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AANIRER D MARZEAED EFRPICHH SN D720, BEREMET L TV L EE T TRES EFT 5
LLRHLOT, ZOXIREFETIHEMENORGZMMBT L2 L, BICBENEZLELT L L5 REER
BRREREZAT2BHICBVTIE, 1 H bmg »o&EG 2T o CHEICRGT L2 ( MEERKRS ) |
TEITER | NEEREG ) | TEYEE] Om|EM)

3. BRPRAAE
LVERERT—2 1\ v r—>
L



AAZSYES
Jibd 87 B MBS 1% TEE B OV /N VR BRI 458 DS M BRI AR 655 1] (15 5 DL F o0/ 131 Bl & & de) & 45
&L, 1 HiH 90mg, %M 30mg, &k 24F 9 » A Ik S—ERRHRBRICB W\ T, dERIIENSEK OF
HEREYETIIRAOYA 25.8% (135 61) | /NEOEA 30.5% (40 ) THY, BEKELFDHD ERAD
B4 65.1% (341 41) . /NEDEA 60.3% (79 6]) THo7=,

(3)ERIR A ER
MR L
(4)RFRIEHER
M EE R L
(5)RRAL MG ER
1) EEALLITHERGHR
AR L
2) HEEGEHER
F & U CTHBEEALIZIEE ORI 2 o5 MR B & I & O BEERALIZ IR E O & 2 KRB IR & %t 42
& L7z 2O “HE MBI IS WD TARAIOF AMHERRD S TE Y RMEMEIZLE S IER O 5 Bl
FER T LR, TR, 7% L AREOERSKHN KO L Tko% EEE, BRERTITZ DI,
DoX D, WAROBITEICEWVEENPRD LTV 5D,
OERMEHEMBEEICHS T HRE
& U THRIALICREE O RN & R ORI AR 118 Bl xtg s LT~ ) R % %t iR
WO CE SRR R A FER L2, N7 a7 =01, 231X 1 H 5mg /25 30mg £ T, 3. 4
X 1 H 380mg i 45mg & L, kAU Y UHEREEIE 1, 281X 1 H 300mg, 3, 431% 1 H 300mg
NI% 450mg &35 4 WEE G- & U, fERIE, BERNICA B EIT 2 < A7 B 7 = VIIRER O 5 6|
R ARBR R OB W TEI T 0 A RAMERRD b7,
1) HELE—IE2 - ¥ LR 1977:26(5):805-824
QMR UV ERIEEEREREICS 1T 585 2
Jibi S OFF BEANL I FR T O & 2 SEMERRBL R 194 Fla x5 e LT, MY Y UEBIEAZXIRIC _EE
B R BR A B L=, N7 o031, 231 H 5mg 205 30mg £ THiHE, 3, 43X 1 H
30mg X% 40mg & L, b U v U HEmRE T 1,2 3813 1 H 300mg, 3. 4 #1X 1 H 300mg X|% 400mg
5 ARG & Uiz, RMEEMRUGERE, RWER QMBI AHETIE, FEMICZTRO bivki o7,
2) BEE TRNE - B LAY 1977:65(7):1328-1336
3) REMHKER
REGHER
TR, SHEE, MRS OB 11 i, N/ m 7 =% 10~60mg/H  (HEFFEE G- R) % 11~
33 H HIG L, REIHRGIZRBNTE S OEFIIZIRD e L7c, £, Fric T~ SaEH bR 6
Rino T, (FENE R
4) BE - REHHER
MR L
(6);A A E
1) EARERE - FEERABERE EHRTD) - ERTHRERAR (MREBRKRER)
Y L7
2) ABEHLELTEBFENNEXIEERL RBROBME

AR ANA



VI. E3EEICEHT 5I1EH

1. REZPHICEEH S LEMITLEME

FH =V UG, v hu L b U rKf, U Y R, =Y Y R
2. EBEER

(L)ERERGL - 1ERKR
1) 1ERBRAML - FICHHE. MU KRIMECE. BUR TS, ke

2)

