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1.5 ERX R DORERUVRAREOZRE
M071754 - EH/N kU Y

1 EBEEXEIEROBREBRUREOREE
T VIVHOBEIERT THDHEH NN (bF4 (£) -4-T 2 )5-~FkvUEE) (K1)

Merrell Dow Research Institute (2 CTAAK * B SNIZHLCANAIKTH 0V | BT 2 MiEHE R sz
W -7 3 EE (GABA) D HALICEIb %% GABA 7 v A7 I F—+F (GABA-T) DR Al
FLEHRIT, N GABAREZ LR XE5Z 12X, i CADAERERET LI EEZ BN TVD,

NH2

H,C=—CHCHCH,CH,COOH

1-EANKRY) vOBER

EAN R E ANREORA O TEREME 3 FE O OF L) 1Tk LT 1989 4RI 2 eI S [E= T&
S A, REATADAATK L TIE 1996 ST HRANCHEE THB SN TV D, T D%, 1997 £ HLEFIR
ZERBINE SN2 Lz kv, e, BRICEe NN UG SIVTWOZERMN TlE, U A7 &%
7 4 v NOFEREI L SH, 19994E 5 AL T CTIEAANES I IR > ChRAGRIRE & L Coftif &
OPEFRFRIEC) « £72 UNETIZAEETADA (West SEMERE) (242 BlpIEIC) & IRE L THEM
ETHILEBSTFT S E T, ARAIOMERZkGET 2 2 L 23R S vz,

KETIE, 1994 422 Marion Merrell Dow f: ((4K§) 7> 5 p A DOFR5y T A AITkE LT New Drug
Application (NDA) 3Tz, FBEIBEICH W C ER ORI AT OMBEZ %), 1998 4|2 Food
and Drug Administration (FDA) X HEERZEITKF L, notapprovable & DY 2R L7z, T zszi),
Hoechst Marion Roussel #1: (4 1Kf) T3/ TANAICIRE L TR Zfkt 5 2 & & L7, 2Dk,
FDA 7 B/ T AN A TOREEIZRA TAD A D NDA Amendment T72< | Fi7o e HEEE2C0 H T4
ENHDEEERENTZZENS, NETADANTOWTHERZE (FFEE) ORI IRHE & 1l Lz,
L2l 2004 4 [ () K5 % BRI NS R O
FlZ Aventis £ () MNHEIS L. B TADABRE OBEEEHEEMER /Y BT KT 5 5D NDA
Amendment % 2006 4 10 A & 2007 4= 3 AIZ#EH L7z, £7o. /NED REATAN AT D87 70 WG
% 2007 4F 12 HIZATV N, 2009 4 8 HIZ/NR D ST Ans A & BN O EEETEBEMER /3 FAE ORI L L
TRIFHZAERGR S L7z, BN MY O IERIN & RARICHERICIRE SN TR Y, MATY A7 &k
/NRIZT 2 72 DI B R I GE E BRI 23k D T

B, BAETIIHARATO 50 0EHU ETEESHTWS
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15 ERXEHEORBRUHAKOER
MO71754 - EH/N R >

Az TIE, 19IFIC A L - 2o SRSt (YR AR D BB T AN A % X 5RIZB
2 BAMG L, 1996 FICEINE 3MHRRERZ A& T Lz, HEE DM 28D T2 1997 £, Bk L7z v
TN N OV R R & L CORAHMEOREFRAERBLORENRH Y . ZHITHT 2HAKTO
Wiz E 2. 20F 2T X7 ¢ ARRASH (Y1) 1%, BRP CTh ool NOEHEE TANMAIC
T LIS TORFEEWRIE L, £/, TOMOBISECTOMB LIThRNZ & L,

LU, A TIINEDRETADANTKT DB RIBFEEN 2 < KETRRBEZ T2 LPH
BRSNS DR A2, TER O SLENEO B O ARG - SRR S 1S TR O LB
DS O SRR & TR S, RN E N CROEIE AR A TG U BRI CHEAT 2 2N TEH LD,
2010 4E 12 A 13 BIZEAI @A X 0 BIREEE 25217 7-[Module 1.13.4.2-1, HR&FEHK « SO BHFE
DEFEFIZHOWNT],

