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[l 5205 24 BEF LA 75ug [#7E 0.005% % 1.5mL (1.5 %) 1 ([ZBEO EFRERICHEERNEKR S LT 1~8
REMI ISR A HERR T 5, WIfE LR b0, 2 B H O G2 24 FERILIEIC 100pg [HE7E
0.005%% 2mL (2 %) ] \CHEO FREEICBEkEN IS LT 1~8 B IC 2 R 2 R+ %, 100pg THLENH
DRO LNIRWGE . RKFIOTERASR &1L 50,
WE, NRIEAN7 e 72 LT 1 IE 25ug [#fiTE 0.006% % 0.5mL (0.5 %) 1 23V R #—Uik (R
YEUT) K O BIENE S L, PURESI R A 1~8 REMIBRICHER T D, 272 L. IS, JERZR EEEBE LT
WET LN TELN, YREIEEEO EIRIE 50pg [BE1E 0.005%% 1mL (1%) ] &7 5, HIFFL7Z%
DR B IR WEE | PRI G- EDS 50ug Alili TH 55513 50ug, 50ug TH LA Toug ICHED k., #f
FERNEE S L C 1~8 RERIR ISV R A e 95, IR L2 SR WA, IAOAE - ARICHEL T
BEo b RERICHEEN S LT 1~8 FFEIZ ICN R 2 BT %, 100ug THEIRDBRBD bR WEEE, A
DIRIFEX G L 1372 H 720,
(BE:E 0.05%. BEE 0.2%)
BEAEDHRE
AHNEHOR 72 AT AR OB IEA &ORREIZIE, #i7E 0.056% (10mg/20mL) F7213#E 0.2%
(10mg/bmL) Z W5, #iiE 0.2%1% 0.056~0.2% OFiPANTH RAFHASHERICCHERL THERATSZ &
INTED,
1. AERTEY AT [RY TR TLERAA% 60 BET]
27 V== 7 OWT IO E TR L2 RARO b EE L, TolE4yE 1 A&
L L. AR ORMIARTIR 7 25 2 A AV 24 BRI\ CREMEN G4 %,
HE . RAIZIE 1 B HZEN 50~250ug & 72 2 & TRE OIERICIS Ul BT 5, HEOREITEE 1
Rl koY &5, 2B, 1 HHED ERIT 600ug &35,

JER A HE A TR
FRERE CFRERG., FBE/MZEME R FRE) 55) 30% LA D #iH 20% LA D HiH
PR it (VR RRIEE,  SHERSMEESE) 15% AP D% Pl 20% LA O # [
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WE . NI 1 B HEN 256~150ug & 72 2 #iH CTHRF OMERICIS Ul ERR T 5, HEOREITE 1
HiZ1|E, kOELBY 95, 0B, 1 AHED EfRIZ 400ug &35,

HE R Tk B
/N 15% AP D% Pl 20% LA O # [

2. W (R TR TLHEAH% 61 B L]
HHE RN CIIAERE T A& E LT 50~250ug Th 203, BE OARANZH T2 KISITIFMENERH D 72D,
JERIZIS U CHEEHEET 5, AEOFBRTEE 1 B 1E, koLB &+5, k. 1 AHED LRIX

600ug &9 %,

TR Y RRF Tk 2 PR
FhiEE CERRE. TN MERE (M) %) 40% AN O #iPH 20% LA D i
AR ER (MR, BESMES) 20% LN O i 20% LA i B

WHE N CIIERE L B & E LT 25~150ug TH 203 BEOARENZK T2 SISTIZBEAERNH D720,
JERICIS U BRI T 5, HEOFKI@ETE 1 HIC1l, kOB 95, 2B, 1 HHED FRIX

400pug L35,
e ik TR
/NR 20% LA oD i ] 20% LA D i
<sE>
(BEE 0.05%. #8:F 0.2%)
HIEFAEDEE

% /5 m L HTE 0.2% 1 0.05~0.2% OREFN T H AT AT CAR L CHMT 5 2 L BTE 5,
TRST I (RREGHETE— FORE - £ WHICHAERE (mL %70 OREOMRE) %70
V5 AN BUE N B, AR LIS ORI & L FIORT

F oo UBEE 0.2% B A AR IR
5mL (17 7L) OmL (FHR7Z2 L) 2000pg/mL
5mL (17> 7) 5mL (2 fE#IR) 1000pg/mL
5mL (17 7)) 15mL (4 f5/H) 500pg/mL

QFERUVHAEDRERZLE - RHL
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4. RZERUVHAEICEET R

7.1

7.2

7.3

7.4

7. BERUVHAZEICEEYT 58

Ny a7z ORIVEN R OFE O LIS O GRBICK T 5 b N TORMERE, AR V2T EN
ICBW IR STV RN FRN. RN, BT XUIBERSAN O 513 T b2 &,

BETE 0.006%1%, 27 V—=7HHOHATHY | MWIEHEOREITIIHWRWZ &, #hiiE 0.05%
MOWEIE 0.2%13%, FHOR T 27 A EMBEDE THIENEOREIMEHTL2/]ATHY, X7
V==V ZIiIERH LN &,

HEZHET 2L, HIEAOHEICRED 2 &, @URFIHICEDR -7 0 | fHT 2 3R E
oot BERUERCHBER SR RET L BTN L0, HETHZ L, [1.2, 81, 13.5
A&

AFNO PR L TIE, 1 HA&ED 20% AN OFFET 2 H Z & 10 L, BHEOREAEE I LR
MOR T VAT LMMEIAHZREOME 1 AHEE THET 22 L, 2B, AFOTRGHRIZEEL TX, M
EREMCB T 2EERGEL LG L, HEOHBIC O W I EREMNOHNELOCHEICHES
Eo

7.5 BIEFOKROFULHEEKIT, BEOREBEZEBEICBIE L RN 5 KHNC L 216 B MG RT U TIR B 11
OGP 72RO R E TR P IEZ2 R AL 2 b, 72720, RSB E I IEERT D 2 L,

7.6  ERRBRTTIL. BT —T e E S 10 BIkE (T10) LLFICERE L CABINER G S TRY ., L @EiL
ICRE L7256 1id, RIS O BEREWEM PSRBT 58EZ0NHLOTEET DL &,

7.7 RIS IS S WEBE ORI, BE LV SIEAEN SR ) —= o VB ERBT 2 2 E
ETbHZ &,

7.8 A7V —=V T ERRE R OAR S TV AT MEHIAKRESL ORI EREMICIL, WEE G CEERFIER
FHI A, HEEERSBET DL L bICHERMEMMREL TR 2 L,

79 ZEARKEBICHEBETAILENELERES. RU7 U3 T—TLA0ORES (B8, 4h. Thnid)
MEDONDDT, RN TNORFRERE, X REFICLIVHERT L2 L, £, MMEERBR L O
Rl z1To 2 L, [15.1.2 B[]

7.10 HEOFRIEIZIE, MDA 2RISR OHERE K ORI ERAIRIMARIE 2 TR L CW A A[REME O H D Z & b
EBE L. SN, BITONT o AMER R E R EAETEEMEAZ B UNREF T 272012, b DR DR & 7%
TILEBMmET DL,

711 HERTEH R OHRHICBS W THEARHER S 8A (1 BHERN) IRo LB,

1 HA&E i DS HESE S 5 B
200pg Al Hh7E 0.05%
200pg LA b, 300ug A BETE 0.05% 3BT 0.2%
300pg LA I, 600ug LAF BéE 0.2%
fEER -
71~73

AR TR E LT (V1.

S

HEABREZDER) | LS EXLGEKRKTIE EZDER | KTL10.

BERE] 2H)
7.4 AHFZEFIET BRI E LG E, BEBUERD A U2 AREMEN & 2 72 DICEE Lz, ENERRRER
TIL, BEOREBAZEREICHELAND 1 ARE5EZ 2HZLI220%TOHE L., RNy FHIALEED HE&

Y

DL EFTCRE LI ETREZTIET 2 L OBE L, ZORE, BERERIZFEI L T,
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7.5

7.6

7.7

7.8

7.9

7.10

AANOHEE, BEFIRHE T+ 703G DAV W E E OIRMEIRREL & 725 T 5, BB R+ 72 thodt
AR O G1X, BEOREL H2IBIRZO L, k2755 2 &, WMERGCEME BN 28T 5 72
DICHELEZEZBND, £, TOBRIIEHICHEE, PIELRANEIICTE L, N7 = V0L
X, BEEQICHIET D L. 2R, L, BUEMRRE, ERBIEENRRE LI L OMERH D, KL
THGGITHEEZRA ICEET 570 CEEIT) Z &,

BT —T VSl A 10 BE (T10) X 0 @ALICERE L7 G6 O R EMRGER 0 TldZaniz o 3E Lz,

BT —T DI & MR R~ BT 2 MAEIZAT DAL TR WA | R AT O Sl [R5 (M

BET1-11) | #EFEAS (SR C3-5) ] moEx DL, hT—TNVEMIEE S T5 2 &Ik >T, FFRAR

BRBLLZFE D PRI D U 2 7 BN < 72 B AREENR B 2 b b,

JHPERRI B TIIREDREE SN TV D —A b BRI, A TH > THERMA/ NS WEEBFEL,

FIERAEIZOWTITEEICEET 2 0ER & 5, ENRARRER CIX, IR S 72 8% (KH 20kg

KMRBL) KT HA7 Y —=0 73R B L CHIBIHRED 25pug ICRRE S, ZOHENFERICKAE

DO NEE 14 (187%. 14.4kg) IZE SN TW5,

A2 ) —= o R R OHEIA R EZ O EZREDNIE, +0RBER R Y v 7R ZBRE T, B &k

BRBIET D, FRINHIE O LM O A 2RI 2 T, fREESREN T CITER 5 & 5 7ikE

L TR,

TEIRRKBEDHEESCARF OMENBA Lichh, 17 —7 v (AESCEZRE) SR ToRES R EN%

DiLD, AT ORERITIEIZ L0 MEEMEE ORI E2AT 5 LER B D,

(1) EBEOBRGFRKEL 7o/ 7~ Il Lo GRS ERFRREZ IR T 2 2 LIk R TV AT A
\Z RN TZ TV DERR T B,

(2) 7T —T VO SUIPAFEDF IR T — T VG ONL B % L X0 el U, AFI DS BEEN I
BEENTWANHERT S, FREROMEE, h T —T LR TOREANGESNHAET, Heo
BEOEBHABECTHREMBI L, HEZ H0IHEE L THLRIREHRFCX2RWEA . XX, 2RO
7o 1 HED ERTH D 600pg/H 2 2 K 5 R ENNE L 2o GG ITIHEEN B LT &5 2
b b,

( VIA2.(NERERFERICE D EHR) 1)

THOEMEPME T T2 Z LIk o T, EMEHIRMARENE U D ATREMN B 2 bivd, £o, EEEFRT

L IR OBREMET L, YA, B0y RO REDEE S, ADL (activities of daily living : H

WATEEME) METT 2R H D, HIREORMEEZEZET L ICRHT 208’ D, HEEZRET

HERZIX TRORICERT 5,

(D IEMEDOLEEIZ L DAY w FeT AU » PEFFANIFHE L, Bk & TRENEET D, WnE T2 & &I
X, A HARRERT 2 L ARG L CHEORE 1T,

2 A7 ) == ZRBEIC TR O LK TICL 5 ADLIETF2ARBD SNHE., Ny FHAZ %o fHE
PRI L v, ADL (K FO[EGREN FIRE G925, £z, BOBBILZRIC X 0 A S LIS Y) 70 F B R
AEEDNE D I RETT D (B2 X, o v —2 Th DG 4~6 Rtk T ADL K T332 H /=23, 8
R4 0 12 BRI ICEMi i & ADL MERF S N7 v A LSRR bz Ha. AL 3 v b
—IVRNATRE LHIET D) o
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B K AR
(MEBERT—% /Ny 5 —3
AN
(2)ER PR ER
MR L
QR)FERGIERAR
MR L
(4)RREEHIEABR
1) BINEREEAER
ZUERR L
<BE>
#O5HER
OEREMMERBEICE T H&E
I&Lfﬁ%mﬁ’ FORKZ b O REAEE 118 fla xR & LT, b Y R % kI
BB A Ef L2, N7 e T =031, 21X 1 B 5bmg 5 30mg £ T, 3, 4
X1 H 30mg Xi% 4bmg & L. YU VR IX 1, 281X 1 H 300mg. 3. 48i%X 1 H 300mg X
1% 450mg &35 4 A G & Lz, fERIL. BRICAERITRLS, N7 a7 o UERERD 2 5,
FRIZ RO O PN IS W TN TR 0 B AERED bz,
®Mﬁ&wﬁﬁﬁﬁﬁﬁﬁﬁﬁlawé&ﬂ”
Jibd B O BEEO I TS A b DFEMERRBLBE 194 Bl %t5e & LT, b Y R 25t U 5
ﬁiFﬁHﬁx.ﬁﬁ%’ﬁ%;@ﬁm Lize "7 7213 1,212 1 H 5mg 75 30mg F CTHiE, 3.4 1% 1 H 30mg
NIE 40mg & L, FARY Y UEEREIT 1, 21X 1 H 300mg, 3. 438X 1 H 300mg Xi% 400mg &
T 5 4WEIRE L Ulc, BfeMuGEE, BITER o MBLER, AR E T, BERICEITRD btk ol
2) REMHER
TR B H ok O R B S OV E S DS PE R R 19 BlCR v THARE 6 » ALK TES 1 ARG &E
195.10pug~326.90ug O/ 1 7 = o Z§fiENE G L, 9~30 » A ZIZEHE L7z, EFEGIZB W TRRIT
Pt Lo, BIMEAIX 52.6% (19 5 10 #1) 12589 Hav, e b 0L, g, EEik, FE. R
B IR, RIS 10.6% (%26 Thoiz,
(5)EB#E - WRERIFHER
MR L
(6):a AR fE
1)@%&%%@(—%ﬁﬁ&%%ﬁsﬁiﬁmmﬁﬁﬁsﬁmmﬁﬁﬁﬁﬁ)~§EWﬁ&?—9&—x%
. HERTREBRDABRONE
%mﬁmmﬁﬂﬁw
il AR IS8T 2 1R OBIEBIM A4 T LICBE ZXZIc, 20% 3EMoRRE8E (R 7v
AT DHIABED D 4 FH]) 52 LIk, HAEETICE T 2 RYIFH & 5RO R MR O %
Mt s Z L2 HME LT, lEMM 2006 4 12 A5 20184 12 A (H L, /NED A 2014 47 6 A £ T)
THIERER RIS TIM L7z, EORE. 117 ik L 0 329 BIOBERN S Hiv, ZaVEMEHT x5 329 #i,
AT RIS 327 B DWW TR L 72,
LR MEFRAT R GIE BN %t 2 BIVEF R BLsRIE 21.6% (71/329 ) TV | 7KFERFE TORER & bl L TF
BLUTRHWER OFE-CHEICIE & e 5 FHITRO b oo, £2, fliAALL 60 ALIND 10.9%.,
FEIAZ % 61 775 120 ALAINTIZ 4.3% LK T L, BRIIFR&K G2 10E 5 BITEH S BLER O AIZEES b
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minolo, BEERRERFEEIT 7.6% (25/329 #l) T, Fob OIEFEH 6 £, IR, WEEEH% 3
. BEBUERRE, JEC. BITHRE. EBmMER% 24 Th o172,
APEICEE L TiE, FREES 8 BT V-4 Ashworth FEAO FHAME (2K) 13, HE/iD 3.11 SR
VAT DMEIAF 1 5 A2 1.97T EAEICIK T L (p<0.0001) | D%, 48 # A% F TRIBRO FEIfE CHE
BLic, N7V AT MMEIALEZ DA RER SO FEEMEIL, REFIMEE L THERIETRED b
(p<0.0001) , 7KFRHEEE TORER L FERICEYICE 2 USRS R Sz, £z, KRR E CORER
THoa R STV R0 o 7o BEEHE A6 9 2 B8 K OB R VAR B k3 D UM R & st L 72
R, B 8 LD Ashworth REAiOEEME (44K) 13, 50T 2.68 MO AR 7 U X7 LMHIAZ
1 5 H% 196 LIKT L, D%, 48 » HE L CRKOFEETHRE LTz, R 7T 2T LMliAR% DS
BIERE S OB, B G-RIfE & ik L THEZRK TR ® biz (p<0.0001) , F7-, ZIFMHE{LAE S
BT DHURME R bR Sz,
PR E AT EIC L AR RAFTHE) 12, R 72 AT DAL FHi4 48 » HEOEMIZEY 90%
PLE ZRMEEWEISS T 2 A28 GRarHm) & 48 » HMORYICED 80%LL L THR LT,
LEDFER KLY | AAIORBEERIZI T 2280k OEMEICRIERITRD b, KRR E TORERT
53 TR RRET D T & A2 o To LA PERELIE H R OSRMERRIBLZ X T~ 2 LM R OA 2, EBIRHEIC 3 2%
MR OE DM DW TS ARHN O LML OFNMEICRIEN W 2 & DR ST,

