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CNR
WE L NEEIIE, bR EEAL TSR £ - FRIRET E S 2T E AL 60 43RG
T 5, B, 1 EBHZY OMMEERIT 10 0 F TL U, B OREAHEERIZ TR ZB 2 20 2

B
5T RR
i Ui i R B

0~2 » A 1 # 60 47

Skg LT 1 # 60 47

1A 5kg A 21 60 57

S5kg LT 1 # 60 47

1~14 5% Skg i 10 kg LLF 28 120 43

10 kg i 10 £ 120 43




(2) AERUVAZDHRTERE - Bl

<ILZVY)—L>

Wik - HERERE CGEIFE) AKOWGEERRER (GEIFE) ORISR LY. BAAmEE 10 cm? H72 0 B0
#1glTiRE LT,

0 VAT DWTIE, WA TR SN TV D 0 DR KHERE & - BAIFM 258 L <, B E - &
WM 2 E Lz, 1~14 IO T, AT 2 MR TORKAEN 10 g+ 100 cm?,
BREBAMAREEIL 120 0 THDHZ EnD, RKHEZ 10g- 100 cm? £ T, BAFEMAZ 1200 F TE L
77

<ILZINYF>

T AT 7 U —NE0EYTFHRIEHERBR CHEONTERNG, 2T Xy TFTORELVHEZ T L
Z 7 U —AEREBRIC TS, AR, b— Y —BRE T @A OIS - FRE & &2 T
72 60 Sy fRIAEAF 95,1 KO T@H ., /IREICE, L — Y — BT EA SUTIER - #RE &8
R ETALIZ 60 RT3 5,1 & LTz, o, mAT ANy FIX 1KY FIA RO rE b
A DR ETHA 1g 2K 10em> DL —2L— MIEHALTND I EhE, A
TV —ADORKBHE 10g 26 L, =L T8y FORKAIMEIT 10 ekl Lz, /NRICE
FLOMEROCHEZ, =277 U —LLREBRIC, FlEOMEREORMAETRS L, R BE R O
e KGR R 2558 L7z,

4. AERUVAZICHEET 53FE

<ILZ9V)—L>

7. AERUVAZICEAET 53FE

(FhRELE)

7.1 AAZ 60 M Bk 120 40, 72720, 0~11 » H, XU 1~14 % TIAE 5 kg UL FOEA TR K
60 77fH) ODT IZ X W &Aith, AFIZERE L, B HIZ L—F — R SUITER - BIRE EEH 22 21T
Do

7.2 NREFIZB T HARKOBAEIT, KE, BHORZIZBEL, LERNRICEEDDLZ L, F
7o, AR ZMSFT A 2 L, (9710 9.7.2, 17.1.2 2]

(fRER)

710 @ERAB T 2461268 E LIz T 7 ) —ADOENE [ AHEBERERBRICB W T, AFNC L5
PR RI IR E B NS D72 b 1 FFRE IR L, TORMATDIZEIRBEINTND D
EMG, EEEZHRE L, 2B, ENIZBWT, AHIO ODT (L 5B - 120 43 (0~11 #
Al OYKE Skg LR D 1~14 5% BI2OWTIE 60 43) £ TLBST L TE LT, T4 o
FELOHEICB T 28201 - 28I L TR,

7.2 RJEV——BRREEEE T B/ REFE 30 ] (0~147%. 5D 0wkl 6 BlIXLEMED HFEAM) % %f
Gl Ll baT7 7 ) — A0 KERRBRICEWNT, L—F—RFETEBM 10cm> 720 AHK) 1 g %
ODT (Z &LV 60 Zp[HEfi L7z & &, AAIOZRPBDHN TN D, LarL, ERIZIW T, /NRISK
T2 ARANOBATEITHKN 10 g, ODT 2 X 2 BAARHIL 120 Sy ETLF L T 53, b4t
DOREROHEICE T DA « RIS LTy, £, BV, FroEHARE
B B SUIAIE (1K) TIIEER A hAEZ o BV IENRE ShTWnb, BLEozZ &
O, FFIONEEIZBWTHEROHEZ BT L CEHAT 2 0ERNDH D720 E LT,




<ILZINYF>

(BheehadE)

7. RERVHEICEHEY 5F

=
=]
i

)

TTQO

7.1 AAZ 60 M (K 120 40, 72720, 0~11 » H, X% 1~14 % TIAE 5 kg UL FOSEA TR K
60 7rf) BhfH%, AFIEBRE L, BEHIC L —W —BRE UL EE - §RIRET B2 %
7.2 /NREIZE T D ARKI OB, RE, BHORXIEZBEL, LER/NRZEEDDL L,
F7o. AT A2 M5 2 b, [9.7.1, 9.7.2, 17.1.3 B

(fE5R)

71 <ITLZDV)—L>T1DMHEZRT L L,
72 KTLZDV)—L>T20DMHaZRT 52 L,

B PR AR

(1) BBERT—2/\v 55—
<ITLZUV)—L>

B Ny - , KR IS RO |, o ‘ T
ik R o> H \ Yl 3 B B ARE I
B O KR H i g 4 B, B, B R e
4 1R 5o 4 M EER L . ‘
WRES | KT AR | HOMERR | WA gl“ﬂgif;gffﬁgggffjii 561
SKA-01-02 | oz (FT®R, EmOE | B D s FRRER S 2
GRATZE D) - ORI 5 B R A
% 1R i TAT Y — BRI A -
’ R AN T OB i D
SHERR - S I Bewpk L | 2.5 /25 em?. 5 @/50 em?. 10 g/100 cm?, )
SKA-01.03 gﬁu@&(}ﬁﬁ Pk F—7 iR Fm A RS 2/50 om? 2445
(Gl yE)] ! (FAFH2.5 g/25 cm?, WifE62.5 g/25 cm?)
TL5/ b, TIEAR U — LEGEE
B
. @15/ —1
) - TN
1 HIABR . . 2.5 g/25 em? 6043 1.
wER . | mwmnem g | o 2 A BER) BB s, 4
o e WATHER LB | 13 R 2 904> 9041
SKA-01-04 BOME (7 5 & B BE % 454 5 g/25 cm? 9043 i
S 5 2 ANRAR = N
GEAEED e | @77
2.5 g/25 cm? 6053
2.5 g/25 cm? 9043,
5 /25 cm? 9043
wRE | L —v—mees | ]
s | oA B mEr | et BRI o) Sy s oy —nt0ems | 0
SKA-01-05 | HRERAY R R Ot | DTS 2 729 1 g2 6053 7 E iR A
TLT Y — L
1 /10 em?, 607y 1% &f i A
1L I | < OBV KA i - A TR >
SRS | R L — ¥ — B gfﬁf ?ﬁf%ﬂggﬁlﬂﬁ,llo i 30
Refs . | ommoaT e | e | D 3T RS TS TG | omseti
SKA-01-06 | JBRERZ B R OV 4tk e ot 7, gEmAL F AN D I
C e |2 i)
i ; BN | <1~ 148800 BB R - A A ;
# RESkgbA T @ 1g/10 cm?
{REES kgZ 210 kgbL T : 2 g/20 cm?
KE10kgZ B X 256 10 g/100 cm?
4 IR R
BISR g pi ge s o 1o | 7o ML S| HIRS I e ,
TR | AT WA | WATRNER | PR | oSS 770t 860
Gk | RUEBEOR (7R | ABH AR
wmmpg | EOEZ R D BB
W | o ARERLAS W7 my |ZLT S Y — 0220 cm?
Kaolos | PERMICHI DR | A—TURB | e ) 2341
e | BRERAD R O At 7 e oI IR
Grimzern | WA BE




R T A v RO T

AR OFEFH RO HIY RHE DR PSE TRBRIE, BhHHIE, R G5RE e
2 I AH R @il ik 22 3l i O JR T iR 59 . 22 7
RERE T8 BRI T S R 0D T Ui B TR T AT T U — 2220 cm?, 214
SKA-01-09 W %9 % JR) TR I3 i T 605y M1 £ ¥ A7
(A R R OV A DR -
HMAER | bU T —F 1 b N A —
ABRE S SR ORI D s AV NER|ZLF 2 U —252¢g20cm?, )
SKA0I10 | Rima ek o | 00 PR | pkom | osisskting 2361
(A R PO B
<ILZINYF>

- g - . RBRT A L) . . . SET
S % S ( S VAR K b PEE
AR OFEFH RO HIY A8 DR PSE TRBRSE, BhHHIE, R5RE S

&F% A [R5

MR R LT Ny F LA L PN (3 @ LTy F ¢ HEIC I & 6053 RIAL S

i%ﬁ%% : RN NOER /ES A —7 R 22% @ LT 7Y —Lh I g/10 e 26053 ] 3244
SKA-10-01 | AORSsho it (FEHHR) 7 A
(A& EE)

(2) ERPREHEHER

REREMHAR (TL50 ) —L%E 1 HEEKRHAKR. HEBES . SKA-01-02) P

A BYE N8 Fl At RIT, = AT 7 U — L0 R ERRKM: & B8 R T SOG OFFb 2 ?Vﬁbmi
HEM A COxHRRERIC CSENE L 72, Finn-chamber £7 % Scanpor®7 — 7" % VN C L HELIZ
Z7U—2Ah (002g) % 1, 2, 3 KON6 RFRIEEEIEEAT L7fE R, B0 L 7S oAk 24 H%%F'a%éfDRi
JERIRRSIT, £ 20, 0, 28 KNI ThoT,

T 5T 7V — LA EAL O B R PTG R, BEAR R (1~3 IefE]) (TR O & A b % 18 il
th 17 ] (94.4%) 7375 L. 2 OMEEEITREA RIS ME B o 728, B 4 BRRI2 10134 T
L7c, 72, 2FICREEDALEENGED i, EOMEITARREM A RVIZ E®m o722y, Ahifn 24 K
BIRRIITRER 3 DS L, B Bk & RLBELSN OB F R AT OS R, 2 TR b o7,

@ 5 BT RIGFT R OHERS
0 0EHl @-@B O0ZDft

18 18
16 10 ILSIU—L 16 ILSOU—L
Fia | % 1B§RIRETR 14 2BERIRET
g 1 =
g12 [
D 1 @D
*&110 Y '
aol Q
B 4 \
2 \\
0 —0O 1O f I
1 2 3 4 6 8 10 24 4 6 8
BB EBMEEE
18 18
16 ILSIU—L 16 ILSOU—-L
14 SEFRIRLTH B 14 GHFRERATR
5 =
512 H12
%10 %10
.%g 8 g 8
g 6 g 6
Bl o4 Bl 4
2 s\ 2
o-—O T 'CE—T-Q)--r-QB-r'CE—T o O'_?"‘f"?"r-'%-'ﬂ‘"g_r
i?ﬁéﬁ%’ﬁ gt disi|

HE  AROEBIN TOWDHELCHE (BRA) X HEE, A, L——RE T E AL T
BEF - FRIREEE S 2T AL 10 em? H7= D AH 1 g &2, HEHE (ODT) 12XV 60 sy i
5, B, 1EH-YOBHEIX10gETEL, iﬁﬁﬁiuoﬂ%ﬁzﬁm L.l THD,



(3) RERKIEFRRER
1) Ris - AERTERR (TLF2 ) —LETHEERKGR. HARES : SKA-01-04) 2

BIEICKHEREED 2 WITR PR A2 A L, L—Y—IpRE 25 8HE 90 flaxtg L, L—3
— BRSO RFFTRE S R 2 22, = AT 7 U — AOFE@EHE - HEZRE L (ZhgkdkFE, 7
VK ML EH EROATEER] HEEERER)
TAT 7V —AXITT T ERE25em> YD 2.5 2,60 53 1L 90 2. b L<iX25em? % v 5¢,
90 PR EEBAA L, 6 a3y bOL—HF—HEHE T, BRERANDIRAZTM L 2RER, =4
F 7 U —AhETTRRD VAS E*OFHEESD 1%, 60 53 - 2.5 g/25 cm? B Tl 9.8£17.4 mm &
56.9+24.4mm, 90 43 + 2.5 g/2 ecm® BETIE 19.3E21.5 mm & 59.3+£28.3 mm, 90 43 « 5 /25 cm?
BECIX 2252215 mm & 63.7£25.8 mm CTh o7z, WT OB - BARICKE N TH, =LA T
IV —LETTRROBICITAEZE (p<0.001) B’RDONTZ, 2, LTI V—LETTHR
@ VAS fii* D70 Hodges-Lehmann HE7E & [95%(E AKX ] 1% 60 43 « 2.5 /25 cm?® B, 90 43[#] -
2.5 g/25 em?® FER TN 90 57 + 5 g/25 em? BE T, £ EI—47.0 [—64.0~—39.0], —40.0 [—65.0
~—21.0] XU*—51.0 [—66.0~—20.0] &£72V, =ALTF 27V —LORFTEEIRITR S0,
AR - SRR EITRD b o7z,