ER#E . Ny a 73y -7 I B (GABA) OFEET, HROH Y T 7 ARREL Y F 7 2K
DO ST Z2ME L, y-EE =2 —a  OFFEEZ K T S5 HEMERITh D, £, MR OBIE
Z RS EEmIERZRT,

QEM TR 1T HHABRE

1)

2)

3)

4)

5)

8 & 5T 0 HI il 4 F
FHOH L F T A K OE v T 7 A O )7 O S 280 U RS H S 7 AR 2 300 580 < )9
HZERBOOLNTND, INOLOKFIMHEERIZRMTH L (FENEE . 7y F3, vHhX 9 F
IRNEES . 7y b9 vea3ad xa 0 jnvitro: T/ 9)
EH = a—0 FEEOIFIER
y S = 2 — v EMEAFRRICHIT 5 Z L AR LN TWD (#IRNEE - T v b D %3 9)
723, FRESUR K ONEE) = = — 1 > O H & CIEA#EEZR & QNI A2 A5k 2 RIETERIEER
ATV,
SE R E # {4 FA
- EERERE (v - & OE mAYERRIMERE (o - B O 7 oG 2 S AF o4 %
ZERBOOLENTND (BEENES : 7> b, BIRNES : 7 FdD x=6)
(FEPNEERE « SRBRAY REHE O HNHIE )

ENFHNHREER
BB T > b NIV TR ERITENEZ A EKFRICMET 2 2 PR TWD BEENE G KD
MEENER ) o MR (Z 3 W CHILENAY R SO e OB M BB IEIC K D EtofE R, 7 —X X
LORED KOV H KRR OUGEER 9RO LN TS (WTFiLbRO#E) |

GFEPNEEE © BRI X9 537 1 7 = & OIRERRR)
fEfmiER
JERIEES T~ LR RERIEZ LA S8, SURIERRRO N TWD (BiENERE 7 v R xa 9,
P10 JGENEE v A5 Ty k),

(3)1 FASETABER - FARESRD
YR L



VII. ZEMEREICEET 51EH

1. P REDHR - BIEE
Q)BRELEDGMAPRE
Y ERR L
(Q&EEmAIRERERRE
2~3 I
QEERAB THRRAIN - RE 1V
1) HEE‘E
A N7 17 = Bmg, 10mg Z REZE ARG LIGE, &5% 3 B ThrmLfiRE (Zh
Z# 82.8ng/mL, 121.8ng/mL) (T L., F7AEWFHIHREIEIX dmg 5T 4.5 FFfH], 10mg T 3.6 K¢fH]

ThoT,
(ng/mL) —e— 10mg
—*%— 5mg
100
it}
+
g
50
1 | | ]

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

EMZFEAEE  10mgi%s 1 3.685[H
5mgik s © 4.50F/

Non7xr (5mg. 10mg) HEZEAKRSEROMPIRE



2) Efrs
R NI N7 v 7 = R O 512 K 5 AT 5mg/H 75 30mg/ B~ L7234, 1~5 A Tl
a0 FREN ERF2@m %2R L2, 6 HBIZ—EIZRDHABFED Hivi,

(ng/mL)
200 -
m
; 100
B
0 T T T T T T T
24 8 24 48 72 96 120 144 (hr)
! 4 TT f T ! T T
5mg 5mg 5mg 10mg | 5mg 10mg | 5mg 10mg [10mg 10mg (n=6, mean=*SE)
Smg 5mg 10mg 10mg
B M
N 07 UERESRONPRE
(A)HEE
LB L
OC)BREF HHREOEZE
LRk L
O)BEE (KE1L—3) BIFICEYHELEEMENBEEHER
VMR L

2. EMRER/INTA—4
(LR AE
MERR L
(2)RULEE E#
MEER L
<&E>
RN S 7127 7 7 = bmg, 10mg % H[EIFE O 5 L 7= R O IEMEEFRI) /ST A — X TN Th o7z,