2) RRBEFHLELTERFEORNERXIIERL-AE - HEBROME
EFARERE 2
BEAATRIR CRIRA 43 70 B EE OISV ISk LT, S ERR NIZR T 5 ¥ v 31 VBB N HLE]
Bl (R V—=27) Fvrrary KRR T EAWEX ¥ o UBEEOBEENRH RS (B
Behi, RUT VAT DMEIABRND 1ER) OREMROEIEZRGT 22 L2 B E L THdes =X
2L B2 K Lz, sRASIFIE 2005 4F 12 A6 2015 454 H (AL, B AL 2018 4R 8 A 17
HET) CTEWN 218 ik b 1,478 BIOREFNINE S NTe, A7 U —= 1 7 W DORRMFEAT R GER] o O}
BNVERRAT R GEBNIE 1,472 B, RIIFEe 5 O 22 REMRAT H GUEBIIL 744 61, A DPERRAT e GUE Bil1%
742 Bl CTH o1, 2B, FHRBRONFUL, A7V —= 7 CTHEMIEE 262 I, HFMZEE 48 #i, %
MEEN B ALIE 24 B, SHEEHERE 39 B, 2R MEREILAE 29 1], FFBE/NMZPESE 223 1, FEMERMMERREL 197
Bil, BEHEAME 94 B TH Y . REIFHIR G- CHREEDE 136 FI, BTRUMAE RS 22 F, S ELiE
10 5, SHEBFFHERE 14 5, ZFEPERE(LIE 18 B, A/ MMZEMEAE 105 41, FEMEAGIERE 107 f1], BHESME
52 T o7,
BARD L EVERRATRIRIE BN KT H A FRHRBBREIL 22.7% (335/1,475 f]) . RIEAFRBRIL 12.2%
(180/1,475 f51) TV, A7V —= 7 HORIEMREIRIT 6.3% (93/1,472 #1) | RHFHci 58 O]
TERZEHLEIT 13.4% (100/744 ) Th v, AKGRKFE CTORER & ol U CRBL L 7 mITEH OFEECHEE I
ML 2 FHITFBO N oTe, Fo, A7 UV —=2 7 HOEEZEWEARBHEIL 0.4% (6/1,472 1)
T, ER D OIIMEHE 2 . TR, MERIRTIE, BRI, WM, IFTRRE R, B KT, BT
BMREAE, JREA. ¥R, FE MERSVSE 1 Thol, BENRESHOEERBIERRIRIL 4.6%
(34/744 ) T, E722 b DI ERG 5 1, BESEGRE, RS 3 R, ik, BHR, R FIRDARAE .
PEPAZE, WaM-, FRESR. FRRRRIMERENL. FEREORD 3% 2 TH o T,
ARMEICB LT, TS 8 EALD V- Ashworth FF8 (BUEHEZhE) OFHE (&K) 13, 27V —=
v WITHRGAT 2.95 2 b G4% 1.79. RIIFHER GBI TR EAT 3.11 22b& 5 1 » A1k 1.97T ~FEICIK
L., TOHOFMERR THERGATE LR L THERIKRFARD b/ (p<0.0001) , 7235, AT
BT, KBEEE TORER T HoMat ST e s o 72 B 28 5 Bl O SR LIE g 2t
T D HUEHEN R & et LIz R, EREA 8 L0 Ashworth FFs (PUEHEZNAL) O FBIMHE (21F)
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X, A2 U —=r ZHITR G 2.50 D &G4 1.96, BEWIRHRE 50 B4 8 FAL T G-Ril 2.59 7>
G 1 n A% 1.95 ~AEIIK T L, Z0%OKMERE R THEGHTE i L THERIKFARD bz
(p<0.0001) ., F7o. ZIMERLIEDRE T 2 PUEHE IR bR S iz,

TS ERHEIC L2 AL, A7V —=2 7 HTlE 87.6% (1,290 #1/1,472 ) . EWFHkei 54
TIX 95.3% (644 $1/676 f5l) T -7z,

Ry T VAT MMEIARE 12 5 A7 + 70— 21T o o RIIFHGHE 5 0 FOES KO ECEY) Ashworth
FEAE, WIS A FHERE THERK TR0 Hiv, PURMENRA RIS 5 2 & SR Sz,
LEORER LY | AR OBERENEEIE 5 K OEHIRR i 5123610 5 22K A IMEICHEAITRE S b i
T AKGRIRE £ TORBR TH 00 MG T & 2202 o 7o 2RV WIE H1 R OEEME R 6T D 22K AR
P, RGO T 2 B R OEZIMEIC SN T H B 2V 2 L 3R STz,

R TR T LKEAHED Ashworth EERDE 1L

T F-Y) Ashworth 2F A8 RS Ashworth 55
fE = . NSSIER e . il -
%k ig;}% Pt ik . ?;2}%% HE®
B R0 724 3.11+0.91 — 470 2.59+0.94 —

14 A% 701 1.97+0.82 P<0.0001 450 1.95+0.81 P<0.0001
3 » H#% 660 1.93+0.79 P<0.0001 427 1.89+0.78 P<0.0001
6 » H#% 646 1.94+0.82 P<0.0001 414 1.90+0.79 P<0.0001
12 » A% 629 1.91+0.82 P<0.0001 401 1.88+0.81 P<0.0001

1) Paired-t test (% 5-5ij & & FRFR O LLiL)
(TT.5.(1) RRBEH &H)

(7)Z Dt
[ERNE MAERKER] o
HERMEROELRF 30 B [FHEHELE 12 B, BHE/ A MEE 4 61, FHEMAERRE 3 f], “HEEHE-ELE 1 41,
SEEEHMERE 1 61, MMPERREE 2 61, BEETAME 2 B R OV N VERM ks (7 5Bl ) 5 i) Zxige e L7z, AHl 25ug
(46 = gl N 1B, /3B . 5opg (25 1 : gk 23 5, /NE 2 61) ik Thug (A 1 61) O fEzEN HiE
BHIZE DA ) —=2 TRBOFE R, FEFBEE T 5 THEFEE Ashworth 3F U3 £ 5/ 8.79 2> 5 %
H 4 BRRIICIZ 176 L7 | AERIETRRO N, T8 OB 96.7% (29/30 ) TH -7,
I, A7V —= 7RISR 2 A x5 L LIEABIERAR L 7V AT MMEiAR% 6 » AETORE
HiFHee e 538 (25 51 : R 20 i, /N 5 ) Ze S ONZ 6 AR 7 4+ v — %47 o I R AR
(24 B : BRA 19 B, /MR 5 B OfER, EEFHE B O FCEY Ashworth #FAIZ DWW TS TIL 36
# A%ET, DNIRBETIE 27 » AR E TOEFHMRES THERIK N3 i, HUkiEzh R R MR
D ENfERE NI,
BIWERIX, BN TIX 72.0% (18/25 i) (258D b, EREWEMIX, 5 28.0% (7/25 #) | MJJIE 16.0%
(4/25 f) | JEFRHER 16.0% (4/25 #i) Th o7z, /AR TIEL 80.0% (4/5 #i]) 125D AL, EZRREIEAIX.
CK k5 40.0% (2/5#1) . LDH k5 20.0% (1/5#1) . MET 20.0% (1/5 #) TH-o7z,
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4 1
—o— A
] —o— /N2
mean+SE

T ~~oS 70> BT

0 6 12 18 24 30 36 (»A)
B
Ry T AT LIKERAHHD Ashworth FFROEE (BR)

(s ERRELER]
1) HFHEHEEGIC K 2 BERMREEF 2R L LA 7 ) —=0 ZRBROFERITRO L B0 T, FEFFMEA

T % TS Ashworth FEROFE IR TR b, KANS & 2PN RO MR S le, R REIE
fefx GRBROFE R, PULHIZIRIT 24 » AL EICHTE 0 Fifid 5 2 L 3RS S iz,

YY) Ashworth B AL
R B4 JiE 5155 -
RN} 4 W% BE®
FHitaLE o 31 3.80 1.56 p<0.001
2P LAE © 12 3.78 1.51 »<0.001

%) Wilcoxon 5 AN FIRE (B G- & 4 IefHI A O i)

HEFEQREMEE L, 2YRZ21E U T 66.0% (66/100 ffl) TH v . E/FEFSRIL, MK 24.0% (24/100
B . AERIRIK T 17.0% (17/100 f31) | AR 11.0% (11/100 f5l) ToH o726,

R
2) FHHIEEIC L A HERMFRBERE 2R E LA 7 ) —= 0 PO RIIRD LB T, FEFEHEA
W, FEWE

T % THCEE Ashworth FEROF B RN T3 H b AL, ARANS & 2 HUEHED R D3
fefx GRBR DR R, PULHIZIRIT 24 » AL EICHIE D Fifid 5 2 L 3RS S iz,

YY) Ashworth FF AL
R B4 RCIE= :
e 580 4 KF#% ™
FHEHEE D 15 3.8 1.1 »<0.0001
LA MERELAE P 14 4.2 1.2 0<0.0001

1) Wilcoxon 74 ST IEM FIRRE (¥ 5-Bifi & 4 BRI IE O Heig)
HEFSREGEME T, 2HMEZEUT94.1% (32/34 #) THV ., TRHEEFERIL, MK 43.8% (14/34
) | IR 34.4% (11/34 f1) | ¥#ME 15.6% (5/34 %) TH -7 7,
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3) MMMERRE (4 Ul b)) IC X D EERMEERE 2R E LA ) —= 0 TRBROFERITRD LBV T,
FEFMIE R Th 5 TS Ashworth FEADOHE IR T4 S, AFNC K 2 HUEHE R0 R S vz,
F - EWE R G RBR O R, HUEHERIRIL 24 » AL EICh -0 i+ 5 2 L iR S T,

T Ashworth FF AL
A ) JiE 1511%
SRR I R L e
AR RS 51 3.36 2.14 p<0.001
(4~6 %) (14) (3.29) (2.14) (p<0.001)
(7~16 %) (29) (3.48) (2.14) (p<0.001)
(17 1~) (8 (3.36) (2.45) (p=0.02)

7 1) Wilcoxon S IBRLFIRE (B G-RIfE & 4 ReRME DR 1 2) 50pg &5 DRkt

HEHEZRBBEE L, 2 %28 U T 82.4% (42/51 ) TH V| /o HEFHZIL, MHEIEILT 31.4% (16/51
) | IR 25.5% (13/51 fil) | FEHEFEIE 23.5% (12/561 %) TH o729,

4) JAPERREL (4 KBl E) I X D BRI E 2 R L LTe A Y —= 0 VRO RITRD LBV T,
FEFHIEE TdH 5 T Ashworth #Fm O Z KT 232 b AV, AFNS K 2 HURHIRI R D3RS S T,
F o REIRR R SRR O R, PUSHEZIRIT 24 » AL EIZO72 0 Fifii 42 Z &R S T,

YY) Ashworth FF AL
FR B4 SE 1%
SRR I R Lh e
Jibd kR 9 48 2.77 1.99 p<0.001
(4~6 %) (7 (2.82) (1.83) (p=0.02)
(7~16 %) (26) (2.60) (1.85) (p<0.01)
(17 w%~) (15) (2.99) (2.22) (p<0.01)

7 1) Wilcoxon S AHIBRLFIRE (B G-RIfE & 4 ReRME DR 1 2) 50pg &5 D pff

HEHEZRBBEE L, 228 L T66.7% (54/81 ) TH V| /2 HEFEZIL, MHEIEILT 29.6% (24/81
) . HE¥R 23.5% (19/81 %) . {HHR 22.2% (18/81 %) TH-o7=9,

5) SMEE DM IZ L 2 BERMMREEFEZ LR E LI A7 ) —= 0 VRBOBRIZRO LBV T, FEFF
i H Td 5 TS Ashworth FEROABRIR TR A BV, AHNZ L DHUHERIRPA R SN, £
RHIFe e G-UBRORE R, UL RIZ 24 » ALLEIZOT- 0 Fifed 5 Z L v iR STz,

T Ashworth 345
R 4, 1) JE B -
PR e 580 4 B Rty
SMESE D R 510 11 4.16 2.16 »=0.001

7 1) Wilcoxon S AHIBRLFIRE (B G-RIfE & 4 ReRME DR 1 2) 50pg &5 DRkt

HEFGIL, 2HMA2BCTRALRN-7210,



VI. RT3 2 A

VI. E3hEFEIE(IZEY 5I1E8H

1. REZFHNICEESH HLEMRITILEME
FH=U U, > bu L MU v LK, =Y Y R
EE  BEOS 2LEMOMRETHRFL, BFOBTIRLEZRS DI L,

2. FEEEMH

(M1ERERML - YERBF

FITHRE, IS KIMEE, HUR TES, e

Nra 7%y -7 2B (GABA) OFFERT, FROH Y T 7 AROL v F 7 A4

OWGEMEIL, v-EH =2 —a COFEERZIE T I 25UEHEATH 5, £, JWEORIE

Z bR S W EN 2R,

Q)X =R HREBRBAE

1) BMHRKEREICST 4R (BERERES) 1

7 v N OB MMERRMERET T VICEB VT, N7 87 =2 0.1~3pg/animal OFEERNEKS (.t) X7 v bO
0 R X 2 FH B AR AT R B U 7, A BRI M 2 50 % 31l 3 % A & (IDso i) 1% 0.31pg/animal (=0.0011
~0.0013mg/kg) TH o7,

1) YERERL :
2) fERAKR :

(%)
200

150

100

50

—0— 0.9%saline

—e— 0.1xg/animal, i.t.
—a— 0.3ug/animal, i.t.
—a— 1.0ug/animal, i.t.
—*— 3.0ug/animal, i.t.

k3K

k%
]

sk sk ok T ex

pre 0 10 20 30 40 50 60 (min)
5 %R
BmMMEREERECxT 5/ 07 2 D OEA

mean*SE (FE-AIEIZXT2 %)
Dunnett's test : *P<0.05 ; *P<0.01 (0.9%saline & ® i)

N7z 0.1~10mgkg OFARNE G- TH RO EH 23O H4v, IDsofllL 0.43mg/kg Th o7z, 7
bbb, N a7 OFEENE G IXEIRNEES-O 1/300 A5 0 H & C RS O L ERTEEMSIER 2R L

77



VI S HERIC B9 5 IHH

2) BREMKICHT HER (BEERES)
7w b,
30ug/animal/30min DOHEVEN X 5137 v

HRME GRS R O RCE AT EBNEF) ZfiE e L CHRIE 2 L, Nomr7 =
O H MBI EE RIES R oTe, —T7,

AN/ =0y

30mg/kg/30min D FFARAIF G- (TGN VMG 27558 L. — &8 TIid & 2 W3R8 i, Ja

MR E TOREN b RN E
MElZ BT D ERHE & X k3 5 a2
FNOTLLER N 12 L E ST,

1% 11mg/kg.