) . . el VAS ™ Wilcoxon D
AT B AT B =R B 0 M NS
AR ATt AR 85 (mm) WE R
60 431t E N TN 15 9.8+17.4 o001
2.5 g/25 cm? F5 R 15 56.924.4 P
90 431t E N TN 16 19.3+21.5 o001
o — N p<O0.
2.5 g/25 cm? 75t R 15 5934283
90 /i E N TN 14 22.5+21.5
s — p<0.001
g/25 cm 75 R 15 63.7+25.8

R ARO[ —F —BRRFEERF ORI (O8 L CORR SN TV AEROHE (RA) 13 il
WLORANCE, bR T EENLIC 10 em® HT2 D AH 1 g &, FHEHE (ODT) 12XV 60 4y
F'aﬁ“%%ﬁa“éo B, 1B OBMAEIT10g FTE L, BARKRMIL 120 028202 &,
Thob,

3 VAS (Visual Analogue Scale) i : JEROFREE 0~100mm (0 : F< 72\, 100 1 ZHLL L7220 /)
DR —/V T, FHIfEESD



(4)
1)

REEAIEAER

BNMEREEER

<ILZSH9Y)

—L>

@ RKEL—Y—REREROEBEN

BA :

FIMELLERRAER (GRERES : SKA-01-05) ¥

H 7 RS EEEZ R/ L, L—V =I5 Ee2 T BEE2dRE LT, LT 7 U —24
XM77tT®w¢nﬁ%waﬁ%tww B K10 g/100 cm? & "CT6047 [ B84
LU, L——BREREOEFEFNC BT D HoE & 222 Rt LT,

RERT A > | Sk IR, T o & Mb T EHE AT R E AR

POE3 REBE CKHEREBE, REREBE) SO E (HEALrEmEE, B EIERE) 27 L,
L—W B E 5T D BES8H (BE1461, Lotbadfsl, SEEFERR3T.20%)
T AT YU — A 280 ORHRBESE, fEREEE26, Bifli: i & E 1561, EHlin
B PEBERE3 1)
77 AREE 3061 CRHEFREEEOF], R FREBE3F], Btk m g =176, B Lk
JiE 1451))

R Tk TAT 7V —AXITT T ERE L—F—BREBAL10 cm?&H 720 1 g, 6053 % EHEAm
(K10 g/100 cm?) U, FEAIBRERL 1553 LA SEAIEAT AL O REBE 3l 8 12 %
LT, L—F—B5 (63 v ) 17V, —KiHii & LT, #BRE AN L DHVAS
B R OVRS 2O F R 24T > 7= —REHIE T2, SEAIBAAL (—KFHm
TL—W MG L7282 R <) ORBEUTIMEIE IS5 L —F — MR 21700,
TR T 1% TG (WBRE A NI L D VASTES ! R ONVRS 20 A B PEEEAT) 24T -
775

P H <HuhHE>
(FEFHHEIEE]
PR L D —IRGEAIRE D L—F — BREFERAL O TR B (VASE™)
(BIREHEIEE]
BBRE T L D —IREHHRED L— W —BREFERAL O R TR 2h 5 (VRS™?)
HIRE | L D WM O L — — BEHRAL O RETARIRIR (VASHE!, VRS*?)
<ZEMH>
AEFES. AIEAH. BREIER - thRarT i, B O A, — KA

it <HBuhHE>
(FEFHHEIEE]

T AT 7V —AREE T T2 REEOVASE O ESDIX, 18.14220.09 mm & 49.6
+£26.09mmTH Y, WEERIZAEZE (p<0.001, Wilcoxon[AfZFIRE) 2358 51,
T ATV —LBEOT T 2RI D RS RGEES T,

JiE L VAS fig*! p fE
TAGIY—A 28 18.1420.09
— »<0.001
7R 30 49.626.09

(B RETiHE B )
— IR O B FTRRFRI R (VRS*™?)

T ATV —ABHET T B ARBECH LT, VRS™UTBWTH E 72 RFTRER DR 235

DB (p<0.001, Wilcoxonl[ERZFIRE) o VRS 3 42 LW L EEHRhE

LE=ARRS1%, 77 v AREES3.3% (16/30f1) (Ioxt LT, = A5 7 U —ARE89.3%
(25/28%1) ThHo7z, Flo, WRET, 77 BRE33% (1/306]) 2k LT, =

LT 7 ) —LHE42.9% (122801]) THH, =277 V—LFE7 7 BRERIZH LT
B2 RATREE 3380 b (p<0.001, FisherdDE B RHHE)




S

< U , T ke

e | VS oL | o | Wileoson| 1 (Fisher

REPIRC | et ix 2 | s T ) @E%fu BHED e

< A A )
TAT 12 13 3 0 25

sy—n| 2B (42.9) (46.4) | (10.7) 0.0) (89.3)

— 1 3 m 2 £<0.001 T £<0.001
7R 30 (3.3) (50.0) | (33.3) | (13.30) (53.3)

HEBIEL (%)

T RETARRE O SR PTRRERh B (VASTE™Y)

L= P IRRAE T # ST L — P TR UE BRI T o 72 IRRHERFOVASHE™! (12
fE£SD) 1377 AREES8.624.57 mmiZxf L T AT 7 U — Af28.8+22.37 mmT
BN, LT 7 ) —AFIT T ERERCHE L TH BRI RNRBO bz (p
<0.001, Wilcoxonl[E(ZFIFRE)

JiE L VAS fig ! pfE
TAGIY—A 28 28.8-22.37
— »<0.001
7R 30 58.6+24.57

T RETAREE O ST F (VRS*?)

T ATV —LBHET T B ARBECH LT, VRS™AUTBWTH E 72 RFTIRER DR 235
B BT (p<0.001, WilcoxonIENLFIFRE) , ARSI T T BAREE26.7% (8/3041)
IZX LT, AT 7 U —AfE75.0% (21/2861]) T, MIER*1317 7 ©RE0.0% (0/30
) I L TmLT 7 U—LRE250% (728%]) THY, =LF77 )V —LEHI7 Tk
REEIZ I U CHE 2R BT B 3585 572 (p=0.004., Fisher D [ELHEfERHHIE) .

LA EES ‘ TR
e | T IE| TIU | | I | || (Fisher @
‘ ) \ e
R ogseas | e |7 | e | |G
NS 5
T AT 7 14 6 1 71
yy—un| 8 (25.0) (500) | (14) | (G6) (75.0)
0 8 16 5 p<0.001 3 P=0.004
T (0.0) 6.7) | (533) | (0.0) (26.7)

HEBIEL (%)

<=zLMH>
AFRIZIB VTR O LIV RIERIZS8 GBI 7 7 B AR 20261 (6.7%) T, EKMHRA
OEFZEE) ( TPV ve i) kO THmERERELD ] ) THH ., Wbk
ERbLDTH-Tz,
1 VAS (Visual Analogue Scale) i : IR OFEE Z 0~100mm (0 : JE< 22\, 100 : THLAEARWEA) O A
=)L T, FHIME £ SD
%2 VRS (Verbal Rating Scale) : V:fﬁﬁ'ﬁ%*@ﬁ%jﬁ@ﬁﬁ%ﬁ ZLLT O 4 B CHBREARANNRTATH LT
FEA
1@< DT L — =R ORI H 20\ < 22V, 20 72 LIV,
30V, 4TI
X3ﬁ@$(%%{E;ﬁmXMwawﬁﬁmﬂﬁm%éﬁ%<ﬁmhf#:b%meéﬁﬁﬁﬁ%ﬁ
51135 < 100
¥4 MRE (%) EL 20 E L — BRI ORI H 5 23 < 7oV ENTRISIEFIECK 100

MR
FEMAAERRKRGAER (GAERES . SKA-01-06) ¥
BB MAEEX IR EZR L, L— 15225/ NEOREENGLE LT, 2O —

P —BETEIIIZ, ZLT 7V =L L, L——BRNFOEREMZI R K
WL E R LT,




RBRT A

Bl A — 7 R

PIE

M RE (B s, RS e, B IRaRE) ISR CRERE, /R
REBE, BTGB 2#F L, L—Y =I5 &2 520 5/NR o EE3061 (0552 6Hl,
1~14mE V22405, A% iﬁﬂﬁﬁ%&zﬂﬂ [1~145%] . ZEMEMBATE306] [0~145%] |

BE64, tcrizm VRSEREEWN3.T 7 H . 1~ 145 R SR 5.875%)
AR5 <0k
IA77) L L—P—REHEAL10 cm?B 7= 0 1 g UNRIZBIT 2 AEROHE Y
BY) 600HBEHEBM L, 7VALFIRA—F— %%w1m¢fbm%7mt/%
E%&%@?ﬁﬂi%ﬁoto
<1~145%0R >
IA77) L L——BEEN10 cm?H7- 0 1 g CNRIZBITDHIEROHEE
BY) 607 MHmEEA L, ERIC X D VRS O H A (1~14ﬁ)z) EHEBRE AR N
(6~14ﬁ) 2 X DVRSH OGS 21T o 72,
P E <EHHHE>
(FZEFHEEE]
ERZ LD, BRE (1~145%) 12xP3 2 b —V — BRSO JHFT s # (VRSH)
(BIREHEEE]
WeBrE (6 Lh E14LLF) 12X D L—H—BREERALO TR 3 (VRS™)
<ZEH>
AEFRL, BEH. BRIER (1~145%'0) ﬁﬁ A AL DR ERT R, — %
BRARRRAS, M2 h~EZ o B U RE (0R%E) o MR (1~14580)
(RS <E HHHE>
(FZEFHEEE]

VRS™ G OFE R, AZEFNT1761T, Fh=%2270.8% (17/24%]) TH -7z,

(EPESVELED
BB 1061 (6~147%) (2K DVRSHGHEOFER, A2h%E*21360.0% (6/1061) TH-
7=,

<ZEHE>
AR TR L-BIER T 20y o 72,
mmxbm%ﬁmh/%f

0 JE6BIZIIT B I A b ~E S v B REZHIE LR, 2flicsnwt, JlE
EORLZELREM#HIIH 272 DD, A ST 70 B U MAEDTERIT AR D > 72,

FHEIED 95%

gg A PRI (iﬁ ﬁ?@ TEFE X (%)
7O Mg | e

1 SLPTIE S B gis 6 0.74 0.73 0.74
2 PRI i 4 A gis 1 2.39 2.37 2.41
3 FRIR 1 A e T 1 2.36 2.34 2.39
4 i SRR B T 9 1.04 1.03 1.05
5 FRIR 1 A e T 3 1.14 1.13 1.16
6 FRIR 1 A e T 2 1.77 1.75 1.79

S BT

B MEED 1~ 145 76BN T, = AT 7 ) —ABREEEOMIER Y R >
BEEKOTaE N IA VRE CEHEESD) 1, 24.2+27.8 ng/mL& OV3.1+
13.9ng/mLTH o7z, MIEFRY Kb A2, Fa b bAoA L REOO BRI




(119.8 ng/mL) [ ZFMERBIRE TH 55,000 ng/mL ¥ [ZHERTIERWNH D TH - 7=,

AERIEFR R EA IR T
T2 I i | i | ORPITTRE
wr | 0 B e | @ || 7RED
A
(ng/mL) (ng/mL)
1 EAMMAEILRIE | &t 3 0.1 3.6 2.0
2 EAMMAEILRIE | &t 8 0.1 1.9 1.2
3 B 1 4 e =gis 7 1 5.6 2.8
4 B 1 4 e g 5 2 16.0 11.5
5 B i A5 e F 4 39.9 20.7
6 B A o A5 e T 12 10 79.5 40.3
7 A A o A5 e g 4 10 22.7 12.9

%1 VRS (Verbal Rating Scale) :

A (%) :

x2

U — " — R O RO A % LT O 4 Be bk TR,
LI, 22 LIV, 39V, 49 2<Tmw
< 7, T2 LIV O/ /AT RFERER 45X 100

@ E5TEF - FHAIREE & ZFRE OE B R

BRA

55 MABLEERERIREAER (RSAREERI.

HEEFES : SKA-01-07) ©

H Y

HIRZER T E DR N EE 23R & LT, #IREH T EMAMIC LT 7 U — L33
7R AR L, R OFEIRR AR K L B2 RS LT,

RBRT YA

SRR, T > & ML EE RO TR R SR

PIE

R 2Ry i ER B 8651
TAT 7Y —LFE 26 (B9, L2361, FEEER42.85%)
7TV REE 44 (BYEI8HI, Aoik26M, SEYIEEHR42.55%)

AR 1%

TLT 7V —=LUIT T 'R g, FIRZERITE AL Z F0 220 e OFEPHIZ60
Sy EIEAT L, R EIMY f S Sk, HE L. mONICFIRZR (20 G
DEFESY) ZAT > 72, BIRZERIGE T, BR0HN RPN AR & VASIE ™! & O'VRS
AT XY FHil L7,

A 3

<EBEHMHE>
(EEEER]
WeBRE X 2 R ZR A OO SR AT R B (VASHE®!)