N7 T VEAREIZHEITHEYRERII/NS A —A4

5mg 10mg
tmax (hr) 3 3
Cmax (ng/mL) 82.8 121.8
Tz (hr) 4.5 3.6

@A AT RATEY T 4
LR L
() HREEE R
LR L
<£E>
VL2 QRIEEEH<SE> | LI



G2 U7V A
A EE R L
(6) AR
R L
(NMFESHER
R L
<BEF:Sv >
IR SR ERE R IR

3. %k 4

(1) 4R &R sz
ML 12,1319

QQEEEE
BN R L
<BE:Svbk>
7 v M2 MC-"7n T = 6.3mgkg ik HH 5 WVITFHIRNIE S L, IhREZRE Lz, BARSR, &
LR AT 16~30 G iL, WU TR Tho7o, Eio. M PiE R RE 0k OF IR
HEHI296 53 TH Y ML DDHKEESLINTH -7,

BOBRBEZOBEBEIL BIRNIEE5ZOBRFEL
(X10*dpm/mL) (X10*dpm/mL)
121 121
1 Mr
10 10
9r 9r
8r 8r
Jinl m
7t o 7¢
g )
&t 6r &t 6t
BE 3
= 5} o—o BLOOD = 5 o—o BLOOD
B Al e—e PLASMA B al e—e PLASMA
3+ 3r
2+ 2+
1 1
0_....... f \gi g 0_....... L Y 3
01234 6 12 24 (hr) 01234 6 12 24 (hr)
(n=5~6, mean=*SE) (n=5, mean=*SE)
BE#®%BHE 5 %M
UC-/\y ATz 6.3mgke HE5ZEOMPEE
QRRERE
MG R R L

<BE:SvE>
Z v M a7y 20mgkg/H % 2~3 AREENEREG L, MEEZEEK L7, ZOmMMEREK T »~ Mo 14C-



NI a7z 6.3mglkg ARENEG Lok R, mmfhRE T 30 %I O, HEIRGEE & RRR, WRIUT
BiFCThHoT,

4. 5

(1)t % — R BEFY BB 1
AEE R L
<BE: Sy b>0
it — BB 2 i 5
F v M2 MC/37 1 7 = 10mglkg Z BRIRPIEE G- U RRARE P S ORI FE O R IR L 2 R L7,
AP 1A, SRS RIS b LTSI T 0 | S R 2 L7,

()M & — e R AT B
EER R L
<BE: Iy L>H
KEBES v T 1MC-/37 07 =2 6.3mglkg OMET 12 HRISCEIIRAR G L7205, #2565 24 B OHH
WL MU TR FAC & 0 D PANCHIR L2y, W2 R KIZ78D DR T,

Be- N7z VEIEKRS Y FZ63mgke DEET1H1[EH
12 BHEI#IRARERS L-BOHABDHRETEEE

Nrma7 oY ERE (ugeq/mLor g)

F Rk #h 2 H #h 5 H #h 12 H
24 W] 24 WEfH 24 IFFfH

REAR i 0.057 (n=2) 0.060 (n=3) 0.066 (n=2)
FHA KM E 0.052 (n=2) 0.063 (n=3) 0.058 (n=2)
A sk 0.109 (n=2) 0.123 (n=3) 0.151 (n=2)
FHAR AL B AR 0.278 (n=2) 0.354 (n=3) 0.222 (n=2)
iy 0.075 (n=2) 0.097 (n=3) 0.064 (n=2)

Jie W i i 0.065 (n=2) 0.073 (n=3) 0.070 (n=2)
JiE W A 0.045 (n=2) 0.055 (n=3) 0.057 (n=2)
i Y ik 0.093 (n=2) 0.113 (n=3) 0.094 (n=2)
BN 0.257 (n=2) 0.309 (n=3) 0.195 (n=2)

BEIT P AR,

FEINN O n (TEWEE R,

RS 20~21 HE DT v MMZ UC-327 1 7 = > 6.3mg/kg O H & TEIRN T 5-1% RIS AOIC RHA ML TG, K.
fe Rk, BRI L Oa#E R O ae 2 HIE LTz, 5% 6 Rl £ ColpIEmik. MBI L Olad o
TR IR MR PR BRI LT o 72, TR, IR R MR OVCE K IR E D tmax (2T 15 43, 30 0K
O 6 IFETH Y, LURERGE Lz, 24 blEEs T OSTe iR B ORI T RHMA M 7 b ORI TRE TH
77,