[FA =R
Bl 2 S

I bmglkg LB S, A EERAN [E

BOEND ., BEN R OEIRNERGRICR T 2 2R E8uith

BHEBKIC®T D007 0ER

‘ I B L T A B L T L o
RyuTmy e | ST
r‘x & = 3 =N AINAD = — X N 5
B HRe A E (NOEL) (IDso) (NOEL/IDso)
AN > 30pg/animal > 30ug/animal 0.31pg/animal > 97
FRRA 11lmg/kg 5mg/kg 0.43mg/kg 12

1) (D& M BRAK ERE 3 2 7ER O g % 51

2 TR REHIHER (BEENKRS) 2

T A AR S A B KRR L 72 REICAR B0 D RO DR IB OGS (RREMBRE) ZfiEe L
TE Y F P AREMEER 2R L, N7 8 7 o 2 OB 513654 A8 75 R R % B Sk A7 3
W L7, BRI EZ A BN T A0 E R a7 0 Di/NENTE 2.5~5ng/animal T -

3

~

77
3000 ng/animal
NR — n

6 —
5 —

= 10 ng/animal

[==1

S 4 A--omeees A

Al

T p

B 3 ’ 2.5 ng/animal

fi Ay a
2 fo-e__ O A

VR 4 -~
1 amgs® e
0 | T T T | | |
0 1 2 3 4 5 6 (h)
BE %R

BEXEBRBERHICHT SN0 0 DER

AR B I B 5 AT SR B R R T
NR : Ut7s L



VI. RT3 2 A

4) B+ TRARUE D F TR REHNGER (BEEERRS) 9
7w &M, Hoffmann K&t (BT 7" AKH) 138 E RO EZRNIZ L 0 155402 [FH# U 5
OB Z ., JEHRS (%277 ARG 13E#BOBEZRNRIC L0565 RIS E 7 O i) EX % 1
Bz, N7 a7 rOREHMGEER 2K L7z, 237 27 = 2nmol/animal (=427ng/animal) O#E%E
W# 51X Hoffmann K (L7 A H) B K OVEGHKS (2T 7 ARG BME2IRT w7,

Hoffmann REI R VB RS S/ 07 2 > DER

Hoffmann 5 ENT S 5 DA BB
A PRI IR 100+6 97+7
VA= 98+ 5+ 97 + 6+

mean®SE (& LAMEIZXT 5 %)
Student's t-test : **P<0.001
5) BInEEMZ v MIHE T HHMERER (BERKRE) 19

BEEME T » S OERH OBHEREEEIZ, N7 a7 o o OfEERZBE L, Xrue 71Kk
O* 2nmol/animal (=214 X O 427ng/animal) OREPENEE G135 EXIENE 2 I REKAIE T S, 20
TERNE 4~6 By R L 7=,
AVER X GABAB Z &K H13K 6 -aminovalerate (500nmol/animal) DO #EFENEE 512 X - THIHl &7z
73, GABAA S F A P13 bicuculline (1nmol/animal) O#EVENEE G2 K-> T E I N T, 728,
Ny m 7 x5 KO 10mglkg OIEVENE 512 L - T HEEFN 25 EXTEHES FER SRS bz,

(%)
150

]
5
E *I——__I’“—I\I I

- * N S S

sk ek
ok sk skokk sk ok
otk
0-
—20 o 20 40 6 8 (min)

&5 &R

BEIGHEES Y FOBERFHRICRT S50 7 0 OER
mean=SE (& 5-AiEIZ3T 5 %)
Student's t-test : *2<0.05 ; *P<0.01 ; **P<0.001 (AEHAHIK L OLLi)
O : AHRIER
®: /7= 0.2nmol/animal, 1i.t.
A "7 17 = 1.0nmol/animal, 1i.t.
M "/ 87 20nmol/animal, 1i.t.



VI S HERIC B9 5 IHH

(%)
150
T
100 - gﬁ tt
m t11 Tt 1

A X t ot
%
&
L 50 -

0-

—20 0 20 40 60 80 (min)
5 %IEE

BERHEES Y FOBMEBERFEEICNT /83087 2 VDR
(GABA ZBAREMEICK HERER)
mean*SE (FE-AIMEIZXT2 %)
Student's t-test : 1 2<0.05 ; {1 P<0.01; {{1P<0.001 (/N7 17 = #HEE DL
W : /87 x20nmol/animal. 1i.t.
V. "7 17 = 20nmol/animal, 1i.t.+Bicuculline 1 nmol/animal, 1i.t.
& 717 = 20nmol/animal, 1i.t.+ § -aminovalerate 500 nmol/animal, 1i.t.

6) WRFICKT HERA (FEREKRSE) ¥
A X &R BEMENE R OSREREIC RIETREE R Lz, N7 177 = 0.03mg/kg OREIFENE G135
PERN R OSRIEMRIEZ AR T S W70, AERHIZES 30 H%ZICHEBL L, 60 5% KT 90 43 TIEL S HITHEIR

iz,
(mmHg)
- _ . . 50+ e
BERREICHT 5/ 87 2 > 0ER [ ] w5
” BRI | #51%90%
fH -/ /
B GG e BEEPSIE (mmHeg)
B 17.5+2.2 30 s
30 4y 13.6+1.8 g
~ — T 7
60 %y 11.14+1.4% E
90 4y 10.4+1.1% 10-
mean=*=SE
Wilcoxon matched pairs test : **P<0.005 (F&5-Rifii & DLLIEL)

RERIEICxT B30 07 = OER

mean+SE
Wilcoxon matched pairs test : *P<0.025 ($¢5-gii
B & o ki)



VI. RT3 2 A

7) fEEER (RERERIRE)
®Fvhkw®
Zy b TAT7 Y v 2B (T Uo7RRE) ROKy P L— bk (55610.5C) 12 &0 EEE
MaEfmet Uiz, 37 a7 x> 0.01~1pg/animal O#EVENEEGIXH SRGF R ERIER 2R L, AME
MIEA B A A RZF KD naloxone (Img/kg, 1.p.) (2L > THILI N2 o 70, EHEEWEREREE X 0.01
KON 0.1pug/animal TiXil® 5407, lpg/animal TEREIZEO b, B, d- /\?U7:/®iﬁf‘
IEMHEX- 78720 1/100 L FTh o7z,

(%)
100 7 \
(%)
7 100
- f \
m A

120 (min)

Fryeous—y

Mr—C\7est

?xg{ﬁﬁvrﬁ

N7z UDERER (SY kM)

® /"7 nr7=x>0.0lug/animal, 1i.t.
W /- "7 87 = 0.1pug/animal, i.t.

@ =31
xazfv, —vr7r—7 (70C) B LAHEIC XY $EmIEHZ G L7,
(=37 17 x4 KON 20pug/animal OREFER 513 &K 78R ER 2R U7z, EEh B RE R 1358
ORI,

[ [ [ [ |
0 60 120 180 (min)

BE AR
N0z DERER (1)

® . /-7 17 = 4ug/animal, it.
W /-7 a7 x> 20ug/animal, i.t.



VI S HERIC B9 5 IHH

@ HJL 10
YLz AT o hra vy 7RSIV SURER 2 E L7c, (/37 17 = 2 1~100pg/animal OHf
PENE G I A BRI 2ERIER 2R L, AMERIXA A4 4 FZEEAEHU3E naloxone (1mg/kg, im.)
ko T SN ho T2, (37 17 = 60pg/lanimal TIEHPREE O ihEE, 100pug/animal Tk
S OWELOCHHETRRD SNA T8 EOMGNITRO b holc, d-NrmT =
600pg/animal OBEFENIEEE K Y-8 7 1 7 = > 100pg/animal O FANE G- IX8EEH 212 & A EoR
SRl

(Steps)

20+

154

10+

T S 2

0 %
T T T 77 T
1 30 60 100 600 (ug/animal)

B8
N0z UDERER (L)

mean+SE

@® /-7 x> 1~100pug/animal, i.t.

A Jd-"7 17 x> 600pg/animal, it.

(J:/-2"7 817 = 60ug/animal, i.t.+Naloxon 1mg/kg, i.m.

8) GABAs Z &AM Down-reguration!?
Z v NOBENICH T —T NV ERE L, BBEI =R 72 HNT A7 87 = 0.5ug/animal/h (%R
TN R JAF E 7\ e ) AT RIEIR 2 4 WRFHE G- U, S5 THRICHEREIES 2/ L.
ZOUIREER LT GABARS AR EA— N T VAT T 7 4 —ICLVE LT, Na 7= BERETIE
AEPRRIER B GRE L IR LT, BARE GFBEICI VT GABAB RS AL D b 2\ 47) 12386517 5 GABAB
SREEIN 36% D LTz,

9) HERFHREMER BEERNKRE)
FME IR B 12 3 W\ THLENRY R B S OV i FE XA K D METORER, 7 1 —X ZAFEDRD 19K O
H B8 thfR OB 192035380 b TV D (W TFhvbfRraikE)



VI RS ARBLIZ B3 5 H

10) EMEET—4 (FRIRA - BEREERNIRE. invitro) 212229

LEHREE~DIER
HERTE H fERE Be5 8 - R R Al
B2 KRR Z v b 0.5~4mg/kg i.v. By 7T ARONE Y7 A% R
%) 7 AR HEHEZ > b BARIFHI
R 1. 2. 3mg/kgiv. 2mglkg THLF T ARVOEL L F T
FRRR R BRI o =2 T BE R 259 50 % 4]
Fhtix =
FHE (ZXMEMER | Baa 1.25~20mg/kg i.v. 1.25~10mg/kg i.v.D&iPH T2 X H:Ah
#) et A 1EH JB IS A T B A L I
10mg/kg iv TIIEEH 20 H5HITK
100% il
20mg/kg 1i.v TIEHEH 10 H%EICIE
\E e A i
B )L 106~105M in vitro FHFERTHORRNGE DN H
FEFETE 106~105M TH EKTENEIC
Pl
ATRCHTBALD 5 B, H— A, 7
DA TR P L7z (105~104M) A3,
ZhCHi< v 7 AVER S EALIZ
I & A CIEER 2R S 220
Renshaw HifEiE M BRI R = 1. 10mg/kgi.v. SR AR
FRIMEHE R = H R & 2 8
R )= 2 — o AT LD
JRRIEBAR AN 1 =2 Renshaw #lfRyE M A2 15k
R R =
v -E# =2 —a 7 vk 0.5, 1. 2mg/kgi.v. 0.5mg/kg 76 HREFEH & Refengic i
il
1mglkg 7> 5 B OMRAHIZIZ L 0
T S D IS E A
FRRR R BRI o =2 0.8mg/kg i.v. HREMED DTS- & T R - R K
EEOHMEIC LD =a—1 VU R %
#9 50% il
iv. @ RN S
FRENEE~DIEA
AERTEH fERE Be5 8 - R N 3D
b P T T AR A i v 7 vk 1.25. 2.5, bmg/kgi.v. | FARKFEE 22 30H]
Cy -[E) P 0.3. 1. 3mgkgiv. | AR
1mg/kg T 87~100%#ni
A 1 R N4 T 7 v b 1.25. 2.5, bmglkgiv. | HRKEH 2 M
(o - ) e 0.3, 1. 3mgkgiv. | ARKLE /M0
1mg/kg T 75~87 %l
3mg/kg CTIEEITHMH]

iv. @ @R EG
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KHEERA
ERIEH i HEh B b - R RERERE
Head-drop A%k A 4mg/mL % 0.1mL/ 8mg/kg CHIFL D Hhf%E
15s Ci.v.aEREA 17mg/kg CTEHMEEE
PAM 72 Head-drop (5887
TR ARG <~ A 50mg/kg i.v. 50mg/kg ThHTMITUHE DK L
(PR A nE) R LB RSN N ER T RE/EM
72U (RIRSE %)
= 10mg/kg % T iv. TER 7L (BERERG-& T A - JER AL RE
FEAS)
FAGsE CROPEZRST) 7 b 10mg/kg i.v. A S e R T A L
iv. : FRIRN IS
fERER
ERIEH i HEh Be b - R RERERE
BER AR ~ A 5. 10, 20mg/kg i.p. 5mglkg TR ITR 3 52 L7
CIJEL & 2 HR50) 10, 20mg/kg T BfEEL A Rk T
PEITH R
A 10mg/kg 1.p. 60 SERITIERITRKRMEICEL OF

(P HREE - WpeE /L b
% 10mg/kg i.p.)

ﬂ%éfﬁﬁﬁmmﬁ 35 fFICEA) L K3
LSRRI EIERTIES
ﬁﬂﬁﬁw%/l/tz 1% 30 IR AR

WL (R BLREE A1 4 51 k
%‘r) . F 3 ERERIRICIE L

p. : JEENER G

(B)EFAFRIREFMAE - FriubiE

B R L




VIL_ EYEhfelc B9 5 HH

VIl. EYEREICET 5EHE

1. MAREDHS

(1)ABELEDGLFEE
MR L

(QEGRHEBR THRIE SN ILPRE 29
EPEER 25 1 R & OB B R U 7o SRR PERROB AR (8 1)) & RFRICAA 50ug % Rl B
Bl ¥ 5% OBER T L OMIER N7 0 7 = VREOERREZMRE Lz, FORR. &5 2 K £ TIClE S
AIREIR T N7 1 7 = PR EIE 350~1320ng/mL, #5- 2~4 kel (4.02 Ff#] 25 Tp) TlE 29~950ng/mL
THY ., BERICKERLZHNRD LN, X772 EZRNRLTWTE 4 §lE2 D2 W BEOMmEET 7
07« PRI 1~4 B[ T 0.4~0.6ng/mL TH Y, BEET /N7 07 = RED 1/60~1/3000 F£E T

ol
(ng/mL)
10000 002001
] @02004
3 A04001
] A04002
4 108001
nos
g 10007 CF\INA 04003
R ] ®
i ] \
N
7 -
g
Z 100 E
~ .
e ]
-4 i
0 I I I | |
0 1 2 3 4 5 (h)
A A
BEcDHEEBREIZH TLHMBEF/NNI AT VREDHRE (ERN)
<&E>

1) HNEAT—4% (BEREEERS)

BEE NS (50 KON 100pg 5, 27V —=2 Z7# Bk, n=7) %OEFEOMIKT OEYEREIT, ¥
BIORGE & & HITHECMTHEE L7228, 1 Rif#1E 260~1830ng/mL, 2 Kif# 1% 170~690ng/mL., 3 fF
M1 90~340ng/mL. 4 FfE#% 1% 180~250ng/mL TH -7z, /N7 1 7 = » OREIRTIZIIT 5 A=)
I (te) 12 151 HER], 7 U 7 T2 A% 32.1mL/h, AT 73.8mL TH - 7=,

Bl eI G- (RIFRER 53R, n=10) TiX., "7 127 = 3.96~24.90ug/h (95~598ug/H) %
BEEN R 5 L2 OB N7 v 7 = R IX, BEETIE 76~1240ng/mL., JMFEHSClL 39~
410ng/mL TH Y | WL COBER T /N7 0 7 = PRI & i L TR 1/4 ORETH -7, Fi-,
B CORERT N7 v 7 2 ARENDEH L2 V7 7213 29.9mL/h Th o7z,



VIL_EYyihieIZ B4 5 I H

2) BT —4 (BENEERS) »

HEPEA X2 UC-"7 v 7 = 250ug (K 0.019mg/kg) ZBEVENHELEEE G U854, BER P T Gei i X
Be 5% 0.58 Rl T AR E (Cmax. 11263.7ng/mL) (ZFE L., AWFRERENT 0.54 FEE (B85 2 Xt 4
RFfEI 1% & C) KON 8.2 R[] (6 5- 4 3 6 [ LARR) T o 7o, BEWR T U EIREE @ AUCo-intl3 11900ng/mL
Tholo, MR R E I IBEEN T 5 0.50 K% T Cmax (20.5ng /mL) (2L, AW 7RI
8.0 Kl T o 7o, HlMENF G-RED MIE IR EE D AUCo-int 1% 196ng/mL T - 7=,

(ng eg/mL)
10° -

mean+SE (n=3)