G EiEE)

BT 2 BBIRZEI O R RIE: (VRS™)

<ReH>

HEFG, B, IR - SFT ., AL T, — I

<BMHE>

(FEMEEER]
TAT 7V —LREE T T ERBEOVASE® (CE¥EESD) (X, £ E 188+
17.86 mm £39.622.94mmTH VY, = AT 7 U —AFEOT T 2RFEHIRT B EBIME
DRGES 72 (p<0.001, WilcoxonIEAZFIFRE)

JiE L VAS fig*! pfE
TAGIY—A 42 18.8417.86
— p<0.001
7R 44 39.622.94




(BIREHEEE]

T ATV —ABHET T B ARBECH LT, VRS™AUTBWTH E 72 RFTIRER DR 2355
DBz (p<0.001, WilcoxonAMZFIFRE) . AR ILT 7 B REE61.4% (27/4441)
IZX LT, =AT 7 U —AR95.2% (40/420]) Th-o7-, £, BRFNL, 7T+
REEDA5% (2/4451) (2K L, =AhT 7 U —LEETIE31.0% (13/426) T, =AhTF 7
U— LTI T 7 B ARRIC G BRSBTS R 05580 BTz (p=0.001, Fisher
D BEEMERFEE)

‘ - ‘ i F-LU e + < Wilcoxon R
SEGIER | < 72 e v W ERRRE | (%)
13 27 2 0
T AT U—A 42 (31.0) (64.3) (4.8) (0.0) 2
- : - = 1 p<0.001
7SR 44 (4.5) (56.8) (36.4) (2.3) o
JEFIEL (%)
I i SRR
. 115 R
IEFR | R | ERLIS (Fisher O ELHERE 3R
— 13 29
TAT Y —A 42 (31.0) (69.0)
‘ - - p=0.001
77 R a4 45) (95.5)

HEBIEL (%)

<Z%EM>

BIEFIZ., =257 U—ARECOEE] (21.4%) Thoiz, [ AR A8k
8B (19.0%) KON i FHEMIALEE ] A 1E1F] (24%) T, WIFRbT AT 7 U—A
BAEALICHBL L 12 FR Th o7, ARBRIZIBSWCEERRIEM (&5-H1kpl, 3E
) 13E Snerotz,

%1
x2

%3
4

VRS (Verbal Rating Scale) :

VAS (Visual Analogue Scale) fif : J&JR DOFEE % 0~100mm (0 : JA < 72V, 100 : T EZRVMEAR) O

A — VTR, ¥l ESD
%Fﬁﬂ%@%k®ﬁﬁ%ﬁ?@4&%?%%%$Aﬁﬁl?é:kf
ST,
1:9m< 0, 2:FT 2LV, 3:9RmW, 4:72<RN

B (%) : TR 220, T2 UiV OAFHIRNTSHSIERIEL X 100
MR (%) R 2R fRETSESUERI X 100

FMAARRKRER (EEN IOy, HEBRES - SKA-01-08) 7

H 7 MBS RSN~ 1 > 7 FREDRNBF 2 x5 & LT, MBS RN AT 5 /TR
TARREME S O ZERN T ESAAC T LT 7 U — L E A0 U, RFTIR I R 5 R O 9L TR
FEFNh S K Oz ek 2 it LTz,

R T A v | Zhaix kR, A —7 i Bk

PIES RSN 7 v 7 T iR 23 6] (Bikef], PE176l, FHIAkRS8.35%)

BRIV T ATV — L2 gk, RPN REEES 0O 22T & EAL 2 HONZ20 cm? DO #5260
EENEAT U, HAIZ R EI0 i S 72%, 1 L, 300 R TR R
TS (EHER25 G) . AN (ZERIER20 G) 21TV, {ES, ZRfiIZIESC TR
AT RS R 2 VRS N X 0 3EAl L 7=,

RS <HuhHE>

(FEFEIEE]

WBRFE\Z & 2 SR PTIRAE BRI T 5 RF D SR BT BRSNS (VRS™)

(EIREHEEE]
R\ L 2 BEIEAN 2RI O SR FTRRIR I R (VRS™!)

<&z£MH>
AEFSL, AWEM. ARER - R R, BATEALORERT R, — iR A




<EHHHE>

(FEFHHEEE]

VRS™IGHf DGR, Tt g23f0 5 B, T 720y 281141 (47.8%) . 92 L
N 1 (47.8%) TV BB (43%) T, TRV EEHI L72gE
BlX7e v o 72, ANRT95.7% (22/2361) TH o712,

(EPESVELED
BHREFNT2000 T, HRhR*21187.0% (2023%41]) TH -7,

<REH>
AGRER TR L7ZBIERIT 2o 7o,

%1 VRS (Verbal Rating Scale) : {151 #+ 22RO e R DI 7% LT O 4 BEBETHERE AR N TLAT D 2 & TRk,

L:9m< 72, 2: T2 LIV, 39V, 47 2<m0

22 AR (%) A 720, T2 LBV OB FHARNT S SIEFIE X 100

FMARKAR (BARER]. HERES - SKA-01-09) ¥

HEY R ZEH T E DR BE 2 x5 & L, BIIRERIRTCAT o 2 R P R 5
BRTESMNICT LT 7 U — D580 U, RFTIR R 5 R O R Fngh 5 & O
RN AR LT,
BT VA v | Sltiak LR, A —7 bR
pSES BRZEH T E BB 2106 CBME1361, ZotEsf], FXIAE#NS2.07%)
Bk 1k TAT 7Y —A2 gk, PPN BT 0O 2RI T B EAL A TN T 20 em2 D #6260
B ERAT Uz, EAZREIY @R S %, M3 L, B0 R R
HH (26G) . BIRZER (22 G) EATV, EH - Rl ECOIZRPTRRERR &
VRS¥NZ X 0 3 L7=,
FTAmE H <B®HE>
(FEFHHEEE]
MR\ K D SR ETIR T R R O SR TR . (VRS™!)
(BIREHEEE]
WeBRE X B BIRZERIG O TR H (VRS™!)
<ZeH>
AEFRG, RIEH. BRI - REPTR., BN O ST R, — R R
it 5 <B®HE>
(FEFHHEEE]

VRS¥IFEAR DGR, Rt g21610 9 B, < 220 281261 (57.1%) . 42 L
SN 380 (38.1%) . DRV 2N (4.8%) T. T IZ<IRV &2 L 7= JEM
o Tm, BEE¥21395.2% (20214]) Th o7,

(EPESVELED
HIEFNI2150T. A2E*21%100.0% (21214 THh-o7=,

<&zzMHE>

AIVERNZ6MESH] (23.8%) Thot-, [EMEMIEME) 2530360 (143%) . [
EOACALBE) A%20k2B] (9.5%) «  DEMAEALEERE ARG (48%) T, Wb T
LT 7Y — DBMEMLACRB L FR Th o 7o, ARBRIZIWTEBZREIEM (%
Gk, FECH)) 1 TEE Sh o T,

%1 VRS (Verbal Rating Scale) : LIS S 2R IR D e KOOI 7 % LU T D 4 BeP CHERE AR AN TLAT D 2 & TRE,

L:Im< 72, 2: T2 LIV, 39V, 49 2<Tm0

2 HHE (%) < v, T2 LV OAFHERTSHSUEFIEL X 100




SEIMAERKRE (M) H—RA 2 b5t HERES  SKA-01-10) @

B U H—RA v FMEFHTEDORANBEZGLE LT, M =KAo MEFOZER
FTEMNLAC = LT 7 ) —LZ@AT L, Y =KAo MEFEEOEFEEZIE L)
RN AT LT,

BT VA v | SltiakItFE, A —7 bR

POE MU BT—RA > MESFTEEE236] (B34, L1061, FHHFEERST. 7%)

R 7k TAT U —D02g% b U H—RA 2 MESR ORI EEALE TF0MT20 em? 0D
260y M E AT Uiz, 3AIZRE B @S- %, HEL, HSeC b H—
A MEF 25G) 21TV, EHE TR, B0 RPTRREI R 2 VRSHZ LY
FFAm L 7=,

P E <B®HE>
(FEFHHEEE]
WERHIC L D U =R A > MEFEO RBETRRELY R (VRS
<ZEM>
AEFRG, RIEH., BRIER - REPT A, BN O ST R, — R

it 5 <B®HE>
(FEFHHEEE]

VRS™FEAR DGR, fRbr 823610 5 B, < 220 231561 (65.2%) . 42 L
U] 8B (34.8%) T, W . TFI2<IW) R L7ERNT Ao T2,
BHNEF23100.0% (23236 THo 7=,

<zE£H>

RIWERIZ6M5H] (21.7%) T, EATAALEE ] 2334361 (13.0%) . [#EHE
MEE] D202 (8.7%)  TZ 58] BUF1IH] (43%) T, WIhbTm AT
U — DB L2 FRTh o7, ARBRICBWCEERBIER 591k
Bl FELH]) 3RS S e o T,

%1 VRS (Verbal Rating Scale) : {151 £+ 22RO e R OJi 7% LT O 4 BEBETHERE AR N TLAT D Z & TRk,

L9722 T2 LIV, 39V, 49 2<m0n

2 AR (%) R0, T2 LIV OGFHBRHT ISR FIEL X 100




<ILSNYF>

A -

EMEHREERE GEBRES - SKA-10-01) '@
HEY TAT Ry F LT LTI ) —LOEYFIRENE &2 ERAEMZRIC L0 et 5,
REAT YA v | iR E 2 A — 7 3R
POE Rk A B PE320 CEHI4E#R28.677%)
R 7k R —#BRE OLELANTNODOMNEICT AT Xy F I EOSRIA L, 5 —FHD
= AT 7 U — A1 g& 10 em?> OFEFAIZ 603 I B A L7, HAIBREHZ, 20G
DOVEHEHTEARZERI 21TV, BIREEHRFE T 1%, -0 IR RERIZh R & VASIE 12 &
0 REM L7z, A BRIFIRLAT (BAR) BRALIC 1T B BRARZERIRE O VASHE™ O SEEIfE D 2573
10 mmPAN CTHIUXEYFIIICFRIEFETHDH & LT,
P H <EBHHE>

(FEFHHEEE]
FRARZERIRE O [T R (VASHE D 7%)

<ZEH>
FHEES, BIEA. BRER - R, REREEAGAT (&40 SALO L JEHT R, B
LR (O A YA ) —fREERE A
(LS <EBHHHE>
(FEFFEIER]
VASIE* OB (28T 7 V— A~ AT 8y T, FHEESD) 1369
+15.69mmTH Y, TLAT NNy F LT AT 7 ) —LEDEYFHRSEMEOEE L L
THLNLOERE L7210 mmOFFHANOE 2R~ LT,
F 72, Wilcoxon 5 Z NAMLFIAR EICRB W T, Mt FNREEREEITRO LT
(p=0.057) . Hodges-Lehmannfffi& & (95%(5HEXM]) (2B TH—55mm (—12.5
~0.5mm) EFEIFRARETIRO RN T,

VASHE* D¢ 5-FEfH 72
VAS ¥ D2
N RAT X5 . Wilcoxon £ 45+ & .
JRAT R 52 S | Tl %i WE AR Hodges-Lehmann & &
AR pfE | HEER | 95%IEMHIX [
T AT
ZAURFN i =
N7 32 —6.9 15.69 —74.500 0.057 —5.5 —12.5 0.5
2y FRE
<=zLMH>