B ET~DBITHE
BOgh LG a, v MRELHPICBITT S 2 Ll ST 19,
<BE.Zvbr>WB
DB OTHF T v N T, AT E% 24 FEE E TICRGEO 0.0062% 03817 L7,



(DFEBRA~DIEITHE
MR L
<BE.Zvr>
(VI 4. 5) Z DL DB~ DFEITHE] S
(5)Z DDA~ DFITIE
R L
<BE. v br>12
7w MZUC-N7r 7z 6.3mgkg #RAOKG Lz ZA, FlEae b 1R ChmBEICEL, B, I,
B O L0 SR, M oOlEgs Tl XV ARIREE I A Lz, A2 D O RIT I 2 & O K
FRIEAT L, P THY | 5% 6 Rl TR E DK 10% KT L, 7272 LAYE sk, JERE, /M.
PR T8 M VKM R BT C U 54 6 FERI O IR FE 1T Ik @I IE D 25~48% T, {HEIIEHR TH -7,

(ug/g or mL)
100

o HhE

=
=]

ey
HiE
m3&

O X D>

Y
fERE
BRTE
ZJNgBi
PN A

> e O %O

0.01

T T
051 3 6 12 24 (hr)

B

e\ n07zxy63mgkes BOBSEDOEBRANEE (Sv k)



5 K #
(L) EBHBR AL R UK SR R
BHBEOK) 15% BRI I W TRE S dL, R ITRE iR L LTt s %,
QRBFIEHET HBER (CYPA50F) D7 FiE
ERFBOERIC CYP 75 7FfE (CYP1A2, 2C9. 2C19, 2D6. 2E1. 3A4) ZB5 L7222,
QRWERENRODEERUVUZTDEE
M ERR L
AHRBYOEEDERERRULLE
KEBIDIREARE UCTHET D, —EBIXEEHINL T X /7 (L S 41T 4-hydroxy-3-(4-chlorophenyl)
butyric acid IZfREHf S 415 19,
RO T ITRERB D S5,
C)EHEKBYOERERIA /T A —4
Y ERR L

6. B It
(1) e ER L B OB B
T L THEBD BIRICHE 5,
(2)Hkitt 3=
1 BERERRAIC NN 87 = bmg, 10mg Z HEIEO#&L L2546, RPPEIESRIITRO X 5 I 5% 24 K
A CENENEGEDR 81%., T9% Th o7 11,

(mg)
10 -

el S 48 B
(9]

—e— 10mg
—%— 5mg

o

4 8 2|4 (hr)
B R (n=6, mean=*SE)

N7z EAEROKREZORTRIEHRE
<BE:Svb>
D7 v MZUC-R7u7 = 6.3mgke HEIROKE L-L A, JRPICIE 12 BEfE., 24 B2 TR

FhHEG5ED 66.3%. T7.2%3He &, #Eh, JEHF1I2IE 48 £ Tl FNEhES5ED 0.99%.
3.47% 3 et S 7z 12,



(%)

90
80+
70 -

#% L

E 60

2

I 50

ol

T

% 40

1?5

& 30
20
10 -
0_

0 12 24 48 (hr)

(n=4~5, mean=*SE)

UC-Ny 07z VEERAKRSERORKRT, BARRUEPHME

@A X UC-"7 17 = % 1mglanimal O & TR O HLEIE 5% 48 I E TORS, EH~OHGTEE
O RREPMRITZNE NG ED 91.3%, 1.7% T, G437 93.0% Th o7z, A XITBITHROEGRED
SREPPEIEE ILRBENE SO S IRIERETH - 7=,

2) EFER NI RIS LV GRS L5 A . B GEIC LR PHEINRIZ 1 H E 80.8%.2 H H 75.8%
ThHV. 3HALKIL62~63% L —ETH-o7- 11,

(%)

100
173
; T $ + $ 4
& 501
B
i
E:
0 T T T T T T T T
48 24 48 72 96 120 144 (hr)
f bt TT ! TT ! TT t t+  (n=6, mean*SE)
5mg 5mg 5mg 10mg |[5mg 10mg | 5mg 10mg [10mg 10mg 10mg
5mg 5mg 10mg
B M

