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No. =4 7K H No. =4 7K H No. ESE4 7K H
1 AV z—F 1984/11/1 31 AXVT 1993/2/13 || 61 | =R | 1998/8/1
2 74U By 1984/12/1 || 32 N—— 1994/2/13 || 62 TINHYVT 1998/10/26
3 A A 1985/6/24 || 33 5[] 1994/3/12 63 EWI 1998/11/11
4 J 47 F | 1985/10/23 | 34 ~L— 1995/3/27 64 ik 1998/12/17
5 Frow—7 1985/11/29 || 35 VAVZES N 1995/9/1 65 < LA 1999/3/9
6 P 1986/1/28 || 36 ¥aTY— 1995/9/12 66 =R 1999/4/22
7 za=y = 1986/9/6 37 R—=F v K 1995/10/19 || 67 =) 1999/5/10
8 TA AT R 1986/9/29 || 38 2R 1995/12/19 | 68 AT NFT 1999/5/20
9 ik 1986/11/20 || 39 Foya 1996/3/4 69 IILTTA 1999/5/31
10 & A 1987/3/17 || 40 | A—A KU T 1996/6/19 70 A FRY7 | 1999/12/31
1 E 1987/6/17 | 41 AL NV 1996/9/27 71 7 hrET 2000/9/6
12 AL — 1987/11/3 || 42 NS 1996/10/29 || 72 A F 2000/11/17
13 SNV 1987/11/9 || 43 | 777 EREEI | 1996/12/16 | 73 AU T A 2001/2/19
14 | 7TANT KR 1988/1/25 || 44 ‘AT 1996/12/27 | 74 Y7k 2002/6/4
15 APV 7N 1988/3/31 || 45 Vb7 =7 1997/1/3 75 TN 2003/06/11
16 XUy 1989/10/30 | 46 N—<=7 1997/3/10 || 76 = 2003/6/12
17 A AT TV 1989/11/1 || 47 RS 1997/3/19 77 TR 2003/6/27
18 7T VN 1989/11/13 || 48 PAVANS 1997/4/2 78 a-hy K Y- 2004/3/3
19 ~L—7 1989/12/29 | 49 | M=p =} A 1997/5/3 79 TR 2004/3/8
20 a7 1990/3/16 || 50 | EF—VU i v X 1997/5/5 80 v T4 2006/6/14
21 7T A 1990/7/20 || 51 DES P 1997/5/13 || 81 NG - 2007/3/30
22 *7 1A 1990/8/6 52 k= 1997/6/25 || 82 TE N AV vy 2008/8/18
23 HFE 1990/12/7 || 53 F~—r 1997/9/16 || 83 TNIT 2010/5/17
24 | UHE—L 1991/7/1 54 | F =ik 1997/10/22 | 84 AT AE 2011/2/16
25 | A—AKNZ U7 | 1991/8/13 | 55 TR =T 1997/12/12 || 85 TIVA=T 2011/6/15
26 | TAELTFY 1991/9/4 56 | TAY=UT 1998/1/14 || 86 HAR 2012/1/18
27 ais 1992/8/14 57 NI TTA 1998/1/30 87 A7 2012/4/16
28 T 7V 1992/11/24 || 58 A¥Ta 1998/3/11 88 U7 2012/9/2
29 KA 1992/12/23 | 59 7T KL 1998/3/28
30 K[ 1992/12/30 | 60 Fa=U7 1998/3/31

T, HAKEICBIT S —RAERNE L ToORBERREZR1.6.1-2 127 L7- (2014412 A 2
Efﬁtﬁ)o
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£1.6.1-2 HALKEICE TS —RAERERE LTOERZRE (2014 £ 12 A 2 HRAE)

No. E4 TR No. S KR No. E4 TR
1 Za=y =FU 1986 8 KA 1992 15 T4 TUR 2003
2 B 1986 9 F—=A+Z7 DT 1993 16 F = a LFE 2003
3 Fre—7 1988 10 A =T 1997 17 07 TAF 2006
4 A AT T) 1989 11 ENI 1998 18 = 2008
5 i d 1990 12 37— 1998 19 NT7 )= 2008
6 TR 1991 13 TN KL 1999 20 TN AY vy 2008
7 7700 1992 14 e =] 2002 21 TNT 2010
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1.6.2.1 REFMFXE (2012 F2KET) R
KEBATSCGE (2012 FFGET) FIaRZ T 9%,
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RKERTXE (2012 F£RET) #

g;llnll

EMLA®S 1) — L
(D FAAL22.5%, FAERAA 2 5%)

27N

EMLA 7 U—2A (U RHA LV 25%BBLIORNT 2 "N A 25%) X, ZOMMBLEZESL1: 10V
ROA v BXORT v N A OREMETHHAATH D, ZOFNREWIZEIRLLT Ok
REAL, WAICHBITMPBEEIIERE LTI b LA E LTHEET 5, ©3iE5g B X
w309 F=2—7 05,

U RAA 03 L7 & b7 2 R, 2-(diethylamino)-N-(2,6-dimethylphenyl) & L CF =41, pH 7.4
TOF T B )= KGEMREIT 43 T, U FOHEEZHT 5,

Lt C14H22N20 ﬁj\%% 234.3

Tav b b A AHMEFE ET a7 2 R, N-(2-methylphenyl)-2-(propylamino) & L CT# &, pH 7.4
TOF 7 & ) — KOGEAREIL 25 T, U TOWEEZHT 5,

Lk
L H,

@%i1~ GO Iw NH ~C Hy ~C Hy= CHy

Che C13H20N20 57\%% 220.3

EMLA 7 UV — AT 1gHic) A A 25mg. 72 h A > 25mg. RY F ¥ =F Lo f5lime
T 2TV (HAEAIE LO) . HARFURY AF L2 CHFERIE LT, pH 24 9 IZHEE9 5k
Rt MU T LZ2EA L, BRUKTlg & LT 5, EMLA 7 U — NIRFAIZ & 72003, 23D
% pH D72 KEFER S (USP) OHIEEHRBRIZAEH L TW\W5D, EMLA 7 U —A O 1.00
Thbd,

)7 g

ER%RE

ISR BB AR SIVIZEMLAZ U — 24 (U R A L 25%B X7 B R A 225%) ORLJE
BRI BT, V) FUA VBIOT 0 b A VN7 U —AnbEREIBIOERE R~ i S,
AT O RGPS =2 R IRE L ORI ER S Z itk 20T b, U KA
VEBLIORTBE N A ET X REFEFIREBE TH Y, WTILh A oL RADRER L MEEIC
WA A Eh A2 BH L, AR A L EL S D 2 & TRFTMPMEHA Z8E L TV 5,

EMLAZ U — A2 X VG55 EER GBI D FIEMEHMER OB, FER X ORI,

FICBAARERICES S D, BIRNT = 22— LB B X OERIRZER 22 & O BR R ALE LS 545 70 BRI
BREEDT2DITIE, EMLAZ U — A ZBERAT L, 1L EIRE T 2 L ERH D, e A
B & DGR ALE DOBR O B SR B 2155 72 0121%, EMLAZ U — A& B EA0 L, 28R LA



FHES D MEND D, WAtk I K LR THR 72 B IR D A3 5 DAL, 2~ 3R] CTHRoRIZiE
L. BREZL~20H E CRORITFRCT 5. BAG R E ~OBAR I LR AFHERREE) & O TR
T, EFEBRFF BV (5~1047) . LGS OREIZEMLAY U — X% B Ai145~1043 12 i
ST NI L—Y il @i, fT LD liat b x5) 1T 2 R RREA 2R 1315
~2053 CTh ol (5~45 DHEHTEHA DT Y XRH D)

EMLAZ U — L%z BFIC@BAMAT 5 &, —@tE TRATNZ bk, —iarE CTRFTARFEREIX
FHNFESND Z 01D D,

EMENRE

EMLAZ U — AFKFMFEOAF E LTHAISND Y R4 225%E 7o’ f1A 2 2.5%0 HF
BEWMTHD, ZOIBEREMIZENT, WARPESRIISEE TR THY (K &) | 7.
EhhA e ROA UHFIDRE & D% DOEFWINIMERE S, K55 Z kiR BE T2.5% &
LR 7 U — LKA ICBAA SNABRICHEO b bIRB L ZDOHROEHWINEZ EFS,

UL : EMLAZ U —2bD Y RAA v BEOT 0 NI A > OREWINEIL, BRI IO
BRI EER BRSNS, 2O BIRERER 23\ T, KRB 0 45 /7 F§400 cm? I ZEMLA
7 U —2560g (V RIA15gBEO T mE M A 1560 2EEEAM L, #RE OLHIEE
BARIFFRI CHRE L7277 U — A% bR R O#BRE 1T 24F BB HBMAE LI-EE & T5 &
D W A AR B0 AT T, D ORBROFE R A L TFICERNT 5,

F1 EMAY Y—LHh DY FAALETOE QA VORI : BEEREE (N=16)

EMLA BAEAE | AR RER HHE & WY & Cmax Tmax
7 =L (cm?) (hrs) (mg) (mg) (ug/mL) (hr)
(9)

60 400 3 U RNHAY 54 0.12 4
1500
Tav hhA v 92 0.07 4
1500

60 400 24* U RA v 243 0.28 10
1500
=0 =l N7 I 503 0.14 10
1500

* e RHELE AR Z4RER CH D

400 cm?* D K FEICEMLAZ U — 160 g& 2405 AT L= & 2 A, U KA > Ofr i P i3 48
FBURBRREOR X Z120TH o7z, [FAERIC, 7u bt M hA v OREREFFEERABEDORB X
%136 Tdh > 7=, 0.59~3.3 g0 H &EHiFH TL553[#. EMLAZ U — L% 204 O N BYEEFE DFE3 7
JEZAR LT B RER BRIV T, EMLAZ UV — A8 H%O U RIA BT M A v
OMAEFREIT B L Ko7z (U KA > 325~16ng/mL, 7' 1 & hF A > 2325~7 ng/mL) ,
1ERORIE D &> 5 2 & F 7-132,000 cm?LL - O FFH O Rz & ~DEMLAZ U — A OBAR Tl iR
NEVZMREND T80, BZMEEHT D LB TGOS E 5 &3 L~UL
FCMAEREN EHT D AlReEN & 5,

DA =7 0 T~ OVEFIREERIZ W T MRl 2840 L7ZEMLAY U — A ORI AR ET S 4,
294, DA DIEM FHICEMLAZ U — 410 g2310~600 M8 A iz, b ORBRIZIE T HEMLA
7 U —L@ABOY RAIA BT M A o OmSEFREIL. U KbA 2 753148~641
ng/mL, 7= & hJA 2 H340~346 ng/mL, sl EEIER ) (tna) (XY RH A 2 2321~125%7,
TRE NI A P21~ Tholo, bk, 2FEEEAEE LY DL FRSNLORE (UK
A BLOT 0 E M4 > TEIZE5000ng/mL) %5720 FlEl>TWnb,