10* -
] —e— Mm#

—— BE&

1000 -

100

1——7 7 7 T T 1 T T T T T T T

0 4 8 12 16 20 24 (h)
RS %R

1 RNZE T HHERERREFOERP R OMmEEHREHRE

3) BMT—4 (MEARVEOHERRSEOBEET. MEPREDLE)

A RN UWC-N7 v T = 1mgkg OHETRAREREE U2RE, P BO R E 135 5% 0.38 FE#IC
Cmax (1541.7ng eq./mL) (ZFE L., AUCointlZ 8370ng eq.-h/mL TH -7z, F£7-. BERTEREIL, KRO&
5.4% 2.4 FFEIZ Cmax (325.5ng eq./mL) (2 L7z,

BEPEN £ G- K O 1 # G- O RfAE & 0 B RO e i EEMIAE P BCHRRIR EEFE 2 B L2 & 2 A BfiHE & i
HED I I L Cimax-SF/ Cmax-Plasma (X REMEPI G-I e O AR G-I T2 NZH 549 K10 0.21 Th o7,

AXZHFEMUC-/N\o BTz UHEAXIIROKRSHOEYFENS A —4

Behg/ NI A—H HlIEN - e
Feh R (mg/kg) 0.019 #V 1
EE MR © CmaxPlasma (ng eq./mL) 20.5 1541.7
B PR ¢ Cmaxcsr (ng eq./mL) 11263.7 325.5
EE PR EE I AE IR FE L ¢ Cmax-CSF/Cmax-Plasma 549 0.21
(M HE R — R # R T (AUCo-int. ng eq.-h/mL) 196 8370

HED LA XOFYRE (18kg) 22 H#H : 0.25 (mg/animal) +13=0.019 (mg/kg)
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4) BT —4% (EERERERS)
A X2 200 & %V % 2000pg/ animal/day O H & THEIAZ AR 7 2 Hv 28 A BEENFHER 5- L7256 0
AR R 13 BB AAT: 3~T A CIZIE—E L o7z,

(pmol/mL)
100

2000 ug/animal/day

R H N O S BEE

200 pg/animal/day

¥
0 7 14 21 28

Bieiks5 A
A XZBITHHEEARERSFOMTRRE
mean*=SE, n=4
5) HEROKE

NI 17 = bmg, 10mg # BREEZRAKRG L-GE. 5% 3RH CREMLTIRE (2
i 82.8ng/mL, 121.8ng/mL) (ZEE L7z 26,

(ng/mL) —e— 10mg
—*%— 5mg
100
I
+
}5
= 50
1 1 I ]

1' é :'s 4'1 6 8 24 (hr)
B B (n=6, meanXSE)

EMFRAEE  10mgiks @ 3.685
5mgik 5 : 4.585[)

N7z (bmg, 10mg) HEROHRSHROMPREE



. M EREICBE T S

6) EfEOKSs
HERRE O G280 5 AT 5mg/ B2 S 30mg/ H ~HMiE L7354, 1~5 A T GE0 NI f
BEN ERT 2B E2R LN, 6 HBIZ—TIZZ2 5 HENED il 20,

(ng/mL)
200 -
i
:E 100 1
=
E
0 7T T T T T T T
T24 8 2{1 T 48 T 72 96 120 144 (hn)
5mg 5mg 5mg 10mgT5mg 10mg TSmg 10mg T10mg 10mgT (n=6, mean=*SE)
5mg 5mg 10mg 10mg
B M

Ny 071 ERREROMABPIRE

(3) st
KR L

WRE - HREORS
KR L

. EYMRER/ANT A —4
(R A&
MR L
(2) RS IR FEE 7E 35
Y LW
Q) HKREEH
<HNBEAT—%2>
EWFRERE] (tyz) 0 161 K] (50 & 50 % 100ug #liFEPN HLE1# 5-)
@HIITIUR

<HNEAT—E>
N7 e OBEERTICBITS 2 ) 7T &% 32.1mL/Mm (50 & 5 Nk 100pg BEZEN B E]#% 5-)
B)RMBE

<HEAT—%>

00T = DRI AT T3.8mL (50 % U013 100ug EPEP BT )
(6)Z DAt

AR L



VIL_ EYEhfelc B9 5 HH

3. BEE (REal—ay) @i
()BT A5
KR L
(215 A— S EBER
KR L

4. % U
BARANA

5 9

(1) — fixi B P @ @
<g@T—42>20
1R — M BP9 % w3 % .
7w MZUC-/7 1 7 = 10mg/kg % HARNE G- L AR PN B OV A BE DR IRF A28 2 it L7,
MPN S3 AR FE LI SRR AR N IS U IR EE T 0 | I I B IR F) & R LTz,

(2)I % — R A& AP & E T
<ET—4 >
IHRT v M UG- 17 = 6.3mglkg DR T 12 HHKEFIRNEE G Ui, #5524 B O i 6E
T L IO CER I XL 0 bR Lz, FWAR KGR bhenotz,

“C-NHY DT UERIKRS Y M 6.3mgks DAET1H1[H
12 HE#IKRRERS L -ROBBPRIAERE

Nru 7z YERE (pgeq/mLor g)

Ak #h 2 B %458 #h12 B
24 B 24 IF;fH] 24 IF;fH]

FEAR i 0.057 (n=2) 0.060 (n=3) 0.066 (n=2)
FHAR BB 0.052 (n=2) 0.063 (n=3) 0.058 (n=2)
TRk 0.109 (n=2) 0.123 (n=3) 0.151 (n=2)
FER A 0.278 (n=2) 0.354 (n=3) 0.222 (n=2)
JiSrs 0.075 (n=2) 0.097 (n=3) 0.064 (n=2)

Jif V2 iR 0.065 (n=2) 0.073 (n=3) 0.070 (n=2)
i R4k 0.045 (n=2) 0.055 (n=3) 0.057 (n=2)
s V2L AP ik 0.093 (n=2) 0.113 (n=3) 0.094 (n=2)
EVIN 0.257 (n=2) 0.309 (n=3) 0.195 (n=2)

BT P A R T,

FEIMN D n (T8 EE R T,

IR 20~21 HH DT v MC 4C-237 1 7 = 6.3mglkg O JH & THIRN TR 514  BIRFEO IS RHAIML IR 2K,
feE ik, MeRFI L O R O ae 2 0E Lz, 5% 6 Rl £ CoRITimik. I &L OaEH o
PEFE TR R PRSI b U TR o 72, M. R VR & OVEK IR D tmax (XENEH 15 43, 30 0K
O 6 FEfICH Y . LIRREGE Lz, 240D lEas 1 O eI EE ORE I T RHA M 2 5 OREIZ A TRE TH
-7,

B)ELA~DBITHE
<ET—4 >
IR ORI T > h T, IR TG 24 FEE F TIZEG- 80O 0.0062% 0317 L7z,



VIL_EYyihieIZ B4 5 I H

(4B~ DT
<#gYT—4%>
[VIL5.(5) % DL DB~ DBAITHE) S
(5)% DL DRI~ DFITIE
<#gYT—4%>

Z v Mz 1C- N7 v 7 = 0.3mglkg O H & THIEN XILEIRNICHERBIER S L, VANV 7T 74—
EIC LR IREZRE LT, BEGRBEICK D0 0MER ik LTz,
BEEN# 554 D RelL, 2 < O/ TR G-#% 3 REMIC R iR IZE LT,

“C-NHpOI2xzE Sy MZ03mgkes DEETHERNXIE
BARNE RIS OEB P RESTEREE

HatEEE (ng eq./mL or g)
iR RN £ 5 FrRPN e 5
15 4y 1 FFfH 3 HFfH] 24 g 15 4y 1 FFfH 3 RFH 24 KFRE
ik 385.12 181.55 185.02 95.81 283.82 112.96 25.70 N.D.
KA N.D. 29.97 36.99 19.84 18.33 (9.17) (8.73) N.D.
AN 13.08 (8.82) 78.93 24.37 23.21 (9.97) (8.91) N.D.
R Ek N.D. N.D. N.D. (9.35) N.D. (9.17) N.D. N.D.
Y- 72.62 42.41 101.23 92.34 181.46 114.65 28.46 N.D.
Jiti 166.34 82.30 168.67 78.98 352.85 72.77 15.39 N.D
JF g 122.64 89.77 216.21 138.72 563.98 142.72 28.37 N.D.
R Mk 1311.87 674.70 1304.41 881.55 4883.21 841.48 145.21 (8.73)
JI¥ ik 104.43 45.52 134.28 93.68 347.98 103.01 18.59 N.D.
el 70.57 39.03 99.54 91.99 301.77 139.70 20.81 N.D.
=N =] 28.92 N.D. N.D. N.D. 41.65 18.40 N.D. N.D.
== 17.70 (9.00) 26.15 39.56 65.60 34.59 19.30 N.D.
BRI 29.97 22.77 61.24 80.26 154.90 120.33 26.06 N.D.
S ST 392.05 1297.66 4586.52 218.87 (10.69) 12.02 (10.69) N.D.
FHE* | 11742.60 | 72234.19 | 67128.61 1811.32 (8.38) (11.04) (11.40) N.D.
fird = 527.37 724.01 1221.24 44.72 23.57 13.00 (10.69) N.D.
TR 140.77 145.03 239.66 59.82 322.74 98.30 17.35 N.D.
Wb B END
n=1

ND.: A—+F V47T o LTHRETES

FEIMN O3 E R T ORIEM (EEREA=11.57ng eq./g)
B)MBELFEEER

<gET—4>2

MR BAE A FITIE Y,

6. X
(R BEER AL R UL BHRER
<BE . #FOHS5>
B RO 15% B AFIIC B O TRES 7L, 780 ITRE ik E L TR SN 5,
QRBI-BET B% (CYPE) OHFiE. BE5X
FERFOLERKIZ CYP 2 7f (CYP1A2, 2C9, 2C19, 2D6, 2E1, 3A4) ZBE5 L72wy,



VIL_ EYEhfelc B9 5 HH

QRWEEENROFERUVZDEE
Y LR
GRFVOFEDFERVFEMSEL, FHELE
<% gOr5>
Nra7 s eRARG LESE. REOPREEE LTHEET D, —ITBIibiyT I /s
4-hydroxy-3-(4-chlorophenyl) butyric acid IZfX#f S 115 27,
RO TNITEERRD HRD,

7.8 it

(1)BE R ERAL B AR B
FELTHEN»S (RPIZ) PRt ns, @EEAICEG SN A7 87 = 00F, BEROTEER M~ H
WZE bl o THEFENDIERT 2 LHEE ST, )

(2)8Eitt =
BERE NI 5 BF D B
<#PT—4>
BEMEA X2 UC-/N7 1 7 = % 250ug (59 0.019mg/kg) A BEENHRIEE G L7856, BG4 6 IEfil & Tl
HED 61.3% 0N RHICH S, F-H5% 48 R CORFT R OFE PR IL, ThEhn&Eb &80
96.3%.0.0% T, & 7196.3% T - 7o, & 5% T2 K[ £ TOJR P R OFEFPRIERIT 2 E &5 8D 98.5%.,
0.1% T -7 30,

(BEEICHTI%)

100—_

80—_
g mean*SE (n=3)
o§ 60 | P
- —— %
E 40 ] —A— R+
piis _

20 4

0 —{ 7}

0 12 24 36 48 60 72 (h)
5 %R

A RNZBTHHENERRERORPRVEHRRE MR



. M EREICBE T S

<BE:FOKE>20
1) FEEERRA 12 fllc/ N7 v 7 = bmg, 10mg ZHERR AL L6, IRTPPEIERIZ TR O X 5 154
24 I CENENHGEDR 80.8%, 78.7% Th -7,

(mg)
10 -
7
&
2
54
B
zfaﬁ
£
—e— 10mg
—>%— bmg
0 él‘. é 2|4 (hr)

B (n=6, mean=*SE)

N7z VEERORSEORPZBHRE

2) fERERR N 6 BlCHEIAIC K v SR 0 &G Lz a, BEEG R U CRTHEREIZ 1 B H 80.8%. 2
HH 75.8%CHV. 3 HHLKEIL62~63%L —ETH-7T,

(%)

100 7
R
i t t : 4
& 50
H
pi:
=
0 T T T T T T T T
48 24 48 72 96 120 144 (hr)
T T T T T T T T T TT (n=6, mean*SE)
5mg 5mg 5mg 10mg |5mg 10mg [ 5mg 10mg |10mg 10mg 10mg
5mg 5mg 10mg
B

NI BT 1 EREORSRORKRY ZIEHME

<E . g BO) 742>

1) A X|Z UC-/"7 17 = % Img/animal O & TkE M H[E# 5% 48 Bl E TORT, FEH~DFHHED
BRRRIIZENZENEERED 91.3%, 1.7% T, A&t 93.0% Th o7z, A XIZHT 5K AKGRFORT
PESH 1IN B 5 O Z L EIRIERBECTH » 72,

2) v MZUC-N7nu7 = 6.3mgkg FHEREOEE Lzl 24, JRPICIT 12 K. 24 % TENE
NFEERD 66.3%., T7.2% 5k Shv, #h R HICiE 48 FEf E Tz e & 55D 0.99%. 3.47%
D3PI S A7z 29,
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8. FTVARR—E—IZEAT B1ER
B R L

0. BA%IC L HBREE
B L

10.BENEREETHESE
MM ER e L

1. Z D1t
MM ER e L



VI Zzs4efh (B EoiEEss) (CBId 5HA

VIIl. £ (ERLOZIESE) T3 HER

[

HERABEEDER
&=

[

1.1 REORAFFERS L. AFORENFRESAICKBINERAORY TR TLEBAEHLE TT
Sth, RUTVRAT LDERAAFME L VICERARBICLLIAEOREEZH S, LA >T, XFHD
RIS, ARFREVERARFONYKRVICETIEBETZ2ZT-LT. FXFDREERUVED
ME+oEEL, BRICET S+ 08 - BROHIEMDANITI Z &,

1.2 REIORBERPICRENEARDM SN D CREBRAEIK (2. BHREOEL. RN ND Y FEE.
FAEE. HMRUHMARES) NERL. RTICESHLH/ESATHLIOT, FERLDZEE] T+2E
EL. BRERIRBRLGVWESBYLGHEZE LS L& BT, BHITH LERERREFEDAEEMEICD
WTHREBATH &, [7.3. 8.1 5]

1.3 FHDFEICRL T, BEXEZNIZRDOYBLIETNLEICH LT, FFOEEKE. FFOKRENE
HIZhH-2FREMNH D &, BoRITRAFERERKICIFADKR Y TR TLLBAAHOE THEA
TRARENHY ., RUTVRATLIZHRT 2EEEAH S LE2THICHAL. XEICLDPREERF:
LtTHREZERAIRI S L,

fEER

AANC LV RES L EELRAEFR L L THIER EBBERELNH D, WTHbR TV AT LAOREERF

TITER L TRIT 5, AAlIO@mERS, BEDUEIRZEREE L, EUIHIET 2720113, ARKOCR TR

T L L TEMA T2 L ECHE ShRTE R bev, 7o, RENESHEICT CITkREL

T2 T2Dlz, BT L TARI KON 72 AT WMIBT L fabtt 2 51 L TR BERH D,

1.1 G822 AR OZEVER OV Z o0 CHAE U AT ISR 2 03 7 Jnaik - fEBR D & 2 BRIl D 22 D3 AH
DOEMF R G21T9 2 LB TE D,

1.2 ENERARRER TITBERUEIR 2N FEBL U T SEBN L7220 o 72 23 Mg CILEBEDUER IZ K D TR HE STV D
( [VARERUREZICEET IR KO ML EELGERMIELZTDER] 2H) |

1.3 AFPLEIIHVONDTZDITITEE BT MOERE L RITETETIRRONEE AR OLZ 2R
IMEIZBE 4 20032 AT TR BERH D, FriZ, BEDER, @8R GE1R IR L72GE OFHERIC
B3 2 BARAY 2 Jndli ., EAEALB IE Do DIZIEFICHE TH 5, BAMBEEEM L OREBASCEZ VT,
B FlE, MEEFEA~L T ORAHPLETH D,