NY 07z VEFIRSROR P REHMER



()it
B L
<sE>
VI 6. (2) BEilE ) 2

. FSURR—G—IZET BiEE
MR L

. BAEIC L HREE
BB L



VIIl. €% (ERLOXESE) T3 HER

w

»

[

NS

L

ERNB L ZTNDER
HLRW

EREETOEH (RAIERZEED)

[2X] (ROBBIZITHRELLEN &)
AHN DRIk LI EUE OB D & 5 Bk

fEER . TEEUE] ORWEROH 2 AN H@DER TH 5,

WEICAFIRSIZL Y, BEE GBRB%E) 2B L2 L0bABEITITMICES LT &,

MEEXTHRICEET SERLOERE L ZDER
ZY LR

RERUVRAEICEET 2ERALDOIE L ZTDER

V. BERICBETHIER) 22BTH5Z L,

. RERSAB L ETDHER

1 BER5 (ROBEICHEEISEST S L)

() ThdABEROZOBERDH S BH FEREBRT 5BZNEH 5, ]

@ R ED S 5 BE [RERS BT 5 BZNRH 5, ]

@) BAEEEOH 5 8% EHSOBLRRORIER M EE ShTBY | ERABILT 2820855,

(@) FHEREIS T 0 2 3 DRAIRE A DKL RO F ERAICHRE S B T, 20 K 5 2B Tl
W LRSS 2 ERBBOT, MROWHICERT 5 2 b, B2 LB LS5 & 5 REH 2B
WA AT B BE BT, BRSOk GRS, RS (SRS AT (k- R
B AR LR | TEIER) | BRRE) | ERBE OBBE) |

) PR D& % B DERAET 5 BENN D5, ]

©) MR D % B AR BEERIC £ 0 25 5 b s BEh s s, ]

(D BlbE ((EbE~ORE] DHBIR)

(O /MRS (NS~ DEBR)

fRs - (1) KRR £ CORGE TIX 7 61 (0.80%) . AKFBIFLARE T 19 ] (0.83%) IZFIEREIEDTRD BTV 2,

(2) BEHHEA ORI L 0 SRR LSRN B L TERIHRE Ofhic, #5% (15mg/A. 1 H)
([CXITE, BEELS BB LTUEFRE b H D, £, KBRFE TCORMBITIBNTHER, 15>, RIRSE
DREHIERDORBNH LN TEY | FHAINORHEEDO S 5 BE TIHEROMENEZ HNLDT
BERICERGTHZEBMETHD,

(3) Fl, WEM:, BACRIREEELARR O EIVEH 2R AR R ISR C R S 1L BL L TV D DT,
B+ iRBEESE AT OB IIIEREICES T EALETH D,

(4) ARANTHEG-% 24 R £ TITW 80% (B b)) BSREMETRPICHEE SN D, BH#EERTO® 588
TiE, —ANCRD PRI R R & 722 0 PN EH L, BIEARREE LT R ZEBEILN
Do LIZiio T, ZOXIBREFITERET ORI, BEMBLZH T 20 IKREELZRO T2 EME
FEBEICHE T EBMLETH D,




(6) AOHEE LTHIFIEE (FR) 0b2BEICAAZEE L, AST (GOT) . ALT (GPT) A EHALE
DWENRHDHDOT, ZOX D REE AR EHREG T 250121%, IFRREMRTE 2 EMIRIAT VI EIC#
B2 RN ETHD,

