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r— 23 [AEHSRLIENC E AN b ) VIREER H 5 BHE R E H N ) VKRR B 8K
(72720 AN D) VRIBIEOEBZIZ O TR Lo ARME R L Lz,)
PIR1) ~3) OEIRFEUEA FRTiiZ L TWBREBEERNRET S,
1) 23X L08R 5N HHETA»ALZBTI I TS EE
2) BEBEOMRGEEIZ L A CEREI G - BE
HLITD 1)~ @) DT hIsig ST 5 HEE
(1) 247 D55 MR RBR O MERHE 5 258 T L AR 380 5 I, RAeETHICRIE b - 7=
(2) RBERORIFEEGHE TE HN MY VIREPTH D DI TOFHED TN TUIHEYTL8H
ORI H T BB AED E6ATm O B
T e @V HINHY y@éﬁ*ﬁ?&%&%b?ﬁﬁ%ﬁ?% 5EH )
- @E AN Y IRIERIN 22 S X AHERD S, 282 AR T X 5
(3) RVRBR D RIFEEFIELIFTIS C H N+ ) VIRIEER S D LTOHRHEDO TN TUIFELT 5
ORZBEE AT, 25T A0 6 b
@IRIZEES H T AR AE D BT O B
@Y HIN M) Y ORERGENERTE 2EE
@A) YR EAREEISER T2 3O TIE AW MR TE 284
4) CHNE Y VRIBEETH O | BRI O T 232 4055800 &, 2 D2 Ll E6i A
DIEE
DEHN Y VIHEPFOBETIHREAELRLU FTOWTI,ICHEY T 2 EE
(1) 150mg/kg/ H %48 % % Bk
(2)3g/HEMEZ B
2) WA TGN B I3 OFEEA S L TV B HEH
3) B R GAM LIS, BB R E AL T Y (ACTH) #AlE -3 28 EFHAHNE T3 2T
FaBRyEE | aA PRI REG Sh-BEH
4) IROURFHY FRE AR 51 5 BE (AN 52 E 1 HEE L7z BFEER<)
(1) AANZ & D RERASTEALT B ATHEMEA TR T % 28 WHIRBHS BEE R BEE & o (BT,
HERE , & 2 W IR ZEN O R & 7213 A DHE)
(2) R RERTAM 1= R 4 k4 & & 2 DN B RIEE - I3 ADHEREET %2 & D #H
5LV /oy AH AN —IEREE A AL TV BB
r— 21RO — 22T, Bl R A ZF I 56EMkGE 5 L 72 (3g/H & %123 150mg/ke/ H
DH>B, WThANEOWHELZ FRE L) .7y —A3TIEE A/ b)) »50mg/kg/ H (25mg/kg% 1 H
20]) P25 TRt L. 3g/H % FRRE L T150mg/ke/ H (B RIEIZ25~50mg/kg/ H) & THig#%5-
AR T VA U Com ) 25 FH o 2 e U 7= 1% (FH A8 ) L 2 o & 2 56l ke 5- L 72,

BTDT — 2B TR 5N 232 2 O - BALE AR S h A imHEE T
WET2Z el L (HEIRIE50mg/kg/ HELT) AH RIS 5 & RAEVECHENE U 72
I ERIOBETHETZ S Z L& L,