D AEAEFIRNE G 5 & & ERRBOMERITY N4 o 231.1~2.1 Lkg (F#41.5, 0.3
SD, n=13) . Y m b FHA - TO0.7~44 kg (F#J2.6, +1.3SD, n=13) THDH, 7R MU A



DOBIMBENRIRELRPI1TE, RLEO7oE " IAVyBLIO) RbA V2% L2 L & 2812
SINHEV LT N IA COMBEFRENMES 725, EMLAZ U —AZ8AA LIZERICH -6 &
NDHWET, U RIA L OBIZI0%NMIEEH, EIZ o-1-BEEEAICHEAST 5, M RE
DT E WSS (RS Cl~4 pg/mL) . U KB A o omiEEAESITRERTFETHY, 7
7 A EES NI E ISR T D, U RIA BT v M A OmAIN IR &
OMIE-ABEFT 2 @i 3 2 DIk, B L EBIERICE D2 D TH D,

RE: U RIS, TRE MDA UDBEETRPEINDINEIDIIAATH D, U RIA IEAF
g CE/  =ZF LTV rF U YR (MEGX) 7V XU YR (GX) e EDL L OREY
~EHGHIZRHB SN D, MEGXE L UGXDOFIIEMITY R4 EHBILTWD R, M5 Th 5,
R CTH52,6-F U U OIBIEEIIAHATH S5, FIRNES% OMEGXE L OGXD I iFH
BEIX, T2V KA v OREDII~36%, 5~11%TH 5, 71t bAoA 3 & BlgT
TIHX—=VIZLoTo-bA P UONN-T B ENLT T =07 EORA IR~ RS b,

M 2575 =PIz L ARFUTZ T 220, 0- FbA U REMWICITEEIER & 5 = & NEFEOH)
MET LV CTRENTWD ( A EOEE) OMEE HEFME 28 . 72, 25&k58%28
FZE8mglkgs LTT o UL E2HEGTDHE, - ATV UINTED A M~ES B EUIMSED S
TRZIENLZERHD ((TEHWEH] 28 . IEFICERmOEE, 7Lva—R-6-V VEERZIED
BE, i 7V T7HSANVKR YT I R EOBLAIZER L TWAHERETIE, A h~ESrE Y
MAENFEH LTV (A EoEE] OMEH (X h~FZ o UimiE] 2R) .

Bett : FRIRNEE GO U RO A IIEEERINE, 3 X £65~1504 Th 5 (#4110, +24 SD,
n=13) , WILEN7=Y KB A D8N E B2 58N, R#ME - 138bEw s L TR THINE
%o 27 VT T A1310~20 mL/min/kg (F#413, +3SD, n=13) TH 5, 7B E I A DY
JHEIE, B L Z10~150% TH D (70, #48SD. n=13) , &F 7 U T 7 A1%18~64
mL/min/kg T& % (F¥J38, +15SD, n=13) ., #HARNEGRAEBRIZIB VT, @EEICB T K
A ORI (250 H) (3R ERE OISR (LA L0 bFEHTFICHERICE» -
Too MERBRE NG E L7 0 M A v OBARNE G- R EhERBR 1T i ST,

INE IR (Uy A B2 BRI OVINE (250 H 12K (2B 2 EpEhie (PK) 5 —

ZNN O D, MLOIEMER CERER - 7TH, FRERE - 38.81) (2B W CTEi s/l
HOPKERERDOFE R, FAERICB T 20EF ) A 0B e b A voifltfEFFREEL IO
MH A F~EZ v E U RER, AN T/ 1T 2 PKERER-CH R RER THRO b = HUE
VS LT Z o iz, 720 A AT B OERN ERT2HEAA LN, LvL,

ERICIRANDH Y . AR SEBRATRER MK OBIIMD THOETH L0, LI OMEEEC
IIRERANTYXNRD LN,

HRIZEEER - BRI PKERERITEM STV 7V, DHERE R AONTHERE R 2T 38\ TR
EETDHHDOEEZLND, TNHLDOIMEOWNTNLN T2 N4 OMRFHZIE G L Tnb Tz
W, HFHERER EPBHEARRICB N T T e N A VOB IEET A DL EZ LN,

B PR ER

FARN D = 2 — LR F 7213 FARZERIC S L DEMLA Y U — A DA DUV T, iR A B 20044 %
KH & LIafFOBRARRR 2 — 1y CBO TR S Lz, SRS EOBAICEY | 77 2R
7 ) — LML F U L TR BICK E R 3F S 172, EMLAZ U — A OR)RIT
U NI A R TG L7228, U RAOA NG L 01580 -7, 3L ACDRFITY F
T A REREERCEL = F LA T L — 5 ) BEMLAZ U — 2D HFREFE L EE U T,

TG B BUC S DEMLAZ ) — A 2 05% U R4 A iz RREE & O i lz DT, 804 Dk
NBEERBE LT A—7 0 T VBN EEIC B W TEE S L7z, EMLAZ U — A %2~5
BRI A Z &2k 0. U R A 2 M VCHCT 5 BRI e 23 5 5 iz,



THEOIEKERER (FBEH: 3204) & 1K ERER (FBE%: 1004) 2LV, /NRIZX4 2EMLA
7 U — AOBAAPKGET SV, FRIRTCHTRTEEE & 02 F 72 XM LR LL FEEMLAZ U — A
WA LI- HEGRBRIC B W T, 77 B RICH L TAEICR X 2R EBIEN G Sz, TR D/
BT, L0 K&/ AICE L TEMLAZ U — 2D RME D> 72,

BRI RS & D EARIMAEIED L — Y —1BR 25T 5724 /N EE (Brk~165%) % XHRIZEMLAY
J—Ah & 7T RN S, L—F —1BRETOKREZERT 5 9 2 CTEMLAZ U — A8 51
ThHoT-,

BPEMESRIE & R D WURERIERTICEMLA Y U — A DR L2 B4 & .EMLAZ U — A D8tk
WU KB A R EhE L7258 KOV RO A RIEREEO £l L7-546 & R sn
7o 1214 DRET — XD SR FIRRFOEIRFEFINZ BV TEMLAZ U — 2O HAlE X gh B3
RN ENFEH SN, U R A CIRIEBELETICEMLAY U — A2 A4 5 & ST MR C
PEO RIENABICEB SN, Lo T U RUA 2 X 5 RnZERE: & O CHERT 254
WZBRY . FIFIC K 2 BERIIER OEFICA I Th - 7,

1054 O IEHEIR (FEfGE  37:8) DOFRIMLE L VA YIBIINIC 2EMLAZ U — A O/ &
iz, FERSDEMLAY UV —2O@BMGE2BET D56, AT O ~OWI L ki
A RNETBEUVOAERNE IR EINDS, FIEREZIZIC LZEKRBRICBWT, U RS
4V\fufbw4yﬁi@%FA%7EE/®mﬁ¢%Vﬂ%ff%%ﬁ%t T RIS
HHEIPHICH o T2 & OEEIT R o T,

AR EIZRIT 5 2 b OREBRIZCIBW T, EMLAY U — ABAFIZ - - /TR B IERICIE. BE.
BFRBLOFRER D128, ToOWEIZ—@tEch-o7= ( [BIER) 28) |

PEHIEA~OREEGABTFH (B2 I1E, REa Vo —20BE) ST HEMLAYZ U —20
;ﬁﬁ 804 DIEFE ZXRIZ L7277 AR R LEGAER (6044 IZEMLA, 20441277 &R & 8@ Aii)
WXV RET S, FINRTCLI~755 M (P 9efE - 1543) EMLAZ U — 24 (5~109) %gﬂﬁb%
Z A, REBNAFFRICE T 220 B 72 BT 03153 iz, VASIEORIEIZ L D, B
#5~15% CHEMER D i & 72 D 2 E BN o 7=, BEFIANER & 721304 *M%@%ﬂ%mﬁmm%%
W%ﬁo%m@m@@ﬁiﬁ%%ﬁ% . RFTRIEMEE ORI GHE L L TOEMLAYZ U — 20
ﬁ%ﬁﬁ«@@ﬁﬁ:‘@%7ﬁtﬁﬁ%m@ﬁ% XV BFt &z QU4 IZEMLAZ U — A
BRI T T RRNBIEINT) o HERRIEIZS~10EMLAZ ) — 228 i+ 5 2 Lick - T, 8

AR D 1E AN FE 53 72 R TR D S 235 D AL 7=,

BRESIZEHLEREES VAR ENEZ 72 5TEMLAY U — A0 &L, 1RO B
L7-FEEicERE SN S,

LT ORYEERBR S L O KRRIZHB VT, EMLAZ U—2A (1~2g/10cm?) #EL %Afid 5 =
EDRERA ST, BRIREERIAT O BAG R RXLRE T o 72, 43 JE R R i B BT 0D B3 A7 IRp FE] L X 21R5 [
Thole, HS<BATHI EICHOVWTORFNIITONTE LT, REERRREMASC, #Yem
TR R ORI OBMENEZ 2 THhA I EEZBND,

URIABLOT 0 A O RINE, BT 2 RETEHOBRIERN TH S, WINEhD
L, B E BARRICASL SN D, SFPREL, RELBEEORES S (KE) |
BHIT Té%ﬁ'@(ﬁ%ﬁf EA SN, REFR DA, f“%ﬁl IR LSBE, DS,
PEHFEFEIC Lo T, MPREN LA T2 203D 5, EHFMPREIL, —ROICEEZ 26T
m@%&i@%ﬁ#ﬁﬁw(Umwﬂ%)o@E%iﬁwﬁﬂﬁﬁé%kﬁﬁﬁi\%k%ﬁﬁ%
B LT KREBATRG R 2 LU O#R2ATR LTz,



®2 FEAHE L VCRERONARKERZRE. RRXEMERES & URKEMERRE*
BERE~DEHERICLEHRESL W NER

FElih L OMKED EMLAZ U — LD I R G Af TR IR R B A R
ez AR R

0~34 H £7-13<5 kg 1g 10 cm? LIE [

3~124 A3 X U5 kg 2g 20 cm’ 41
1~65%3 £ U>10 kg 10g 100 cm? AT
7~125%3 L U>20 kg 20 g 200 cm? AR

R A3y AL ECR/AMGERE 2172 L TR WEBE OB, EMLAY U — MO R AR BT EE ORE
IZEbEBZ &,
* TN B IEENTS K O OMERE A IEF 72 88 O R E ISkt L CEMLAY U — L &84 L 72 BRI 2B w564
THDERTDTZDODREN/2HA RTA L ThHDH,
HLEOREOEDY RIAVBIOTaE M4 UBRIREND O ZRBNCFHAET 5720, EMT/NNEB LT
BACBITDY) R4 BEOT b b A OHERINEZ WD Z N TES ¢

U KA OFELHEFERINE (+SD) =0.045 (+0.016) mg/cm?hr

T kA OFHHEEW IR (+£SD) =0.077 (+0.036) mg/cm?hr

FRNZR 5282 ) R4 OBARENRA &1X1 mg/kg (70 mg/70kg) T, oI HEE TS L%
1ug/mLCTH 5, MHRENS pg/mLE B x5 & mEORBAN TR SN D, =5y LB, Hilm/h
REFITHEMICEE O B 5 BBV EP TOWEELZITY 2 E N E LV, BATEM &2 S
LHé. BEFREIRMET TS0 L RiIAENRD,

ShEE - RB L UVFERAE
EMLAZ U—2A (U KRB A 225%FB LT 0 & R A 2 25%DILENESY) O RFTHELRE L LT
DBATEL, LLTIC#EIE SN D,

- IEH DDA B2 & ~ D R TR,

- RIATH G FAIN I T DA~ D 3 L ONREMEE O 53K & L TO%Am,

B ER CHBEMEERANBEIN TV DE D, RN EX CTHHICEAZZEFBHL S 5
BEARSAE T T, EMLAZ UV — 22845 Z S I3 E L oy (T84 &) |

\li
{

4
S
5

7 X RELOD SR R & 72 I ARH O Z OO AT I W BIEOBER G 45 Z LN g T D
HBEIZIZEMLAZ V—2A (U RHA L25%B L7 h A 25%) #8A LRI &,

[

==

HIRE SN TWA SO LY REFEE - IZERMICHTZVEMLAY UV — A28+ 52 L1 T,
HELRAEEEHZEZETHICHFSEDOY AL VBLIRT2E N IA BRI ES 5 ( TE5R]
JEBNZ ALY E] 2R) .