(6) SME DI LEE BB L TV D,

6. EELEAMIE L TOEARUVLES A

2. BELEANEE

(D) AFOEHERFICEGEEZRICHIET 2 L8, BAE. $#El. BERE, EERESHEILLZLD
WERHLOT, BEEPIETLHHEGE. HEEZRAINET 572 SHEEITY 2 &,

Q) RREZ T ZENDHDHOT, REEGHOBFITITA B HOEIRE LR A 1F D R OBRIEIZIIEHE S
HRWEHIEETH &,

(B AHIFHFDREICBNT, Nru 7o UEIEIC L DREEIT I HAICIE, BEOREAEEICHEL
RS BEEIC K 2 IRMBR AT TR PR ha 14 0D 188 1) 72 R LA OO B ST Pk AR A D T L
2L, AR ST R AT D 2 &

e - (D WMV Ty B 7 o CEERGHR IERICOREREL LERNHRE SN TWD, Zhb0ERITE
HERB ARG 2RI LR T, iR CTAORITHAR L, ZO®%BAIERELTHIELIZEZ A
KROFBUIA NI Do T, FTo, FITHIMIBNTAZ v 7 = o OBETUER & U TRREBEREI S
ETE A [HAE] 2R LIIERNHRES TN D,

(2) 7GR E TORAITIBN T, BVEHOIRTITRHZ < 9.8% (86/876 ) IZHIBLL T\ 5, 7KFBRFLL
BEOMEDLEZFDD L 2.8% (184/6,592 ) IZIKTFLTWH A, HENXLETH D,

B) AANZRAFOBEFICF ¥ N a U RIEIC L DIEREITOHE. N/ e 7 = OlER 52K 5RIER
REDBENRH D72, BEOREBLEEICBE LN S, RH O IE AR 2 LR D 5.,
Z OB, AFORGEZICPIET D L L5, 8L, FUERRE, KERIEEREBT 2B ENNH
L7, BHEHRIET HRICITIHEZR2ICHET 272 EHEEIT O LERH D,

7. ¥HEEA
(LV)RZESEZDER
M LA
QBRFE L ZDER
3. HEEH
FHEEE (HRICEET S L)
EHE%E EGERIELR - BB AL HE - BIRETF
FEESE BREER 2T 2 BZNR S5, | FHEIERZ#MBRTLEE25N T
rhAR AR 3 R b BT 1 2 R % 5 7 | Do
TR EHFREE, PIARZeE, N5,
IR IR
F7ILa—JL
FEL A FRIERHH 1 L 8 2 \ ™ 1ok I R 3 5 oD il 1
F)L b R HAZEWERTIIBENND 5,

SR« PREZEE
EWNERR THMERETORIEARALINTND Z &7 Enb, BEREZJHH LI2GE . 2R e T
AEITIENBZOND, Fio, BRAARSOIERZ R =B FER (VX)) TAAl Imgkg O
N GIZ LD —EtEOmERE T23, 3mg/kg OFRIRNE 512 X 0 FigetE o LR TARD 5TV 5D,



AR IEINGIZE, 7ILa—L

Y FEER T, AH & FARARRAMEIR (T = NV E X — L F N U T A DT ERL) OMEERND,
AR OFHAMFIER (B - EEEE, FHERIRE O FE) KO KRB ER S8 8T 2 Z &8
BOOLNTWD, /2, AMEMEERTY 7B 3L L OO THMBZRBRERN, 72 /) S e X —
F R U DL L ORI TR O FARINHIVE A OB TR HiIL TN D,
T EF 4 FREREA

Xy ok e A A4 FREUEH (ELex) EOPFRIC XY ARfE, MR REEORIVER 2 E 2
HIERFEINTNE 1D, Xy Nl B THLRIBOTEEDILETHL EELZLND,

. BlER

LEMERDOBME

4. BlfEF
BRI O 876 B E S - BIEAIE 36.6% (321 ) T, EARRWEMITIRG 9.8% (86 1) FHDKE
PR RIEIR, O 5.0% (44 1) . BACRIR 3.0% (26 1) EOIEEER, B 7.3% (64 1) .
S5H0E25% (221F) HO—RNEHREETH T2,
KBRS 2% 5,716 Bl HRE SNZEWEAIX 10.2% (584 #)) <, EREWEAIKIRK 1.7% (98 14)
LFE ORGSR, D 1.0% (56 fF) . AR 0.7% (42 1) FOWHELEIER. BJI& 1.4% (80
) . 550X 0.8% 451f) FO—RIEHIEETH T, (FRA T84

QEXRZEIER & FHEEIK
4. BIER

(D ERGEMER EEARYW)