MRS

=21 EIGElES : (56:8/) |
BIBEARRRN 5B SLEELLEEEEEEELEY - |
BE7BI EERETHRD TERETREEEEC TS
2IU—=v718 SRS
r—22 (4~1488) | (56:8/) |
@%\?H%{%H%%ﬂt\' K--------------- i |
ARER | EANNYBRPORE2H) EERE RS EERECRREEECTICRS
—23 ZIU—-ZVJH  FEREH MR SH
EEEVERSLETIC (4~148m) (38~8:8mH) | (56:8m/) |
ggm‘wy;@aﬁmﬂiér eLEEEELEL , |
BEROCEHNN VR EE RS S AT —
== ggw&/§§ég7i%§?gi FEAECHEZEERIICRS
NIIBREAEGyBE
_EBRIC150mg/kg/B)
FTHE
<Z&aM>
AEFR, BIER. BIRRA, IRFHRA (ERGHA., XHMRA) . /N4 234 V| 125580 X,
SAYRMRI
e S
ZISZ LHEDZEAL, 28X LDHEE, © T2 7 ) 2 2 TR, BHETADADREEIEI: (23
A LDIHEP DO T AT ) A I T O REZEOHIR S & =AM 5 IRBRETIEAT
SALIRER 5y FHIR Al O AR A B R
<TEM>
BIMERTIZ 17619 10651 (58.8%) 231HIZiR® & 7z, T & BIMERT I, B4 (23.5%) . {2151
(11.8%) . ANMREE , B ME 8 F O BGEE, T A2 ATEREIRRE, (FRE i S, BARGE, (K 7 )L = 5 ¥ MiUE,
MRS LR RERER. TTF ) IANAERE. TIZ VT I b I VAT 27— B, BRRE
(42 ) VRSO FR) RO E SRR (MIREER. R, Wik S 5%
KFMEDRFEES) D& 1151 (5.9%) Td - 72 FEE ORIERIZ K A2 L =F Y IELR] (5.9%) T
B o 77 HIE L BIEIE IS N OV T A H A BERRIREE, IKIED K115 (5.9%) TH - 77,
<HRhE>
R 538712 36\ 5 A RIS
SR EE ZISTLIMR=A 54 vk MUATADPAD
S HoiE U 50 % LA bk SEAR
RN r—21 r—23 r—21 7 —23
FEAT 58 M AHRABRME Sy _ _
o | P75 % 2 6/7(85.7) 4/7(57.1)
IE AR IG 21654 7/7(100.0) 3/4(75.0) 4/7(57.1) 1/4(25.0)
K =R NG YR PAL 6/6(100.0) 3/4(75.0) 3/6(50.0) 1/4(25.0)
AGRER BRI #25650 5/5(100.0) 3/3(100.0) 2/5(40.0) 1/3(33.3)

MELBE B (EE (%))

a = A2F.N=2 54 VIZBWTKARERT TH - 72720 Gt £ 44,
b =223 N=Z254 VIZBWTELT AT Y A I THMEEL T =720, G-I 241,

= 21O — A3 THEFHR 5 R ME#56B D51l % 58 T U 72 2 2 Bl R OBl 53T
565 TD A/ LHPENSR— 2 F A v & e U T50%LL I U 723 RNE 2 #u 2 1500 &% O34,
ZISA LD U ERNE Z o Z 2l R O, e T 27 ) 2 I 7AW A L ERIEEhEh
M2 T D FFAT AP ADTERIERAEN(Z 32 L KON LD 727 1) 2 37 DIHEK)
2 h 2Bk Ol cdH - 7z,

o — 22 CH6 M DRI 258 T L 21l I\ T, 27 S 2 4 DR & L, MEFH S5 WIBHRA T
563EM E TOFM AT L TA L) — = ZHAD Z S X LHED 5K E BBITERD S s h - 72,
G — A, MERE S PR IE 2 56 B O 12 U & A 22 RERNESHICH 0 . 1l AESH R
(WRE) DFEE, AN OIEFENDZEE NI LW X 7z =iz E 5 7=,

F 72, TRAEH DR S 58 7= A0 B3 2 WA T R A S IE B - IR AT O BREBIZ I 1) 5
HMEFEE 5 B AA 256 R & © D I ASEH I 1 T ORRA WG X, 563H R DR % 5¢ T L 7294
IZBWTaT[AM L HE S,




(BE]

REEE

OEHFAFETADAEES
HAARBETA» AR 23R & U725 TGS R ORI G-3RI o\ T IRFHR AR &
Al CHEE LR 2N L 72 BFH IR0 SN ah o o, o, MR L OB R ICEET 5
AHEHERIRO S NAr» 572,

@BFABATADAEED
WEIZE AN COBERRBRICSI L, B4 ) VY EBORERD 5 5 HARANRATAD» A
B A R RUTHRBRTE % 17 - 72skBRIC W T BRI IR E 78 b ) #5846 % H A2 5
2 51 (25.0%. 12/481) . 12 » A LI TIZ40% L)L EOEE ICHBP SR 5=, B 4N
P Y ORISR L HEEEORBIZ O WL, B S-E200gA D B T1320.0%
(4/2051) 12 tHEFIRZE A 3R 54, 50088 FTI340% L, E D -EE IS B AL 300 5 7=,