77 ANFIAREIRE BIZIE, 7IAFry TLFITA YFu—L R7=FYR) Ick
DI E T TO D BE L, DT 2 RSN BN D D70, HERERR L0
DEME=Z) TR T RETH D,

EBREWY (LT b)) ICBTAHBRTIE, EMLAZ U —2Z2 T HIZIHEA LSS, HalEEH
NHDHZENRENTND, ZLE—RBRIZBWT, HAHEDOAIZEMLAY V— A% H L7-
B CITEE ITRD SN o T, ERIDSEA B CHEICEANEZIIBEI L 9 DRSS T
T, EMLAZ UV — L&A LN &,



A EAESOEVMSE : %fiitiﬁ%é%b«%fuf/mr®%é$% A RNETOE
VIREIRIC L DIREMTOIL TV A AEKRL2 y AR O IBIZIZ, EMLAZ U — A& L7202
ko

D CHMDBE F 1INV a—R2-6-V BT b R h—BRBIEOH HHEEIL, A M~ES
o B MSER BT,

ANKEYT IR, TN )72, TR T2V R, 7= 08ekl, XUy bAoAy, Z7an
X FTV T THY  EEBER L OHEERE, = ta T M, =ha s kY
Zha N R, RN Fx, RITI OV IVFUAE, JFF, T2/ EX—L, T
=hAy, FV=Fr, =R EOEAFHERIMED A b~F 7 v B MAEIZ BT 2 34 248
ALTWAEETH, A MAETa U ENEIT AR E,

EMLAZ U — A Zi@fisfn S =B/ NRICBIT 225D A h~F 7 v B SE (20~30%) 3
WEINTVD, ZNHOBRFIL, mﬁiﬁﬁ%émt$% HELEVRAR RS & 8 2. D A HIPHIZ G
MENTZERE, BEERDTETITRAL TR o723 1 ARIOMIETH 72, £/, 2 bk
W X, A RET v EUBREOEFNIFH I TV, 7 —A%2REH. KRPEFOEENH

WZEIE LT, BETHIEE. AT Ly T A—OBIRNE S5 L AIEENE 7 08 b 5,

ERfIIX, EMLAZ U — AOEEZREAAOMLENEZ B F 72135 O OFEE NEME L T D 2 &
TREIND D T k%@LTéMTmé% FRMAERB L OBAEMEEZ B2 NE T D & (R
3 ARMEO/NRIZEBNT) | BLOFRET L MED RS DAL D B/ MR ORER I B AT I %
IR 5 Z LICEET D,

B LB vl I o o ThiuE, AR X OVE#R3 Y A £ TOHE~DEMLAY U —
LOEART, BATEB I OBAZOMet-HbE A E=%—9 52 &,

FRLDIE

—BEEE
EMLAZ J—ADKEBHICE>TY RIAVBLORT o N4 O EEN FRET580
LEZOND, BAMEEROLHIEE, BEH L TCWIEEFHIIEHREERE. VNIA VB
7av bAoA ORFERICKH L TUEZMEREW EBbN D EBEITIZEMLAY U — A& EE LS
b &,

EMLAZ U — A %BIWZEDIZ8BAR L T2 5720,

) KR I BV CEEDOIRFEMENGEH SN T 5720, EMLAZ U — A RIZA 20K 91
HEZINYMLERND D, HERISDOEERICZE>Th, ABEKESCHBERNZES 2R 5, §
PR IZ 35 1T DEMLAZ U — AOWITHIE SvTuewy, BRICHE L7286, KEZITAREE
AR THDIZHEWR L, R DNRS £ CIRZR#ET S Z &,

p-7 X JEEEFEHEHR (TahAr, TRITHA, XUV HAURE) IZT LAF—EFFD
BEIZBWT, VRIS UBIWERITT 0 E N DA AAZHT DR ST SIUTWVRNDA,
SEWRB OB ERE O & 5 B3 . FICRREN R OBFITIZEMLAY U — LA HEICBAMAT 5 2
&O

Eﬁﬁf$®%é$%fjﬁﬁwﬁi%mﬁ T 20wz, VR 7 a e b A v
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~ Drugs.com

The following information is intended to supplement, not substitute for, the expertise and judgment of
your physician, pharmacist or other healthcare professional. It should not be construed to indicate
that the use of the drug is safe, appropriate, or effective for you. Consult your healthcare professional
before taking this drug.

EMLA

Generic Name: lidocaine and prilocaine
Dosage Form: cream

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:

CH5
(/ ;CEHE.

/7

{ )—NH-CO-CH,-N
\ A Ly
= (\ C.Hs
CHs

CiaHasN,O MW, 234.3
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:

CH;

/ ‘:;
/ 4
{{Q;)— NH-CO-CH-NH-CH,-CH,—CH,4
kY
N 7

CH,

CyaHogN,O MW, 220.3
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


sa3067
テキストボックス


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 splitskin graft 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 cm2 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 on Drug Content Absorbed Cmax Tmax
Cream (g) (cm2) (hrs) (mg) (mg) (Mg/mL) (hr)
60 400 3 lidocaine 1500 54 0.12 4
prilocaine 1500 92 0.07 4
60 400 24* lidocaine 1500 243 0.28 10
prilocaine 1500 503 0.14 10

*Maximum recommended duration of exposure is 4 hours.

When 60 g of EMLA Cream was applied over 400 cm2 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 to 16 ng/mL for lidocaine and 2.5 to 7 ng/mL for
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prilo caine). The application of EMLA Cream to broken or inflamed skin, or to 2,000 cm2 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.

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 (tmax) 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 1.1 to
2.1 L/kg (mean 1.5, £0.3 SD, n=13) for lidocaine and is 0.7 to 4.4 L/kg (mean 2.6, +1.3 SD, n=13) for
prilocaine. The 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: It 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 dehydro genase 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,
148 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 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.
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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 to 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 effective local anesthesia for minor
superficial surgical procedures. The greatest extent of analgesia, as measured by VAS scores, was attained
after 5to 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 to 2 g/ 10 cm2). 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.
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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 Total Maximum Maximum
Requirements Dose of EMLA Cream Application Area™* Application Time
0 up to 3 months or < 5 kg 19 10 cm2 1 hour
3 up to 12 months and > 5 29 20 cm2 4 hours
kg
1 to 6 years and > 10 kg 1049 100 cm2 4 hours
7 to 12 years and > 20 kg 2049 200 cm2 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 (xSD) absorption of lidocaine is 0.045 (+0.016) mg/cm2/hr.

The estimated mean (+SD) absorption of prilocaine is 0.077 (+0.036) mg/cm2/hr.

An L.V. antiarrhythmic dose of lidocaine is 1 mg/kg (70 mg/70 kg) and gives a blood level of about 1 pg/mL.
Toxicity would be expected at blood levels above 5 pg/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.

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).
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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 Il anti-arrhythmic drugs (et, 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 to 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 underthe age of 3 months who did not have fully mature
enzyme systems. In addition, a few of these cases involved the concomitant administration of 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 orother 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.
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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 | 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).

Specific interaction studies with lidocaine/prilocaine and class Il anti-arrhythmic drugs (eg, amiodarone,
bretylium, sotalol, doetilide) 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 cm2 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/m2; 60 to
960 times SDA) and rats (900 to 4,800 mg/m2; 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/m2 in mice, 900 mg/m2 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/m2
for the SDA calculations above.
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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 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 pg/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 typftimurium in the presence of
metabolic activation. Several other tests on ortho-toluidine, including reverse mutations in five different
Salmonella typftimurium 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 Preghancy: 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 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 ofemotional 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.
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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).

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 cm2 of intact skin for 3 hours are 0.05 to 0.16 ug/mL for
lidocaine and 0.02 to 0.10 pg/mL for prilocaine. Toxic levels of lidocaine (>5 ug/mL) and/or prilocaine (>6
pg/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,
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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.

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 cm2 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 cm2 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 cm2) 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 to 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 Total Maximum Maximum
Requirements Dose of EMLA Cream Application Area Application Time
0 up to 3 months or < 5 kg 19 10 cm2 1 hour
3 up to 12 months and > 5 2g 20 cm2 4 hours
kg
1to 6 years and > 10 kg 109 100 cm2 4 hours
7 to 12 years and 20 kg 2049 200 cm2 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 INSTRUCTIONS FOR APPLICATION).
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Practitioners should carefully instruct caregivers to avoid application of excessive amounts of EMLA Cream
(see PRECAUTIONS).

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.

=1 g strip

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

For adult and pediatric patients, apply ONLY as prescribed by your physician.

If your child is below the age of 3 months or small for their age, please inform your doctor before applying
EMLA Cream, which can be harmful, if applied over too much skin at one time in young children.

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.

EMLA Cream must be applied to intact skin at least 1 hour before the start of a routine procedure and for 2
hours before the start of a painful procedure. A protective covering of the cream is not necessary for
absorption but may be helpful to keep the cream in place.

If using a protective covering, your doctor will remove it, wipe off the EMLA Cream, and clean the entire area
with an antiseptic solution before the procedure. The duration of effective skin anesthesia will be at least 1
hour after removal of the protective covering.
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Precautions
1. Do not apply near eyes or open wounds.
2. Keep out of the 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 No. Strength Size

NDC 76478-289-05 5 gram/tube packed individually.

NDC 76478-289-55 5 gram/tube packed in 5.

NDC 76478-289-30 30 gram/tube packed individually, in a child-resistant tube.