BIVERIX., = A7 /%y FRET242161 (65.6%) « =57 7 U —LFETI8{F184]
(56.3%) THo7z, TOWRIL, TAL Ty FRET THEE) MB1204:1261 (37.5%) .
[ FHENLE H ) 2310401061 (31.3%) D HEBALALEE ) 23214261 (6.3%) . — A
F 7 U — LT DEAEAA A 213136 (40.6%) 1@ FHEATALEE | A351E54
(15.6%) TH -T2, KRBRICB W CEERBWER (R5HF1L6], EEH) (TS

ARy RV

S VAS (Visual Analogue Scale) fi& : I OFEE Z 0~100mm (0 : JH < 22V, 100 : ZHLLERVER) DA 7
— /L Cili, FHIEESD

2) REWHR
LR L

(5) BE - HEIHR
LR L



(6) AmrIEA

1) ERRMERE (—RERABERE. FFEERRERE. ERAMRBLERRE) . HERTRT —F~—
AHE. BERTRERABORE
®IA37U—AEﬁ&%ﬁE”(%T)

H #) BRICBIT D= LT 7 U — LD HERE F COREME L OEIEOER
R 1k m%ﬁﬁﬁﬁ
PP T AT T U —LOEEXNIZNETH 5 2 L —W — B EEIERF O TR AR RN
- *t U9 5 B
UEESEBIEL « 3,244 51 (BAZREBIEL : 3,000 f51)
JiE (51125 LR GHEBIEL « 3,125 15
F IR I GUEBIEL 2,971 15
. . FERE IR« SRk 25 4 8 H ~FRk 28 4F 8 H
TSNS | b . = 15 2 ) — A 6 1 JER
A WEHARATICRB T DA EES, A b~E S 0 B UME R O FIER, B
e T ERBRICHD AT DIV TV AR WE R 21T A RAeME R OV Sk
- et
BIVEAE 3,125 B9 40 5] (1.3%) 258D B, BIVERH OREERICTIX, ¥
BEGMNEWIEIZ, LB 13 61 (0.4%). & H 1164 (0.4%) . 8RBT
KO HEA B EADE 4 6 (0.1%) Tholz, B, FLEHHWITEEN
S SNEFICBW T, RAEZEICT, 2R NEEEAMRITICA SN
D THDHI L EHMHRL TS,
[E A EE]
BHSARPTICE T 28 EFSR
3,244 Bl 74 B (2.3%) 12 80 R bz, AEFRONRIL, FIEE 46
. BAISHETHY, WThoOFEESLIEEETH-T-, /o, = A
Z 7 ) =& OREEMENGE TE R WVEWERIL 44 1T, ZOWFRIL, FLEE
191, BHI5HZETH -7,
A SA~EZ 0 EUME, &5 WP EAER
—_— AT DERITED SN o T,
RERR BT BRI ML AL DAL TV A RS 2 551 5 et
Euu%nit% uif‘ﬂ@]\ﬂ %htrﬁ’” @f“fﬂ&@ﬁumfﬁiﬁ%idﬂjflﬂ HAILTW
TRV OJER] (IR OBZWI4 OIER ZFR<) 12T D EWEHZBEIE
[ %ﬂ%ﬂ1m@ﬂ%¢ﬂ&D&U1m@W%zm)tﬂ&ﬁf%b
g R RRBR IR AL B AL TNV UWRR*2 OSER TR B - BIVER X
B2 ] OLEE 1 5l T o 1=,
- FEhiE
FRYEANIC K D VRS G-I 4 12 L 2 A 2h3#1% 84.4% (2,507/2,971 f5i) Th -
77o HEARNIZL D VAS B 13 1,537 #HICTH S, VAS EOFEHEIT
282mm TH-o7-,
G R FRBR I AL A2 AL BV RS OSERI & BERFRBR I A AL S LTV R
W *2 OSERI O VRS G4 12 X 2B 2RI, £ 77.1% (874/1,133
) K Or 85.0% (204/240 f5il) T, VAS EDFHMEIL, 41241 34.6 mm (606
) X313 mm (74 ) THoT=,

k1 EHIRGERRAEIE, B3 X 7 B EREHER E LR B R STV 5,

%2 RRRIEE, FEPTIESELBE, SMEMECARILAAIE

%30 KMREBE, RERIBE, HATHE M R, Bl i LR

*4 0 L—P—IRETORROFBAOBREL 4 BFE O < 20 3UT L—F—IRE ORI H 5 258 < 1370,

A 1ANE 1AW

T I TEET 2, DA< 23T b—F—RE ORFITH 2 28 < 13720 K

W DU 282 e85,



*5: L—W—BEFORKOFEA%Z 100 mm Oy (—FHOu%E HE< 72y O0mm)) & L, thFoss [Z
NEL 72 EA (100mm) | & 572) OEDMEICHT D0, BEIGEAL TS LWEEGT 5,

QI LSV ) —LBEECARERE BT)

H#) INBIZRBIT BT 7 ) — O FAERE T TORENERK OH IEDRER

ELESwIRES Hh R 2C

IR OIRE IR AFEH B E LT, =LA T 7V —LE2YOTHEHATS 0
e~ 14 kDB
ZhEEXUIZN A < 1. FeJd L — — BRI R IR O VS fE N

2. VRS - FRUREE & 2R RIRE O R AR N

X EH

IEESE IR : 376 B (B ARIERIEL : 300 1)
JiE (51145 LN RRAT R BUE B 376 15
IR 3T B : 316 15

LR - R 28 4 1 A ~Rk 30 4E 12 H

g}ﬁﬁ%ﬁﬁfﬁ# éﬂ%—%,ﬂ;ﬁ%ﬁ T AT U ‘_‘A’Tﬁﬂq H 7‘7)[)9 1 i@ﬁiﬁ

A MANESBEUMSE, a vy« T 7 47 % —ER, BEikEE - B -
AV EIE | R FARARRIEIER (IR, R, SRR . OHEREMIIER (T
—B, MEIR, [KEERIES)

RIS | rins F oo MRS 1 5 MO et
- A
RIVERIE 376 Bilrh 2 6] (0.5%) (238D HivTz, EIVE I HERR g 2 K OVl
RS 1B (0.27%. WINHIFEE) Thoiz,
- A
ELESEIES PRYPEANC X %5 VRS FHi 12 K 2 B4R 87.3% (276/316 f5l) THY |

A BRBIOFRIL, [L—F—HH | ORERIT 90.7% (175/193 f5l) . &
ZElill) OSERFIT 82.1% (101/123 f5l) TH -7,

BEARN (6 WLLL) 12X D VRS FHli*2 fER NG SN TER O A ZhHRIX
79.2% (1924 f5l) TH -7z,

k1 HEHEYEMN, BENOOBEEY &5 WITEE O OMEHN AR L, LB DO K ORHD
FREE % 4 Bebt O < 72 WO SUTALEZE DR 135 2 238 < 13720, DLW, A, 52 <JVY) TR
T2, L 2V TEZEORKTITH 2039m < 13720 KO T Ui 2880889,

%2 BEARN (6LLLE) 23, WEDORKROWMADFREL 4 BRI B 220, D LURW, BV, 772K/
V) TR L., HRRIZREAT D,

2) RRBEHELELTEREFENDHBRIEERELZFE - ABROME
EARSAA

(7) 20t
AR L



VI.

1.

2.

EHEE(CRHI SHE

EEZH(CEEH D LEYMNITILEYEF
7 3 RARUR PR
— k4 ) KA, Tab Ay, TERIAL L, AERTAL L, s \hAr %%

HE  BEO D LB ORRE XTI RFIL, B ORMXELZRT 52 L,

FEEER

(1) YERRERML - YERARF 1
URADA VRO T e NA 0%, MiRELEDOT FY ¥ AF v Lz [ ffIZ 1% L, Ao
B WL L & 2 —i@PED T N U D A A U BEEEPETTHE A Sl S SRR SV R DR AR
EE IS5 2 Lk HREMER 3BT 5,

(2) EMEEMITHHEBERAE 2
R R h R
0.55~10%Y RHA /7 at A VEAAL 10%Y A HAL 10%7 2 s A BAlZEL
Ty FYERIEE G 60 B ESRAT L2, © 7Y v 7B K D RFTFEMER 2 5H L7, =
DFER, 1.5, 2.5, 5K 10%Y KB A /7 vt A UEEANE. 10%Y) A BRI O 10%7
2 E A CHEFL A EICEWEITRPSIR AR LT,
BB, ZITTWVIH 15, 25, SKRO0%Y RbA v /7ae A VEEHIEIE. U RIA v /FaE
NA U EZIEI0.74/0.76, 124/1.26, 2.5/2.5 KON 5/5% = &R AH 27 L, BLAAIOREITY
KA e7Tue NhA v ORETHD,

(3) EFARIREFME - ik

A B 24 PllC= AT 7 U — 2 2 BB ENEAIC K 5 BATHENLO R PRI S & A & L O
BANLOR e D 4 T, E 7V v 7B K0 IERAEAL & ik U CHE LTz, ZORE%, BEim
BATHECIL, ERBREBEZ IO T, 2 TOWBRE TRFTIZIRGED Hiv, HEAIBRER 1 K
F Tl 2224 BIOYEERTE CRIFTRIGIRED B O B ALY, HAIBRER 10 FefICXER Lz, FH -
AIBEETRECIE, HRAIRERL 0.5 R KON 1 FEREICB W TR TOWBRE T, £ 7 EKHIBRER 10 Fiic
FUNTIL 3/6 B OB TIRFTRERI R 580 b, FEAIBR L% 22 FEM%ZICIT 42 TOERE TR
BRI BN L=, LT o T, AT 7 U — A2 & 2 R BTG ESh 60k L 1
PR EE IR L. T DORIERT H 2 L3RR &7,

SR F 1% 5

. D
e Ul UL A ey 0.5 FE1H ] 0B | 22 BERT

%iﬁgﬁiﬁf B 6 6 (100%) 5 (83.3%) |5 (83.3%) 0 (0%) —
’%Sﬁ ;‘iiﬁi PATH 6 | 6 (100%) | 6 (100%) |5 (83.3%) 0 (0%) —
B () -

s e | 0 (D) 6 | 6 (100%) | 6 (100%) | 6 (100%) 0 (0%) —
ZH [H] 15 HH = ~H

(10 g/100 cm?) | g (£2) -

6 6 (100%) 6 (100%) 6 (100%) 0 (0%) —

B (f2)
FA .y | T 6 |5 (833%) | 6 (100%) | 6 (100%) |3 (50.0%) 0 (0%)
(5 g/50 cm?) FTFBEED 6 6 (100%) 6 (100%) 6 (100%) | 3 (50.0%) 0 (0%)

* o ARAIBREAR 10 BRI OB CRIFTIRED R 3 Fifse L T 258 O 22 FE i



VIL EYEREICET HIER

1. M REDHER

(1)

(2)

ARLADGTIPRE

EARSANA

ERERREBR CTHRE SN -IPRE
RN ME 24 Bl = AT 7 ) — A& EHmE CEED) 122.5g/25 em? (BARIKHER) . 5g/50 cm? (BA
i ERE) L 10 g/100 em? (BATE & A ERE) K OVES R ORIBEHIZ A 2.5 g/25 cm? (555 g/50 cm?)

Z 2 WEREEEBAM L, U R A U ROTm e M A OB ORF 21T o7z, £ ORFE, Hif

AT LA BRI FTHEAID Come 13 E5 L T - BIBEESRAT IR R R OB B ATIC

Coax [FMED o T2, ETo, MIEHY FUA L ROT R E S A Dl

PHIEBAT CIIA 2 FEfCh 0 . FAIBR LS, 2K T Lz, T - BB Tl 4~5 B TH
olz, Flo, WTNOROHERE T\ T, MAET i EETREERE OfiX, 2 EORWER O
FENHESIND 5 pg/mL (5,000ng/mL) ZBRI2No721,

OMIRHU RH 1 ViREDZEFHIES

OIiEth IO M YRR DR HHER

(ng/mL) (ng/mL)
120.0 120.0
@ O HHIXAEH © O HHIEXAEH
m oo FESREN oo FEEFRE
?:.E 800 O O %E:‘ﬁbﬁﬁﬂgﬁgﬁﬁ @ 800 O O %%:ﬁﬁﬁgﬂggﬁ
§6M %6M
v 4
§4M) %4m
= " Vi b
200 @& B 20.0|4e%
0.0 g - 0.06% S ——
0 2 4 6 8 1012 14 16 18 20 22 24 L 2 4 6 8 1012 14 16 18 20 22 24
2 B8 (hr) Zf B (hr)
FA9{E+SD, EBn=6 FA9{E+SD, EBn=6
N . Cinax AUCo-24n tmax ti2 kel™
JHI J
MERS BH (ngml) | (ng-mD) | (n) (h) (1/h)
<fi%yfﬁfji) 4234275 | 149.8+68.6 | 1.59%0.50 | 3.20£0.93 | 0.23%0.07
(’jfz;ﬁj;)fm% 62.3+£15.9 | 2663+78.4 | 1.84+041 | 3.62%+0.76 | 0.20+£0.05
VRAA v —
A R 8.9+21.8 | 440.168.2 | 2.10+0.20 | 4.100.42 | 0.17+0.02
(10 g/100 cm?) 98.9+21. 1+68. 10=*0. 10%0. 17%0.
db AR
%;iysgiﬁigﬁ 82416 | 750=78 | 483+183 | 590142 | 0.12+0.03
(i@iﬁi 26.7+16.0 | 82.8+349 | 1.84%0.52 | 1.99+0.39 | 0.36=0.07
fgj;?j 35.18.9 | 1232+28.6 | 1.59049 | 2.40+0.49 | 0.300.06
FHE RIA Y
B =
(10 g/100 cm?) 60.1+8.4 | 233.5+17.9 | 1.93+0.38 | 2.41+0.41 | 0.29+0.05
db o, AR
%2155£T£K 54+18 37.1+3.0 | 3.83+0.41 | 4.08=1.81 | 0.19+0.07

* FEYTHREE EE CFfEESD, 4 H#f n=06)




2.