2. 22 (ROBFICIFZRELEWNI L)

2.1 AR O STxE UIBEBUE OBEERE O & 5 A

22 Ry 7T VAT DRGABRBNIEGIEICIRA L TSR DERYYEICRE L TV L RE T, IFROEIHE
DIYRAITNEEDHTZD, ]

fiRER -

21 Ny n 7z 8 bmg + $E 10mg AT HIERFHLE L TREL TV L —ICEANC L 2 muEs £ 2 L
TFHREICHERS T L, BEERBBUEZSISEZITBENNH 5,

2.2 BYYEIZHBAE L TV BEE TIL, R THIARREOGIHED U A7 NEmE D Vbt Tn b,



VI 2zttt (B EokEgss) (CBd5HA

BEXIIHRICEET 5 FE LT DER
RE STV

. BERUVAZSICEET HETEELEZFOERA
[VARERUABAEICEET HEE] 2

. BERREARMIRE LT DER

8. EELERMIE

8.1 BERTAEIR
AFNORIRE PGP IE - hilr S & @B FrREB O & b (X5, S&L, BUEIRARSE) |
BREREAE, U N T NER E L TORMOME, FHEEE L & ORI L, EIUTHBUHRAHE, %
BERAEROILEDL L bbb D EORENHLOT, HE2TILTHEHAIL. HEEZRAICEET S
R EEEITAT O 2 L, WSO 12 R OFRA T 82 ] GELICE 72 17 flx&de) OBEHUIERD
W SN TS, 8%, BEBUERIIAF OFRGH L « PRI R S H LDRNIZEHR L TnD, 7o,
HEBUIE IR OBRIRAOFF L, BRI AC B0 JRYE (WliE) | EMEE ARIRE . PRRRE T IR PR E o
FEL & D WIEAGETTHEIR BB IR E 2R RIE S I LT 2 Z & b H 2 O TERICHERET 5 2 &, [1.2,

7.3 &501]
8.1.1 —MMEIREA

AFNCBT DEEBUEIR T, AT —T D v T 70 FRZHN) | R TROERRE, N7 oE#
B, TR - - HEREENRRE T, BET 2820005, A7 BT —T A KRS v s I~
(FHOHEMREROEN T 07T I T OMAELZRAGO L, R TV RAT7 807 v 753
VIROE=H VT FEOHIEAT V a— VK ORZEOFIE, 72 b NNIAR T DT T — M +01E
BT 5 b, BERONHEL ITIGGH T O 7= D522 O BmEME K OBEBE R O W HER (512 X
DGEE L CTWEHE OB 2 9 FE, MEIR TR OEERT) oW T L, BERA LN
THAIITELIIZZ2T 5 X 0BETL 2 L,

WiE

BEBLIEIR IS RT3 DR m & LT, #&EHIE - FlrETo &S 5V IEZF itV & TOARA O 85 FH
BRSNS, WEFHBEPENDIEAITL., X7 o7 oknfEh, XUy U7 URER (D7
BRLE) OO, B, UIFIRNESICEVIEROEELZ T TEb 20355,

8.2 IRAEZMT Z LNH DD T, AFIEG O BE T ABBEOERS G A 0 O MR OBRIEICIIEE S
BRVWEHIEETDH L,

8.3 AHKIOEHITE L Tid, BEBUER, @ERESICIZRWEANRETIBZNARH Y, BEXITZNIC
ROV EHENRETH LT, 2D DPMIEERICOWT AL, BEA2K B2, B
WCERNZERK L, 2L ERE 52D 2 L,

8.4 AFNC L HIEFEIL, JRIRFETIE RS AHERIETHL ZEICHEL, Ve T—va VEOEANZD
WTHBIZEBRETHZ &,

8.5 MIMIB W TG X D BEER D HE SN TND 12D, AR OELGIZE L T, BGEHA 5 OREYLIC
FEE L, BRESED ONHEAICIMRREL FERT 5708, MURLELTTY 2 &, £, B
RICXDERNRET D2 ENHDLOT, BRRICHEE L, BESRD ONHA ISy 20
1T

&
N o

()1




VI Z24te (o Ess) (B4 5HEH
fi#Es -
8.1 [ENEFARER CIXBEAER 2 2 LT BEIIZRD R T2, WM BW TN 1 7 = v OB Eiifk 5

R DBEBUIEIR S TR 1T E STV D, BEBUEIROZREE L LTiE, 1811 —MAGREA] (TR0 H
D &9 R ANBIR I AR SNOER L 72> T D, 1o T, FafFE IITBERER 2 T3 5 72 DORLRE
JOFEEL LT BR O RUEIZ BT 5+ 7 Ml L BT B

Coffey & 3VIZ LAUX, N7 17 = UBEPENS GREIZAE U 2 BEDUERIZ TBH rTRE. ot 72 18 3 it S 4
MEEIERRECTH 5, BEBUERICBEIT 2 IELWHERA O Z LIk -2 TY A7 2 [T 5 BEFEOZM 55,
BRARFOXIGRATREIZ 22 Do F BB S IRIRAE . ARRIEI AR MEIE (RS B AR O SUR B8 & ORI
WHEFRE T 22, WYIRE DN ENTZ GG, 24 FEI S 72 RERIIC 0 TRERIZER L, 7 L7 F 0%
F—B. FNTURATIF—BOEHEZMND BB RARIE, T - BoORE, R ILE N EEEREGERE A 75
L, ECWCELZERHDHELTND, Ll LT, N7 a7 o AHBENEGOFE, A& U7
P REROBEERHHTEH D,

E. WA T SIBEBUEIR OFER & LA RIS 5,

<JFEBIHB A >32)

24 RBVE, MAVERRE, SRR N 2R, BAEE T AU A

Ny a7 CREVENE G BREED D 3% JIE O RS FR O R K OFF BRRTTHEN D b ifEZZ L,
AN 7 2 PTFEN, ROT2BRBET L0 I@0 b, R, A7 07 = iRTTE
A ERRTTE TN L7z, S HIC 24 WERHILAIPIC PR IR EE, RMEICRRN B L7, ABL, 8 S
NICU ITB%E ST, RIRIE 40.3 B, WRANE 127bpm, IfEI1X 85/45mmHg., H R ¥I% 18bpm TH
o7, HilAH (GCS:6) T, MM K OMHIAR S & IHK LTz, MBI AR OREMEAGR® bz,
BUIEMES 2w 7 BEIRAR . BEME R R OV & IRIR & O\ A TThi: (REMLU TSR , 2
H, Rr7ZMAEL, 7077330 73R Lo TRUTDIEE>TWAHZ ERNHIA L7290, LIETOML
¥ (260ug/day) TG 7=, APt 3 HEH. JREITHAD L (<400ml/day) . 7 V7 F=UF EHL
T Cre:5~6 [mg/dL] Tholz, TDO%, AEBREL L0 ABEHITENENRIEZIT> 7, D=2
— RV A LER L 20~25% TH Y, ERBEEARICHD Z LBRWLNIRoT, va vy 7iF, B
R4 M ARA:, DIC, Dl /e L2 X 2 Zhgas A 24 = Lzod, ICU TOHEPIEFRIC LY, 3k,
NLRERgen OB L, S A2 EEE L,

FRAE A FEHEME ABE1 HH ABE 3 HH
CPK (U 25~235 5250 15878
CPK-MB (U/L) 0.5~6.3 12.1 3.4
Na (mmol/L) 142
K (mmol/L) 5.1
Cl (mmol/L) 120
Cre (mg/dL) 2.1 5~6
WBC (/uL) 12200
Hb (g/dL) 16.5
Pt (L) 13~40 5 9000
AST(GOT) (U/L) 1128 2566
ALT(GPT) (U/L) 1140 2993
ALP (U/L) 90
T-Bil (mg/dL) 1.2
PT (sec) 10~12.5 20.2
INR 0.9~1.1 2

(M1 Z2ERREEDOER] LU TVARERVAEICEEY 58] 2R)




VI 2zttt (B EokEgss) (CBd5HA

8.2

8.3
8.4

8.5

N7z OFEBER (FARARINEIER) I2X0 . N7 a7 CREENE G RHIER A 0 O B o #
TE~DEES LR A R AR & 5,

] PR IR AR M OUK E BRRGBR IZ I W T RIS (RRIROR, 5. 85T, HIRS) | KriE®E (R
LIEE) | AR LAORASEMEE (BEE, HRES) S0, fGREZ M B OBEICSREZ < 72
AREMED B 2 B EFLBHEO LN TN D,

VI ZENBEZDEB SR

AFNIEBRZDO L OEIERE T HH DO TIE e, DBEIISLINEY T —va REZIFHT 22 ENEE
o, ARIRGICE Y BEREIGEL, BMCABEOKERRAENDL Z M6, BETENIRO Y ~E
UTF—a UNAREIC e D, 1o, MEHIRILOT-DD ) N T —va URRE L5, RIEFEL%G
BT, HEEL VALY T — g CHYEFENEEE L, KEOREICE DA O HEHTC, U ey
T—varEERETOILERD D, B, UV T—Ta rETLHERIE. AT =7 A0ihER Y
Ch, EdNeERNETRNEIICER LN GHERT 5,

WEAMZ IV TRYRIC K DR S STV b, 72, EWNERRRERD O BERIRIC K 5 — M O3 23
WEINTWD,

. BEDERERIHBHICHTIIE
(MEHE - BEEFOH L EE

9.1 AHE - BERZEDHHEE
911 TANAEERUVZDHREEODHSEE

912 RHEEZTOHLESE

9.1.3 HILHEBDODHLEE

9.1.4 HRA2DHLHEE

9.1.5 BERARRNERZDOERTIRZAILEE

9.1.6 ERENESE

917 BREEEHT HEE

9.1.8 BERDRIREEERY BE

EREFHRT 2BENUNRH D, [9.7.2 ]

FERDEL T DR800 H D,

JEIR S OIHALESROBEWER A Sh TR Y | JERPNEL T D2 BThDRH 5,

KA DM R &0 RIS H S bhoBThiH 5,

REZEAILD 5 VIAAOZROWIEIZ LY | AHRMERRRUN B R 2 5B 205 5,

LRSI L TRy (BB D720

RHEN T oNDGEN S DD A7 Y —= 0 FRHERGYEICRE L TWRWI L 2R T 5 2

Lo Flo, BYYEICE Y FIRCHES BOHED Y R 7 BN@EE D72, R TV AT LMEARFNT b BFH D

BYUEICRE L TV L 2HEET 5 2 L, R T VAT MDA RITEGYEICHRE L2581,

MEFEPREC D ERHLOTEETDHZ &,

ARANDIEEAIE TR D AAI D (S BT 2 THEME 2 5 5,




VI %

etk N EOEES) (S 5IEA

e

9.11

9.1.2

9.1.7

9.1.8

N7 x4 bmg - $E 10mg S BT OEEFHEHE L THREL TS, N7z fEITLD, T
IDNAERZFRT 2BFN0NH5 ( TVL6.(T)/NRE] &) .

N7 17 = 8E bmg ¢ §E 10mg EHIE T HOEREFEE L TREL TWD, fEMHRMERE. #ERKIMLE,
bHOHVIISETLRIEA AT HHRE T, N/ a7 2 OROFLEIZ L VIEROEANPBEZINTND
N7 8u 7B bmg - $E 10mg & HET HEEFHE L THELTWD, ﬁﬁ/}_’C%@%TWTf‘%m\ H
bR, Bk, BBEHLRENBO LN L DRERD D,

N7 a7z U8 bmg- #E 10mg EHETHEREFHE L THEL TS, N7 a7 = OfitiRiERIC

V. FERINRIARBLT D 2 END D,

B E R ST1E T6 L EOFMBEREOL AN D EOHET, B, Vo Feim 5 O H 013 035
JRR & 72 2 DR — KA TH D & Wb TV D, BEMBERNEIEEEDR & 2 BE BT, KAlDHK G 222
R 2 &L BEBUERIZ X0 VTSN REBL L, REZARA ORI 1220 B AR s 53
HETLHBENNH D,

RARERE TOMEHBBRAIRON TN D7), BEEOEFEICEWTIIEEICRG T 50ENH D,

EREERHRICE TOIRABREDRERH

& &\ SiE 14K
10kg~ 1*
20kg~ 0
30kg~ 1
40kg~ 3
50kg~ 10
60kg~ 7
70kg~ 1
80kg~ 2
at 25

*25ug ¥ 5 (18 1%, &K 122.0cm, K& 14.4kg)

FRYYEIZB LT, LR D 3 RICHEET D Z &,

A7) —= Tl

FEOYEIZ LY | EMEOBAEARD N | i e — AR5 2 03D, E-> T, IEM
ﬁﬁ%#m@twai A Y == JHRHCEGIEICRA L TRV L 2R T 20BN H 5,

AN v THEIA T

JEGYEIZ L0 FIRICEE D AOHED Y A7 BN@EE DT, Ry TREAI R DPEGYEICRRR LT

RN L EERTLZE (M2RESABRLEZTOER] 1) |

R T VAT MEIA T

Ry TV AT DEIASBIEGE IR L7 A 1%, HEREPRE /5 2 W50 THEENLE
Th D,

AFNIBEE PICIEB S N BRI EFTEERA~BATT 2720, BHIKOTER R T 2~ 4 BF Tl AFIOBREIC
WL 2 DRREERH D,




VI 2zttt (B EokEgss) (CBd5HA

QBHAEEEERE

9.2 BHREERSE
HEOFHICERT D2 L, RANTKE S DBREARD EEIRPICHHES D720, P RENS EHT
LEENRD D,

e

Nrm7xd, BARSEOBENESONTNTH, REEIEEA ST T RESDREMEO E FIRP
Rt S D, Ledio T, BHEEEEE XM e 7 = VIREN EAT28E0RHDH, N/rT =
CREENHEE S H O MR AN v 7 2 VRO SREO 1/100 BLFO LLER ) REIFHEER SR Y
AZICEE L, BHREREEE IO L CHEEREGOHEOFGNNELEZ D, ok, BikiERERS
ERIGE LT BARRBRITE NN B W TER I TWRW2D, 7 — X dke 0,
Q) REEEERE

9.3 HFiEEERE

SERDEAL T DB ENDLH D,

e

Nrna 7B bmg - $E 10mg EHETAEEFEE L THREL TV,

(AETEREZEH T 5F

RIE SN TR
(5)4Eh
9.5 1w

B0 SR L T2 ATREME D & 2 eI TR E OB e fakit 2 Eml 2 & fl S 5558120 4
BH542 2L, BMER RS v RN GRE) ClhEz@iRd 52 ERgESnTnd,

e

UC-N7 17 = OIERT v FERIRNEGRBROFER, FK, BIRME. BIEFEE OCRET~OBITRRD
HIVTW D, il SRR LTV A RIBREM: O & 2 oIkt L CIXRE L OB SMEN G 2 LRl 5546 0 A% 5
THIEL,
<BE: BHBRE>
WM I D ITiRRF Off
Ny a7 UBERNESIEEOEES, RO 8 7 = AR TP EEMMELS . FBERHENAR N LALT
D7, IERP OIS T 2 RAOFBEITRD L0 bR ThRV, T, AT r 7 o
TN P G189 T OITIm O HIFE B 03 s ST D 883439, SEIRMG (ZISHE AN L7272, RV T ORGA R & (T
NI a7 o REEN R GIRR A BEA U TIER b A ST D 89,
(6)i=FLIw
9.6 ZILIF
18R EOFIMER ORARBOA LB L, RO UTT L2 RFT 2 2 L, BiER (D%
7 v MERIRNEE G RER) CHAHTICBITT A Z ERRESR TV D,

R -
MG BT = L O T v MR SRR B, I ~OBTRRD 5T, BRI TS
ST IR L DA AR OISR O A FIME 2 B8 L. R ILOME U I 2 BT 5 = & ( TVL5.(3)8Lit
~OBIHE BB |
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etk N EOEES) (S 5IEA

Uyh%%
INR

9.71 RNy THIARI AR REE THLZ L 2BETHZ & (RHFEHOR L TOEFIRLESHTHZ L),

9.7.2 FFZTADAKOZ OO H 5 BE CIREELZFHETIBETNAH S, [9.1.1 2]

9.7.3 3IRATDEF BT D BRI 512 L 2 AKRBRIIG S Tuniany,

R

9.7.1 NEEBIC AR v 7 AT A~ AR EAR T D ITBE LT,

9.7.2 VA DEFIRABRIZI VT, BRAITEE TN ORERAEDIEBLR D & < | IEMERREL O B O/NRIZF W T
ETADADEIERENZ ENHHRE L ( VWL6.(1)EHE - MERZOHIEE] 1) .