4)FE - RERIEER
AU ER L

() AREF
1) (EFIRAERE - 1SR R A EE (R 2 - B ARPT L R FR R (AR IR REER)
AR L

2)ERFRM L UTHETEDANE X 3K U I RO BIE

URRAE] Hiore

4. [EN TOEEBIEFAMRD TR N TS Z L h 5 BEIRTEH%, —EROIENN RS 7 — 4
NHER SN2 FTOMIT, BREHIZ R L U HBGERE 2 52ET5 Z &2k D KA
HHBEOBEE R AIUET 2 & & 812 AFORE K OEMECE T 57— 2 & 544
WY U KB EF I B E A fEE AT 5 2 &,




VI. EHFIEICAAT SHIRE

1. FEEFPNICEHES LS II{ LS8
LN

2. EIB{EH
(D ERSHMI-ERER
EHISEY VI, y-T 3 R (GABA) DFMLIZBIH 5 GABAT 3/ Ml REsR (GABA-T) (=45
JWE & UCRAGEIISAE AT 5 2 212 & 0 BRI A B LY NN O GABASSE Al X ¢ 5 2 &
L&D TAPAMERERIET 5 e B L T 0

{ERER GABA-T : GABAT = /EsiiE

SSA : ONTEBE=7ILTER

EHNNUY
SSA
GABA-T
GABA
GABA

Cl

I T

GABA-TICARTHPHCHEG T 2 & T RNDGABAREZ BN B,
MCTADAERZREEBT 2,




(2) EWZE[T B HERME
1)GABA-TBEZ{EH (in vitro)®
EHNNY VX Ty MIKOGABA-TIHEME % KGRI AHRE U] L 7225, GAD X UAS TGPk
T AEZ T ko5 2 ALTIZ b T2 ICiif X he,

(%)

100
75
50
B
§ @ GABAT
i GAD
25 AST
ALT
0 T T T T T T T T T T T T T
02 6 10 20 30 40 50

AV F2AR—3 VR (min)

7 v MIEGABA-T.GAD.AST.ALTH#HEIZ 92 € 47735 1 ) » O (in vitro)

(]

7 v MgEHWTE A3 F ) Y DGABA-T. GAD, AST R UALTIZN§ % FHF A & #at L 7=,
Y A8 b ) VIZGABA-TIZH L Ti30.5mmol/L %, GAD, ASTKUFALTIZX L Tid10mmol/L
& RSRIZI A 72,

GABA-T : GABA7 3 / Lkt

GAD : 7L & 3 ViR %

AST: 72X VBT I /) NS5V AT 25 —F
ALT: 79=2VT73I/ b9V AT 2T7—%



(O FTHERZY)
RN

2)GABA-TRRZEER(RYR)'?
Y AN b ) v EEENTE 52 XD RANGABA-THE P IZ 20 I T U 2 583~ 4R LA
KHHEBEDFI20%I K T U 720 TOERIIEAD 7 < & S48 Fifc L. Z DH%W 20 IZ|lfE L 72,
—H IKNGABAJRE 12 208 U 2 553~ 4B R Tk & 2 0 W HEBE DS ~6f512 7% 5 72,
Z DGABAYRE DBV AU IZ24HEBIFRGE L Z D% 520D L2 B G4H#%ZIZH W T
AR D25 L, T Hh - 72 GADIHIEIZ E A8 b ) VR 5518 4 12K T L., 48ME R % 12 13 dm/ I Miti
CHHRRED65%) 123 L, 96HEE % & 0 iR 4 1IZmlfE L 7=,

(%) (ug GABA/g brain)
- 1400

- 1000

Kt VavO

- 500

—@— GABATIE!
GADE%
—O— GABAEE
4 24 48 72 % 120 144 FIfEHRERE (n=5)
1’ 5&0EE (hr)

E AN Y VOG- TOMNGABA-TIE . GADIEYE. GABAJEEE (=7 Z)

- 100

[5])

< Z (n=5)IZ¥ H /¥ b ) »1500mg/kg & MEPENFE G- U, BRI INNGABA-TE . GADWEME
KO GABAYREE 2 I U 72, BER UG PE ., RHHERE (n=20) 12349 5 @0 L U TR L 7z, GHIERED
GABA-T#EME1377.040.8 1z mol/g/hr. GADHE:1345.1£0.6 2 mol/g/hr)



3) BE R RIRI N OB RIRE Z SH TV EEDGABAEREICH T RER(SY M)V
Y AN M) UGN R A A I WV O GABARIE X 12 2L . 2 D
BRI U 72, — 5 AR O GABA RS (335 5-36IF R 2 L2 B I U . 601 #4212 13 58 Lo B
L7,

