREBEKT (51)
IREINHNE (51)
THAYAL | ST | BT | 8.6, 17,34 17 Hﬂ@;%ﬁﬁoﬁ




,& Y RAA v/ TRERALY
:\’ HEALTHCARE INNOVATION 1.10 %gé - EIJ;E%OJ;EEEE:&*'I‘@gE &EH
VU RAAL v ETu e MLV OERREW
B[R] 5
dh Be5 0515 - " = .
() (VI 5 HE) BHE M @ KIEHSE R
10%SKA-01 2LA
UV RIA U/ Tae oA Y RHA T
an s LT, ERAALvEL
(2L#1) 340/340, 350/350, 360/360, <
’ 370/370, 382.5/382.5, o "
J vk 407.5/407.5, 432.5/432.5 mg/kg | 300370 me/ke
(SD) : JN(6)
it‘i%‘/mnhwj%‘/ Y KB AT E
(F‘i?f% $.1/8.6,9.7/103, 11.8/12.5, ErafrEL
i 14.2/15.1 mg/kg <
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(FEAm &£ Stability data for drug product (3.2.P.8.3.1 &)

3.2P832 %M 72 TE PRI SR
(RFATEE (3.2.P.8.3.2 )

32P542 2 R FHEER S« SKA-OU/TP/ZENE/02 (BB EE})
=&k EMLAZ U — 2 ZEMRERGIEE (32.P5.4.22H)

32P543 ZH R WEERT : SKA-OUTIR/ZENM/ (R /01 (ZEEE)
(ZEERD EMLAZ U — 2 BUgaERE S E (3.2.P5.4.3% M)

3.2.P3.5.6 = Evaluation of manufacture of EMLA cream from 19 to 19
(G (3.2.P3.5.62 1)

3.2.P.6 BREGRIIIFTEME (TLSV—L, 7')—LED

cTD No. FEEES (HBRED). RE
3.2.8.442 & FrEEER S - U KA /TP/00
G TR RSP CITE PR t WO PO 0 |

l) - 3.2.8.4.42 )

3.2.8.4.43 B

LT - U R A TR0

(Pl v kw4 vspasms s c2s gE U koq. | TR
l) - 3.2.84.43 2H)

3.2.P6.1 FHEER S . 77 B N4 2 30008901/TP/00
(FEAT & A A== GV S0 ST 7 TR

3.2.P6.2 WEEFZ T . 71 M A 2 30008901/TR/00
(RFALH ) Tav hA Yy JFRERBRHSE

3.2.P6.3 RERIER R © e e A L BIREELRS/01
(RATH L) RERYE SOP T u v kb A v/ E kR ER

3.2.P6.4 FHEEES - e M A /TPO0 (BEEED
(ZEB&H T A R

3.2.P6.5 WHEERES T M hA /TR0 (Z2EEED
(ZEERD 7'a v N A VR R BRI

3.2.P6.6 RERIERE © 7 a e N A MER00 (B2EEED
(ZEERD v MNIA Yy EEREFRIEE MR

3.2.P6.7 RERIEE S 7 MU A VHERRI00 (BEEE
(ZEERD Tat Ay FEREFIEE mElRE (D)

3.2.P6.8 REVER R« e NI A VBESEE00 (BEEED
(ZEEED Iav hMiA Ly FHERETFIEE
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3.2.P.6.9R REREE S - T a e M A V00 (BB
(ZEGHR) T MNIA Yy FEREFIEE mAE