(3)

(4)

/NRBEEIMAEERE 76 G~125%) IZ=AT7 27V —501~10g (10ecm* H72V 1g) % 60 43[4
HEML, =77 ) —AREEHEOMBETEYIREZNE Lz, FHLETY R4 o kO m
BRI A CREEEIE, 2424278 ng/mL OV 13.1£13.9ng/mL TH V. Z DR KA, Flie 12 7%, B
i 10g (10em® &H72V 1g) OREFITOMBERY N4 PR 79.5ng/mL, fiEHF T2 & A >
I 403 ng/mL Th o7, WTFHOWBREIZBW T, Ml 5 AT RREEE R I o fnik, PR pR
FOFMRBIEETH D 5 pgmL (5,000 ng/mL) EHEZ7Lh>729,

EP%EE 14~21)

URIAEORT B E M IA XTI RRFFTREIEE LT, 2O B EH K OMRIEH 26
L. ZhOOFMHEIERS 7 I RRR/AFTREREO H 0 & U TBEROIER - Bk Th D, & MIBNT
I OOREFERTMERREICHHIT 2 Z & RO S OERR AT 2 M i B X EE 2 s
Db 5,

U RAAAZE MTBWTHI S 1 g/mL O MEFRE THRMERITST 2 mEEN (562,
W) MR LIRS, S OICmERREN EH L25A. 10 wg/mL DL CHHRBLE | X 2588 4 4
C. 20 pgmL PL B2 & FRRENHNC K 2 A RIS KV BET T 5,

T, Tt NhA COEMEERPRE LG A2 MFEHIREILY R/ ERIBEEEZLN, U
RAA L ROTa e b A OFERBRFERNS, — R GOHEEL IR LW L 2B ET D
& TRFTRREER O MAE R IR EOTAK S pgmL LI B2 2R EERNRERT L EZ BN
2

A% - HHARORE
AR L

REYRERI/NT A5

(1)

(2)

(3)

(4)

(5)

(6)

R A&

MAEF Y R4 RORT o e s A U REBACRBEEIZOW T, SEEhE YT A — % % WinNonlin @
JrayNX—= kKA NETNVERWTEM L, 2B, /T A —XEHEHM T 2 8IS 5E
e & L. #ERNT “0” M & 3%,

RN
AR L

HEREEHR
VIL 1 (2) BRRAEBRTHRSINMPRE] 220552 L,

HUTS VR
AR L

DTER
REERR L

Zoft
MR L



. BEH (REaL—Yay) @#F

(1)

(2)

. IR

fRT &
REERR L

N5 A~ EHER
AR L

R L

il

(1) 1% — RBEFTEE T »

(2)

(3)

(4)

(5)

<BE: v k>
Z v MTBWT, HC-U R A HREE T “C-7 m & b 71 A L SRR o BRI P N ¢ 55 0D 4% fik

O IR BRI E A E L= 2 A U RAA v &7 a e A RO % 7% L= 23,
iR OB TIE T 0 ¥ s A DO RE B E O ST RERE 2R LT,

& — AR P @EE s 2

s U RIA Y

BRI Y R A R 2 Wit m AN 5 LT 8 2 AL U R A 2 225~1200 mg D &IZH
WC, HPERF ORI Y R B A VPREIX 0.0~6.7 ug/mL, FHAEROMFY Kh A ¥EF 0.0~
3.6 ug/mL T, gz wid 5,

S 3 il s B

RIS 7 1 S T A SRR A Wi RN BE AN - L T2 & 2 A, 320~1260 mg D FH&EIZIB VT,
HPEREORHARM P 7 2 & N A R 0.0~5.0 pg/mL, FrAEROMA 7 o v~ A4 L REF 0.0
~3.4 pgmlL T, A @EIRT 5,

FA~DBITHE

U RBAY

FAMOE M) RO R 2 BB L= L 25, HIHH O U K04 PR g i
FEDR) 30% Th o7z, AT DY Rb A REIE, 5% 30 TRk b | 60 otk uEIc
TLE, WHLENLTHISNIZARDO Y RUA v OROEREICBNT, LROAEK~OFEL
WRERNEB Z BN,

=0 < v

MR L

A DBTHE
LR L

Z DDA~ DFEITHE 22

<BE: v k>

HEnm

Z v MZBWT, MC-U RO A AR T UC-7'u v b A R 0 BRI A N £ 5-RE 0D - flisk
P AR ORI AE L2 2 AU RAA v &7 u e A T RBED ST 2753 L7273,
ik ORI T e ¥ s A OB BNA BSOS EERE 2R LT,



THTREIRE (u /g R

g2
. Smin 10min 30min 1h 2h
M ) ks [Faebig U ngy [Faeins] U EnA s [Frebaad U EaA Y PR A U b4 v [Fae b
R MR MR R MR R MR MR MR R
Mmig | 22+04 27404 24+0.3 23+0.2 3.60.4 2.8+0.1 1.5+0.2 1.5+0.1 0.60.1 0.80.1
JilE] 10.9+£1.4 10.5£1.4 10.8£1.1 12.1£1.0 13.6=1.3 | 18.1%=1.1% 6.6+0.8 9.6+£0.9* 29+0.4 3.1£0.3
ATl | 3.3+03 22+0.2 44+0.4 2.7+0.3 6.8£0.9 73+0.8 32+0.5 22404 0.9+0.1 0.8£0.9
Jifi 19118 | 3L.1%E41" | 207£1.2 |37.0£2.6"" | 16.8£1.2 [30.1£1.7*" | 82%+13 |[183x£1.6""| 34%+05 52+0.6"
g | 15.8%0.9 14409 | 21.1%27 18613 | 22727 | 28.0+2.7 11516 | 11.5=1.1 41+0.5 3904
L& | 10.5£0.9 10.9£1.0 11.9£0.9 10.3£0.6 10.7£0.8 10.9£1.0 45+0.6 63+0.6 3.1£0.3 1.90.3
Mg | 10407 8.6+0.6 122+1.0 | 13713 16.6+2.4 | 193%15 8.0+1.1 10.7£0.9 3.00.4 3.9+0.7

(6) MRZEAHESE
U RIA Y ROT B E MIA AE, MORFTREA & FERICT A7 X 2 RO al-BRIEHEE A ISR S
50 P, EAEMAFRITEAOMPRED LR & pH DR TIZHENMET 5 2,

U RAIA

NG

BAEIZTFMEESD (% n=6) &7,
* 1 0.01<p<0.05 (vs U N1 Hifsh)
* k1 p<0.001 (vs U RhA o HaEEt)

b MBI A EAMEAE  1~5 pgmL [ZBWT 40.7~58.1%CTdH Y 20 ol -FEMEHEE A LD
TNT I ERAE L, X7 e —BREERECIEMEITREZR T O ol -FERMEREE AR EME T3
HEEBAMGEMET L2, /PR ERIZ 08 THDH ¥,
= il s B
b MBS BT D EAMKER 1 0.5~16 ugmL [ZB VT 30%TH V. AINEEICERR IRIE

—ETh-olz P, MR ERIT 1.1 THD ¥,

b MBI T m v N A R 2 VRN

L. B MIEEAZI T LATHELIZEZA, TLVTI VKRN T AT 2 U EETedEmnsG
87.3%. a-B-7 17V U EZETEND 10.3%, EOMAFE NS 22%D 7 m v A &R LT

25)

o

6. X

(1) BB R SRR

U RAA

NG

U RBA 3 FEE L TFIRT N-fii A F /LK monoethyl glycinexylidide (MEGX) (2 & iu7=7%.
2,6-xylidine |ZfUEHf S v, 5 EDK 70%7° 4-hydroxy-2,6-xylidine & L TR

glycinexylidide (GX) .

HZ R

S5,



VER1 Y OB 4-hydroxy-2,6-xylidine

3-hydroxylidocaine 3-hydroxy-MEGX T

/ 4-hydroxy-MEGX
CHs CHs /
—
NH-CO-CH:N (CHs) 2 NH-CO-CH-NHC-Hs

CHs CHs \
MEGX l / 2,6-xylidine

URAA~> l
i;iCHS __—¥ 3-hydroxy-GX
NH-CO-CH:NHC:Hs

Ho CHs
; :NHCOCHzN (C:Hs)»
CHZ&
\ 4-hydroxy-GX

CHs
4-hydroxylidocaine
HO CH;s l CH, 4-hydroxy-2,6-xylidine
; NH: [ I
NH2
CHs
CHs

4-hydroxy-2,6-xylidine 2,6-xylidine

t MZ U NbA AGRRE % HIaliR 0 &% 5.1 24 FE £ CORF OB Z 08T L, B58&I1Tx
THRPHEMRIZITROBEY THDH, & FORPERGFWIL 4 fLKEE{LIR 4-hydroxy-2,6-xylidine
Tho7 ¥,

o) FhA VEHIEZ BERIROKRSES Lz L ENH/REE (3.0mgkg) Y DRPEF#ME (%)

U RBAv 2.8
MEGX 3.7
GX 2.3
3-hydroxylidocaine 1.1
FH-BICH D IRP PR (%)
3-hydroxy-MEGX 0.3
2,6-xylidine 1.0
4-hydroxy2,6-xylidine 72.6
&t 83.8

7B RNIA
7'v v N A I3 C N-propylalanine & o-toluidine (27K 53 fif S 417214 | o-toluidine I 6-hydroxy-
o-toluidine } U} 4-hydroxy-o-toluidine |2 & 4v, REAMOIEIK L L TEIED b IR PR S 1
ZD 30)0



FOEMIA 2 DOERIEHER

CHs
JOeshA> 0 - H:iebk
NH*%*?*NH*C3H7 R:Swvhk
CHs
KR
CH (H.R)
(0]
I H
@, NIL HO —C—‘C—NH—C3H7
CHs
O-toluidine N-propylalanine

(H.R)
H.R) (R)
H3 COOH COOH
(R)
6-hydroxy- NI, NHZ NHCOCH; H —) NHCOCH
O-toluidine

on 4-hydroxy-o-toluidine

(H.R) (H. R)l N CH.0H

RS Filsta s GNHCOCHS @NHCOC}%
JILoorEgas

N-acetyl-4-amino-m-cresol

7n8bﬁ4yétb*$@&T&5L MAEH R OPRF DT v e b I A > o O OREH) D
EERE L EZA, MIET ROIRFIZISVT o-toluidine, 6-hydroxy-o-toluidine, 4-hydroxy-o-
toluidine 23 i S 4172, EJ'U:P O EHEFHP L, 4-hydroxy-o-toluidine TH ¥ | $&h5-%% 24 FFfil & TD
PRAEPEINE, PG RIZR LT 34.2% Th o7, o-toluidine DJRFHEMEIZ 0.75%. o-hydroxytoluidine
DORPYEIIE 2.7%TH Y . = RO Fuf o7 I BEAEE, TR CRPT OV
bR SR o720,

(2) RBICEAE5T 5% (CYPEH) ONFiE. F5F

CYP [HERZHE Lz~ T A2, “C-7a v bAoA R E 7213 “C-V Rh A IR & IEEN
BHELIEEZA, 7B ML ORFUTIFEAEEEZZ T o723, U R4 o OREHTR
SHEFEINTZ, LEER-T, v b A4 ORFHEFRIZIT CYP IEBS- LW, U KA »rofk
HHBFEIZIZ CYP BB E LTV D Z EAVRIBE T 22,

T, B M7y —2L U FAA /%}iﬁiéﬁf’ EZAH U RIA DR F LB TH
% MEGX 23U R A > OWREKFINZERO Hitlc, £lo, BT /ULRINEIZ Y 7 LW E
721X CYP3A4 OFUERDOTIC L W FES =, LR -> T, U KB A b MEGX ~OfE Iz
T CYP3A4 L THDHZ PRIz, b MER CYPIA2 &V R A U ERIGS & 2 A,
U R A 2D 3NKELIR TS % 3-hydroxylidocaine 23 H Sz, £727 v h® CYPIA2 £ U R
A > % B0 ST H [AIERIZ 3-hydroxylidocaine 23 H X722,

(3) PYEEBHROAERVZEDEE
REERR L

(4) KREYOFHEOHERVFMRL, FHELR
REERR L



7. HE

10.