ZHICEY, 20134 1 H L0 MEECANABRE B GUCENG SRR E L7z, TORE, 1A
BRAER 51 K 5 HEHE OB DNRBD HiL, AL R THLZ PR nTe, £, BN
132014 59 A 17 HIC TIREA T A AL & TERNRE « R & L TR DR ER S O E L2 T 7,

Lfe, ENE 3FBEARRBR Y NS e AN MY OREREYERE, Hik - B AR O Ae
PEICB L TAR SN OT —#72 EbE x| KRBHGEEITH) & & LT,

1.1 XNREBOBEERUVARFIOERKMBALE DT

SRIATADAIE, NEMIOR 2 A TA N AT, BifE, RS ES R RN, M) (EEG) REFT
B Cdo Do SRBATAMADIEFRIZE B2 < WV BT 23841 X, B BRI A L€ > (ACTH)
RSV K=y v EDAT A FITHD, ZbOHEAILL DBEETHR &b RGUIEIITE
BThHN, BRENELS, REICblo THRBERT 20135 ThH5H, £z, ACTHED
RVECRIET, BRI Lo IR E L RERAEFE L IO T ARENH L, VT afiE) b
VDL, XU PTEE Y, FHOTCTANAEEDZDMOFER & HEHTANADIERIZHW L
TWb, UL, ZNODOEFNOMEITH BB TIZE A LTERASNTE LT, b 0EA L FEE
DHEFRZ LT AREENH 5,

EHNRY ATEBETANANCK LEMIEIETHEI CTh o 7c/o, HEEOIRET A 7 A TIdR
SHCAMADFH PSRBT ATV D KEICBW T 2009 FITITREATANA & HHEMAE
HEER r AR OTBRIRIE & U CIRIRFICARRR S 47z, BIGIEIL. OPT TAMNAIKIZ 050G L7 7o i
FATBIUT DI FAEOIEHR K CRIA T AN A DO HEMFIEIZ L HER TH D, EH/N MY AR
PEREALIEIC R D MBHCANA DBEIZBWTHER SN Z L ERORBR TR STy, X
N U EBIICHER LIESRASCRENE D SN VG LEEHAICE, BEOEM PR E2&ET
LAREMER B D,

B, BEHANRY ARRICH T o TE, RERFEORIT L ARMEEH LD, XX T v b
27 il A L W IEEI T2 ETRETH 2 ERMBETH D,
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1.2 FAXORE
1.2.1 JERRPIRSIER

1.2.1.1 FEHER

EH N KU 2@ invitro TO GABA-T FLE/EH & OV invivo TO GABA-T BLEIEA & 21U LE D M
GABA REDOHINE~ T AR NT v N THRET LTz, EAR N COHRBERZ, 9% 7 v haEh
iz OEYET VTG LTz, I, EXRNRNY I TEIRTHDLZ LD, = FrFA~—n3K
PR Z invitro & OVinvivo TG L7, BIRSEERERER & U C8R EM K O AR ZEAE 2 554l L 7=,

AN OREMEIRIRER Y, [REEIRHRBR T A FT 1) (P 13456 H 21 B [E3E5%E
F&5 902 %) AT 1996 4ELAANC, [T MEBRER Y A K7 A > CERL3 41 H 29 A IR
4 S R E IR R RIE A OBIR) 1T0E > T MIEEERER (JE GLP) & L CHEM L7z, ARFED—
SHRBR CIE, REMEHERBR T A RT 4> (STA) IZBIT 537y T ) —IHH Th 5 PR,
DR, FFRICOWTHIRTERE L TV, L LARRLZORICEHENIZSIBAA RT7A %
#7, GLP i@ M FIZ invitro Tk b ether-a-go-go BIHEEIE 7 (hERG) T ¥ KL KON Y.Ll 7L
¥ TRHEOIEBNEAICS T AERZBat Lz, ZhbDZ Enb, b hoRerkiciliEds & Ep
NAAREOEIYERIZOWTIHMIILRRETH 2 Ll STz, B, T—2 v r—VEREIED
7o, FENTHEM SAZHBRTZT TR <. ARSNTZFRIXOE RS VTR L7,

1.2.1.2 EYEREHRER

Ty b AXIHNVEHNTET S MY ORI, S0, AR & OHEEZ B 52023 272912,
HERECEERE LW AN R > MC-EH AU V) UFFEEROEH A R Y &2 AT, it
B RN, invivo TORE, JREOFEH R E Ofit 21T o 72, F72. invitro X WVinvivo TO
SRR 55 K OSSR B RE RS A AAE 2 fese L 7=,