9.7.3 WRRILITAT » 7= &BIFHA 5 oM FRGERA Tk 3 okl 0 BE IR T 5 B % 512 X 268 FRE
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FRIRHH | RO (BRI (%)| FHRER | FRMI FROK (%) R | FBRAIEK FREK (%)
BEES AT RS 1 1 3.3 1 1 4.0
EITN 2 2 6.7 2 2 8.0
L EBEERVIRERBA (MK 3 3 10.0 3 3 12.0
FRAE TR 2 2 6.7 2 2 8.0
L3 1 1 3.3 1 1 4.0
FEEN 2 2 6.7 2 2 8.0
HEE 1 1 3.3 1 1 4.0
RLE R B £ RAE BAHEE S 1 1 3.3 1 1 4.0
ERERIRE JNERI:N 4 4 13.3 1 1 20.0 3 3 12.0
CRP -5 1 1 3.3 1 1 20.0
HRRES 1P 4 4 13.3 4 4 16.0
IR 3 3 10.0 3 3 12.0
BERURKES HESR R 2 2 6.7 2 2 8.0
PR IEE 2 2 6.7 2 2 8.0
PR PH 1 1 3.3 1 1 4.0
ERRRVIERE MRS 1 1 3.3 1 1 4.0
EERUVE THRBIES |+ 558 1 1 3.3 1 1 4.0
mERES EaU] 1 1 3.3 1 1 4.0
I 1 1 3.3 1 1 4.0
< RHEERESHBR>
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B OE B 3 Bl K 14 3 Bl 11 41
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) R | RIRGIER [REEIE(%)| FIREE | RGP FROIE %) KRS | REBIE FBEHH (%)
HERUREES HE Bk 1 1 4.0 1 1 5.0
BEES JUE e 1 1 4.0 1 1 5.0
{EHE 2 2 8.0 2 2 10.0
T 1 1 4.0 1 1 5.0
L 1 1 4.0 1 1 5.0
B AR 1 1 4.0 1 1 5.0
HEE PR 1 1 4.0 1 1 5.0
2EEBERVRERFR |IK 2 1 4.0 2 1 5.0
E 371 AT IR B 1 1 4.0 1 1 5.0
THIE 1 1 4.0 1 1 5.0
ERERRRE CK(CPK) k5 2 2 8.0 2 2 40.0
LDH k5 1 1 4.0 1 1 20.0
M EAR T 2 1 4.0 2 1 20.0
BERRRUSEESHAE |95 1 1 4.0 1 1 5.0
B 1 BRI 1 1 4.0 1 1 5.0
HERES I 4 3 12.0 4 3 15.0
JER R 2 1 4.0 2 1 5.0
BERGE 1 1 4.0 1 1 5.0
fEERR 1 1 4.0 1 1 5.0
AEE AL TE 1 1 4.0 1 1 5.0
MR35, ROZR R OMERRIEE | W% K 1 1 4.0 1 1 5.0
RERUVRTHEEE |2 55 1 1 4.0 1 1 5.0
mEREE 2 1 1 1 4.0 1 1 5.0
TR 2 1 4.0 2 1 5.0
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R | RIRGIER [REREIE(%)| FIREE | RGP ZROIE %) KRS | REGIEK FRBEHK (%)
IDEEE WIS 1 1 4.2 1 1 5.3
BEES 5% 3 2 8.3 3 2 10.5
CLTN 2 1 4.2 2 1 5.3
Mg - 2 2 8.3 2 2 10.5
£ BEERCRERA T 1 1 4.2 1 1 5.3
FRARE JEs AR R 1 1 4.2 1 1 5.3
1 A EER 2 2 8.3 2 2 10.5
BE. PERY AT —TNEE
WE A G R ! ! 4.2 ! ! 53
ERERRRE CK(CPK) |5 2 2 8.3 2 2 10.5
i VL iR SR N 1 1 4.2 1 1 5.3
HERREUVESER % 1 1 4.2 1 1 5.3
EE U P J 1 1 4.2 1 1 5.3
KT 1 1 4.2 1 1 5.3
HERES I 3 2 8.3 3 2 10.5
GG 2 2 8.3 2 2 10.5
ERUVREES HEIR R 2 1 4.2 2 1 5.3
JRIREE 1 1 4.2 1 1 5.3
JREA 2 1 4.2 2 1 5.3
EERRVEEESE EIESITS 1 1 4.2 1 1 5.3
[EIRAL T 1 1 4.2 1 1 5.3
EERUVE THBIES |+ 558 3 2 8.3 3 2 10.5
it 1 1 4.2 1 1 5.3
mhEEE YR 2 2 8.3 2 2 10.5
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1) BE=5

ELN—R
AR

A DEIERFETREE

REBHNAESEREELIH . ENHR

XN /N A
Beh& (ug/B) " FULBIEKL FEHL " FULBIEKL FEH N FEHUFIEL FEHL
i (%) prgg | P (%) pg | P (%) s
1~100 335 25 24 ( 96.0) 359 5 5 (100.0) 135 | 20 19 ( 95.0) 224
100~200 i 21 18 ( 85.7) | 266 4 3 ( 75.0) 91 | 17 15 ( 88.2) 175
200~300 i 12 9 ( 75.0) 51 1 1 (100.0) 1| 11 8 (72.7) 50
300~400 A 6 4 ( 66.7) 11 0 0 ( 0.0 0 6 4 ( 66.7) 11
400~500 A5 4 2 ( 50.0) 31 0 0 ( 0.0 0 4 2 ( 50.0) 31
500~600 A 4 3 ( 75.0) 27 0 0 ( 0.0 0 4 3 ( 75.0) 27
600~800 A 3 3 (100.0) 23 0 0 ( 0.0) 0 3 3 (100.0) 23
800~1000 A 1 1 (100.0) 5 0 0 ( 0.0 0 1 1 (100.0) 5

5 ERRIERFATRGIE - ERNGEER

LN IR A
B58 (ug/H) FEULBIEKL FEHL FULBIEKL FEH " FEHLUFIEL FEHL
Bz (%) P | P (%) pg | P (%) g
1~100 Al 25 | 11 ( 44.0) 24 5 2 ( 40.0) 3 | 20 9 (45.0) 21
100~200 Aiifi 21 7 ( 33.3) 12 4 1 ( 25.0) 2 17 6 ( 35.3) 10
200~300 AJii 12 4 ( 33.3) 7 1 0 ( 0.0 0 | 11 4 ( 36.4) 7
300~400 i 6 2 ( 33.3) 4 0 0 ( 0.0 0 6 2 ( 33.3) 4
400~500 A5 4 2 ( 50.0) 6 0 0 ( 0.0 0 4 2 ( 50.0) 6
500~600 A 4 3 (75.0) 9 0 0 ( 0.0 0 4 3 ( 75.0) 9
600~800 Al 3 2 ( 66.7) 6 0 0 (C 00 0 3 2 ( 66.7) 6
800~1000 i 1 1 (100.0) 2 0 0 ( 0.0 0 1 1 (100.0) 2

2) HB5HEARI
BENAEEERREEGH - ENRER

EUN MR A
k5 H] N FEEGIEL FEH N FEEGIEL FEH N OB | FEEL
PRl o L | P o e | T o | e
AG ) == 30 23 ( 76.7) 70 5 4 ( 80.0) 11 | 25 19 ( 76.0) 59
Ry TRIAR~30 H | 25 25 (100.0) | 161 5 5 (100.0) 32 | 20 20 (100.0) | 129
31 H~60 H 25 11 ( 44.0) 30 5 4 ( 80.0) 11 | 20 7 ( 35.0) 19
61 H~90 H 25 11 ( 44.0) 32 5 3 ( 60.0) 13 | 20 8 ( 40.0) 19
91 A~120 H 24 12 ( 50.0) 23 5 3 ( 60.0) 7 | 19 9 (47.4) 16
121 H~180 H 24 15 ( 62.5) 41 5 4 ( 80.0) 19 19 11 ( 57.9) 22
181 H~270 H*1 24 18 ( 75.0) 65 5 4 ( 80.0) 21 19 14 ( 73.7) 44
271 H~360 H*1 24 15 ( 62.5) 45 5 5 (100.0) 13 | 19 10 ( 52.6) 32
361 H~450 A *1 24 14 ( 58.3) 53 5 4 ( 80.0) 21 | 19 10 ( 52.6) 32
451 H~540 H*! 24 14 ( 58.3) 66 5 4 ( 80.0) 24 19 10 ( 52.6) 42
541 H~630 H*1 24 13 ( 54.2) 48 5 4 ( 80.0) 15 | 19 9 ( 47.4) 33
631 H~720 H*1 22 11 ( 50.0) 45 3 3 (100.0) 20 | 19 8 ( 42.1) 25
721 H~810 H*! 22 18 ( 81.8) 44 3 2 ( 66.7) 10 | 19 16 ( 84.2) 34
811 H~900 H *! 20 14 ( 70.0) 44 3 3 (100.0) 18 17 11 ( 64.2) 26
901 H~990 H *1 18 11 ( 61.1) 36 1 1 (100.0) 3 17 10 ( 58.8) 33
991 H~1080 H*! | 10 9 ( 90.0) 31 — — — 10 9 ( 90.0) 31
1081 H~1170 A *1 5 5 (100.0) 9 — — — 5 5 (100.0) 9

1 EAREMZ MR
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A B /E AR IR GBI 2% - EREER

EUN MR A
k5 H] N FEEGIEL FEH N FEEGIEL FEH N OB | FEEL
PR oy L | P o e [P e
APV —= 7 30 13 (43.3) 34 5 2 (40.0) 2 | 25 11 (44.0) 32
Ry TRIAR~30 H | 25 11 ( 44.0) 25 5 2 (40.0) 3 | 20 9 (45.0) 22
31 H~60 H 25 2 (8.0 4 5 0 ( 0.0 0 | 20 2 (10.0) 4
61 H~90 H 25 1 ( 4.0 1 5 0 ( 0.0 0| 20 1 ( 5.0 1
91 A~120 A 24 1 ( 4.2) 1 5 1 (20.0) 1| 19 0 ( 0.0) 0
121 H~180 H 24 2 ( 8.3) 2 5 1 (20.0) 1 19 1 ( 5.3) 1
181 H~270 H*1 24 2 ( 8.3) 2 5 0 ( 0.0) 0 | 19 2 (10.5) 2
271 H~360 H*1 24 3 (12.5) 4 5 0 ( 0.0 0 19 3 (15.8) 4
361 H~450 H*1 24 3 (12.5) 5 5 0 ( 0.0 0 19 3 (15.8) 5
451 H~540 H *1 24 4 (16.7) 7 5 0 ( 0.0) 0| 19 4 (21.1) 7
541 H~630 H*1 24 3 (12.5) 6 5 0 ( 0.0 0 19 3 (15.8) 6
631 H~720 H*1 22 2 (9.1 4 3 0 ( 0.0 0 19 2 (10.5) 4
721 H~810 H*! 22 3 (13.6) 4 3 0 ( 0.0) 0| 19 3 (15.8) 4
811 H~900 H*! 20 1 ( 5.0) 1 3 0 ( 0.0) 0 | 17 1 ( 5.9) 1
901 H~990 H *1 18 3 (16.7) 3 1 0 ( 0.0 0 17 3 (17.6) 3
991 H~1080 H*! | 10 1 (10.0) 1 — — — 10 1 (10.0) 1
1081 H~1170 A *1 5 0 ( 0.0) 0 — — — 5 0 ( 0.0) 0
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BENELLZERND D, £, R TV AT AOT0 T T I 0 73 A, I AR EME, Aoy
n7 D, HDVIER Y T OMBERFEENRKCHRET L2 E083H 5, [1.3 58]
13.1 fER
R 7R IR, BT PP RS O PR INEIER Th 5, Eio. KA BEEL.
. REHBEET, KEMET - WA, MERT, @Ik SERERSLDILLZ ENH D,
13.2 WiE
HRMNIIAR Y T HAF I SE D (T u 7 7PN ENGEITIE, R TRNORFERRE T X THRERD =
ETHIERFEANTELLT D) o RSN AN D56, ANLERSH 5 WM EI S U TRET 5 &
&%Kbm%%@%%%%®kb®ﬂ%%ﬁﬁoKﬁiikbfwﬂ%ﬂﬁéhéﬁb\k FOUEAS
ZA53TAT, TR DIERRIEA O T 5, BRI T L TV A 58IIXMiRENT S 2 ZBE T 5,
FOENREBL L2 AT 7T BN A B EEIC %WWE%#éoﬁﬁw%ﬁL%T%m S LA
07 U REZKTSEH70IC, BHEZRSUIR Y 7T 72 AR — KLV 30~40mL DR %
EWMHZLHBAMNTH D, 2L, Z2DE. BEIEER, ~V=7TFORIUTER L7222 b AT
FHERS RN &, ok, BERGICIDIERPEGE LB LR T E2FE LS EE THRE L
BlTiE, BEBUERDFBLT 2 ATREME N & D720 JERDSE L7RI2ix, BEOEMEOREZ +5
ﬁﬁb&ﬂ R G Z R ZTRIOMHES 2 WVIEZUCTEWHE TARIOR G2 HIT 5 Z &,
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8k HYE, BAEE:TAUD

RF TP R £ 256 C 1R B 7 = VBN G CTh o 7o, IREZ VR L, BIRZ 52 L7272
W OREIFRBE~ AP, 12 BANZA > 7IIEN YU 7 4 v S, AFNTEHE LD 10%% 0 623.9ug/H TG T
Wiz, D% ZIREFR G ~EERE & g o 7oA, Z OREAUCIEE RN IR, I8 AT b I/ MR O IR Lo
AT S OICHRAR, RME, AR (35°C) | kg, RIESTEARGES b, WEEEREDbhZ, R
TEhETIEILTE R o727, MEMIKR (CSF) 207 —T VT 7B AR— "N OHERA H & LIz R
L. MEHEZEHIC CSF % 20mL & & Mo 7o, Bt MR OB BLER 2 (ZRI1E, 48 il ICITBBECT& 5 %
Tl 2Tz, Ny 7O RN DR G N DN,
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ERLEDEE
14. BRALDEE
141 EFIEREHOEE
14.1.1 KRAIO R IR G132 AR OBEEN R 5 ICKRB SN e EHORARM T 0 7T~ TNVR 7
ERGWDZ L KRR TIEIARRNERITFT DU — "N L, AF ORI, EHEIC 0.220m O 7
ANH =2 THE L, R TOFREMFEREAADAMT O, AR T 1L AP DOHEM T v 7T~
ZHEH L CTHEDEERIRETH D, AR T2 S0 E5E— F2RE L TV 52, BRERBR
X EICHAMLERE— FTERIN TR Y BEiLE T — NS OT— FIZET 2 A 2300 & O et
ML ST, FERICBIL Tk, AR 7OBE IR, MHEEZE22RI52 L,
14.1.2 BEBERCWER G 1L, —RICH T =T VR OR 7T OREE, SRoT-HEREFICL--TRI 2562
NWRSHDT, KT AT =T NVROT 177 EOHHEOHE R L ERIZE, R 7RO
T =TV OREIAT, AFNOMFE, HEOREFELZEYNITO Z &,
14.1.3 AL, WTFhoT 7 b 1EENED ORFITH D | RiEHORIRITFERT 52 L,
14.1.4 EEMIET HET, AU T NOIREZREIY  HTLWIRIREMFTT 5 2 &, £z, MROMFIL,
AIEIDOFIENS 3 5 HUWITIT S Z &,
1415 REIDAT Y —=2 TR b WNNIR U TV AT MMEIARRRC, 58/, B, W52 RBT 52 03 b
Do BEFRZTERVWNREOLG, BlEE2 04TV, LEITS U THEEIRLEZITH Z L,
R
1411 AEIOR L TN~ EMKEAE, 7077307 (HEROEGE— FORE « £F) 1250 Tl