3.2.P6.10 RERIERE - e N A VAHE 100 (BEERD
(ZEGHR) Tav Ay BRERSETRIEE MAERER (1) R

3.2.P6.11 RERIERE - e NI A AHE 200 (BEERD
(ZEGHED Trv MNIA Yy EEREFIEE MERR Q) HeR

3.2.P6.12 RERIERE © 7 a e N A VAHE 3/00 (BEEE
(ZEGED Tav Ay EERETIEE MERR Q) EKYE

3.2.P6.13 RERVERE © 7 a e N A AHE 400 (BEEED
(ZEGHED Tav Ay BEEREFRIEE MR 4) o-hA Ty

3.2.P6.14 RERIER B« 708 N hA K300 (BEEED
(ZEEGHED TR MNIA Yy EHERIETFIEE Ky

3.2.P6.15 REVER R« 7 r e NI A L REME/00 (BB ER
(ZEGED Tav Ay BERETFIEE mEFES

3.2.P6.16 RERIEFE S« 7 Mo VB0 (BEEE
(ZEGED Tav Ay FEREFIEE ERE

3.2.P6.17 REBVER R« 7 a8 NI A L ERREE00 (BB ERD
(ZE&GED Tav MIA Yy EHERIETFIRE R

3.2P.7 BHREUVERR (TLSV)—L, 7)—LFH)

CTD No. HEEES EHRES). k&
32.P7.1 CEF : FNC.000-060-949.2.0
(FEAm &£ Specification for collapsible tube for EMLA Cream 5%, 5g
3.2.P7.2 LEE S 88-900-05
(FFAmE ) Packaging specification
32.P73 SCGEFR A 0 AZC093
(FEAT &AL Carton dividella
32.P7.4 TR
(FEAT &AL
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JREA4 Y/ TRE NS Y
1.12 FEH—E

3.2P.8 REM (TLFVV—L, V')—LH)

CTD No. HESHES EHRES). K&
3.2.P.8.1 TEMDELDODRUER (TLFV)—L. 71)—LFAD
3.2.P8.1.1 X EF 7 PAIN.000-091-985.2.0
(FEAm &£ Stability summary and conclusion for drug product EMLA Cream 5%, tubes 5g

and 30g

32.P2.42 W

RAEERS 1 802-10 AF 043-1

(FEm& k) Stability of EMLA cream 5% in aluminium tubes. (3.2.P.2.4.2 /)
3.2.P83.1 & SCEFES : PAIN.000-092-859.2.0
(FFAMm &K Stability data for drug product (3.2.P.8.3.1 )
3.2.P8.32 & 2 TE MR A SR
(FEAT &AL (3.2.P8.3.2 )
3.2.P.8.2 REOREMHBRITEDERRUVER (LS )—L, V1) —LFH)
3.2.P8.2.1 TR A% D2 TE M RABRE T 1] OO YRR M OVFE St
(PR A &4}
3.2.P.8.3 BEMT—F (TLFV)—L, 7')—LH)
3.2.P83.1 CEFE : PAIN.000-092-859.2.0
(FEAm &£ Stability data for drug product
3.2.P83.2 22 TE MRS R
(RFALH )
3.2.P833 LEEE : SKA-01/TP/ZEME/05
(RFALH ) TALT 7 U —b REMEREREEE
3.2.P83.4 LEEE : SKA-01/TIR/ZZENE02
(RALH ) LT U —b REMERBREREE
3.2.P242 % WA ER S 802-10 AF 043-1
(FEm& k) Stability of EMLA cream 5% in aluminium tubes. (3.2.P.2.4.2 /)
3.2A =it

3.2.A1 HiEHE

grui (1452 )—s. INIEININININIIEIEIE

CTD No.

HREEES BHBRES). }é

EERR L
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JREA4 Y/ TRE NS Y

1.12

MTEH—&

3.2.02 settmeunzoretim (a5 U—n, vy —oz. [ KT

)

CTD No. HEEES EHRES). =&
32.A2.1 CFEFE S A004673 — Version 1.0
(FRAm & E}) To whom it may concern

3.2.A.3 &l

CTD No.