1.2.1.3 HMHHER

~ U AROT v b EAWZHEEEGREERER, 7 v N RO XE AW R 12 20 H R 0 & Gk
AR, L EHOWICRE 6 FRE 0 &5 EERBR, invitro X ONinvivo OBEEERER, ~ 7 A KT
v b EAWEBAURERB, 7y REROUYFE RO ATRRAEERB, Ty RO XOHER
EHWERER, 7 v RO LR AWK Z . M~ D8 % 4 5 s, IR MR
BT o F A~ — DK EEGmMERRe C 2 Lz, 7ok, IET o mEO MRS, A XE2H
Wz 2 JERRE B3GR K OV L & T2 10 A B B 3 SRR O MR G- ST -0 OB RE R
(T TR U 72, B2 RRBR I DWW CTUIOKIE, E ALAE XX A AR D GLP B HEIZHE > THEME L7z,
Flo, Xy axxT o272 TK 1E7 v by A XK L EHWERERICEB W CRME L=, Al
(2B 2 BB BRI S M L TRy,
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1.5 BRX IR OFER VRAREORR
MO71754 - EH/N kY ¥

1.2.2 BRIREER

AARNHLNRORIHTADABEIZB T D EH NN OIEYENRIZ 31T 5 BRI KR O &K
I Z Rt U7z BR RSB L RERIFZEIZ B9~ 2 @5 1372 vy, — 5, BN R U i, A< Eifitk 20
FLLERRGE L, SEATANAIRRICB W TR, BEENEEIEDIZD), W TIEITA KT A4 2ED
AHAMELED U SN Dl BB TADAIZKHT HEH NN O Rk - HEIRIFIEMHLENT
méoik\HK&M%@%T\mﬁfwﬁh®$ﬁ%ﬁ%%\ﬁ%%@&_k%&%ﬁ&w:&\
RIACADNADIREE TH DI TIIEICKRE REN e, BN CEERR@H AT
<< EFERADHE TIId 508, BA AR B M KﬁnggXi4g%$EﬁD%5bt
EXDOMBEFETNR Y OIEYEFE T A — 2%, SEANEFRA & REREVIA LN o7
ZehEnn, RIBMERIZKRE 2EITRWEER T,

bz &b, xtmBhE &% Lz BT, HERFERR L T3, Wi coRRMk - Haz
SECRE LI L - EE W CRAERRER 2 5l L7z,

1211&%%%&@%@%%%@%%

AINCEBTHEH NN Y OHGECH 2D | MNIATEIE NSRS R AR A (LT, THghE)
L) oxtimh sz 0[] A I P30 L [Module 1.13.2-1, 355 TTHRBR T HAHK],
SiDEflkcEN |
-2 LoTchor, ok, gxEoxdExzTC.
_LOU\“C’E‘% AT oo, TORER. AIITIIT 2 itk
s TiE, AFRTIME U725 3AREERRER (EFC12369 #tBR) K ORI 5588k (LTS12745 5-5R)

ﬂﬁ%ﬂ&b\&*_ J 2RI TAD AR ORIHTANALSN D TANAIZDONT HBHEE R E
LTHWSZ L LT, 7o, BN VK DHBREZRETT 272012, B ARANDOEEMEE Y
TADIEBE ZHSRE Uz B R R OB 0 RUGEIR T2 412 I3 U 7= 1R B e 42 M OVRLBF L 12
DWTHR LB G Wb 2 & & LTs,

1.2.2.2 FMEEEKRHE (EFC12369) RURHIRERER (LTS12745) #£EE

1.2.2.2.1 EFC12369 HER KR U LTS12745 HERD A %S
EFC12369 ikfRi%. HARINSE TANABREIIXH LT, BN U EROKS Lz & 0%

(ZDWT, SR OB LA faiE & U CRETT 25 3480, Zhiakdbnl, HER., IR Th o 72,
At 43 (28 H) LI L 2R, B NEEG Lo 727 Y A I T DOIHNED N D M T A
DA EBE SN AARNBEEZMNRE Lz, BB, 227V —=27#] HERELY., MRG58,
PR X O BLE o0 5 W TRk U 72, 1RBRCER G-I, A EFEY o 6 B ~8lH (HEMHK
E LT3 HMOT 7RG a2 Ete) MR GH O 2 8 Mk OCHEEEH O 3\HTh D, 727201