BS5EA JvkO—IL EANNIY
FE (mg/kg) 900
#5505 (hr) 12 36 60
100 A -
80 A
----- 1
60 - g £
> AL
— 1
> F E @D
%% e
2 20 &=
> A
= =1
3 o 2
@ Q
o T o
o 20 2
o, E W
S ) &
oX
=
60 7 E EI%
= %
E %
80 - )
12N
(W)
100 - J
120 - 4

SR ARG B K ORI & & 0 0 W EVE O GABARE 234 2 1/EH (7 v 1)

(5]

i D -l oD BVE %358 % YJ Iy U 72 Sprague-Dawley (SD) R » &~ (n=6/8F) IZZRHAKITE H
3 1) 2 900mg/ kg % HEENFE G- L . 12~60 e[ 1% 12 BVE 2 FRHU L . GABAYRIE % HI7E U 72, fffs
AR DO GABARE 13 EH BB MO GABARE » & B HIEVE OGABATYE %75 L5 W TRD 72,



4) SRR UMANGABAREIICH T DEA(S Y K)'?
E AN Y VRN 5% R T OB K O S HIGABARIE X E AN b)) Y O RIS
WRAE L CTHEMI L 72, B N GABAJREE I3l E e b O 5B RIGABATREE & iR ITAHBY (r=0.84,
p<0.001) L. &b OBEEERGABAEE & (338 BB 80 22 B8 (r=0.92.p<0.001) AR 64 7=,

—{ — MEBERPOIEEIGABA
—/\— HERERDDERHEIGABA
—@— HMGABA

- (Bnown) @EEvavoOI=

EIEHFEERRE (n25)
Student DHIRTE
* p<0.05 (vs EA/V~ V%551

(TW/1owu) kv a8V O HEOMEE O B ERIEe

0 125250 500 1000 2000
ENARIVIRSE (mg/kg)
et K O N GABAIREE IZ 34§ 24EH (F » 1)

[5])

SDRMET v b (n=5/FF) #FHWTE AN Y 62.5~2000mg/ kg % MEIENTE S L. 1881412
3 Bt vh O B EERI GABA YRS N OSHE & IGABA RS . IKNGABA RS & Hl5E L 7=, k54 5
GABAEE I3 2GABAYRE »» & I EERIGABAYRIE 225 L5\ 7=,

5)#IFLNAMER"

BREC AP ABET MIZB T HIEEER 2R § 2 EAME XT3,

(D) H# 7 » F ONMDAIZ & 0 % X 3 Rl fE & L 7=,

2T ZDXRYFL VT b T =IIFER SN REMSEE 3- AL A T P Fexr VBIZED
TR E B MURMERRE, ¥ 0 1 b % 2 12 K0 F%E & 0% 50 S O R 4 0 L 71

(3) %Y ZDEIEREFIZ & A% X N5 MM RELIIRIL 727,

4) Mtk > F V) V2T o b O EEFEAE 2 ] U SRR 2 5 U 2z 72, F v
R Y 2R AL 721,

(5)BIETA» ABIYE T IV (HEEFRME~ o 2, SREMEEE K R MR & 2§ 20
Ty M) DTA»ARRRIEERIHIL 72217,

B) TV F AT —DFIBENE'

Inviro COGABA-TIEMEIZRF L, 43 v (58 3K) D 1mmol /L USSR E 73 1) »0.5mmol /L
WEERRDOHEER 2N L2208, RIAE A8 ) ¥ O5 KT 10mmol /LIZFSWHEER 278 L 7212
TELDP 572,

InvivolZ 5\ T, 7T AND T 1 IR AV MY 2 1500me/kg X OSSR E 473 b 1) 750mg/ kgD
OGN G AR IS N GABA-T X O GADWEME 21K T ¥, GABAJRE 2 HihI X & 7=,
RIKE A3 b )V 750mg/kglXGABA-THE I U—# M THIOHIHI 2 7R U 7223, GADWE K O
GABARIZIZR L THIF & A EFED 5 h > 7z,