HEEBS BHBRES). }é

LR L

3.3 BEXH

BE TR,
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CTDE4E (E2a1—I)L4) : EEKRABBEE
4.1 F4E (E>a1—)L4) BX

4.2 HBRHEE
4.2.1 ZEEHER

CTD No. HESHES EHRES). K&
4.2.1.1 MhERMF T HHER
4.2.1.1.1 Wi EES 1 802-10 A 135-02
(FEAm &£ Percutaneous local anaesthesia in the guinea-pig by emulsions of an eutectic
mixture of Citanest” and Xylocaine®™
4.2.1.1.2 Wi EES 1 802-10A 137-02
(FEAm &£ Topical local anaesthetic effect of emulsion of an eutectic mixture of Citanest”
and Xylocaine® on abraded skin in the guinea-pig
4.2.1.2 BRI ER
UER R L
4.2.1.3 T M EEHER
423.1.1 2 Wi EES 1 802-10 T1373
(FEAm &£ Acute toxicity of EMLA cream in rabbits after single dermal administration

(423.1.1 )

42312 81
(FEAm &£

WG EE S 0014LW
EMLA® Cream: Single dose toxicity study by dermal administration in minipigs

(42312 m)

423.76.1 1
(FEAm &£

W EES : VKS/0057
EMLA(D0660): Toxicity study by rectal administration to Beagle dogs for 2
weeks (4.2.3.7.6.1 )

423.1.6 8
(FHmE k)

HEEE 5 SR00609-01
Lidocaine hydrochloride monohydrate (AR-P111001UZ) : Single oral (gavage)
MTD study in rats (4.2.3.1.6 ZR)

423.1.7 &8
(FHmE k)

HEEE S SR01048-01
Prilocaine hydrochloride (AR-P111002AA) : Single oral (gavage) MTD study in
rats (4.2.3.1.7 &)

42321 &8

R EE S £ 802-10 T1608

(FHmE k) General toxicity of EMLA given rectally to dogs for one month (4.2.3.2.1 /)
42322 %R A ER T 1 802-10 AF 42-1
(G & ) Evaluation of plasma concentration of lidocaine and prilocaine in the study:

General and local toxicity of EMLA given rectally to dogs for one month
(42322 M)
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4.2.1.4

ENFHEYREFRHR

AR L

4.2.2 RWHEHEHAER

CTD No. HEERS EHRES). RE
4.2.2.1 DIERUVN) T—2 3 VRES
4223.1 2R G EFE S 802-10 AF 3-1-02
(FFAMmE -} Uptake of 3H—prilocaine and *H-lidocaine by intact and abraded guinea-pig skin

and local distribution following topical application of a cream of an eutectic
mixture of these agents (EMLA) and formulations of either of the compounds

separately (4.2.2.3.1 &)

42232 B

AR+ 802-501-LF-0121-01

(FEAmE R The tissue distribution of total radioactivity in the rat following intravenous
administration of ['*C]-Lidocaine (4.2.2.3.2 )
422.1.1 WEEFERS © Y0923-VA-01-TR
(FFAM &L HPLC {EIC X2 T v MLIEH Y R A L ROT 1 & b A RERELED
N F— g R
422.12 5 EFE 5 FBM 04-A470
(FFAM L HPLC HEIC K DA XMEP T o & s VA REREEDANY 7 — a3 R
42213 WEFHF S © SR-B-0031-01-MV1-01
(FEAm &£ Validation of a method for determination of lidocaine, prilocaine and the
metabolites o-toluidine and 2,6-xylidine in minipig plasma using LC-MS/MS
422.14 WG EE S B-0031-01
(FEAmE £ Determination of prilocaine, lidocaine, 2,6-xylidine, monoethylglycinexylidide
(MEGX), glycinexylidide (GX) and o-toluidine in human plasma using liquid
chromatography-tandem mass spectrometry (LC-MS/MS) with electrospray
ionization
422.15 i EE S 1 802-10 AFB-01
(FEAmE £ Simultaneous determination of lidocaine and prilocaine in biological fluids
4.2.2.2 A
4222.1 Wt HE T 0 Y0923-PK-01-TR
(Rt &K F v bERWET m e bAoA SR ONEERE o 1 Eh REEER
42222 Wt HF > © FBM 04-4469
(G A RN Ta e b A KR OSERE T 2 E s T A OWRINGRER
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42312 &8