11.

(1) BEtER I B 2R
<BE: Sy k>
s U RIA Y
HC-U RAOA v EHEEET ~ M Smgkg OHE THEIFFIRNE G LTz & 2 A, &51% 24 K
F TICEGFHED 68~T2%D3N R HIZ, 13~18% 3 FEH IZ PR S 7z 3,
= il s B
BC-7a v M A MR A T > MCHEIEENES- L& 2 A, BH% 6 FEE TITH 25%0°
PRECHRIE ST, EORE S D Th o7z, FHITITE L% 24 R ETI2id & A CHRIt S h
Rinot B,

(2) e
V.7 (1) HEMERMIR UG 224252 L,

(3) PR
LR L

kDU RAK— 8 —IBIT B 1R
LR L

BNFICLDBREE

<B% :invitro>

BIFE NV EENT g L N — T — R TRV Y a—rFa—7 THEE L, iR 20 mL & i
JiE 2 mL/min & ONEATHR RS 5 mL/min T 240 7y &N Lz, miEH Y R4 o ROT e M A U
FEVIZAT 240 32 ITIEZALE AL 39.6% % O 11.8% F TR T L7z,

5y brE (%)
UV RAAv 60.4
Tav hhAr 88.2
7 VvrF=v 97.7
TINT I 9.2

HEOHRERT HBE
AR L

Z 0t
LR L



. &£ (EFRLEDIESF) (CETHEE

AEEZDER
Y ARV

-4
=]
=
&

g

2. ERNARLTDEH

2. 2R (ROBEIZII/BE LN &)

21 A MANEZ b UMIED S 5 HEE
[(Zabt b A DORHMTHD o- MV A VU NA MNET OB U EEAL, ERPELTIBE
e os]

2.2 RENDORGY XAX7T I RRSATRRERANC X L CRBECE OBEERE O & 2 B

(fgE%)

21 KHOFE THLH 7T NIA L ORBEDTHD o- MV A P UFA PNET B EVUER
FHRTLHVRAIPFEENTND, A MANESZ B EUVMEDERE T, B5 TR TIIAhneEEx
A

2.2 RENOR L7 X FRRPTEREPANC 5 L CRBECE OBEEEN & 5 B Tk, AFIO#EEIZ LVl
BUEDNRRT 2B ZNNH D, 200, KEIORS ULT I RASETRRESNC & L CB#uE o BE
FREND HEFTIL, AREBET D720, BEBEICERHELEZBOEROEEAZMbHT, HE5ETRET
TN EB 2D,

BEXIIHRICEEST 5FEEZTDEH
EEINTHRn

R g

4. RERUVRAEICEHEYT IE L TDER
V.4 RERUVREICEEY IR 22MI 5L,

5. EERERNERE L ZDERA
R Z ATV

6. RENERZTHI HEBICHTLHEE

(1) EOHE - BEEZEOHHESE

9.1 &HHE - BMEEZEOHLEE

9.1.1 JJ)La—R-6-1) VERKFREER (G-6-PD) RZEHE

A RAEZ 0 EUVIENEHR LTV, [9.7.2, 11.1.3, 13.530]

9.1.2 DRBEEEENOHLEE

JEREZ B SED 2 ERD D,

(fgE%)

9.1.1 7 Na—R-6-U VEMKFEREFRE (G-6-PD) KZEFITHITK 100 HTABY | 1ZE A EDN Afro-
Caribbean-descent TH 57283, HANTHEERZBEENND Z ERHERIN TS 3O, Z D
FRZHBETIT, A MBI EUMEZRE LT <, o, A MEZ 1 B U EDOTREK
THHAF LT I—DERANERTH D 3,




9.1.2 ENEEARERTIZ, AFNOLRFARERS O & 5 BE BT D ARBRIT LW, Zathidm
MERTWRY, — RIS, U RAA ATLHMIBOT b U T LAF ¥ pL 2l L, {EEEN O
Frmir ] 22 M, BB RIS ARt S RATE B BREZ HIH 4 5720, PUAIRIREE & L CTHhi &
NTWo, T, LREIRYEEEDH 5 EE TIHERE B SEDLIBThRH 5,

(2) BHaelEERE
9.2 BEHEEEERE
921 EELEREZEOHLEE
HREIERD B LT <2 5,
(fRER)
ENER KRR Clx, AROEBEREEEOH 2 BT BT 2HEHRBRIT 2V, ZatEiTm LT
W, U R ROT e A AR TRE S L. RPICHRE SN D720, EERBREEOH
L BE TIIARKNOYRMICEEE 5252 LB LD,

(3) ez ERE
9.3 FFHREESEE
931 EREGHEZTDHLESE
R RER LT < 72 D,
(fRER)
ENERRRER Clx, AR OEERIFEEOH 2 BEF BT 2HEHRBRIZ 2V, ZatEiTMyL ST
W, U RIA U ROT e A AR TRE S L. RPICHRt SN D720, EERITEZEOH
L BETIIARANORMCEEE 525 R E2 LD,

(4) 4%hEgez=H T 5%
REESH TV

(5) 1R
9.5 1@
I ST LT ATREME D & 5 e MEIZIE, 1R LB ERMEZ BB D &l S 556
WZDORBEET D L,
(fRER)
[ N R AR GRER I R ~ O FRRBR DN e\ 2D | EERRIZ 35 1T 2 ZRMEIEHENL L Ty, FERRIRER
BrClid, AANC L0 AR ARETED L TW AR, FEERRBRICEWNT, U RbA U ERE E e
v N A RBEIR G E T v N OITR 6~15 BIZE F#E LTI - JRIE~OFBEE R L7-/E5. 40
+40 mg/kg DA EF TITHEREO G2 o729,

(6) #RFL4F
9.6 RELWF
1B EOARMER ORFLREOA ML BB L, KAOM U IEZ2Bard 52 &, U RUA >
e PR ABIT TS 2 L HES ATV D,
(f#5R)
= PR PR TR TR FLIm ~ O REER 2N e oo L IRALImMIZ I 2 AT L Ty, 720 U
R A > DFIRIRGIZ LD HI Y RhA BT LT L OWMEDRH D 3,




(7) IMNR

9.7 IMNR

9.7.1 IRHAMKEI 254 & U7z BRREBIL I L Ty, [7.2 2]

9.7.2 MM WT, FRCIKHAMRE I, FrAERSUIFLE (1R TIIEER A h~Erm e i

JENRZ < HE SN TWD, [7.2, 9.1.1, 11.1.3, 13.5H]

(fgE%)

9.7.1 EWNERARER T, IRHAKENA~OM AN 2N, LRI L TRy,

9.7.2 1984 4F 11 A 1 H2>5 2017 5 A 31 H £ TIZENBR®E CHE Sz A h~E S 1 BV fiE
2 B QNS CHE Sz A R~E 7 v B UIE 97 BIOAF 99 Bl 5 6 i EOFFAN
TG SITIEFNT 99 Bl 23 Bl CTH -T2, DI B, 16 BIA 6 WL FIZBIT2HETH- T2,
Fio, WIEEHOGEIZED LT, 1R T, 36 i (36.4%) & A M~E 7 1 BV IMAER BB
BOBRENRZVMENIZH o 72, FRH/N I 2 7 ABLT) Tl A MEZrEUZETT S
BEZRDTDRELTELT, A MMEIOEUVMELZ BRI LLTWI ERHM LTV D,

@ A FAES OE »MIIEDFEER 73 B FHIRGIE el AR : 1984 4 11 H 1 B2 5 2017 4E 5 7 31 H)
A R~ES BB UME
s (H i) B R A R 1 1A A G )
R | NG EIAT)
Bl | PP bR | Bk | S G

1 A Tt — 5 0.7g 6 159¢ 25 36 (36.4%)

A2 » ALLF lg 2 0.8¢g 3 32g 21 26 (26.3%)

3 A ~1 BT 2g 3 0.7¢g 3 28.7g 4 10 (10.1%)
1~6 7% 10g 11 29¢g 11 374g 4 26 (26.3%)
T~14 7% 20 g 1 10.0 g 2 725g 2 5 (5.1%)
A (15w E) 60 g 6 292¢g 8 1213 g 14 28 (28.3%)
A — 0 — 0 — 4 4 (4.0%)
At — 23 — 27 — 49 99

* 107 AU TERB ST D IR &
o ZAEMBICBIT D A bE S B B U MSER BB DTS

8 &

1A
]
BWEINTWHZWN

7. MEEH
10. B EL1E A

U RBA %, EE UTHIETESR CYPIA2 XN CYP3A4 TR &N S,
(1) BtRZEE L ZTOERH

BE ST




(2) FRAEE EZDEH

10.2 FAERE (BHRISEET S L)

=hkuZ Uk, WEEERT IV

FEFN 4 5 BRAER - FRIETT 15 BEFy - falRik -+
7 7 A MHFREERA DFSBERIHIER N HR T 2 8200 | TER SR T 5 2
TIA K u HHOT, DERMBEZFICL2E=F | ER3BILND,
Vo r7#i7952 &,
HIL 7 7 Hil AMNEZOEUMERZRI T8 | Wy Bl S
ANT 7 A RFHF— B 5D, 2LV A TS
T AT VIR T BRI F7 7 —EBHORERNEBD vz | v v U ES
IahAy, T I REFBTT V| AIE, AFOEEEEDLICHIEL, | ST,
E[ES R ALEZ1T D 2 &

73 R R
AENRTDA Y. TESRHA
7 5 A 1 HARHNRHE
Y RAA L, F=DY

FERE R SRR = B B E NN
H5H,

OFRIC £ 0 PEE
WRASFEINA I =
LT EMBzLR
5,

(fRER)

- 7 T ZAMFLAEENRAI & OHFH

JRFTREAITH 2 U R A L RAPLEOEREE, 7 7 AMPIRERA & OO & 0 RE3RE S
FUCTDEREINH & B8R 9~ 5 FIREME A ST,

AT 7 H = AT ARRTRERE, HERZE & OO

WTFNH A MNET B EUVIJEEZFETHZ ENRMONTERY  AF L OFHICITEFEERLETH D,
- 7 X NEUSPETREREA, 7 7 A 1T HiREERE

oD R FTRELASClF CAER 2 227 7 A THIAEIRIE & OFFHIZ, FIMERZ "R TBZERH D57
D, FEPMLETH D,

8. EIEHA

1. B4R
WORIWERNH bbb ZENHDHDT, BEE o7V, BEENROONHEICITREET
1357 CE B a21To 2 L,

(1) EXGEIER & HEIK

MAEXRGEIER

M1123v 9. THF7243F 22— (WTHRUHBEARH)

AP, DPNEEE, W, e, R, B, BT, RS, PEREEE, mEEE (B,
MEERVAIESE) . MR, BiEE F . IO O RE | EREEEOIERDFE O DTS E ITIIAA O
HaEBHIZHRIEL, @WURAELZITI Z L,

11.1.2 BHEE. REK. B2 (O T EERP)

EAkbEE, R, KBEOPERD L ObNDL I END D,

113 A AESOEVIME (BEERP)

F7 ) —PEOIERNRD SN BAIITIAF OB G LAEBIZHIEL, AF LT A—%2FKE5ET5
gOWERAEEITO Z &, [9.1.1, 9.7.2, 13.2H]




(f&5R)