NOT FOR OPHTHALMIC USE.

KEEP CONTAINER TIGHTLY CLOSED AT ALL TIMES WHEN NOT IN USE.
Store at 20° to 25°C (68° to 77°F)[see USP Controlled Room Temperature].
AKORN

Distributed by: Akorn, Inc.
Lake Forest, IL 60045

OAK

Manufactured for: Oak Pharmaceuticals, Inc.
EMOON Rev. 04/12

Principal Display Panel Text for Container Label:
NDC 76478-289-05 Rx only

EMLA®

CREAM (lidocaine 2.5%

and prilocaine 2.5%)

For Topical Use Only

5 Grams Oak Logo
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NDC 76478-289-05 Rx only

EMLA

CREAM (lidocaine 2.5%
and prilocaine 2.5%)
For Topical Use Only

5 Grams OAK%

Contains no preservatives.
Apply to intact skin. See package insert
for full prascrlblnlgi information.

(01) 003 76478 289057
Store at 20° to 25°C (68° to 77°F) [see
USP Controlled Fiunm Temperature].
Distributed by: Akorn, Inc.
Lake Forest, IL 60045
Mfd. for: Oak Pharmaceuticals, Inc.

EMABL Rev. 04/12

Principal Display Panel Text for Carton Label:
NDC 76478-289-05 5 Grams

EMLA®

CREAM (lidocaine 2.5%

and prilocaine 2.5%)

This package contains ONE 5 gram tube of
EMLA® Cream.

For Topical Use Only

Rx only

Oak Logo
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EMLA
lidocaine and prilocaine cream

Product Information

HUMAN PRESCRIPTION NDC:76478-
Product Type DRUG LABEL Item Code (Source) 289
Route of Administration TOPICAL DEA Schedule
Active Ingredient/Active Moiety
Ingredient Name Basis of Strength Strength
lidocaine (lidocaine) lidocaine 25mg in1g
prilocaine (prilocaine) prilocaine 25mg in1g
Inactive Ingredients
Ingredient Name Strength

PEG-55 HYDROGENATED CASTOR OIL

CARBOMER HOMOPOLYMER TYPE B (ALLYL SUCROSE CROSSLINKED)

water

sodium hydroxide

Packaging

Item Code

Package Description

NDC:76478-289-05

1 TUBE in 1 CARTON

#

1

1 5gin 1 TUBE
2|NDC:76478-289-55 5 TUBE in 1 CARTON
2 5gin1TUBE
3|NDC:76478-289-30 1 TUBE in 1 CARTON
3 30gin1TUBE

Marketing Information

Marketing Category | Application Number or Monograph Citation

Marketing Start Date

Marketing End Date

NDA NDA019941

11/12/2012

Labeler - Oak Pharmaceuticals, Inc. (Subsidiary of Akorn, Inc.) (968937719)

Revised: 11/2012

Oak Pharmaceuticals, Inc. (Subsidiary of Akorn, Inc.)
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PR & 42.3 149.8 1.59 3.20
(2.5g/25cm?) | +27.5 | +68.6 | +£0.50 | *0.93

P 62.3 266. 3 1.84 3. 62

(5g/50cm?) | £15.9 | £78.4 | *£0.41 | %0.76
U RhA v
P T e 98.9 440. 1 2.10 4. 10
(10g/100cm?) | +21.8 | =*£68.2 | +0.20 | *0.42
F95 - wiEEs | 8.2 75.0 4.83 5. 90
(5g/50cm?) +1.6 +7.8 +1.83 | =1.42
PR AR & 26. 7 82.8 1.84 1.99
(2.5g/25cm?) | £16.0 | £34.9 | %£0.52 | =0.39
el AR=: 35. 1 123.2 1.59 2. 40
k| (58/60cm?) +8.9 +28.6 | *+0.49 | +0.49

WA mEs AR | 60.1 933.5 | 1.93 | 2.41

(10g/100cm?) | =*8.4 +17.9 +0. 38

FAF - pulpEEs | 5.4 37.1 3.83 4.08
(5 g/50cm?) +1.8 +3.0 | *0.41

PEEEARER A, n=6




1200

1000 -

]
=3

MM %4 B (ng/mL)
B 3
o <

8
=S

00 ® ! : : : : = : : - . -
0 2 4 6 8 10 12 14 16 18 20 2 24
"2 KR (D

o HEENER O EETHRR T EERHMES OC T - HERE
m3Ech U Ko > MEQRERERINER (FHELRERE. n=6)

1200

1000 7

800 7

MR T A A 7 BEE (ng/ml)

2 4 6 8 10 12 14 16 18 20 Z‘Z 24
=t | K8 ()
—o- EEEFARE O EECERE T BEEHARRE O I insR

mER7OE bh 1 2V REQEENER (FEELRERE. n=6)

%/ VR S I A R T (3~ 125%) 1ZAHI0. 1~10g (1gd
72D 10cm*) %6055 M AR L, AFIBREE % O i 3K
YREARNE L, EHmMFERY A R RT e
A BEEIT, 24.2+27. 8ng/mLK& T3, 1+ 13. 9ng/mLTH Y |

A= =i B GV
7a ¥ s A IRFE TN propylalanine & o-toluidinelZ
IAKA R S 7= . o-toluidinel6-hydroxy-o-toluidine &
UM-hydroxy-o-toluidinelZfA#f & 51,

4.8t (BE: SV M)

URHAY
UC-U KA v EAGHENT v MZ 5 mg/kgD HETH
EIFFIRNEL G- LIz L 25, K524 8% & Tioie Gt
BEDBS~T2% 2SR HIT, 13~18% A HH Ikt & -1,

A= = N B N
"Crm e N A UIEEBEES T v NMCHEBIEENEE L
=LA, Fh 6 B E TITR25% A3 R I PEE S d,
EDORE DG T -7z, FEPICITE 524 % £
TIIFE A EHRES g o721,

o[ B PRAE]

BRI T O LEBY TH o7z,
LB L — Y R O P

A

] PN 265 T i R

B L —Y —RRERE A= T 2 K ERBE, R FREBE, B
e K OV A PEBRAE AR B8 & )t G & L= 7" R xR
THEBERIEESBRICEBN T, WADOREAZRTVAS (Visual
Analogue Scale) fE™ %, FF &R & i L THEIZE) -
77

ZORKMEIE, Fid12m, BAiE10g (1gdh7= v 10cm®) D
JEGICOMIEN Y RAA PRETI. bng/nl, MIEH 7o
A PRJE40. 3ng/mLTH oY,
2. 951
U RAaA
v MRS T 2 EAMKERIE, 1~5u g/mLiZB N T
40.7~58.1%TH V", o-1BMEHEAKLRT LTI &
FEAT DY, MR/ MR 30,8 TH 59, IEIC Y
R A R 2 Wit IS 5 LT 2 A, U R
WA 2 225~1200mgD A BT BT, HPERF O BRI
U R A PREEIX0.0~6. T g/mL, FARDIMAY K
A IRPEIF0. 0~3. 6 1 g/mL T, HAE A @RS B,
Tav hhA v
bt MIAEIZEB T 2 EABEERIE, 0.5~16 1 g/mLIZEB
THIBO% TH Y, IFF—ETh-o7Y, o IHEMHFEA
KOTNT I v EREAET Y, M/ mEheE kXl 1
Th DY, IEHIC T 0 e NI A o H R A W | i
S HLI=E 2 A, 320~1260mgdD ARIZIWT, HPE
D RHMAM S 7 1 v kA S PREEIX0. 0~5.0 u g/mL, 7
AROMP 72 e b A PREI0.0~3. 40 g/mL T, M
AR 57,
3. et
U RHAY
U RIA 3FEE LT TN i A F /L {Emonoethy1
glycinexylidide (MEGX) (2 & 417214, glycinexylidide
GX), 2, 6xylidinelZfSi&, B5-EEOMIT0%) 4 -hydroxy-
2,6xylidine& L CRFICHEM S5,

JiE Bl VASTE™ Pl
TAT7Y—2A 28 18. 1%£20. 09
—— P<0.001
77 'R 30 49. 626.09
N
] PN 5 TR i o 5B

g L — Y —FRERE A o 2 BUPE S, Rk E, £
AR ARG, R RREE, RCEREEE, BTG BN TR 30
B (0~145%, 5 HLOsVReBNTL RMEDHFHN) 2 x5 & Liz
— R AR IC B\ A OFRE & ABEBEVRS (Verbal
Rating Scale) AZhTE™370.8% T o7,

2. TEESEF - FRAREE & 2RI F O EEEREFN

JRN [T PN 5 TR g A e i)~ 1

HRZEH T O BFE 86l &5t G & Le 77 At IR T B E ik
LEESERBR IS F\V T VASTE™, 4BEBEVRSH IR L 7T R
LI L CH B AW R PTRRRh R A o LTz,

VASTE
SEIE VASfE™ Pl
ITANT 7 ) —A 42 18.8+17.86
- = = P<0.001
7 7R 44 39.6+£22.94
APEHEVRS AR
N ABEPEVRS
S (1 ﬁ%$m> Pl
TAGIY—A 42 95. 2%
P = P<0.001
77 kR 44 61. 4%

F7. BN v v 7 E & OBIREERIRT O ST T
E. MU H—RAV MERTEORAREEZSR L LK%
EERERBRIC I T ABRBEVRSA 2h= ™Y 1395, 2~100. 0% THh o
o

JEB] | ABEBEVRS
e g AEPT 2EXPE VRS

JEFTE M AE S (A T oy 28D | 23 95. 7%
SRR IRRE S (BRI 21 95. 2%
R U H— A b 100. 0%

FE3)VASHE : 0 OFLE 2 0~100mm (0 < Jiii < 220>, 100 : ZHUA 22U Ax)
DAL — VTR,
THE = B (R 22



TE4) ABEPEVRSH DR R OBREE 1w Ay, 2 T2 LEWY. 3R
Vo4 T IR OABBE TR, 5 IR OREFINER LT D,

€E3E3E)

TERRR -

URIA L ROT e bAoA %, MifaEEoF Y o aF vy
VA& AR IRE L, ARARRE o il 73 WRiRE LS = D — it o
TR U T A A A U EGIR MU A S, A LR D
B4R MBEIHT 5 Z Sk 0 FEHMER 2388459,
RFTRRE IR -

0.55~10% Y RAA v /7a hhA VERAAL 10% Y KA
VAL 10% 70 B N A VHEFIE AT Y R
JEE 7Y IR L D RFTRERE R OFHE T, 1.5, 2.5,
5 BXOI0%Y RAbA /7o A riEailt, 10%Y Kb
A VEEIRRI0% 7 v v kb A CEAK D FEICE W RPTR
A B ow L1220,

BB, ZITWIHLE, 2.5, 5 BEUI0%Y FhAr/Fuat' b
A VEARIEIX, YV RAA /T ae A v EEREN,
0.74/0.76, 1.24/1.26, 2.5/2. 58 X U5/5% & &TefidAAlE R L,
FARIOBREITY RO &7 bA v ORETH D,