1) BHEEE. RG] o SRR RIS E O PARRRRIHEEEIR N D Db o Z LB D2 DT, BEN
O DTG EICIIEEZPIE L, BEUREEZITO 2 L, BICBERERET 2 AT 2BEICENTHE
PRRTVWDOTIEET D L,

2) KM AFNC L VLR - $ERLEDRRBLLIZ L WO MERH Y | FHKFERIC SRR DB ENNH 5
DTBE L TIATWEEICREGT 52 &,

1) BEEEWE XUTIMT BV TRRD STV 2 BIER O 7= DB E AR,




() DD EIER

4. BI1ER
(2) Z DD EIEA
TROBEARHLONDZ LR HDHDT, RENBOOGNTEHEICELEISCRGEZPIET LR E

EYR B AT 2 &

0.1~5%3 % 0.1%3K i SEAE

FERRRE R MRS, B, BHEE. RS | WARE. MREDER. MEERETE. | HR
HO(LONS) | @R, | SoEEiEE, AHEED),
N W5O K%\@@ BRI T v 7 | SR, g,
FEME, ERkfRTE, LT, 5 | RS

AL WTﬁﬁT\i

TR
EiRes AR T o, TRAR
BAMR
& JiT Rt AST (GOT) L&
ALT (GPT) L#%
HIERR Bl R, RACRR, B | R, 22

ERANPRER, RO R, IE
Ja. MEESRARL, DYe, M

R

MAPR 2R - PRRZE, DEIRINEE, SR | PhEEiHA

AR

BEE L E RS

EHEK i, SRR ERIARIR A LA o
SHOE HE, its
BET AR

Z it TR, AR R FETT BRIE S, PR A

L 5

) A IS B O TR BTV D EIER O 7= HEEEE AR,




(HEBAEIERRBFHEERVBRRREBREE—K

AKRBEETO ARG LA 2

% i o . !
HOAE O OB % 95 1,377 1,472
oA OE Bl K 876 5,716 6,592
Bl E M % BE B %k 321 584 905
gl 1E A 3 B K 511 807 1,318
mlE R 38 BLE f 36.64% 10.22% 13.73%

BITERRBEE (%)

BI/E A o EREEETO R LA -

|54 5 o WA "
FAHEER 185 (21.12) 258 (4.51) 443 (6.72)
5 ¥ - PBH H 25 (2.85) 21 (0.37) 46 (0.70)
AR & 86 (9.82) 98 (1.71) 184 (2.79)
28 5% 7 (0.80) 9 (0.16) 16 (0.24)
L [0 n 15 (1.71) 9 (0.16) 24 (0.36)
Ji . 6 (0.68) 10 (0.17) 16 (0.24)
W ~ % F 7 (0.80) 7 (0.12) 14 (0.21)
# i 9 (1.03) 8 (0.14) 17 (0.26)
3| i 1 (0.11) 6 (0.10) 7 (0.11)
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A4 vRTF VY 2 (0.23) 0 2 (0.03)
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2. BIMNZE T HERRZIRIER

(Martindale 38th ed. 2014)

HIRICEET DBIMER (A —RX S UTHE)

2 5% SO

tablet, Upsher-Smith
Laboratories, Inc.,

201546 H)

A=A NT U T AU B3 Drugs which have been taken by only a
(Clofen, limited number of pregnant women and
Alphapharm Pty Limited, women of childbearing age, without an
201346 A) increase in the frequency of malformation
or other direct or indirect harmful effects
on the human fetus having been observed.
Studies in animals have shown evidence
of an increased occurrence of fetal
damage, the significance of which is
considered uncertain in humans.
Sl AN
KEOWRA SCE WARNINGS
(BACLOFEN-baclofen d. Pregnancy- Baclofen has been shown to increase the incidence

of omphaloceles (ventral hernias) in fetuses of rats given approximately
13 times the maximum dose recommended for human use, at a dose
which caused significant reductions in food intake and weight gain in
dams. This abnormality was not seen in mice or rabbits.