1M1.1.1 ENBERRRTIZ, a3 v 7. TF 74 TF—%RE UTIERNIR - 7208, SO IRER IS
BWT, vavl TFTFI749F =R LZEOWENHY | JERDED SN-HEE IR

HogsrEHIZHTIEL, @URLEEZITI,
11.1.2 [EWNEGRRER T, Bkl Rk, 8 2 BB U7 ERNX 720 - 723 A O I8V T
WEREICIVEBEELREA LT EOREND D,

11.1.3 ENHRESZHEICBNT, BEEEICIV A MES o U MIEEZ KRR LI OREND S,
T2 WA OTHERBZICBNTH, KERGICEYV A FAE/ o BV IEEZ I LT- L OWMEND
5y TR RNIA ORI THD 0- "M ATV NTLYVA NANET O UVIEEXHERTHZ L

BEHNTND,

(2) ZDOEIEA

1.2 ZDHOEIER

10%LL 7 0.1~ 10%A5 ™ EE A
. o BERCTE FEED E O, ERTEHUR,
FEAFPRRE R S
HALAR R LD R
FLEE, A WAL, REAE. T O PEIE KA, BB, RS, B
. fillfz & 7% . 195, FEIE L
B, RE A KR SRl
3 AONCYINEEE 3/ W
= o ALT (GPT) Hgin gﬁ%%ﬁxﬁé\ﬁﬁx

) BWEHOBEL, 7 V—24, Ny FCTOENBEKRRBOG R A GO TRI LT,

(fE5R)

T AT 7 ) — LD T AREpEIERER, 5 AL OB IR OR R, KO LT3y FOENE
W R ENERERGE R 2 H oY, KRBROBE TERWVWAEFEFRRICOWTRH# Lz, 7o, BERY

DENWERTHEA SUTENIZ W THE S - BEH 2Rt L7,




SR FRBE—ERF
<ILSYV—L>
O 55 L—Y —REHEEROERBREMNICE T 5ENER

HBRPOREA—E

/NS TITAR

1M ERIREEN S T AR Ak At
SEE g —— —— —— ——
i ;Ul‘jl\ F5uR e fj L F5wR e fj L e fj L F5wR
N
MR kw2 |a| 2| |Els| |E|a| |2|=| |Z|=
, JE | % JE | % JE | % JE | % JE | % JE | % JE | % JE | %
HAGE g # g # g # g # g # g # g # g #
SR e GRAE BB 24 45 45 28 30 30 127 75
BN 33 | 23 [958 12 | 11 |244]| 3 3167 0 0o (00| 2 2 67| 0 0 [ 00| 45 | 34 |268]| 5 5 |67
R A 1 1| 42 1 1|22 2 2 | 67 1 1 |08 | 3 3|40
TI=r.
i; ; Lz 1 1| 42 1 1 |08
—E N
L vV 7
DRRRN 1 1|22 1 1|13
o
%ffg;iw 1 1|33 1 1|13
[ ER K> 1 1|33 1 1 13
1 1|22 1 1 |08
1 1|22 1 1 | o8
1 1|22 1 1 | o8
|3 1 1|22 1 1 |08
P O 1 1|22 1 1 |08
BT ALk
FLBE 1 1|22 1 1 | o8
—fik - HHEE
BROEGEMO | 32 | 23 [958] 9 9 200 2 2 | 44 41 | 32 | 252 2 2 | 27
N
THEACACEE | 24 | 23 [958 | 9 9 |200] 2 2 | 44 33 | 32 |250] 2 2 | 27
TREALED | 8 8 |333 8 8 | 63
@I58t - FIRE EHFRIFORBERNICE T 2ERNEREBRPORERA—E
RS i wiga | M)A E ot
ENN TR RPN 758 R TATGIY =N | TATFIY—A | TATI Y=L | TATIY—1 TR
N
, iE | % iE | % iE | % iE | % SE | % fE | % fiE ’
AT 1 ) 1 ) 1 ) 1
AT R G 11K 42 44 23 21 23 109 44
&N 9 9 [214] 0 0o (00| 0 0o [00]| 6 5 (238 6 5 (21721 [ 19 [174] 0 0 |00
FRGH5 & OV T ARk o 1 1|43 1 1|09
Z 9 FEAE 1 1|43 | 1 1|09
— M- R E IR X O GO 9 9 | 214 6 5 1238 5 5 |217) 20 | 19 | 174
i LA 1 8 8 |19.0 3 3 | 143 2 2 |87 | 13 ] 13 |19
T EDALALBE 1 1|24 2 2 95| 3 3 |130| 6 6 | 55
T EDALAE RS 1 1 | 48 1 1|09




<ILZINYF>
O EYEMREMRERICH ITSENERABRTDRER—&

5 AR SR
T ATy TRE ESNTEAERSN

HEBIRSH o o o o

pranes FEEUH FEBUE B % FEEU R FEBUE B %
ST G (15 32 32
SN 24 21 65.6 18 18 56.3
BN ¥ X OB TRk R 12 12 37.5

BT 12 12 37.5
—fik - RHEEER KOG ORE 12 12 37.5 18 18 56.3

T AL EE 2 2 6.3 5 5 15.6

T AL 10 10 313 13 13 40.6

. BBRREHRRICRITTEZE
BRE IR TV

. BERS
13. BEHRE
JRI T RRIFRAI O I PR EE OO BRI AR BB RS FE B L. EE B Tl AR & O BR
Wl 235, o, BHEOTBE AL Vi, A ME o B UVIEZSIERITZENHD
AR DOKEHZLGIZE D A P~ v MER#RE STV 5D, [9.1.1, 9.7.2, 11.1.3 ZH]
13.14E 4R
(PHREHZER - DOER)
13.1.1 iR IR R
FIHPER & UCARZ, B, 29, NEAROMBEME, 50 LML, Sbo&, B, Hig,
BREEE | RESEN S Db d, IERPNETT 2 LEMRIEA, 2FERH bbb, Zhb Ok
WAEVMEERR ME, BRI AMIENE L HBZNNH 5, L0 EHERGAICIIMEREREE KT Z
L H D,
13.1.2 LME %R
MFEART ., RAR, OAGE R T, DA IR RIS R O], O MEBER R OV S MBh %
DLEYEARIENR, FEEREMNL, ME IR H B biLD,
(A bANES OE VIfE)
13.1.3 A b~E V1 B ME TIIMEFEEMEE ) 2D L, O F v, Bl BUE. FRRIREE, S5EL, 5K
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584 : EMLA CREAM

I « K : Cream - lidocaine 2.5% and prilocaine 2.5%
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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).

HELOCHZ
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 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 Application
Area Time
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 10 g 100 cm? 4 hours
7 to 12 years and > 20 kg 20g 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 INSTRUCTIONS FOR APPLICATION).

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.

#[E (1996 4 5 H7&7)
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584 : EMLA CREAM

I « HiF : Cream - lidocaine 2.5% and prilocaine 2.5%
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4. Clinical particulars

4.1 Therapeutic indications

EMLA Cream is indicated for:

* Topical anaesthesia of the skin in connection with:

o needle insertion, e.g. intravenous catheters or blood sampling;

o superficial surgical procedures;

in adults and in the paediatric population.

* Topical anaesthesia of the genital mucosa, e.g. prior to superficial surgical procedures or infiltration anaesthesia;
in adults and adolescents > 12 years

* Topical anaesthesia of leg ulcers to facilitate mechanical cleansing/debridement in adults only.

FHEKR O &
4.2 Posology and method of administration

Administration of EMLA Cream on genital mucosa, genital skin or leg ulcers should only be performed by or
under the supervision of a healthcare professional.

Posology
Adults and adolescents

The details of the Indications or Procedures for use, with Dosage and Application Time are provided in Tables 1
and 2.

For further guidance on the appropriate use of the product in such procedures, please refer to Method of
administration.




Table 1 Adults and adolescents 12 years of age and above

Indication/Procedure Dosage and Application Time

Skin

Minor procedures, e.g. needle insertion and surgical |2 g (approx half a 5 g tube) or approx.

treatment of localised lesions. 1.5 g/10 cm? for 1 to 5 hours?.

Dermal procedures on newly shaven skin of large Maximum recommended dose: 60 g. Maximum
body areas, e.g. laser hair removal (self-application by | recommended treated area; 600 cm? for a minimum
patient) of 1 hour, maximum 5 hours".

Dermal surgical procedures on larger areas in a Approx 1.5-2 g/10 cm? for 2 to 5 hours".

hospital setting, e.g. split-skin grafting.

Skin of male genital organs

Prior to injection of local anaesthetics 1 g/10 cm? for 15 minutes
Skin of female genital organs
Prior to injection of local anaesthetics? 1-2 g/10 cm? for 60 minutes

Genital mucosa

Surgical treatment of localised lesions, e.g. removal of| Approx 5-10 g of cream for 5-10 minutes" 3 4.
genital warts (condylomata acuminata) and prior to
injection of local anaesthetics

Prior to cervical curettage 10 g of cream should be administered in the lateral
vaginal fornices for 10 minutes.

Leg ulcer(s)

Adults only Approx 1-2 g/10 cm? up to a total of 10 g to the leg

Mechanical cleansing/debridement ulcer(s) 3.

Application time:30-60 minutes.

! After a longer application time anaesthesia decreases.

2 On female genital skin, EMLA Cream alone applied for 60 or 90 minutes does not provide sufficient anaesthesia
for thermocautery or diathermy of genital warts.

3 Plasma concentrations have not been determined in patients treated with doses of >10 g (see also section 5.2).

*In adolescents weighing less than 20 kg the maximum dose of EMLA Cream on genital mucosa should be
proportionally reduced.

5 EMLA Cream has been used for the treatment of leg ulcers up to 15 times over a period of 1 to 2 months without
loss of efficacy or increased number or severity of adverse events.

Paediatric population

Table 2 Paediatric patients 0-11 years of age

Age group Procedure Dosage and Application time

Minor procedures, e.g. needle | Approx 1 g/10 cm? for one hour (see
insertion and surgical treatment | details below)
of localised lesions.

Newborn infants and infants 0-2 Up to 1 g and 10 cm? for one hour?
months? 23

Infants 3-11 months"? Up to 2 g and 20 cm? for one hour®
Toddlers and children 1-5 years Up to 10 g and 100 cm? for 1-5 hours®
Children 6-11 years Up to 20 g and 200 cm? for 1-5 hours®
Paediatric patients with atopic Prior to removal of mollusca Application time:30 minutes
dermatitis

!'In term newborn infants and infants below 3 months, only one single dose should be applied in any 24 hour
period. For children aged 3 months and above, a maximum of 2 doses, separated by at least 12 hours can be
given within any 24 hour period, see sections 4.4 and 4.8.

2 EMLA Cream should not be used in infants up to 12 months of age receiving treatment with methaemoglobin-
inducing agents, because of safety concerns, see sections 4.4 and 4.8.




3 EMLA Cream should not be used at less than 37 weeks gestational age, because of safety concerns, see section
4.4.

4 Application for > 1 hour has not been documented.

5 No clinically significant increase in methaemoglobin levels has been observed after an application time of up
to 4 hours on 16 cm?

6 After longer application time anaesthesia decreases.

Safety and efficacy for the use of EMLA Cream on genital skin and genital mucosa have not been established in
children younger than 12 years.
Available paediatric data do not demonstrate adequate efficacy for circumcision.

Elderly
No dose reduction is necessary in elderly patients (see sections 5.1 and 5.2).

Hepatic impairment
A reduction of a single dose is not necessary in patients with impaired hepatic function (see section 5.2).

Renal impairment
A dose reduction is not necessary among patients with restricted renal function.

Method of administration

Cutaneous use

The protective membrane of the tube is perforated by applying the cap.

One gram of EMLA cream pressed out of a tube of 30 g is approximately 3.5 cm. If high levels of accuracy in
dosing are required to prevent overdose (i.c., at doses approaching the maximum in newborn infants or if two
applications may be required in a 24 hour period), a syringe can be used where 1 ml=1 g.

A thick layer of EMLA Cream should be applied to the skin, including genital skin, under an occlusive dressing.
For application to larger areas, such as split-skin grafting, an elastic bandage should be applied on top of the
occlusive dressing to give an even distribution of cream and protect the area. In the presence of atopic dermatitis,
the application time should be reduced.

For procedures related to genital mucosa, no occlusive dressing is required. The procedure should be commenced
immediately after removal of the cream.

For procedures related to leg ulcers, a thick layer of EMLA Cream should be applied under an occlusive dressing.
Cleansing should start without delay after removal of the cream.

The EMLA Cream tube is intended for single use when used on leg ulcers: The tube with any remaining contents
should be discarded after each occasion that a patient has been treated.