(B ICET 2 ELFEHFR]

yrhAaY
—f88 : U N A > (Lidocaine) (JAN) (HJE)
b4 : 2-Diethylamino-V- (2, 6-dimethylphenyl) acetamide
BER :

CHs
N
\HAI\/\ CHs
o L
CHa CHz

2 ¢ € H,N,0
2 :234.34
B = 66~69C
KU RIA T AE~TREADOR S AEETE OB ER
Thb, AZ)—=LXFTH ) —)L (95) (AR T
Fo9< L BERE (100) T ¥ =F Lo —F LIS
RF <, KICIFEAEET 2, FHEBBICERT 5,
JRErha Y
—fi8& : 7o bl A > (Propitocaine) (JAN)
124 : (2RS)-N- (2Methylphenyl) -2- (propylamino) propanamide

BE=N
i : : \H/<N/\/CH3

B R
AFI : CipHyN,0
SFE : 220.31
B A 36~39C
M KT NS VEARORSEOB KR TH D, =
7= (95) LT & N ACHRD TERIFRT <. K
BTz,

(8 %]
AT Y=L 5gX 5 (TAIFa—7)
A xExH)
1) TARC : TARC MONOGRAPHS. 2010;99 : 395-457

2) JEE: BRELE. 2012'28(4)'253 264

3) PeRERSER U th FEPN R ; /U ] PN S T AH B PR SR
(SKA-01-06)

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

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

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

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

8) Bachmann B:Acta Anaesthesiol Scand. 1990;34 : 311-314

9) VEAT {EEI:RREE. 1975;24 1 245252

10) Keenaghan JB:J Pharmacol Exp Ther. 1972;180 : 454-463

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

12) PeiRBISERASA HNEEL  IEMBIRERER (T > MTPk
F21C-U R A BLRIER RN 55 O R 3E T HEE)

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

14) fER—Me Al BRARIEZE. 2012528 (4) :279-291

15) Vet spka it thP el AN E P 5 AR R AR EAER
(SKA-01-07)

16) Vet koot thP R AN E P 5 AR R AR EAER

(SKA-01-08)

VERRRISEMRAS AL AP EERE 5 BRI PN 5 TIUAH B R 3R

(SKA-01-09)

VERRRISEMRA AL AP EERE 5 BRI PN 5 TIAH R R 3R

(SKA-01-10)

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

20) PeRRRISERRA A HNEEL ; EERBR (EAEy FOIE
W R H51F % SKA-0 LFLAI o JR AT R )

(XmEER %]
EEHER GERERET) 1XTRIS
(3 S S e i L il
T107-0051 HAUHRUEI STR 1T B 535275
TEL. 03-5412-7817
FAX. 03-3796-6560
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1.8.2 Zhde - R () RURERR
1.8.2.1 Zee - R ()

1. Fi& U — — B GHRE R O R AR F
2. B - FRAREE E 2R O TR kR N

1.8.2.2 ERERH

AL 1984 421 EMLA cream & L CA Y = —7 > COAGBLARE, 5 80 & E LA CHAGR % B
5 L. MM I TS S 2RHIIRE K OV i 3R 1w AN BFR AL E 5 D S R TR & LIRS &
NTWD, IRESCREIC > COBFES AN ITIEAES . B, A%, -2 ORHEAL L
LCiEm? FIR. 8K . BN, T, fiRN, R EZIEIZDIE08, WThogLETHE
OEFNAED IR L, BERE AN, FmA/NRERDOT, 45210 252 & - THET A
Wb DTH D, WS L REE. AMIZIBWTH [EHE - FARE E S 2RI OBIFIER ] ORhhE
EINZE > T, 26 OEmICHETy, MM A B L AZ KT 5 BEC/EE A D QOL D I,
S BRI EIZ & > THERBDRVIREBTHITT 5 2 L ICK WV EETAL—XRERITAHD
PATICAFINEERTE 5 LB 2, NESSEE - SR E S 2R OFIRAE ] OZIEEEM D 72 HITAR
B A T o7,

ARBAFIZIBN T, TS - BREEE SRR OWREF) OMEEENEZ B E LT, ARE
(FRIRZEA T B, SN T vy 7 Tl SRR T EEE. MY —=RA v MENTE
BE) & %BIZ SKA-01-07~10 7Bk & F2hE L 7=,

SKA-01-07 #BRTix, FIRER T EBE 2 X RICARKNOFNER V22 %s 7 o X AMEZEHE
FRAGA TR ] LSRR CRRGT L 7o, 2 OfER. BRIIRZEHIRE ORI 1256k L C i W R TR ) R 2358 80
Hiv, ZEMEICHREITR - T,

SKA-01-08~10 #ERTix, RS T vy 7 TEBEE, BIREH TEEFEL N H—HA 2k
TR T & B % S RICARBN O H IME R O 2% 4 — 7 B Tt Lz, Z OfE R, SKA-01-07
RER DR & R E AR TH O | RS 2RIl RT K OB AR ZE R A1 O SR TR R R S R, b
U —7RA v MEREREOEIFITR LT HARANO W RETRID RGO B vz, £z, Bt
DOWTHREITZe Do T2,

F72. NIRRT D TS - IR E S RIEF O FEER ] 12OV TiE, SKA-01-06 75k D
il O E RSB OFEE (RAEEE S £ 5.35.1.10~5.35.1.19) kv . /JMRICBWTHEW
TR R NGRO b & E 2 Hivlz,

PLEX Y, A—ZHBIIBWCBINT A2 ARAORHRE « %% THESEF - SRS E S22 RIE 0L
JmiER ERRE LT,




JEhao FOE LAY
1.8 FIXE ()

$8at0

1.8.3 R%-AE () RURERR
1.8.3.1 A% -AE (B

<FRA> wE. AR, L BRI E A UL S - SR E S T B AL 10 em?
HI=VAHKI1g &, BEE (ODT) 12XV 60 BB AT 5, B, 1LY OB
T 10g FTE L, BARRIT 120 2B 2702 &,

<UpWE > dEE, NREEICIE, L — BT E A TS # - B IREE B ST EEALIC
10cm* BV Afl1g &, BEE (ODT) I2LV 60 OB AT 5, 2B, 1EBZY
DOBMAELOEAREIZI TREZBL RV &,
Eiin (A ) LN N3 I KA RS
0~2» A 1lg 607
5 kglh T 1lg 605>
3~11» H
- 5 kg 249 6047
5kgll F 1g 604>
1~145% 5 kgi#B10 kgLl F 24 1204y
10 kgit# 10g 12047
L EHERT
1.8.3.2 EZFEIEH

AFNO/NEHEICOWT, W TIZR 1.8.3-1 LOFR 1.8. 32 I -THENRE S, /NRIC
%t L Clg AV s THEHA S Cun b,

# 1.8.3-1 XKERMIXEBIZEITEH/NERHE
Al K O E o0 Geft: TALT 7V —LOERKBHR B R A i FE e R A g
0~3 % A Xi¥<5kg 1g 10 cm? 1 KR
3~12 fH A KX V' >5 kg 29 20 cm? 4 R
1~6 % K% OV >10 kg 10g 100 cm? 4 THERA
7~12 7% M O >20 kg 20 ¢ 200 cm? 4 HfE




YEha v TaErAA Y
+8at0 I8 REXE )

%% 1.8.3-2 Core Data Sheet EMLA Cream (il HH 20l) I=&+5/NMNRAE

i AT B/ A R B A R BREAE - BAmE, BN
AR 0~2 A 1.0g - 10 cm®, 1 FEILA EOHER L
2.0g - 20cm?,
3I~11%A . . 16 cm?, 4 B E TA b~E S 0 UV REDERDY
#1.0 /10 cm?, #7 1 BERE RS R b
1~5 1% 10.0 g - 100 cm?, 5 BFE]
6~11 1% 20.0 g - 200 cm®, S5 BH

ARHFFICR VO THEM L= SKA-01-06 FRBRTIX, 0 RROBHAHE - BARFRITMEATEE I
TWAHRKRMEHE - BAFMEZZE L TEE L, 1~14 RRoBmAE - BARRIL, 854
TEARSNTVS I~5 RBROBRKEHAR - BAEER (10g - 100em®, 1~5 Bl) % 1~14 5%
BETIZEAL, £ T [KEL—Y —REREROEFEM) & U TERRIGEL TV DK
ADOEREAHE - BAAEFE (10g - 100 cm?, 1~2 ) ZZBL T, RABMAE - BAFRERH
% 10g - 100 cm?, 1~2 R & L7=, SKA-01-06 RBR CRRE L-BMAE - Bl 2% 1.8.3-3
IR,

# 1.8.3-3 SKA-01-06 SRERICHITHBHAE - FMEFHE
i Bfi FERCEA AR - Bk
L ——FBHERAL 10cm® $72 9 1g OIFERIE (5%SKA-01 7 U —4) % 60 47f GF
RHMA 50~70455W) BEHBHT D, 2B, BEROBME - BAEHIITRE T2,
RERREEAGEZACS, 2B, EEABIHAER»D | ROEAERARR ETOE
0l et o,
cO~2 5 A® : 1g- 10 cm?
3~ EHE FES5O0kg AT) :1g- 10em?
<3~ R A (KES0kg 2B HHES) 12 20cm’
L—H—RRERAL 10 ecm® 3729 1 g DIERE (5%SKA-01 7 U —2) # 60 o GF
FEFH  50~120 42[) B\HBAT D,
1~14 518 7B, BEROBME - BAEEILI TR ET 2,
-fKE50kg 2 100kg AT : 2 g « 20 cm?
< RE 10.0kg B X 2354 : 10g * 100 cm?