There was also an increased incidence of incomplete sternebral
ossification in fetuses of rats given approximately 13 times the maximum
recommended human dose, and an increased incidence of unossified
phalangeal nuclei of forelimbs and hindlimbs in fetuses of rabbits given
approximately 7 times the maximum recommended human dose. In mice,
no teratogenic effects were observed, although reductions in mean fetal
weight with consequent delays in skeletal ossification were present when
dams were given 17 and 34 times the human daily dose. There are no
studies in pregnant women. Baclofen should be used during pregnancy
only if the benefit clearly justifies the potential risk to the fetus.




B [E DO SCE
(Lioresal Tablets 10mg,
Novartis Pharmaceuticals
UK Limited,
201546 A)

4. Clinical particulars

4.6 Pregnancy and lactation

During pregnancy, especially in the first 3 months, Lioresal should only
be employed if its use is of vital necessity. The benefits of the treatment
for the mother must be carefully weighed against the possible risks for
the child. Baclofen crosses the placental barrier.

One case of suspected withdrawal reaction (generalised convulsions) has
been reported in a week-old infant whose mother had taken oral baclofen
80 mg daily throughout her pregnancy. The convulsions, which were
refractory to standard anticonvulsant treatment, ceased within 30
minutes of giving baclofen to the infant.

In mothers taking Lioresal in therapeutic doses, the active substance
passes into the breast milk, but in quantities so small that no
undesirable effects on the infant are to be expected.

AT DM LR T, Em, RALGEFE~OKRE] OEHOTHIILUTO LB TH D,
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T-HBE T, BrARICBENIER DD D2 2FEENH bt DHRERH D, ]
2 & FEAFIIBITT D ZENH DT, AP OEMNIIIARFF G P I ImIL R T S E5 2 L,

INRZFICEHT HECEL

oot

A

KEOUAT CE
(BACLOFEN- baclofen
Tablet, Upsher-Smith
Laboratories, Inc.,

201546 H)

Pediatrics Use
Safety and effectiveness in pediatric patients below the age of 12 years
have not been established.

HE O E

(Lioresal Tablets 10mg,
Novartis Pharmaceuticals
UK Limited,
201546 H)

4. Clinical particulars

4.1 Therapeutic indications

Paediatric population

Lioresal is indicated in patients 0 to <18 years for the symptomatic
treatment of spasticity of cerebral origin, especially where due to
infantile cerebral palsy, as well as following cerebrovascular accidents or
in the presence of neoplastic or degenerative brain disease.

Lioresal is also indicated for the symptomatic treatment of muscle
spasms occurring in spinal cord diseases of infectious, degenerative,
traumatic, neoplastic, or unknown origin such as multiple sclerosis,
spastic spinal paralysis, amyotrophic lateral sclerosis, syringomyelia,
transverse myelitis, traumatic paraplegia or paraparesis, and
compression of the spinal cord.

4.2 Posology and method of administration

Paediatric population (0 to < 18 years):

Treatment should usually be started with a very low dose (corresponding
to approximately 0.3 mg/kg a day), in 2-4 divided doses, preferably in




4 divided doses. The dosage should be cautiously raised at about 1 week
intervals, until it becomes sufficient for the child's individual
requirements. The usual daily dosage for maintenance therapy ranges
between 0.75 and 2mg/kg body weight. The total daily dose should not
exceed a maximum of 40mg/day in children below 8 years of age. In
children over 8 years of age, a maximum daily dosage of 60mg/day may
be given.

Lioresal tablets are not suitable for use in children below 33 kg body
weight.

4.4 Special warnings and precautions for use

Paediatric patients

There is very limited clinical data on the use of Lioresal in children under
the age of one year. Use in this patient population should be based on the
physician's consideration of individual benefit and risk of therapy.

5. Pharmacological properties

5.2 Pharmacokinetic properties

Paediatric patients

Following oral administration of 2.5 mg Lioresal tablet in children (aged
2 t012 years), Cmax of 62.8+28.7 nanogram/mL, and Tmax in the range of
0.95-2 h have been reported. Mean plasma clearance (Cl) of 315.9
mL/h/kg; volume of distribution (Vd) of 2.58 L/kg; and half-life (T12) of
5.10 h have been reported.
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