WAEER T 1 0014LW

(FEAm &£ EMLA Cream®™:Single dose toxicity study by dermal administration in minipigs
(4.2.3.1.2 )
42223 i EES 1 802-10 AF 42-1
(FEAm &£ Evaluation of plasma concentrations of lidocaine and prilocaine in the study:
General and local toxicity of EMLA given rectally to dogs for one month
4.2.2.3 K]
42.23.1 HEFE S 802-10 AF 3-1-02
(FEAm &£ Uptake of *H-prilocaine and *H-lidocaine by intact and abraded guinea-pig skin
and local distribution following topical application of a cream of an eutectic
mixture of these agents (EMLA) and formulations of either of the compounds
separately
42232 HEFEE S 802-501-LF-0121-01
(FEAm &£ The tissue distribution of total radioactivity in the rat following intravenous
administration of ['*C]-Lidocaine
4.2.2.4 K3
U ERR L
4.2.2.5 Bt
4223221 G EF S 802-501-LF-0121-01
(FEAmE kL The tissue distribution of total radioactivity in the rat following intravenous
administration of ['*C]-Lidocaine (4.2.2.3.2 /)
4.2.2.6 EVBEZNEMMEEER (GEEEK)
2R L
4.2.2.17 Z Dt DEYENREAER
AZEEE R L

4.2.3 SMEHER

CTD No.

HEERS BHBRES). RE

4.2.3.1 HREEE5HHHR
4.23.1.1 Wi ER S 1 802-10 T1373

(FEAmE R Acute toxicity of EMLA cream in rabbits after single dermal administration
423.12 G EFE S 0014LW

(FEAmE k) EMLA® Cream:Single dose toxicity study by dermal administration in minipigs
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423.13 i EES 1 802-10 T1349
(FEAm &£ Acute toxicity (LDs) of Xylocain® hydrochloride, Citanest® hydrochloride and
Xylocain® hydrochloride/Citanest™ hydrochloride (1:1) mixture in male mice after
single intravenous injection
423.14 i EES 1 802-10 T1330
(FEAmE £ Acute toxicity (LDs) of Xylocain® hydrochloride, Citanest® hydrochloride and
Xylocain® Hydrochloride/Citanest™ hydrochloride (1:1) mixture in male rats after
single intravenous injection
423.15 i EES 1 802-10 T1372
(FEAmE £ Acute toxicity (LDso) of lidocaine base (Xylocain® base), prilocaine (Citanest”
base), and EMLA in male rats after single subcutaneous administration
423.1.6 5 EE T : SR00609-01
(FEAm &£ Lidocaine hydrochloride monohydrate (AR-P111001UZ) : Single oral (gavage)
MTD study in rats
423.1.7 HEEE S : SR01048-01
(FEAm &£ Prilocaine hydrochloride (AR-P111002AA) : Single oral (gavage) MTD study in
rats
4.2.3.2 REKRESEHER
42321 G EFE S 802-10 T1608
(FFAMm &K General toxicity of EMLA given rectally to dogs for one month
42322 G5 802-10 AF 42-1
(FEAmE k) Evaluation of plasma concentration of lidocaine and prilocaine in the study:
General and local toxicity of EMLA given rectally to dogs for one month
42323R Wi EERS  CTT-92 (BEEHRY
(ZEZER Compound L67 and Xylocaine: Seven week subacute s.c. toxicity in rats
42.32.4R WEHERS  CTT-95 (B3EEE
(ZE&H Compound L67 and Xylocaine: Five week subacute s.c. toxicity in primates
(Macaca Mulatta)
4.2.3.3 EEEMEHR
4233.1.1 G EFE S 802-01 T2355
(FEAm &£ Mutagenicity evaluation of LEA152 in the AMES Salmonella/Mammalian
microsome mutagenicity test
4233.12 i EES : 802-01 T2376
(FEAmE £ Analysis of structural chromosome aberrations in human lymphocytes treated