SKA-01-06 3B DBGAER 30 Bl (0 7 : 6 i, 1~14 RIR : 24 #) DORIEHI TR KR
LR, AEEZIT 204 1361 (433%) TROLN, BEELRAEFRRUOARELRAEFZIIR
<. £EER b 2o T,

0 BmE~ORAB G A b~ES B EVIEDRKENENATIREICBWTHREINLTVD Z
EDB, SKA-01-06 RERTIX 0 RRR 6 B (0~2 EHE : 361, 3~11 EHAE : 3 6]) ZXRicm
ARNETOEVBELRE L, MEHEZ NVATHF I A—F—IC L 5HRENRE=FY
7L, WAOHR LY AFEHBERL 13 EMBECOMEL Lz, LA M~ETr Y RE
OBRFORR., MEEICAREERHBEIH 7228, 2FICBVWTHBEE L3EEE2RTI &
2, ETERMICEE L 2 ERLBOONT, #HREFOREEICHEIL 2o T,

AIRICBT DAAOEY M FREICET 2, BECRABE LR E L EHEERR
(SKA-01-03 ER) kv BN THE, F, /MNEOEYMHPREI OV T, BADEIKR
B (BATERES £ 5.3.3.1.3, 53.3.1.5~53.3.1.10 R 53.423) (X VBLRTHDER, KFT




) RAA Y/ FTRE RAA Y
‘@Samtmg 18 FIXE (3

O/NRIZBIT 2D M PREDOT —Z X720 2 LD, SKA-01-06 R Cl g M fE o BE 7
B (Fhfls 3~12 %, B 0.1~100) THEIEZ Fh Lz, FW iR E OB ORE R, 1B
EEZOMEF Y ROA VREROT v & A A RE CEXIE AR ) 1%, 24.2427.8 ng/mL
K N13.1+13.9ngimL Th o7z, £, ARRBR TR @O MR 2R Lok, Fils 12 5%, &
fif 10 g - 100 cm® DHRE TH Y . TOMBET Y RO A L ROT 0 & b I A L HREDOFRORKAE
13 119.8 ng/mL T - 7, MWSMI I 1T D FW il it B 2 JE U 72 B IRERBR 5 R & RIRRIC, BtEe
B Td % 5000 ng/mL (LR TIRWE D ThH - 7=,

F7o. AlED SKA-01-06 FBR TOA ML, FEFHIEH Th 2 ERTFHEIC X 5 1~14 sl o
L—F—H R D VRS TOH NN 70.8% Th V) ABE Z x5 & L7z SKA-01-05 3R D VRS
TOHEBENT5.0%TH D2 LMD, SKA-01-05 R SIFIERIREOMBE CTH D LEZ BT,

PLEX Y, 0~14 moO/NRICBWTLZEM R OE MR HER SNT-T20, WSO U KON
SKA-01-06 itBrals £ 2. /NEICBT S HE - HE () TIHERLMEEOSRETRS L, &
KB R, KRB LR O RKBAR R 2R E LT,

MRS - B REE E SRR OETREF OB T, KRG TITRABRE FHIRE
FIFERE, RSN T ey 7 PERE. BRERTELRE,. M)V —RA 2 NERTERE) %
% E21Z SKA-01-07~10 5Bk % S hi L 7=,

SKA-01-07 3B Tl FEFHMIEE Toh 2 FARZERIRE D VAS fE CEAME ¥R E) ([C3B80) T,
7T 2 AREED 39.6£22.94 mm [ZxF LT, 5%SKA-01 #£ Tl 18.8+17.86 mm TH v, 5% SKA-01
7 U —M37 T B ARICHATHREISE W BT 2 7% L 72 (Wilcoxon EAZFIRE E ; P<0.001),
F7o. ARGHEEE TH D VRS IZBWT, 77 B RBEOARNEN 614% (27/44 f5]) ThH-o7=D
2k L. 5%SKA-01 BE Tl 95.2% (40/42 i) T, 5%SKA-01 7 U — A7 7B RICERTHEID
ORI ETIRER 2 e %ok L7 (Wilcoxon JIEAZFIR E ; P<0.001), SKA-01-08~10 #RERIZH51F 5 VRS
TORARIL, SKA-01-07 FRBRD A & [FERICE WA T D | BEREAN 2RI AT K OB AR 22 H /i D
SRR FREE S, Y T —R A v MEFFFOERIZK L TH, 5%SKA-01 7 U —ADEWE
AR 358D BTz,

SKA-01-07~10 #RERIZH 1T 2 FIMEM I 21 14 19 5l (17.4%) Thotz, =D H 6, AL E
1) 2% 13 1 13 Bil (11.9%) | T3 FERALKLEE ) 25 6 14 6 61 (5.5%) | [ FHEBAZAERE ) 23 14 1 451 (0.9%)

[ DFIE] 21 LH] (09%) Tholo, NEAMAA R KO TEHEAALEE ] 1 IAK DA %)
oy OFEBMERICER T 260 TH D B2 Bz,

SKA-01-07~10 BROFER LV | SERRSS 22l AT X OBIARZE R AT O /IR RIS R, R U T
—RA v MEFEEOEIR IR LT, 5%SKA-01 7 U — ADFEWANNENfHERE S, ZatEic b
AR N T & DR STz,

SKA-01-07~10 BRI 1T 2 L - HEIL, L oEREmEb S 28 E 2. ZRlTESAL
% UDCTREREE 2 g % 20 cm? OFIFAIC 60 S RIBENEAT & LT-, ERICEKBY O T 28541




1.8 BRIXE ()

JRAhA4v/ TREMASY
+788t0 Q

(T, BRT BN R SR E ORI E DY CRAMT 2700, EFEE - FRE E#H 2R filiR D&
TREFN) OE - R (8 & DlE. EREE - SR E ST 50T 10 om? &7z 0 AH
1g %, &EE (ODT) 2LV 60 oMM 51 & LT

NRIWCKTT 2 TS 6 - SR E SR OEIEREM ] 1I2oW T, SKA-01-06 5Bk DfE &
@%!ﬁ REROFER (fHERIE R : 5.35.1.10~5.3.5.1.19) LV, KHFICBWNTNLHE L
TRETDHHE - HE (R) ICTLEMCHERWEEZ T,

PLE, RHPFEICEWTHER L7 ENERRR (SKA-01-06~10 #ER) OFER LD KHEICE
ému_ﬂ#éﬁéﬁﬁvgﬁﬁ AR B 1 S22 IR D TR (kT 2 A7 20 I 3 e 3 éhtog@
LR, WA TRREIN TV D KL & - AT R O T TS L— 0 — BRI AR
@fr%ﬁjkbfﬂ? 5 LT B R O f R AT B - B4 (10 g - 100 cm?, 1~2 )
EER L, KPFEICBIT M- HE () 2RELR,
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JyRaAS v, TaE DAY
1.8 B/AXE R)

1.8.4 HALDOIEE () RURERN

[22 (ROBHEICIIFERLEZNIE)]

(D) A M~NEOEUVECHLBE (ot
FNOA DRI THD 0- VA DDA R
~NETr U EEAL, ERDELTOIEE
nnH 5]

Tab A BB THAIEBH Y R A h—
FI B2V — )y UHRAE (2011 £
3 ASGRThRY)

(2) AFNDRRS X137 I BRI L

I i Core Data Sheet ([N

TIBBIEDOBEERE D &H 5 BE Version data: . - 20.)
K EFMLE (CONTRAINDICATIONS, 2005
FBEThR)

(ERALDIE]

1. HERE (ROBHICIIREICERTSC
&)

1) Zva—2z-6-U EERKREER (G-6-PD)
RZBE (A MAESOEUVIERFKER LR
AR

B i Core Data Sheet ([
Version data: . - 2(')

KEERAMFCE (WARNINGS. 2005 FHETHR)

Q) LRBEEREEDH S EBEF DERZEA S
T2 ERHD,]

Tub b VR THLERA YRR b —
Fo 27—y PHRMAE (2011 4
3 A%GTO

UV RAA VBRI TS abAf B Y —2%
WATCE (2008 4 1 AKETIR)

Q) BEELRTRENIEBLRBEEDH HBHE
[PHEERBRBHE LT <425, ]

KEHRATCE (PRECAUTIONS, 2005 FEEThi)
Tur kA oMECHIERBAV AR M-
Fr 2Ty —hY v VRMAE (2011 4F
3 AMEThR)

VA VBAATHEF VA EY —2%
BRATSCE (2008 1 AKETIR)
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KEWR(TXE (WARNINGS, Drug Interactions,
2005 “FYRThR)

3. BlER

R

OB fE L —H — R AT R R DR R

ENE [ HHIEDEERR, HIHEROCEIHEE
FRIRBR D 3 FABRIZI\VNT 97 Hih 34 il (35.1%)
WRIER (BERREEOREZET) BB L
i, BIERRBARIT 45 T - 7=, BIERIX
A EAALEE 33 14 32 61 (33.0%) . AN A
H 81 8% (82%). ALBE 14F 161 (1.0%). Wl

Rk - HENRZ2ZENE [ HRERERE
BroL LB 1 AEYEERR, BIART
BIARKRARROR R
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1.8 FEXE ()

A6 (1.0%), SRR 14 161 (1.0%).
ALT (GPT) #1161 (1.0%) Th-oTz,
IR

E N AR RRBRIZ B\ T 30 FlFRIERIX
R BN T2, UM HEBMARE )
OFGHEF - FHIREE B M2 RIRF DL ERE
A

E PN EMHBRRRRO 4 WBRIZ BT 109 FiH
19 6l (17.4%) (CRIERABRD i, BIERRE
BT 21 FCh o o, RIERIITEMNHEMER
13 44 13 B (11.9%) . BERMALALBE 6 4 6 i
(5.5%) . & FAEALEERS 14 1 (09%), £
FERE 1 {4 1 6] (0.9%) Thot=, (k- 2R
BNAGEIE)

/IR I PR 5 TIUAR B PR FRBR D s

(=P85 AR R R BRBR O FE R

BXIEIEA

MLavd. 7r7453F—ERK EETRH

;‘£1)
vVavd, THF74 7% v—EREBIT
ZERDHBHOT, FREE, APNRERE, WS,
iE, R, BB, BT, S50, R
o MEEE (FEmEE, REEEES) . T
KT, EmEH. RMoEE, EEREEED
FERDFRD LN G B ICIIAF OB S LED
WHIE L, EERREEIT Z &,

(2) EEERE. RE. E2 GEETHE)
BiREE, B, REE0oPFERNIH L
N3ZeR3HHOT, BIEBEHHITITORE
BRD LN HEICER RS EPIET D
R LB EITO T L.

@) A FAESOEVIE (FEFEARY
ARANESOEVMERH DD Z EMH
0T, F7 ) —BEOERPBO oz
AlCREARFOREEZELIZFIEL, 2 F LY
TN—% 5T 5% WURREZITI Z &,

&) BBV TRDONEHER DT DA

AR,

A OHR#ELE SR ERER
I - Core Data Sheet (I
Version data: . - 20.)