() EFAFEIRESA - ek
A ER A L



ZEENREICEE T HIEH

. MFREOHT - BlEE
(DaR LN mFRE
AR A L

(2) R MFREEERE
VI-1- (3) DIHZ

(B ERARABR CHRESE S NI MARE
1) EEgS
OEEBRUINR
SHELAFLA Y66 (5.2~22 % H) MOVINRL6HI (4.6~14.2i%) O TANABZIZE AN Y v
50mg/kg % HOEF 5. U 7= & & | RIA (REEPEAR) O IUHE I IZ SR GREAR) (IZHRTRfET
HERE U 72 SIRD Tl FLIILT2.850F ], /N TL36HFMI T H O | treld, FLEYLT5.651F M,
INFTS AT T db - 72, SIROAUCIE FLHUE (90.90 2 g hr/mL) 12 HbRT/INE (117.00 2 g-hr/
mlL) CHTEIEERL 72,

(ug/mL)
30 1 FL4hIR (REA)
—0— IR (S1F)
It INR (REE)
50 4 —O— IR (SH)
7"3 n=6. T1E
N
N
y]
4
P
B
0 8 12 16 20 24
B S5%ZE5 (hr)

AEAFLI R OCNR T AP AEFHIZE H 3 )~ (50mg/kg) ZHLOIEEG L7z L &0
MR E AN b v (2F Y FoF v —) REHER

&= NEAFIRECNETAPABEIZEH N M) VERBEREG L &0
MAgEh e A5 ) v (nF v F 4~ —) B s 5 21 — &

’EHE. . 50m /k Cmax Tmax t1/2 AUCO-OO CL/F Vd/F
- K8 | (yg/mL)|  (hr) (hr) | (pg-hr/mL) | (L/hr/ke) | (L/kg)

SR (WEPEA)
- 13.90 2.85 5.65 90.90 0.591 4.630

=2 v h1H —
A (n=6) +4.53 +1.61 +1.52 +27.9 +0.165 | +1.120
SN (n=6) 23.80 1.36 5.47 117.00 0.446 3.480
st +12.20 | +0.96 +1.93 +26.00 +0.103 | +1.230

RIK (AUEPEAR)

- 21.00 2.35 2.87 106.00 0.498 2.010

2 YHIH (=
AR (0=6) +6.60 +1.87 +1.03 +28.5 +0.110 | +0.670
SN (n=6) 41.30 1.28 5.68 147.00 0.355 2.770
st +13.90 | +0.58 +2.86 +34.00 +0.082 | +1.190

P A 2




@FEERM A"
HA N A S PE6HIZ 773 ) v (A 1g, 2g K UMdg & 22 IR I HiRIPR G- L 7= & & | PG
ToaxdEFILIER] (0.75~1.205[8]) » “FE¥t1/20 1 3FITHER] (5.3~7.605[#]) Td > 720 Coax X FAUC 0
EHEICIZITIEIL TINS5 Z & AR S hiz,

(ug/mL)
140 A

—}— EANNUTIg
—O— EANNIY2g
—/\— EANNIVAg
n=6. FiiE

120 7

100

80

SN BEE

60

i AN

’RE5%EERRE (hr)

X HAMNMERERASBEIZE AN M) Y AKROEES L XD
MAERE 78 b Y V(5 & IK) IREHERS

& HARAERRERATEC AN D) Y ERG L 2OMIETPEA /N ) ¥ (T2 3IK)
SEYIRE ST X — 4

&= Crnax (12 g/mL) Toax (hr) ti2p (hr) AUCo. (g2 g*hr/mlL.)
1g 35.6(27.0%) 0.75(51.6%) 7.6(68.2%) 150.0(28.6%)
2g 66.7 (21.4%) 1.0 (46.6%) 7.0(19.4%) 270.2(20.9%)
4g 147.3(18.1%) 1.2(42.1%) 5.3(12.9%) 627.3(16.1%)

P (LR E : %)




2)RERS
OB

HARNFL R I T A D ABEIFNZ E H3 b ) v (#05) 37.5~75mg/kg/ Bl %4 1 H 2[0] (1 H &
75~150mg/kg) RAZREIRG- L7z & &, IE#H&G512~16H HIZ ¥ 550mg/kg/MOHE T
TEHEL L 72 4 e 73 b ) v (R, SIR) ROV H3 b)) ¥ SIR (EPE) OURE OHEFSIZ T
DEBDTHO FEYFHE/ ST XA —RIETFEDELD TH -7,

(ug/mL)
80 1

70 A
60

50

SRR

40

30

i AN -

20

—o—R S-EHNRIY
=] = S-EAH/NNUY
n=9. FIEHEERE

8RS (hr)