with lidocaine hydrochloride monohydrate (LEA152) in vitro
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4233.13 i EES 1 802-02 T1929
(FEAmE £ Mutagenicity evaluation of prilocaine in the Ames Salmonella/Mammalian
microsome mutagenicity test
4233.14 WEEE S 0021YX
(FEAm &£ Chromosomal aberrations in cultured human peripheral blood lymphocytes
423321 i EES 1 802-01 T2362
(FEAmE £ Mouse micronucleus test of lidocaine hydrochloride monohydrate (LEA152)
423322 HEEE S 802-02 T1968
(FEAm &£ Mouse micronucleus test of prilocaine
4.2.3.4 AR ER
U ERR L
4.2.3.5 AIEFE SRR
4.23.5.2.1R WiEER S - 802-40 T2412 (BEEHR})
(ZEEE Effects upon pregnancy in rats of a lidocaine HCl (LEA151): Prilocaine HCI
(LEA154) (1:1 W/W) mixture given subcutaneously — A dose finding study
423522 G EFE S 802-40 T2413
(FEAmE R Effects upon pregnancy in rats of a lidocaine HCl (LEA151): Prilocaine HCI
(LEA154) (1:1 W/W) mixture given subcutaneously
42353.1R WEEFRS  802-01 T1756 (BEEE]
© 3 -¢2)) Effects upon peri — and postnatal development in rats of xylocain® given
subcutaneously
423532R WE RS 802-01 T1781 (BEBEE]
(ZEEE Effects upon pregnancy and offspring development in rats of lidocaine given
intramuscularly with special reference to behavioural effects
4.23.53.3R WiEEERS : 0677TWR (BEEED
© -2 Prilocaine- Pre- and post-natal development study by the subcutaneous route in
the rat (Segment 1II)
4.2.3.6 BRI ER
423.6.1 i EES 1 802-10 T1017
(FEAmE £ Irritation of intact skin, in rabbits, after 24 hours’ occlusive epicutaneous
administration of Xylocain®/Citanest” emulsion
42362 Wi EES 1 802-10 T1128
(FEAmE £ Skin irritation, in the rabbit, after epicutaneous application of Xylocain™/Citanest”
(EBLA) for 1 hour a day on 20 consecutive days
4.23.6.3R WEERS  0015KW (BEEE}
C -3 EMLA® cream: Feasibility study by dermal administration in female minipigs
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4.23.6.4 Wi EES 1 802-10 T1163
(FEAmE £ Vaginal irritation, in dogs, after topical administration of Xylocain®/Citanest”
(EMLA) on 20 consecutive days
423.6.5 i EEKS 1 802-10 T1018
(FEAm &£ Eye irritation in rabbits after single administration of Xylocain®/Citanest”
emulsion
4.2.3.7 T DD FEFRER
4.23.7.6.1 HE EFE S VKS/0057
(FEAm &£ EMLA(D0660): Toxicity study by rectal administration to Beagle dogs for 2
weeks
423.7.6.2 G EHFE S 0760BV
(FEm& k) Prilocaine HCI containing impurity A, B¥ : Genetic toxicity evaluation
using bacterial reverse mutation test
423.7.6.3 HEEET © 0051YX
(FEmE kL) Prilocaine HCI containing impurity A, B¥ : Genetic toxicity evaluation
using an in vitro chromosome aberration test in human lymphocytes
4.23.7.6.4 WG EF S 519953
GEATEED EMLA™ cream: Local irritation study by dermal administration in minipigs of
EMLA™ cream containing degradation products
4.23.7.7.1R WiLERS : 802-01 T228 (BEEHR])
(ZEEED Acute toxicity of Xylocaine HCI and Xylocaine G.I. in mice
4.23.7.72R WiEERS : 802.544.15 (BBEEL
(ZEEE Acute intravenous toxicity of Xylocaine HCI in female rats
4.23.7.7.3R WEEE S : 802.54.5.15 (BZEEEL
© 3 -¢2)) Acute intravenous toxicity of Xylocaine HCI in male rats
4.2.3.7.7.4R W EE S 802-01 T202 (BEEH}
© -2 Acute subcutaneous toxicity test with 2% Xylocaine HCI solution and 2%
Xylocaine carbonated solution in rats
4.2.3.7.7.5R WEERT - (BHFER)
(ZEEED Acute toxicity of Citanest in the dog
4.2.3.7.7.6R WiEEERS 1 802-01 T195 (BEEH}
(ZEEE Toxicity of 2% Xylocaine HCl and 2% Xylocaine carbonated solutions after
repeated subcutaneous administration to rats for two weeks
4.23.7.7.7R WEERS : 431.57.1.82 (B2 EEE
© -2 The effects in rats of repeated daily subcutaneous treatment with Citanest