KEHATXE (ADVERSE REACTIONS, 2005
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U RhA BRI THEN VAT —T 18mg B
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Z DOt EI{EA
10%L4 0.1~ HEERREY
NS 10%
iR SR | BEMED I,
£ AR, TR
HibZE R B, etk
R OM | fIED | @A AN, 35,
FO. B\ | W, St RE
w25 | &k, BB, BUBH
FEIE BU, BUER. K
& SRR
ZDOhth ALT mAE, &R, £,
(GPT) BIE, BEE
Hm

H2) WA TOHRBREDD, HEAH

(R L — Y — R SR TERE DR AR | FR S5
RIS, Ak BENEZZENE 1 HEE
FIBERBR & R U T-E NG 1 FEEYEHERER,
IR OHMBRRRBROME R

MRSt - FFIREE B A FRIFF O EF ) HEE
RRIZHIT 5. ENBIHERARORE R

1984 £~2009 4= PSUR £51F5H2 L Y

4. iR, ER. BALRE~OERS

(DI ISR L CTW B ATREtE 0 & 2 8 AT
X, TRRLEOFRESERIES BB S &
SNDIBRICDAEEETHZ L, [RTO&
HIZBT 2 RZEMIIREST L TR0, ]

Q) BRATOWMANERET ZHGITIT. BALE
PILSEDZ &, [V A i3k MRERLH~
BITT 52 e@mESNLTND, ]

U BH A @RS TR R~ 0BT i
I TNBH8,

5. INRE~ADERE
() BHAEEIRICR 5 Z2MimsI LTy
20, (BN B ARBRA2,)

ANEENE ME R AR 2 £ L7729,

Q) BBV, FIEHAERER, HitR
XIFHR (1 BRW) TIXEEMRA M~ES
o EVMAENREL HESIN TV,

1984 ££~2009 4F PSUR %352

6. BAEES

JRETRRERRI O ML PR EE D EEIZ M, PR SRR
BIERPRE U, HEEH TP REaEms ko
ERMEZET 5, £7-, BAEO o+
AU, A MNES o UVERSERITZ
LBHY ., FRDOKEEEGIZIV A M~ES 1
vV MERHE SN TND,

I ¢ Core Data Sheet (_,
Version data: [Jj| [l 20D

U ROV RETHDF b B Y —2%
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EULBBENRD D, LY EERGEICIIFR
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FU A% BEET S, DEREIHICAH LT
X, AT a—LT I VEOREAERERST S,
DEIEE2 R LEEBAICREBICLYy I —V%
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Q) EREBROHRICER LR &, (H
PIZ T DB 22 N,)

EAMT B\ TIL, PERR S R USRI S 1 %
JEREBINTVWEH, BATIR, EFKED
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KEFATCE (PRECAUTIONS. 2005 FESETHR)

@) FHIZALRNWE2ICEET A &, (T
v NEROELET Y NOFHRUONEIZKRE
L7256, e R OERENELZ T2
EhRMEINTWS,)

- # Core Date Sheet (-
.,Version data: . - 2(')

KEHRASSCE (WARNINGS, 2005 5T iR)

(5) EEEF - FRAREE B SRR OE R E IS
R 256 AR L KEHLIRELE,
R ZHET D Z &,

URNhA LV BATHERUVAT—T 18mg &
13X (2013 4E 6 A LETIR)

8. TOHDIE

(1) BMER (VR -y b)) BT, 7
B RIACDRBEDTHD o— MAY
YOEMKEHRSICE VAT, REBER%ICE
ERRBEL L ORENH Y, IARC (HESH
AARFERERR) (CRW T L—7 1 (B Mk

LTEBAERHLIME) LTI TWnD
1))

o

_ £ Core Date Sheet (-, Version
data : . - 2(')

X H % ff X # (Carcinogenesis, Mutagenesis,
Impairment of Fertility, 2005 FEI5ThR)

@ ANT 4V VEOBEZERE LGS, &
VERAE . PURAREL, BalkiEE % O SRR %
HBHEITOIBENDDH D,

RFTREREICH 2 Y Kb A VBFH (R RT
—7 18mg, ¥ uabhA EY 2%, Fuh
A UEHIR 0.5%%) OHFHETICL S, (2008
£ 1 H DSU (No.166))

B3 EATIEY I, YU, =Xt BES (F
ERL — P — RS A L —F—% -
Bei& L —Y —BREPRIE) 1kt T 2 AF OAFR)
PR OZEMRIIRE S T2, [BERARE
DEBH]

EANBRRRRTIX, KERM., REREE, B
e R B N i L BRAE O BB (T T B AR
Bl OFHHER CREMEEZRFT L=,
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1.9 —RMEHICHRIXE
1.9.1 JAN
Rk 22 4 3 H 4 AT AR A FFE 0304 55 3
JAN :
(HAR%) 7abv hhAv
(#4)  Propitocaine

ICEmmEh,

i

b4
(HA%) (2RS)-N-2-A F N7 == /\)2-(Fa LT I ))Far 7 IR
(e4) (2RS)-N-(2-Methylphenyl)-2-(propylamino)propanamide

1.9.2 INN
INN : Prilocaine (WHO Chronicle,Vol.20,No.11,pp.421-434)
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JEhao FOE LAY
1.10 X - BEZFOHEEEEEHDFLY

1.10 5 - REFOREEFEEHDF LD

(BT

2-VTFNT I )N, 6T AFNT 2=/ T T IR
. B4 2 U RAAv) KROFEDHRFHE|

%4 - B4 ) ) )
(RS)N-2-AF /N7 == )2~(Fr LT I ) F a7 IR
Bl% . 7 hhAr) ROZEDRH
URHAL ZA=R = G

S

CH,
N
\”/\N/\CHg
s L
CHs CHs

g H. yCHs
N ) CHy
N/\/
H
o)
CHj

RUSERREE

RIRE - DR

BLRg L— — BRI R O3 Sm iR N

RS, L= =BT E LI 10cm® & 72 0 AK 1g % | #EHE (ODT)

G|
Ak - HE 2LV 60 BT 5, 7ok, 1SV OBAEIT 10g TTE L, BARERH
12120 pE LRV b,
B DR E
. iR UK : ‘o v N
R4 R O J?I{ZIS.)ME/I’/Z7H A
A K ATV — A
PRI AR QgFIcY RHA L ROT B E N4 v 5% 25mg S4)
Jav h Ay
H a5
B FE BeH Ik o .. o -
(F%) (VL I HE) 58 (@Y B RIEFE B
220 mg/kg: % (5)
i R 1 440 mg/kg: '(5) 2(2) " 1300 mg/kg
(KEEIR) 880 mg/kg: M(2) 2(2) %880 mg/kg
A 1300 mg/kg: o'(5) 2 (5)
(SD) 'y 680, 735, 795, 860, 925 mg/kg: _
(SLA) 2(6) o 860 mglkg
FrIRN . )
GRTATE) 30, 34, 39, 43, 52 mg/kg: (6) o' <30 mg/kg
i <A FARN , .
(NMRI) KT 69, 77, 86 mg/kg: (10) J': <69 mg/kg
g5
EL7pe w5 Erasa BehE =R FEepT R (BIMEA
GRi#R) AR R (mg/kg/H) | (mglkgl/ H) E(maglkg/ B))
Sk & 5-HEEE (17)
(CR/CD) 7 | KT 17,51 17 HREBE T (51)
IRFEINH (51)
THAYL | 5 | T | 86,1734 17 Hﬂ%g%ﬁ&@%




Sato YKrha4v - FaE DAY
HEALTHC ARE INNOVATION 1.10 %ﬁ - l?;lJ;%E%O)?EEEEﬁ*M)i t &)
JURhA a0 A OERERS
B [E] % 5
PR | e | s b @ R AHHIE R
10%SKA-01 FL5#
VIBAAT IR |y o g vira
(\gf;) 340/340, 350/350, 360/360, ; hufrzl
370/370, 382.5/382.5, 250/350 malk
5 h 407.5/407.5, 432.5/432.5 mg/kg | 20/350 ma/kg
(SD) : J(6)
) iiiw/mmt e -
(ji?if% 8.1/8.6, 9.7/10.3, 11.8/12.5, ; PAfEL
et 14.2/15.1 mg/kg .
- F(6) 9.7/10.3 mg/kg
URAANTa e "o U RA N7
~ A R LLT. EhhA L
(NMRI) KVEIR) 24/26, 28130, 32/34 mg/kg <.
: J'(10) <24/26 mg/kg
A e
BT 5 Eiaca = S i
(%) I R ¥ H& R ERPT A
2%SKA-01 7 U — A 5%]SKA'01
0.25, 0.60 mL/kg/H . 07 zé _jk ;
e 5%SKA0L 7 U —n | SR -
(e—2 | 147 | EB | 0.25mLkg/H PR %«T%
) Mo om | ERERY R | LT
Faernsrel |07 iz L
<. 2.5/2.5, 6/6, 6.05/6.25
6.25/6.25 mg/kg/ F) mg/kg/ F)
[ PN B AR 2 R
BIVEFZBL=R  34/97 $1=35.1% B R AR A B S B =R ¢ 1/97 511=1.0%
BIEROREE %% BRI R O 5k
1 AL A E 8 1 ALT #4H0 14
EIEH 1 FH AR BE 33 {4
STBE 11
AL 1
TR 11
e e Rk A A A
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M E |
b4 - B4
&
ShEE - 1. & U — W — R VE IR O AR
2. St - SRS 2R IRF O YT K% I
<FRA>EHE. AL, bR T E A XU S B - BT 2]
TEMALIC 10em? B 7= W KAl 1g 2. HEHE (ODT) 12X 60 45
BT 5, B, 1 EHEYOBfsEIL 10g £TE L, BARMIZ
120 3B 272 &,
<UNR>aEE. RIS VBB EEA U B - B AR 52
FITEERAAC 10 em* 7= D Al 1 g &, #EHE (ODT) XY 604y
MBAAT 5, ek, 1EH7Z Y OBAGER VBAARFIE TRAB X 72
Wz b,
- e ks (H fhn) LN RARBEAE | EKEAAREHE
0~24 A 1g 607>
5kall T 1lg 605>
3~11» H
5 kgi# 24g 607>
5 kgl T 1lqg 605>
1~145% 5 kg#B10 kgL A T 29 1204y
10 kg 10g 1204y
BIFEE DR E B - JRAA - B, AL SR R S
il & OV %)
oy - oy
=0 = v
Hi[E] & 5-
EL7/En 55k = " o .
(7%%) (VI 5T HE) B 55 PR RIS &
220 mg/kg: % (5)
R O 440 mg/kg: '(5) £ (2) "1 1300 mg/kg
UKV 880 mg/kg: M(2) 2(2) %880 mg/kg
7w b 1300 mg/kg: o'(5) 2(5)
(SD) A 680, 735, 795, 860, 925 mg/kg: _
(3L 56) o 860 mg/kg
FrlRA . .
Ik OKEESIR) 30, 34, 39, 43, 52 mg/kg: F'(6) J': <30 mg/kg
~ A FrRAN _ .
(NMR) OKTA) 69, 77, 86 mg/kg: &'(10) J': <69 mg/kg
&G
ELz/Ea 5 5 Bh& e TR (B MEH
GR#) HAR R (mg/kg/ H) | (mglkg/H) & (mg/kg/ B))
Sy k B EHEIE (17)
(CRCD) 7THEM | KT 17,51 17 HREIILT (51)
(REBEIIINH] (51)
Ty | s | & F | 86,1734 17 HH‘EHEZE%’%&U%
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URIA T M IA v OEEIRE
Halfz 5
PIR | e | R @ ST R
10%SKA-01 FLA
L 2IHTRERAAT Ay kg v
éf;) 340/346, 350/350, 360/360, i hoA 2L
370/370, 382.5/382.5, 350/350 ma/k
5.9k 407.5/407.5, 432.5/432.5 mg/kg | 320/350 malkg
(SD) 1 5'(6)
iﬁ?)‘/’”ﬂt””y U RHA T
;ﬁ?ﬁg) 8.1/8.6, 9.7/10.3, 11.8/12.5, ; husrzl
et 14.2/15.1 mg/kg .
: 5(6) 9.7/10.3 mg/kg
VR A T N4 URBAUNT B
~ A FEARPY LT, EhhAEL
(NMRI) OKTEIR) 24/26, 28/30, 32/34 mg/kg <.
: J'(10) <24/26 mg/kg
g5
EIL7L Beh | B - S T
(%) ol R #E & e 75k ERATH
2%SKA-0L 7 U — 2 | SHSKAL
0.25, 0.60 mL/kg/ H . 07 Zé _Ij\k ’
A X 5%SKA-01 7 U — A E‘, ('S s 37 e
(v—2 | L&A | W5 | 0.25 mL/kg/H Py ?L‘A'j x
L) it N EnENY N1 E A g
Faeinsrel |52 sz L
. 2.5/2.5, 6/6, 6.25/6.2‘5
6.25/6.25 mg/kg/ ) mg/kg/ H)
(] PN Bl R R
mIVE S8 B « 55/236 $1]=23.3 % g AR AR AT S FE B+ 1/236 1511=0.4%
BIEHORERE K BRI A E R O K
WAL 39 1 ALT 450 11
B AL A F 21 fF
BIVER o
8 T A 1
SRR 1
HLEE 1
D FENE 1
CiEan 1
=t Ve RS RR U 4
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%ESEEQ 112 FEH—%