10 12

HAAFLN ST AP AREIZE AN DY v ERIEHRE L2 XOERREICL T 5
M4ER e A3 ) VYR HERS (50mg/kg/ [0l D F & TREHEAL)

% HAAFANREETAPARBZIZEH N ) vV EKERS L-L 2 OEEIREEIC
B AIMAEFR Y A5 b ) v EYEIRE S5 2 — & (50mg/ke/ 01D FH & CHEHE(L)

Fils « MERRF R HIFS T 12~16H H
50mg/kg (Fa5fit) Curoun (£g/mL) | Con(pg/mL) |AUC: (g hr/mL)
R, Stk (5 ¥ 31k) 5.28+1.74 60.84+15.44 315.83+£62.85
SIA (W HEA) 3.21+0.99 25.73+7.24 145.03+30.59
S-H it o+ R ff 2



ORERMA"
HA N A S 6B & 9773 ) > (BAl) 1012g 2 1H RIS H R, B #kic ki3 b Lz L &,
Coax XU AUCouid, EBITHGIHH ESHEH TIRIERETH D, EREIFIZFEAERD O
mholz,

(ug/mL)
>0 7 — - #5188
—/\— #5588
40 1 n=6.F13fE
il
R
=
£ 30 14
73\
N
~
J 20 A
2
=
=
10

o 2 4 6 8 10 12 14 16 18 20 22 24
’RE5%EERRE (hr)

X HARAEFERABECCH N Y v (20) & KRG Lz XD
MAEh Y 735 b ) v (5| IK) EEEHER %510 H.5H H)

#x HAANEFESRASBEIZE AN D) V2 RIERG Lz E2olidEhe /vy b)) v
(7 & k) SEpghre S5 2 — 42 (¥ 51HH.5HH)

’Eﬁ% Cmax ( )23 g/mL) Tmax (hr) t1/2 (hr) AUC0724 ( ne: hr/mL)
#51HH (2¢) 42.6(12.0%) 1.7 (54.3%) 5.6(13.4%) 255 (13.8%)
& 55HH (2¢) 42.5(18.9%) 1.7(70.1%) 6.0 (37.3%) 291 (16.0%)

PYfE (ZEERE - %)



3) Bikaem=Ec0
SHE B B RE R R () 16491 (B2 ~ rh 5% [CLer ¢ 40~79mL/min] : 8f5il, Hh& s ~ g
[CLer : 10~39mL/min] : 8f5l) & U4 E A B BERE IE & BB (BON) 8BlZ. & 4723 b 1) v (Al
0.75g% BRI G- Lz 2D J + IR R, SHK) KO F ¥ F54 v — (SIK) o g3k shie
IZOWTRET L 72,
Z DOFER, BEHRERTEOTE IZME > T AUCOBIMI KL Ut 2 DMERE A FE8D 5 7258, Coran X U T e
NDOWEBIDOI N TH -7z,

#  SHENERREREERE RA) ICE AN P ) v (A 2R ES L - 20
MAERE AN~ ) VSR EIRE S5 X — &

ﬁgg §E|Zﬁﬂi Cmax Tmaxa t1/2 AUCOJO CL/F
- Bl | (rg/ml) (hr) (hr) (pg-hr/mL) | (L/hr)
7% IR (R, Sfk) & LClllE
B 8 29.5(7.6) | 0.75(0.33-1.00) | 8.1(15.3) | 148.2(14.0) | 5.2(14.6)

B~ | 8 | 29.5(16.7) | 0.75(0.33-1.00) [12.1(16.6) | 196.2(18.0) | 3.9(17.3)
g~ | 8 | 33.8(23.3) | 0.75(0.33-1.00) [23.4(37.1) | 523.51(38.2) | 1.7 (44.6)
IFvFAv—(SiK) & LTHE

1B 8 | 9.5(26.2) |0.50(0.33-1.00) | 7.7(22.2) | 57.3(24.2) | 6.9(24.3)
B ~rh& R | 8 | 10.4(23.0) | 0.75(0.33-1.00) | 9.6(10.9) | 83.0(13.7) | 4.6(14.7)
i ~EE | 8 | 12.7(22.8) [0.625(0.50-1.00) | 12.4(22.2) | 143.2(21.6) | 2.7(22.6)

A (ZEEEREL %)
a R YfE (R Ml oK)