AN BT DRRETFE., HIEROCHEIZLTO LB TH D, EPRNDOAGE

THZ L,
<HEEXITHER>

2 DR T AH % 1

O K& L—Y — R RER OEBEN
O 518t - FARE & & 22 MBS DR RAEAD

<HERUVHAE>

(A
WE, A, PR T EEA USRS B« BIRE B 2R EEALIZ 10 em? 72 0 R
Al lgz#, BEE (ODT) 12XV 60 AT 5, 2, 1 BHY OBMAEILZ10g FTEL,
BATRERII 120 &2 722 &,

(MR
W NSRRI IR EEAL UL E « FRIREE B SRR E AL 10 cm? 720
AH1g %, #HHE (ODT) I2XV 60 E@BAMAT 5, 7. 1 [EHTZ Y OBAREK OEAREIX

TREBZIRNT L,

TN TN
i Ul P i s
0~2 7 fi lg 60 %>
Ske DL T lg 60 4y
3117 A 5 ke B 2¢ 60 4y
Skg DL T lg 60 %y
1~14 5% Skgi# 10kg AT 2g 120 4y
10 kg # 10g 120 43

RERUVRA=ICEET 5FE

(FhRELE)
AHKZ 60 43 (K 120 43, 72720, 0~11 » A, XX 1~14 3% TRE 5 kg DL FOEAITHRK
60 77fH) ODT I X 2 8Aith, AKIZFRE L, BEHIZ L— — B SUTEHEF - FIRE & &2 %
179,

INREICB T DABOBARIL, (AE, BMOKREIZ2BE L, LER/NRICEEDDLZ L, %

fo. BATREM A2 5T 5 2 &,



<ILZINYF>

T LTy FILRATRREEA & LT 1993 Fi2T »~— 27 IZB W TR S TLIEE, EMLA®patch X%

EMLA®anesthetics disc 72 & DO pgdn THES 50 - [EL2LE (2016 42 1 ABE) CTHEE I TV D,

No. E4 KA No. [E 4 KA
1 Frow—7 1993 4= 3 A 3 H 29 7T 7 H REEE 19974 8 A 4 H
2 A z—T 1993 4 5 H 28 H 30 N—==7 1997410 A 2 H
3 T4 T R 1993 4 8 H 30 H 31 Fxa 1997410 H 22 H
4 F—=ALZ U7 1993 4 10 A 1 H 32 T4V EY 19984 1 H 9 H
5 A 1993 # 12 A 1 H 33 KE 19984 2 H 5 H
6 EaA 1993 4 12 H 24 H 34 AN E T 19984 2 H 25 H
7 TAAT R 1994 4 2 H 28 H 35 7k 19984 3 A 11 H
8 TANT R 1994 4 10 A 13 H 36 A AT T 19984 7 H 1 H
9 IV — 1995 # 6 H 21 H 37 S 19984 7 A 31 H
10 EA=0 1995 4 7 A 19 H 38 77 K 19984 8 H 3 H
11 =a2—Y—F K 1995 4 10 A 19 H 39 VAR = 1998410 H 12 A
12 e [E 1995 4 10 H 26 H 40 TNHYT 1998410 H 26 H
13 AA R 1995 4 11 A 14 H 41 EN % 1998411 A 11 H
14 7TIIN 1995 4 12 A 6 H 42 R—F K 19984512 H 16 H
15 KA 1996 4 1 A 17 H 43 I 19984512 H 17 H
16 TINE T 1996 4 1 A 19 H 44 TTT<T 1994 4 4 1 H
17 TR 1996 4= 1 H 23 H 45 =8 19994 4 A 22 H
18 F =AU T 1996 4 6 H 14 H 46 A=) 19994 5 A 10 H
19 R A 1996 £ 8 A 3 H 47 =7 1994 6 H 3 H
20 AL F— 1996 4= 8 H 6 H 48 F~v—y 19994 8 H 22 H
21 Ny TN 1996 4 12 H 11 H 49 A RE%T 1999410 H 11 A
22 ~L—37 1996 4= 12 B 19 H 50 AU Z 0 2000410 A 11 H
23 Uyrr=7 1997 & 1 H 3 H 51 TR =T 20004 10 H 27 A
24 AV RRVT 1997 4 1 A 31 H 52 ZhrET 2000412 H 6 H
25 2 A 1997 4 4 A 22 H 53 Uy 20024 2 H27H
26 7 7 xz—h 1997 % 5 A 1 H 54 aprE7T 20024 5 H 23 H
27 ZaR_R=7 1997 % 7 A 7 H 55 =TTk 20024 6 H 4 H
28 N—L— 1997 % 7 A 9 H 56 AF¥ o 20024 8 H 23 H
57 vy IAF 20074 6 A 11 H




AFN O TORAGRIRTUILL F DO LB Y TH D, (2022 4F 6 A FER)

HF 5 (1991 48 12 H A&ZR)

2414 : Aspen Pharmacare Canada Inc.

Hk5e4 : EMLA® Patch

A « B . Transdermal Patch + lidocaine 2.5% and prilocaine 2.5%
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1. INDICATIONS

EMLA should only be used for the approved indications because maximum safe doses for other uses are
not known. Serious and life-threatening adverse events have occurred when EMLA cream was applied to
large areas of skin for topical analgesia during cosmetic procedures (e.g., laser depilation) (see 7
WARNINGS AND PRECAUTIONS; 8 ADVERSE REACTIONS).

EMLA Patch (lidocaine 2.5% and prilocaine 2.5%) is indicated for use in:

-Topical analgesia of intact skin in connection with

-needle insertion, e.g., i.v. catheters or prior to blood sampling.

-vaccination with only the following vaccines that have been shown not to interact with EMLA in clinical trials:
MMR, DPTP; Haemophilus influenzae b and Hepatitis B (see 14 CLINICAL TRIALS, Topical Analgesia in
Pediatrics , Vaccination)

-Since the effect of EMLA on the immune response to any other vaccine is unknown, it cannot be recommended
for use with other vaccines.

FEK O &

4. DOSAGE AND ADMINISTRATION

4.2 Recommended Dose and Dosage Adjustment

Table 4 and Table 5 detail dosing recommendations for EMLA patch, for adults and pediatrics respectively.
Do not exceed dosages outlined in the tables below.

Table 4 ADULTS: Recommended Dosage of EMLA Patch

Surface Procedure Transdermal Patch Application

Apply patch(es) only to selected skin area(s) <10 cm?.
One or more patches applied for a minimum of | hour.
Maximum 5-hour application®

Remove patch and clean the area thoroughly prior to
procedure.

Minor procedures,

Intact Skin onl . ;
ntact Skin only e.g., needle insertion.

a There is no benefit to application times longer than 5 hours, as the analgesic effectiveness of the cream in the
patch dissipates over time.

Table S PEDIATRICS: Maximum Recommended Dosage of EMLA Patch by Age Group

Age Transdermal Patch Application

Apply patch(es) only to selected skin area(s) < 10 cm??,
Remove patch and clean the area thoroughly prior to procedure.

1 patch applied for approx. 1 hour. Maximum 1-hour application®.
No more than 1 patch applied at the same time.
The safety of repeated dosing has not been established.

Neonates
0 up to 3 months or < 5 kg®°

Infants Patch applied for approx. 1 hour?. Maximum 4-hour application.

3 up to 12 months® and > 5 kg | No more than 2 patches applied at the same time®.

Children One or more patches applied for a minimum of | hour.

1-6 years and > 10 kg Maximum 5-hour application’. Maximum dose is 10 g (10 patches).
Children One or more patches applied for a minimum of | hour.

7-12 years and > 20 kg Maximum 5-hour application’. Maximum dose is 20 g (20 patches).

Please note: If a patient greater than 3 months old does not meet the minimum weight requirement, the maximum
total dose of EMLA Patch should be restricted to that which corresponds to the patient’s weight.




a The size of the patch makes it less suitable for use on certain parts of the body in neonates and infants.

b Infants less than 3 months of age are at higher risk of methaemoglobinaemia due to immature reductase enzyme
pathways.

¢ Until further clinical data is available, EMLA should not be used in infants who require treatment with
methemoglobin-inducing agents, i.e., sulfonamides, and are 12 months of age or younger.

d The safety of a longer application time has not been established.

e No clinically significant increase in methemoglobin fraction has been observed after an application time of up
to 4 hours on 16 cm?,

f There is no benefit to application times longer than 5 hours, as the analgesic effectiveness of the cream in the
patch dissipates over time.

Conditions where dosage adjustments may be required:

* In acutely ill, debilitated or elderly patients, those with impaired elimination, and patients with severe hepatic
impairment who are more sensitive to systemic effects due to increased blood levels of lidocaine and
prilocaine from repeated doses of EMLA (lidocaine and prilocaine), smaller application areas are
recommended to avoid toxicity. Decreased duration of application is not recommended as this may decrease
the analgesic effect.

* In patients who are administered other local anesthetics or amide type local anesthetics (see 9 DRUG
INTERACTIONS).

In patients with atopic dermatitis, extra care should be taken when applying EMLA. A shorter application time is
recommended (see 7 WARNINGS AND PRECAUTIONS, Skin and 10.3 Pharmacokinetics).

* Pediatrics:

- Pediatric patients should be closely observed during and after use of topical anesthetics, as they are at
greater risk than adults for serious adverse events (e.g., methaemoglobinaemia) (see 7.1.3 Special
Populations, Pediatrics).

- EMLA should not be used in infants who require treatment with methemoglobin-inducing agents, i.e.,
sulfonamides, and are 12 months of age or younger.

- EMLA (lidocaine and prilocaine) is contraindicated in preterm infants (defined as gestational age less
than 37 weeks) (see 2 CONTRAINDICATIONS).

4.4 Administration
Transdermal Patch: One or more patch(es) should be applied to the skin area(s) selected.
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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 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 HCl and prilocaine HCl 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.

(2018 4F 11 A WE5S)
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4. Clinical particulars

4.6 Fertility, pregnancy and lactation
Pregnanc

Although topical application is associated with only a low level of systemic absorption, the use of EMLA Cream
in pregnant women should be undertaken with care because insufficient data are available concerning the use of
EMLA Cream in pregnant women. However, animal studies do not indicate any direct or indirect negative
effects on pregnancy, embryo-foetal development, parturition or postnatal development. Reproduction toxicity
has been shown with subcutaneous/intramuscular administration of high doses of lidocaine or prilocaine much
exceeding the exposure from topical application (see section 5.3).

Lidocaine and prilocaine cross the placental barrier and may be absorbed by the foetal tissues. It is reasonable to
assume that lidocaine and prilocaine have been used in a large number of pregnant women and women of
childbearing age. No specific disturbances to the reproductive process have so far been reported, e.g. an
increased incidence of malformations or other directly or indirectly harmful effects on the foetus.

Breast-feeding
Lidocaine and, in all probability, prilocaine are excreted into breast milk, but in such small quantities that there

is generally no risk of the child being affected at therapeutic dose levels. EMLA Cream can be used during
breast-feeding if clinically needed.

Fertility
Animal studies have shown no impairment of the fertility of male or female rats (see section 5.3).

(2016 4F 12 A B 5)

A—R S U TD5H%E (An Australian categorisation of risk of drug use in pregnancy)

Lidocaine : A

Prilocaine : A

Drugs which have been taken by a large number of pregnant women and women of childbearing age without any
proven increase in the frequency of malformations or other direct or indirect harmful effects on the fetus having

been observed.

(2022 A= 5 H )
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(2018 4= 11 A) 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.
Je[E D SPC 4. Clinical particulars

(2016 4 12 1)

4.4 Special warnings and precautions for use

Paediatric population

Studies have been unable to demonstrate the efficacy of EMLA Cream for heel
lancing in newborn infants.

In newborn infants/infants younger than 3 months a transient, clinically insignificant
increase in methaemoglobin levels is commonly observed up to 12 hours after an
application of EMLA Cream within the recommended dosing.

If the recommended dose is exceeded the patient should be monitored for system
adverse reactions secondary to methaemoglobinaemia (see sections 4.2, 4.8 and 4.9).
EMLA Cream should not be used

* in newborn infants/infants up to 12 months of age receiving concomitant treatment
with methaemoglobin-inducing agents.

* in preterm newborn infants with a gestational age less than 37 weeks as they are at
risk of developing increased methaemoglobin levels.

Safety and efficacy for the use of EMLA Cream on genital skin and genital mucosa
have not been established in children younger than 12 years.

Available paediatric data do not demonstrate adequate efficacy for circumcision.
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