1.12 HHEH-—E

CTDEIE (E2a1—)L3) : EICET HXEX

CTDE4E (EPa1—I)L4) : EERABBEE

4.1 E4E (Foa1—I)L4) BX

4.2 FHEBRHEEX

4.3 SEXH

BEMBS | EEH. RE. TFHBS

IARC (International Agency for Research on Cancer). IARC Monographs on the Evaluation
1 of carcinogenic risks to humans. Some Aromatic Amines, Organic Dyes, and Related
Exposures. 2010;99:395-457.

National Cancer Institute. Bioassay of o-Toluidine Hydrochloride for Possible

Carcinogenicity. Technical Report Series N0.153.1979.

CTDESE (E2a1—IL5) : BBRHABRBREE
5.1 E5& (F¥a1—J)L5) BX
5.2 &ERRKRAR—E

5.3 ERRRABRHREE
5.3.1 AMEAFHBREESE

5.3.2 E FEARAMZRAV-ENBEEEDHBRKEE

5.3.3 EREREMEE (PK) HBRBEE

CTD No. HEEES EHBRES). =&
5.3.3.1 BEMEREICH TS PK RUMNP BB HERRBES
5.3.3.1.1 ABAE 7+ SKA-01-02
(ZEBEED SKA-01 /8y FF A M X % g2 iR
5.3.3.1.2 ABAE 7+ SKA-01-03
(ZE&H s N B &%t g & Uiz SKA-01 O3EEhRes R (55 1 A1)
5.3.3.1.3 WiEEE S« 802-540-LC-0103
© -2 The safety and efficacy of EMLA® for circumcision.
5.3.3.1.4 W5 EE S« 802-540 -LC-0097




JEhao FOE LAY
1.12 HEH—E
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C -2 Evaluation of the safety of EMLA cream 5% on intact skin of full-term neonates.
5.3.3.1.5 Wt H 5 802-10AC037-2
(zE&E Epicutaneous application of EMLA in newborn children. An open, clinical
investigation of blood concentrations of methaemoglobin and plasma
concentrations of prilocaine and lidocaine.
Part I : Full-term infants.
5.3.3.1.6 Wt HE 5 802-10AC059-1
C -3 Plasma concentrations of prilocaine and lidocaine and blood concentrations of
methaemoglobin after epicutaneous application of EMLA cream.
Part Il : Pre-term infants.
5.3.3.1.7 Wt HE 5 802-10AC071-1
zEEE A clinical study of plasma concentrations of lidocaine and prilocaine and
methaemoglobin formation after dermal application of EMLA in infants. (Part B)
5.3.3.18 s ER S 802-10AC026-5
C -3 Plasma consentrations of prilocaine and lidocaine and methemoglobin formation
in infants after dermal application of a 5% lidocaine-prilocaine cream (EMLA).
5.3.3.1.9 W EE S 802-10AC071-1,part C
(=EEEh A clinical study of the plasma concentrations of lidocaine, prilocaine and
methaemoglobin formation after dermal application of EMLA in infants. (part C)
5.3.3.1.10 Wt F 5 802-10AC069-1
(=E&Eh Open clinical investigation of plasma levels of prilocaine and lidocaine after the
dermal application of EMLA to children aged between 2 and 3 years.
5.3.3.2 BEICEIT5 PKRUNHABBHARBES
5.3.3.2.1 B 77« SKA-01-06
(FHAm ) ANRIMAEE, REERE T 5 SKA-01 0 — R AR
5.3.3.3 NEMERZRE L - PKERBRIREE
5.3.3.4 NEMERZ R L1 PK HBRREE™
5.3.3.5 REaL—2 3y PKEHBRHFEE™

5.3.4 EBRRENZF (PD) HERHMEE

GTD No. HEEES ERES). =&
5.3.4.1 BEWERE(ICH TS PD HERR U PK/PD BRI ES
5.3.4.1.1 Wt F 5+ 802-10AC050-1
C -3 Dermal analgesia and local circulatory effects in volunteers after epicutaneous
application of EMLA cream. Influence of applied dose and size of test area.
5.3.4.1.2 W F 5+ 802-10AC051-1
C -3 Dermal analgesia and local circulatory effects in volunteers after epicutaneous
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1.12 HTEN—E

application of EMLA cream. Influence of application time.

534.13 WEEES : 802-10AC088-2
(BEEED Dermal analgesia after epicutaneous application of EMLA 5% cream, 5%
prilocaine cream, 5% lidocaine cream and placebo cream, to volunteers.
534.14 WEER : 802-10AC003-3
(BEEEH Venipuncture pain in adults can be diminished with the local anaesthetic, EMLA
5% cream.
53.4.1.5 HEEES : 802-10AC042-1
(BZEEE An evaluation of the analgesic efficacy of EMLA, a lignocaine-prilocaine cream,
in intact skin : A placebo controlled comparison with subcutaneous and
intradermal infiltration of lignocaine.
534.1.6 WEEES : 802-10AC007-3
(BEGEH Experimental study of local analgesic effect and plasma concentrations of
lidocaine and prilocaine after epicutaneous application of EMLA cream 5%.
5.3.4.2 B&IZH 135 PD RERE U PK/PD HERIEE
5.3.4.2.1 HRE 5 : SKA-01-04
(BEER) gL — ¥ — G REBF BT D SKA-01 ©ofiE - EOKET (B TH)
53422 wEEES  [Jroos
(zEEED Topical anesthesia with EMLA, a new lidocaine-prilocaine cream and the cusum
technique for detection of minimal application time.
53423 WEEES : 802-10AC070-1
(BEEHE EMLA cream 5% for removal of mollusca. A clinical study of plasma

concentrations of lidocaine and prilocaine and analgesic effect in children.

5.3.5 HMMRUREHASBREE

CTD No. BEEES HBES). RE
5.3.5.1 B Y 5N EICBIY S BN REREEE
(BR& L—F— BN REFOERIRN)
535.1.1 HEE S - SKA-01-04
(BEERD 2§ L—F —1ERRE 21T 5 SKA-01 Rk - AEOKRE (FI48E)

(5.3.4.2.1 M)

53.5.12 ABE S : SKA-01-05

(ZEEE gL — W — G REBEIC BT 5 SKA-01 OLLEERIRAER (BIIHE)
53.5.13 %S EMfor

(BEEE) Evaluation of analgesic effect and tolerability of EMLA® cream 5% in the laser

treatment of port-wine stains. Multicentre, randomised, double-blind versus

placebo.
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53.5.1.4 WEEES  3-EML-06
(BEEED An evaluation of the local anesthetic effect of EMLA 5% cream for the treatment
of facial port wine stain in children using the tunable dye laser.
5.3.5.1.5 WEEES : 051-16
(ZEBEED A time-response study of EMLA®, when used as a local anaesthetic for the dye
laser removal of port wine stains in paediatric patients.
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5.3.5.1.6 HERE 5 : SKA-01-07
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53.5.1.7 WEHES : 051-45
EEEED A randomised, double-blind, placebo controlled trial of EMLA® for analgesia
prior to epidural needle insertion.
53.5.1.8 #wi 5% S JeML-16
(BEEHE) A randomized double blind study to evaluate the efficacy of EMLA® cream in skin
types IV-V and VI undergoing the venipuncuture procedure.
5.3.5.19 WEEES : 802-10AC041-1
(BEEH) A comparison of the analgesic effect of EMLA cream and percutaneous infiltration
of lignocaine during the insertion of i.v. cannulae for haemodialysis.
5.3.5.1.10 HEEERS : MA-EMA-0001
(BEEE A multicenter clinical trial to evaluate EMLA® (eutectic mixture of local
anaesthetics) cream 5% for skin analgesia in children undergoing venepuncture.
53.5.1.11 HEEES : 802-10AC040-1
(BEERH A placebo controlled trial of the analgesic effect of EMLA in leukaemic children
receiving repeated venepuncture.
53.5.1.12 5 EE S : 802-10AC013-2
(BEEE) Treatment of needle puncture pain in children with a new topical
lidocaine/prilocaine preparation.
53.5.1.13 WEEES : 802-10AC030-1
(BEEE) Double-blind evaluation of a lidocaine-prilocaine cream (EMLA) for venous
cannulation pain in children.
5.3.5.1.14 HEEES : 802-10AC004-2
(BEER A new lidocaine-prilocaine cream reduces venipuncture pain in children.
53.5.1.15 BWEEES : 802-10AC002-2
(BEEF) Pain from insertion of i.v. cannulae in children can be diminished with EMLA 5%
cream.
5.3.5.1.16 #uE%s : [Jrois
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(BEER EMLA -a eutectic mixture of local anaesthetics for topical anaethesia.
5.3.5.1.17 WEEES : 802-10AC019-1
(BEEE) Evaluation of EMLA 5% cream for alleviation of pain in connection with tetanus
vaccination in school children.
5.3.5.1.18 W EH S - 802-540-LC-0122-01
(zEEE A randomized, double-blind, placebo-controlled trial to measure the antibody
response to immunization with measles-mumps-rubella vaccines using EMLA®
Patch for the reduction of pain associated with subcutaneous injection twelve
month old infants.
53.5.1.19 e EE S ¢ 802-540-LC-0145-01
(BEEH) A randomized, double-blind, placebo-controlled trial to measure the antibody
response to immunisation with diphtheria-tetanus-pertussis-inactivated
poliovirus-haemophilus influenzae b and hepatitis B vaccines using EMLA® Patch
for the reduction of pain associated with intramuscular injection in infants from
birth to six months of age.
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5.3.5.3 ERORBEREHE TRITLE-RER
5.3.5.3.1 Safety Summary
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