(4)hssE
AR & L

B)RE-HAZEOXE
NBEOHE fEERA”
HAANBERRERAGFNZE 43 M) v (8] 2% Z2HERFHMIER % 5- 3T e 43 b ) > (#ED)
2g/HAZ1H1M5 H B EHKERORSEG L& X, MUUEhE H3 b ) Y OEYEE 5 1 — 21%
TERDOEBDTH 72,

£ HAAEFRANCE AN MY Va5 L ZoliigEh e /5 ) v (71 31K)
SKYBYRE ST X — & (EHERE - BRI G Rk 0 KERSG1HH)

BT | e (ug; ;;L) (1;112*) (tlif) (u gA'AhLI]‘/CmL) !
eI 2g — 66.7(21.4) | 1.0(46.6) | 7.0(19.4) 270(20.9)
Hi o] 5-
i 2 1HH [42.6(12.0) | 1.7(54.3) | 5.6(13.4) 255 (13.8)
[igE#S | 1HLE | 5HE | 42.5(18.9) | 1.7(70.1) | 6.0(37.3) 291 (16.0)

SN (ZEREL %)
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|
FDA® %348 : Pregnancy Category C KEDORMCEH  2015F9H
F—Z T )T O
An Australian categorisation of risk of drug use D F—=2Z2 b7V 7 20144F9H
in pregnancy

2% SYHOBE

FDA: Pregnancy Category
C: Adequate, well-controlled human studies are lacking, and animal studies have shown a risk to
the fetus or are lacking as well. There is a chance of fetal harm if the drug is administered

during pregnancy; but the potential benefits may outweigh the potential risks.

F—Z b7V 7 DO4FH: An Australian categorisation of risk of drug use in pregnancy

D: Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs may
also have adverse pharmacological effects. Accompanying texts should be consulted for further
details.
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i FLE N A
KEOFHMNE |8 USE IN SPECIFIC POPULATIONS (#z%%)
(201549H) 8.4 Pediatric Use
The safety and effectiveness of SABRIL as adjunctive treatment of
refractory complex partial seizures in pediatric patients aged 10 to 16
years of age have been established. The dosing recommendation in this
population varies according to age group and is weight based. Adverse
reactions in this pediatric population are similar to those observed in
the adult population.

The safety and effectiveness of SABRIL have not been established in
pediatric patients under 10 years of age with refractory complex partial
seizures.

The safety and effectiveness of SABRIL as monotherapy for pediatric
patients with infantile spasms (1 month to 2 years of age) have been
established.

Duration of therapy for infantile spasms was evaluated in a post hoc
analysis of a Canadian Pediatric Epilepsy Network (CPEN) study of
developmental outcomes in infantile spasms patients. This analysis
suggests that a total duration of 6 months of vigabatrin therapy is
adequate for the treatment of infantile spasms. However, prescribers
must use their clinical judgment as to the most appropriate duration of
use.




Abnormal MRI signal changes were observed in infants.

Oral administration of vigabatrin (5, 15, or 50 mg/kg) to young rats
during the neonatal and juvenile periods of development (postnatal days
4-65) produced neurobehavioral (convulsions, neuromotor impairment,
learning deficits) and neurohistopathological (brain gray matter
vacuolation, decreased myelination, and retinal dysplasia) abnormalities.
The no-effect dose for developmental neurotoxicity in juvenile rats (the
lowest dose tested) was associated with plasma vigabatrin exposures
(AUC) substantially less than those measured in pediatric patients at
recommended doses. In dogs, oral administration of vigabatrin (30 or 100
mg/kg) during selected periods of juvenile development (postnatal days
22-112) produced neurohistopathological abnormalities (brain gray
matter vacuolation) . Neurobehavioral effects of vigabatrin were not
assessed in the juvenile dog. A no-effect dose for neurohistopathology
was not established in juvenile dogs; the lowest effect dose (30 mg/kg)
was associated with plasma vigabatrin exposures lower than those
measured in pediatric patients at recommended doses.

12.3 Pharmacokinetics (#k#%)

Specific Populations (#z#%)

Pediatric
The clearance of vigabatrin is 2.4 L/hr for infants (5 months - 2 years) ,
5.8 L/hr for children (10 years - 16 years) and 7 L/hr for adults.

Infants with renal impairment
Information about how to adjust the dose in infants with renal
impairment is unavailable.

Pediatric patients 10 years and older with renal impairment
Although information is unavailable on the effects of renal impairment
on vigabatrin clearance in pediatric patients 10 years and older, dosing
can be calculated based upon adult data and an established formula.
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