hydrochloride 4% with epinephrine 1:200,000

I AR AR I S & R T,
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4.2.3.7.7.8R WEERS 125 (3EERD
€ -2 Subacute toxicity investigations in rats with subcutaneously administered
Citanest-octapressin
4.2.3.7.7.9R WEEE S 802-01 T203 (BEEH})
© -2 Acute subcutaneous toxicity investigation with 2% Xylocaine carbonated and 2%
Xylocaine HCI solutions in dogs
4.2.3.7.7.10R WEEE S : 802-01 T194 (BEEH]
(ZEEE Toxicty of 2% Xylocaine HCI and 2% Xylocaine carbonated solutions after
repeated subcutaneous administration to dogs for two weeks
4.23.7.7.11R WiEER : 423.57.10.82 (B2EBEEL
C -3 The effects in dogs of repeated daily intravenous treatment with lidocaine
hydrochloride
4.23.7.7.12R WEEES 80257212 (BEEEL
C -3 The effects of repeated daily intravenous administrations of lidocaine
hydrochloride in the dog
4.23.7.7.13R WEEES 42157111 (B3EEGE
zEEE The effects in dogs of repeated daily treatments with solutions of Citanest, 4%,
with epinephrine, 1:200,000
4.23.7.7.14R WiEEER S - 802-01 TIS93 (BEEHE}
(ZEEE Effects upon fertility and general reproductive performance in rats of Xylocain®
given subcutaneously
423.7.7.15R WIEEFKT  El6 (BEEED
(ZEEE Reproduction study of Citanest and Xylocaine
4.23.7.7.16R WiEER S - 802-01 T1474 (BEEHR}
(ZEEE Effects upon pregnancy in rats of Xylocain® given subcutaneously
4.2.3.7.7.17R WEEE S 802-01 T1442 (BE &k
© 3 -¢2)) The effects upon pregnancy in rabbits of Xylocain® given subcutaneously
4.2.3.7.7.18R WEERT - (BHFER)
© 3 -¢2)) Effect of Citanest administered to the pregnant rats upon the development of their
offspring
4.2.3.7.7.19R WE RS 2997/69/423 (BEEEL
© 3 -¢2)) Effect of Citanest-octapressin solution on pregnancy of the New Zealand white
rabbit
4.2.3.7.7.20R WEEE S : 802-20 T922 (BEEH])
© -2 Irritation of intact and abraded skin, in pigs, caused by epicutaneous

administration of Xylocain® ointment, for one hour a day, on 20 consecutive days
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1.12 NMTEH—E
423.7.721R WEEE S 802-02 T452 (BEEH])
(ZEEE} Local irritation study with citanest 4%. From USA and Canada, i.m. given to rats
for one week
423.7.7.22R WEEE S : 802.57.5.82 (BE&EEL
© -2 Local tissue changes produced in rats by the submucosal administration of
Citanest 4% with epinephrine 1:200,000
423.7.7.23R WEEE S 802-10 T1517 (BE&EL)
© -2 Local toxicity of EMLA in female dogs after single administration into the uterine
cavity via laparotomy