F v m T 0.2%13 0.056~0.2% DOFiPHN T B RABREKIC TR L TN+ 2" TE 5, 7
77 Iyy (HERUEEGE— FOBRE - £H) FFHCIEERERE (mL 5720 OFEORE) 270
7T RIEANTHMEND D, MR UG E ORI EZ LT IR,

F o BEE 0.2% H R BB iR IR
5mL (17 7L) OmL (#FHR7ZL) 2000pg/mL
5mL (17> 7) 5mL (2 fF7IR) 1000pg/mL
5mL (17 7)) 15mL (4 57 ) 500pug/mL
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14.1.2 BEBUERSCHEBERGIZ R T =T AR TORE, HEREIARLICE-TELTWS D, &
BMLE D 7= DI E LT,

14.1.3 7 T NVEBIT 2O ME R OLZEMIIRGE T E 220, REEHORIRIIFEET 5,

14.1.4 KFNDOKR L TR TOREMZIRGES D72 OICRE LT,

1415 KAIDA Y ) == TR NIRRTV AT DHIAZRHTIL, BEHEZERNIZ A © BERENE DR T 23 RIR &
FERZOLNDHER, BLENPEBLLTWD, £, KIGFENEIS & 7 D HERM MBS 1 miiEE 2 A
THHAENDY, BRIERDBFZ LNV ERTPHEND Z &0, ERBRESCNIEDEZE L+
AT OMER S DT DRE LT,

12.ZDHMDFE
(NEERFERICE D < 1E3R

15.1 ERIRERAICE D <1ER

15.1.1 ARANIHEARIMNE R (=% 0 Y UEBERE, 77 b —3 25 OIERFRICIEE Y TRV,

15.1.2 AHA L ITARFNT R Uit 2 42 U 2V RDNES 35 2 & 038 2 K E OEFIRFRER T3 4.1% (27/662
B) THERMEDZRD B, AFIOKRERTONTWD, R 7 I A T—T VORES (BE), s,
LR &) 12X o T, RPEHTL5E5LH L0 T, Ro7NORKERERE, X RRAS%
WAR T XINEHT =T VEARBEBRVDHERT 22 &, MEMEREBL L &R Shiz
X, AFOEREG % 2~4 BEKIET 2, (KILICH Tz > TE, AFIOZ G- HWHC ié%%fﬁ@
FEUHERE L, BEREZRAIEET 2R LEERIZITY 2L, 2B, AFOKGHAIL, R EM
IR LYEERGEN DD S L, [7.9 28]

RN -
1511 AFIORAF L LETAHEEFHEE LTHRELTWS, N7 a7« UBEITHRMNERER (S—F Y
VREERE, T P RE) OWREITREE LTV AR, FyaAn UHEICB VT Y, SRR RER

(BRSNS E ) N AV

15.1.2 AFIOHENWI LB/, R, BT =T LVOREKIZLD LD, ffﬁ%'é?ﬁillf:@#%%ﬁ%ﬂ
#5(Tv4ﬁ%&0ﬁ§l@LTéiaJﬁ%) MM FEBL L 7 &l S L= 541, ARFlo
Be by 2~4 WKL T 5, RIEHIR 4 5% ATt~ ﬁa?é&&%%ﬁ%@%ﬁ R

Do £z, BEHBET DB, E&E@%ﬂ@&%%#%ﬁﬁﬁ%‘é ( VARERUVREICEEY S
R 2R .

<$5%E . KEBRKRBRT—2>

1) RWEe R GRBICBAT LT 4.1% (27/662 #) (ZMHEEMERRD Hiviz, Thb 27 F ORI
S DO AHKI 5813 V) 650ug/ A (i : 660pg/ H | fxe/IME, e KA1 - 120pg/H . 1184pg/H) |
Mt SEPERE B E COMMIIAR > TRGIAZL ) 19.0 5 A (hRfif 0 17.7 » A, fH/IME, HKME : 0.7
B A, 453 H A) | IREHIRIZ TS 47.8 HREIThH - 72,

2) EWIRRei B 5 BRICRAT LT 474 BINCBIT 2 PIEIZEMER B £ TCOR# %2 Kaplan-Meier 7’1 >
TaRY, TORER, RUFHR 5 AT, 80 » A £ TOMIEMIERBLIRIL 83% ThH -7, 7H.
45.3 % A LA TH e MR BUE BIERR D Hivenr o 7z,
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IX. JEERPREERICRI I S 1HA

1. EHEHER

(1) ZEhEE B A ER
[VI.EhEIE(CRE T SR | &
Q)R &MEIERER

1) BERERNIRS
[—fBiESR, PP K ON A TENRE (2 563 2 1R ]
N7 17 x luglanimal OEREIFENEE 5137 » b O—fBAER, IR, PR, IfE R OV R A
RIEE 223> 72, /37 17 = 10pg/animal OREEBEEIENF G- CIIATHE I O Fishitx - BRE, BEENZES . £
PESCET DA, PRESN, M)E EF R OWMMHEEINAFRD bz, /37 17 = 100pg/animal O E R
e B G- CIERTL B O fitE - s, BRENVEES . JEENEES. MIEKS OT - K. (RIEAK T L OV 3L

IR HiTz,
2) £5%5
— A SRR AR
I By FE/ ; h & PERI RO - Cx
AR I . ¢ i o AR FRLTY S
A wit | P (g wm) | mmsum Fry s
HAR AR ~ A R H 10, 30, 60 | VEBURBA | 10mg/kg : BRI ZER LT, FHBEET
AR R n=AB] | 30. 60mg/kg : IEEHTETEAR T, SRk pRE, B
&, M T e A
A4 X FrlRP 1, 3. 6 PEBIARBE | 1mg/kg : HIEEB Ok
RAEA n=" B | Smg/kg : FHEEE T
6mg/kg : EENSMAR T, olfEPERRE, B8
FRRR AR R ~ A kD | 2.5, 5, 10, Paies 2.5-10mg/kg : 8 L
ERSEi ddy 20 n=10 20mg/kg : ]
([eldis A =%)
FRRR AR R ~ TR Ay 3 PERIANE | B L
Toh A ) R AH R N 10 n=6
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KE K OFETORBEIIZR, HEROCHEIUTOLEY THD,

S FLANA
KIE DR S INDICATIONS AND USAGE
(LIORESAL

LIORESAL INTRATHECAL (baclofen injection) is indicated for use in the

INTRATHECAL management of severe spasticity. Patients should first respond to a screening

(baclofen injection), dose of intrathecal baclofen prior to consideration for long term infusion via

?}I:meal cals LLC an implantable pump. For spasticity of spinal cord origin, chronic infusion of
20;;;3;9;?03 § 4% | LIORESAL INTRATHECAL via an implantable pump should be reserved for

patients unresponsive to oral baclofen therapy, or those who experience
intolerable CNS side effects at effective doses. Patients with spasticity due to
traumatic brain injury should wait at least one year after the injury before
consideration of long term intrathecal baclofen therapy. LIORESAL
INTRATHECAL is intended for use by the intrathecal route in single bolus
test doses (via spinal catheter or lumbar puncture) and, for chronic use, only
in implantable pumps approved by the FDA specifically for the
administration of LIORESAL INTRATHECAL into the intrathecal space.

Spasticity of Spinal Cord Origin: Evidence supporting the efficacy of
LIORESAL INTRATHECAL was obtained in randomized, controlled
investigations that compared the effects of either a single intrathecal dose or
a three day intrathecal infusion of LIORESAL INTRATHECAL to placebo in
patients with severe spasticity and spasms due to either spinal cord trauma
or multiple sclerosis. LIORESAL INTRATHECAL was superior to placebo on
both principal outcome measures employed: change from baseline in the
Ashworth rating of spasticity and the frequency of spasms.

Spasticity of Cerebral Origin: The efficacy of LIORESAL INTRATHECAL
was investigated in three controlled clinical trials; two enrolled patients with
cerebral palsy and one enrolled patients with spasticity due to previous brain
injury. The first study, a randomized controlled cross-over trial of 51 patients
with cerebral palsy, provided strong, statistically significant results;
LIORESAL INTRATHECAL was superior to placebo in reducing spasticity
as measured by the Ashworth Scale. A second cross-over study was
conducted in 11 patients with spasticity arising from brain injury. Despite
the small sample size, the study yielded a nearly significant test statistic
(p=0.066) and provided directionally favorable results. The last study,
however, did not provide data that could be reliably analyzed.

LIORESAL INTRATHECAL therapy may be considered an alternative to
destructive neurosurgical procedures. Prior to implantation of a device for
chronic intrathecal infusion of LIORESAL INTRATHECAL, patients must
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show a response to LIORESAL INTRATHECAL in a screening trial (see
Dosage and Administration).

DOSAGE AND ADMINISTRATION

Refer to the manufacturer's manual for the implantable pump approved for
intrathecal infusion for specific instructions and precautions for
programming the pump and/or refilling the reservoir. There are various
pumps with varying reservoir volumes and there are various refill kits
available. It is important to be familiar with all of these products in order to
select the appropriate refill kit for the particular pump in use.

Screening Phase: Prior to pump implantation and initiation of chronic
infusion of LIORESAL INTRATHECAL (baclofen injection), patients must
demonstrate a positive clinical response to a LIORESAL INTRATHECAL
bolus dose administered intrathecally in a screening trial. The screening trial
employs LIORESAL INTRATHECAL at a concentration of 50 mecg/mL. A 1
mL ampule (50 mcg/mL) is available for use in the screening trial. The
screening procedure is as follows. An initial bolus containing 50 micrograms
in a volume of 1 milliliter is administered into the intrathecal space by
barbotage over a period of not less than one minute. The patient is observed
over the ensuing 4 to 8 hours. A positive response consists of a significant
decrease in muscle tone and/or frequency and/or severity of spasms. If the
initial response is less than desired, a second bolus injection may be
administered 24 hours after the first. The second screening bolus dose
consists of 75 micrograms in 1.5 milliliters. Again, the patient should be
observed for an interval of 4 to 8 hours. If the response is still inadequate, a
final bolus screening dose of 100 micrograms in 2 milliliters may be
administered 24 hours later.

Pediatric Patients : The starting screening dose for pediatric patients is the
same as in adult patients, i.e., 50 mcg. However, for very small patients, a
screening dose of 25 mcg may be tried first. Patients who do not respond to a
100 mcg intrathecal bolus should not be considered candidates for an
implanted pump for chronic infusion.

Post-Implant Dose Titration Period: To determine the initial total daily dose
of LIORESAL INTRATHECAL following implant, the screening dose that
gave a positive effect should be doubled and administered over a 24-hour
period, unless the efficacy of the bolus dose was maintained for more than 8
hours, in which case the starting daily dose should be the screening dose
delivered over a 24- hour period. No dose increases should be given in the
first 24 hours (i.e., until the steady state is achieved).

Adult Patients with Spasticity of Spinal Cord Origin: After the first 24 hours,
for adult patients, the daily dosage should be increased slowly by 10-30%
increments and only once every 24 hours, until the desired clinical effect is
achieved.

Adult Patients with Spasticity of Cerebral Origin: After the first 24 hours,
the daily dose should be increased slowly by 5-15% only once every 24 hours,
until the desired clinical effect is achieved.

Pediatric Patients : After the first 24 hours, the daily dose should be
increased slowly by 5-15% only once every 24 hours, until the desired clinical

effect is achieved. If there is not a substantive clinical response to increases
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in the daily dose, check for proper pump function and catheter patency.
Patients must be monitored closely in a fully equipped and staffed
environment during the screening phase and dose-titration period
immediately following implant. Resuscitative equipment should be
immediately available for use in case of life-threatening or intolerable side
effects.

Maintenance Therapy:

Spasticity of Spinal Cord Origin Patients : The clinical goal is to maintain
muscle tone as close to normal as possible, and to minimize the frequency
and severity of spasms to the extent possible, without inducing intolerable
side effects. Very often, the maintenance dose needs to be adjusted during the
first few months of therapy while patients adjust to changes in life style due
to the alleviation of spasticity. During periodic refills of the pump, the daily
dose may be increased by 10-40%, but no more than 40%, to maintain
adequate symptom control. The daily dose may be reduced by 10-20% if
patients experience side effects. Most patients require gradual increases in
dose over time to maintain optimal response during chronic therapy. A
sudden large requirement for dose escalation suggests a catheter
complication (i.e., catheter kink or dislodgement).

Maintenance dosage for long term continuous infusion of LIORESAL
INTRATHECAL (baclofen injection) has ranged from 12 mcg/day to 2003
mcg/day, with most patients adequately maintained on 300 micrograms to
800 micrograms per day. There is limited experience with daily doses greater
than 1000 mcg/day. Determination of the optimal LIORESAL
INTRATHECAL dose requires individual titration. The lowest dose with an
optimal response should be used.

Spasticity of Cerebral Origin Patients : The clinical goal is to maintain
muscle tone as close to normal as possible and to minimize the frequency and
severity of spasms to the extent possible, without inducing intolerable side
effects, or to titrate the dose to the desired degree of muscle tone for optimal
functions. Very often the maintenance dose needs to be adjusted during the
first few months of therapy while patients adjust to changes in life style due
to the alleviation of spasticity.

During periodic refills of the pump. the daily dose may be increased by

5-20%, but no more than 20%, to maintain adequate symptom control. The

daily dose may be reduced by 10-20% if patients experience side effects.

Many patients require gradual increases in dose over time to maintain

optimal response during chronic therapy. A sudden large requirement for
dose escalation suggests a catheter complication (.e., catheter kink or

dislodgement).

Maintenance dosage for long term continuous infusion of LIORESAL
INTRATHECAL (baclofen injection) has ranged from 22 mcg/day to 1400
mcg/day, with most patients adequately maintained on 90 micrograms to 703
micrograms per day. In clinical trials, only 3 of 150 patients required daily
doses greater than 1000 mcg/day.

Pediatric Patients : Use same dosing recommendations for patients with
spasticity of cerebral origin.Pediatric patients under 12 years seemed to
require a lower daily dose in clinical trials. Average daily dose for patients

under 12 years was 274 mcg/ day, with a range of 24 to 1199 mcg/day. Dosage
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requirement for pediatric patients over 12 years does not seem to be different
from that of adult patients. Determination of the optimal LIORESAL
INTRATHECAL dose requires individual titration. The lowest dose with an
optimal response should be used.

Potential need for dose adjustments in chronic use: During long term
treatment, approximately 5% (28/627) of patients become refractory to
increasing doses. There is not sufficient experience to make firm
recommendations for tolerance treatment; however, this "tolerance" has been
treated on occasion, in hospital, by a "drug holiday" consisting of the gradual
reduction of LIORESAL INTRATHECAL over a 2 to 4 week period and
switching to alternative methods of spasticity management. After the "drug
holiday," LIORESAL INTRATHECAL may be restarted at the initial
continuous infusion dose.

Stability

Parenteral drug products should be inspected for particulate matter and
discoloration prior to administration, whenever solution and container
permit.

Delivery Specifications

The specific concentration that should be used depends upon the total daily
dose required as well as the delivery rate of the pump. LIORESAL
INTRATHECAL may require dilution when used with certain implantable
pumps. Please consult manufacturer's manual for specific recommendations.

Preparation Instruction:
Screening

Use the 1 mL screening ampule only (50 mcg/mL) for bolus injection into the
subarachnoid space. For a 50 mcg bolus dose, use 1 mL of the screening
ampule.

Use 1.5 mL of 50 mcg/mL baclofen injection for a 75 mcg bolus dose. For the
maximum screening dose of 100 meg, use 2 mL of 50 mcg/mL baclofen
injection (2 screening ampules).

Maintenance

For patients who require concentrations other than 500 mecg/mL or 2000
mecg/mL, LIORESAL INTRATHECAL must be diluted.

LIORESAL INTRATHECAL must be diluted with sterile preservative free
Sodium Chloride for Injection, U.S.P.

Delivery Regimen:

LIORESAL INTRATHECAL is most often administered in a continuous
infusion mode immediately following implant. For those patients implanted
with programmable pumps who have achieved relatively satisfactory control
on continuous infusion, further benefit may be attained using more complex
schedules of LIORESAL INTRATHECAL delivery. For example, patients
who have increased spasms at night may require a 20% increase in their
hourly infusion rate. Changes in flow rate should be programmed to start two
hours before the time of desired clinical effect.
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B [E D SPC 4. Clinical particulars

(Lioresal Intrathecal, 4.1 Therapeutic indications

Novartis
Pharmaceuticals UK Lioresal Intrathecal is indicated in patients with severe chronic spasticity of
Ltd, 2024 4 3 H) spinal or cerebral origin (associated with injury, multiple sclerosis, cerebral

palsy) who are unresponsive to oral baclofen or other orally administered
antispastic agents and/or those patients who experience unacceptable
side-effects at effective oral doses.

In patients with spasticity due to head injury a delay of at least one year
before treatment with Lioresal Intrathecal is recommended, to allow the
symptoms of spasticity to stabilise.

Lioresal Intrathecal may be considered as an alternative to ablative
neurosurgical procedures.

Paediatric population

Lioresal Intrathecal is indicated in patients aged 4 to <18 years with severe
chronic spasticity of cerebral origin or of spinal origin (associated with injury,
multiple sclerosis, or other spinal cord diseases) who are unresponsive to
orally administered antispastics (including oral baclofen) and/or who
experience unacceptable side effects at effective oral doses.

4.2 Posology and method of administration

Intrathecal administration of Lioresal through an implanted delivery system
should only be undertaken by physicians with the necessary knowledge and
experience. Specific instructions for implantation, programming and/or
refilling of the implantable pump are given by the pump manufacturers, and
must be strictly adhered to.

Lioresal Intrathecal 50 micrograms/1ml is intended for administration in
single bolus test doses (via spinal catheter or lumbar puncture) and, for
chronic use, in implantable pumps suitable for continuous administration of
Lioresal Intrathecal 10mg/20ml and 10mg/5ml into the intrathecal space (EU
certified pumps). Establishment of the optimum dose schedule requires that
each patient undergoes an initial screening phase with intrathecal bolus,
followed by a very careful individual dose titration prior to maintenance
therapy.

Respiratory function should be monitored and appropriate resuscitation
facilities should be available during the introduction of treatment with
Lioresal Intrathecal. Intrathecal administration using an implanted delivery
system should only be undertaken by physicians with appropriate knowledge
and experience. Specific instructions for using the implantable pump should
be obtained from the pump manufacturers. Only pumps constructed of
material known to be compatible with the product and incorporating an
in-line bacterial retentive filter should be used.

Adult Screening Phase

Prior to initiation of a chronic infusion, the patient's response to intrathecal
bolus doses administered via a catheter or lumbar puncture must be
assessed. Low concentration ampoules containing 50 micrograms baclofen in
1ml are available for the purpose. Patients should be infection-free prior to
screening, as the presence of a systemic infection may prevent an accurate
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assessment of the response.

The usual initial test dose in adults 1s 25 or 50 micrograms, increasing
step-wise by 25 microgram increments at intervals of not less than 24 hours
until a response of approximately 4 to 8 hours duration is observed. Each
dose should be given slowly (over at least one minute). In order to be
considered a responder the patient must demonstrate a significant decrease
in muscle tone and/or frequency and/or severity of muscle spasms.

The variability in sensitivity to intrathecal baclofen between patients is
emphasised. Signs of severe overdose (coma) have been observed in an adult
after a single test dose of 25 micrograms. It is recommended that the initial
test dose is administered with resuscitative equipment on hand.

Patients who do not respond to a 100 micrograms test dose should not be
given further dose increments or considered for continuous intrathecal
infusion.

Monitoring of respiratory and cardiac function is essential during this phase,
especially in patients with cardiopulmonary disease and respiratory muscle
weakness or those being treated with benzodiazepine-type preparations or
opiates, who are at higher risk of respiratory depression.

Paediatric population Screening Phase

The initial lumbar puncture test dose for patients 4 to <18 years of age
should be 25-50 micrograms/day based upon age and size of the child.
Patients who do not experience a response may receive a 25 microgram/day
dose escalation every 24 hours. The maximum screening dose should not
exceed 100 micrograms/day in paediatric patients.

Dose-Titration Phase

Once the patient's responsiveness to Lioresal Intrathecal has been
established, an intrathecal infusion may be introduced. Lioresal Intrathecal
is most often administered using an infusion pump which is implanted in the
chest wall or abdominal wall tissues. Implantation of pumps should only be
performed in experienced centres to minimise risks during the perioperative
phase.

Infection may increase the risk of surgical complications and complicate
attempts to adjust the dose.

The initial total daily infused dose is determined by doubling the bolus dose
which gave a significant response in the initial screening phase and
administering it over a 24 hour period.

However, if a prolonged effect (i.e. lasting more than 12 hours) is observed

during screening the starting dose should be the unchanged screening dose
delivered over 24 hours. No dose increases should be attempted during the

first 24 hours.

After the initial 24 hour period dosage should be adjusted slowly to achieve
the desired clinical effect. If a programmable pump is used the dose should be
increased only once every 24 hours; for non-programmable multi-dose
reservoir pumps intervals of 48 hours between dose adjustments are
recommended. In either case increments should be limited as follows to avoid
possible overdosage:
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Patients with spasticity of spinal origin: 10-30% of the previous daily dose
Patients with spasticity of cerebral origin: 5-15% of the previous daily dose.

If the dose has been significantly increased without apparent clinical effect
pump function and catheter patency should be investigated.

There is limited clinical experience using doses greater than 1000
micrograms/day.

It is important that patients are monitored closely in an appropriately
equipped and staffed environment during screening and immediately
following pump implantation. Resuscitative equipment should be available
for immediate use in case of life-threatening adverse reactions.

Adult Maintenance Therapy

The clinical goal is to maintain as normal a muscle tone as possible, and to
minimise the frequency and severity of spasms without inducing intolerable
side effects. The lowest dose producing an adequate response should be used.
The retention of some spasticity is desirable to avoid a sensation of
"paralysis" on the part of the patient. In addition, a degree of muscle tone and
occasional spasms may help support circulatory function and possibly
prevent the formation of deep vein thrombosis.

In patients with spasticity of spinal origin maintenance dosing for long-term
continuous infusions of intrathecal baclofen has been found to range from 12
to 2003 micrograms/day, with most patients being adequately maintained on
300 to 800 micrograms/day.

In patients with spasticity of cerebral origin maintenance dosage has been
found to range from 22 to 1400 micrograms/day, with a mean daily dosage of
276 micrograms per day at 12 months and 307 micrograms per day at 24
months.

Paediatric population Maintenance Therapy

In children aged 4 to <18 years with spasticity of cerebral and spinal origin,
the initial maintenance dosage for long-term continuous infusion of Lioresal
Intrathecal ranges from 25 to 200 micrograms/day (median dose: 100
micrograms/day).The total daily dose tends to increase over the first year of
therapy, therefore the maintenance dose needs to be adjusted based on
individual clinical response. There is limited experience with doses greater
than 1,000 micrograms/day.

The safety and efficacy of Lioresal Intrathecal for the treatment of severe
spasticity of cerebral or spinal origin in children younger than 4 years of age
have not been established (also see section 4.4).

Delivery specifications

Lioresal Intrathecal ampoules of 20ml containing 500 micrograms/ml and
5ml containing 2mg (2000micrograms)/ml are intended for use with infusion
pumps. The concentration to be used depends on the dose requirements and
size of pump reservoir. Use of the more concentrated solution obviates the
need for frequent re-filling in patients with high dosage requirements.

Delivery regimen

Lioresal Intrathecal is most often administered in a continuous infusion
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mode immediately following implant. After the patient has stabilised with
regard to daily dose and functional status, and provided the pump allows it, a
more complex mode of delivery may be started to optimise control of
spasticity at different times of the day. For example, patients who have
increased spasm at night may require a 20 % increase in their hourly
infusion rate. Changes in flow rate should be programmed to start two hours
before the desired onset of clinical effect.

Most patients require gradual dose increases to maintain optimum response
during chronic therapy due to decreased responsiveness or disease
progression. In patients with spasticity of spinal origin the daily dose may be
increased gradually by 10-30% to maintain adequate symptom control.
Where the spasticity is of cerebral origin any increase in dose should be
limited to 20% (range: 5-20%). In both cases the daily dose may also be
reduced by 10-20% if patients suffer side effects.

A sudden requirement for substantial dose escalation is indicative of a
catheter complication (i.e. a kink or dislodgement) or pump malfunction.

In order to prevent excessive weakness the dosage of Lioresal Intrathecal
should be adjusted with caution whenever spasticity is required to maintain
function.

During long-term treatment approximately 5% of patients become refractory
to increasing doses due to tolerance or drug delivery failure (see Section 4.4 —
Special Warnings and Precautions for Use “Treatment Withdrawal” section).
This “tolerance” may be treated by gradually reducing Lioresal Intrathecal
dose over 2 to 4 week period and switching to alternative methods of
spasticity management (e.g. Intrathecal preservative-free morphine
sulphate). Lioresal Intrathecal should be resumed at the initial continuous
infusion dose. Caution should be exercised when switching from Lioresal
Intrathecal to morphine and vice versa (see section 4.5).

Discontinuation

Except in overdose-related emergencies, the treatment with Lioresal
Intrathecal should always be gradually discontinued by successively
reducing the dosage. Lioresal Intrathecal should not be discontinued
suddenly (see section 4.4).

Special populations
Renal impairment

No studies have been performed in patients with renal impairment receiving
Lioresal Intrathecal therapy. Because baclofen is primarily excreted
unchanged by the kidneys (see section 5.2) it should be given with special
care and caution in patients with impaired renal function (see section 4.4).

Hepatic impairment

No studies have been performed in patients with hepatic impairment
receiving Lioresal Intrathecal therapy. No dosage adjustment is
recommended as the liver does not play any significant role in the
metabolism of baclofen after intrathecal administration of Lioresal.
Therefore, hepatic impairment is not expected to impact the drug systemic
exposure (see section 5.2).
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FElderly population

Several patients over the age of 65 years have been treated with Lioresal
Intrathecal during the clinical trials without increased risks compared to
younger patients. Problems specific to this age group are not expected as
doses are individually titrated.
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(BACLOFEN), frequency of malformation or other direct or
NOVARTIS indirect harmful effects on the human fetus
Pharmaceuticals having been observed.
Australia Pty Limited, Studies in animals have shown evidence of an
2024 2 H) increased occurrence of fetal damage, the
significance of which is considered uncertain in
humans.
pEim. IRFLIRFICEET HEEHE
oo RLHEN A
KE O SCE PRECAUTIONS
(LIORESAL PREGNANCY
INTRATHECAL

(baclofen injection),

There are no adequate and well-controlled studies in pregnant women. In

Amneal animal studies, baclofen had adverse effects on embryofetal development
Pharmaceuticals LLC, | when administered orally to pregnant rats. LIORESAL INTRATHECAL
2022 4E 8 H) should be used during pregnancy only if the potential benefit justifies the

potential risk to the fetus. Baclofen given orally increased the incidence of
fetal structural abnormalities (omphaloceles) in rats. Reductions in food
intake and body weight gain were observed in the dams. Fetal structural
abnormalities were not observed in mice or rabbits.

NURSING MOTHERS

In mothers treated with oral LIORESAL (baclofen USP) in therapeutic doses,
the active substance passes into the milk. It is not known whether detectable
levels of drug are present in milk of nursing mothers receiving LIORESAL
INTRATHECAL. As a general rule, nursing should be undertaken while a
patient is receiving LIORESAL INTRATHECAL only if the potential benefit
justifies the potential risks to the infant.
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(Llorgsal Intrathecal, 4.6 Fertility, pregnancy and lactation
Novartis

Pharmaceuticals UK
Ltd, 2024 4£ 3 H)

Women of child bearing potential

Preconceptual counselling before programmable baclofen pump placement
and in women with intrathecal baclofen pumps already implanted is
recommended to ensure proper preparation and management throughout
pregnancy and the peripartum period.

Pregnancy
There are limited data on the use of Lioresal Intrathecal in pregnant women.

Reproductive toxicity has been observed at high oral doses of baclofen (see
section 5.3). After intrathecal administration of Lioresal small amounts of
baclofen can be detected in maternal plasma (see section 5.2). Animal data
show that baclofen can cross the placental barrier. Therefore, Lioresal
Intrathecal should not be used during pregnancy unless the expected benefit
outweighs the potential risk to the foetus.

Breast-feeding

After oral administration of Lioresal at therapeutic doses, baclofen passes
into the breast milk, but in quantities so small that no undesirable effects on
the infant are to be expected.

After intrathecal administration of Lioresal small amounts of baclofen can be
detected in maternal plasma (see section 5.2). Therefore, no baclofen is
expected to be found in the milk of the mother receiving Lioresal Intrathecal
therapy and no special recommendations are given.

Fertility

Animal studies have shown that intrathecal baclofen is unlikely to have an
adverse effect on fertility under clinically-relevant conditions (see section
5.3).
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(baclofen injection),

Hoodi FCHNE
KEOTFCE PRECAUTIONS
(LIORESAL PEDIATRIC USE
INTRATHECAL

Children should be of sufficient body mass to accommodate the implantable

(Lioresal Intrathecal,
Novartis
Pharmaceuticals UK
Ltd, 2024 43 A)

Amneal pump for chronic infusion. Please consult pump manufacturer's manual for

Pharmaceuticals LLC, | specific recommendations.

2022 4 8 1) Safety and effectiveness in pediatric patients below the age of 4 have not been
established.

B [E D SPC 4. Clinical particulars

4.1 Therapeutic indications
Paediatric population

Lioresal Intrathecal is indicated in patients aged 4 to <18 years with severe
chronic spasticity of cerebral origin or of spinal origin (associated with injury,
multiple sclerosis, or other spinal cord diseases) who are unresponsive to orally
administered antispastics (including oral baclofen) and/or who experience
unacceptable side effects at effective oral doses.

4.2 Posology and method of administration
Paediatric population Screening Phase

The initial lumbar puncture test dose for patients 4 to <18 years of age should
be 25-50 micrograms/day based upon age and size of the child. Patients who do
not experience a response may receive a 25 microgram/day dose escalation
every 24 hours. The maximum screening dose should not exceed 100
micrograms/day in paediatric patients.

Paediatric population Maintenance Therapy

In children aged 4 to <18 years with spasticity of cerebral and spinal origin, the
initial maintenance dosage for long-term continuous infusion of Lioresal
Intrathecal ranges from 25 to 200 micrograms/day (median dose: 100
micrograms/day). The total daily dose tends to increase over the first year of
therapy, therefore the maintenance dose needs to be adjusted based on
individual clinical response. There is limited experience with doses greater
than 1,000 micrograms/day.

The safety and efficacy of Lioresal Intrathecal for the treatment of severe
spasticity of cerebral or spinal origin in children younger than 4 years of age
have not been established (also see section 4.4).

4.4 Special warnings and precautions for use
Precautions in paediatric patients

For patients with spasticity due to head injury, it is recommended not to
proceed to long-term Lioresal Intrathecal therapy until the symptoms of
spasticity are stable (i.e. at least one year after the injury).

Children should be of sufficient body mass to accommodate the implantable
pump for chronic infusion. Use of Lioresal Intrathecal in the paediatric
population should be only prescribed by medical specialists with the necessary
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knowledge and experience. There is very limited clinical data regarding the
safety and efficacy of the use of Lioresal Intrathecal in children under the age

of four years.
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