4.3 SEXH

BH | EE. RE. ERFER 5| FRERT:
5 CTD No
— (B3 3#k No)

1 Tucker GT, Mather LE. Properties, absorption, and disposition of local | 1.5.3.2.1.2—(11)
anesthetic agents. In: Cousins MJ, Bridenbaugh PO, eds. Neural Blockade | 2.4.1.1.3—(1)
in Clinical Anesthesia and Management of Pain, 3rd edition. | 2.4.4—(1)
Lippincott-Raven Publishers, Philadelphia. 1998;55-95. 2.4542—(1)

2.6.2.4—(10)
2.6.2.6.2—(10)
2.6.6.1.2—(1)
2.6.6.1.5—(1)

2 Ragsdale DS, McPhee JC, Scheuer T, Catterall WA. Molecular | 1.5.3.2.1.2—(8)
determinants of state-dependent block of Na" channels by local anesthetics. | 2.4.2.1—(2)
Science. 1994;265:1724-1728. 2.6.2.2—(1)

3 Lipkind GM, Fozzard HA. Molecular modeling of local anesthetic drug | 2.4.2.1—(3)
binding by voltage-gated sodium channels. Mol Pharmacol. | 2.6.2.2—(2)
2005;68:1611-1622.

4 Astrém A, Persson NH. Some pharmacological properties of o-methyl-a | 2.4.2.1—(4)
-propylaminopropionanilide, a new local anaesthetic. Brit J Pharmacol. | 2.4.2.3.3—(4)
1961;16:32-44. 2.622—4)

2.624—4)
2.6.24.5—4)
2.6.2.6.2—(4)
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Wiedling S. Studies on alpha-n-propylamino-2-methylpropionanilide - a

new local anesthetic. ~ Acta Pharmacol et Toxicol. 1960;17:233-244.

2.4.2.1—(5)
2.4233—(5)
2.6.2.2—(3)

2.6.2.62—(3)

Akerman B. On felypressin (Octapressin®) as an adjunct to lidocaine and
prilocaine-an experimental study in animals. Acta Pharmacol et Toxicol.

1966;24:377-388.

1.5.3.2.1.2—(15)
2.4.2.1—(6)
2.6.2.2—(7)

Covino BG. Toxicity and systemic effects of local anesthetic agents. In:
Stichartz GR, ed. Local
Pharmacology. Vol.81. Springer-Verlag, Berline. 1987;187-212.

Anesthetics. Handbook of Experimental

1.5.32.1.2—(9)
2.423—(7)
2.4233—(7)
2.4.5.42—(7)
2.6.2.4—(8)
2.6.2.62—(8)
2.6.6.9.4—(42)

ADF. Local
29th edition.

anaesthetcis. In: Martindale. The Extra

The

Reynolds

Pharmacopoeia, Pharmaceutical Press, London.

1989;1205-1227.

2.423—(8)
2.4233—(8)
2.4.54.2—(8)
2.4.54.5—(8)
2.6.2.4—(9)
2.6.2.6.2—(9)
2.6.6.9.4—(47)
2.6.6.9.8—(47)

e T, B, SRR, A (BER) . 7y Rw v eFor
< VB (5 11 AR - EMIRIRO RSB LK - . 5 14 = R
Pk &% )11EE . 2007;453-474.

1.5.3—(7)
1.5.3.2.1.2—(7)
2.42.3—(9)
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