ﬁ%&@ﬁ%m%ﬁ?é%ﬁﬁ\ﬁ%&ﬁ%?ﬁﬁﬁ%ﬁ?kbko&5%%1%%@&0%@@@
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15 BERREHEOZBRUMREDORZE

MO71754 - EH/N R >

BLUR XV IBBRBEEEM U HEEMIC L 2EE R AETH Y, BEITLIZ®R D, BTN
O 58X, YIHIHEZE 50mgk/H & L, s 150 mg/kg/H (EBR39/H) FCHEAAIREL L7z,
ARMEO EEFNE B IX, 1EBEER Gl CORMEHEEOZ( L U, FEERHIESHEEE B O iEE
D, R=2F A L LT 50 %L, B LTcBEORIG L Lic, ZOMOGRWEOFHMEIL, SiE
DAL, RO R, RETANADTERIEA, EEG T, R#EE OISR L E O I IRBRE(TEM
Fe RS HRIERTIC £ DA IR CfT - 72,

ARG B OTRBREESR 5-Fii#% T OESESEE D ZKIZ OV T, EEEREAMR AR E B oo 8iE
JEMR—R T A & bl LT 50%LL B L7- B 1L 134 % 844 (61.5%. 95%CI : 31.6%~86.1%)
TRO LT, AR CIXBIEAZIEA 15% &% E L TH Y . 95%CI & NERfE 31.6%I%. BfEA %)
# LERIDFHER CTholo, Fio, ZO%ROHERHR G HIEREHE HIZBWTH, 84 (61.5%) THEMEMEE
D 50%LL EDJ R3FRD bz,

¥
#

LTS12745 3B, BARANRBCTADAREIZRH LT, EHNRY U2 EYRE Lz L2 oRetK
OFIMEA BT 25 3/, ZsdtF, FEMHR. R Th o7, 1RO LN LR TA
A LW ST BARNBE T, EFC12369 iR OHERFHE G- 2 5 T LA ZMENTRD iVt
IR oo (F—2A 1) | BN ARRTOLE% 4T (280) LLE6ERIGETEA N
VO RRER G R OEMERR DR TEDBE (F—22) | KOEHN N ARREDOH 5 4:1% 4
H (28 H) LEGmAMCEN NN ORBERGENHE CELAMEICRER LA NY ok
BN nEBH, B LUIET A MY AREREO 0 2500 E 6 Rl DB (F—R3) x4
&Lz, MBI, A7V —=v 78 HEEE, MR G, H s & OV 8lE i o 5 H1°
i S AL 5 A3, EFC12369 iRERIZSM L TV BENE D, BIML TWARWREOLAIXE N R &
REPBUE BTN TN D DENIC K - TRBHIFS N B2 5, EH AN v ob5 8%, P
B4 50mgkg/H (5r—A30DH) L L. fm150mglkg/H (EPR3g/H) £ THEZA[REL LT,

BRWMEOTHEIL, SRR O b, SHEOHEK, RETANADTERELR, EEG TR, RiEE D)
LH 5 O T IRREEEAN M OTRBR M ERNIC X 2 6 B9RHE T17 - 72,

LTS12745 iRBR~1X 7 405847 L, 32 W OFARKG AT 6 4412, 56 #[H O FFAMRE £ T 5 44 1258 5
FED 50%LL LD TR bivTe, S BT, BEEANELR LB IL, EFC12369 sk DR & G- 111
MaIE HIC 64 (46.2%) . LTS12745 5Bk 32 W OFHMRF ATl 4 4412, 56 M OF-MRE £ Tl 2
LIZRO BN, Flo, MHEOHEKRIE T TR T ATV AI T OEKBHER IR TANAD
FER I Zon LT B IR, EFC12369 RBR DR & G- HIHEHEHIE 112 440 (30.8%) IZFE8® Hbiv, £ D
2B 3447 LTS12745 35> 32 38 ] O FHAMRE U 35V N CHRefe L, 56 1 ] ORI e R Tl 2 44 3 Fifee L
TW5, RiEEHEDOHIZ b B DT AT IR EEEA SUTER S H EM OM AR T, 12
EAEDBRET THR) LFHMEE NI,
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15 BERREHEOZBRUMREDORZE
MO71754 - EH/N M)

UEDOFERE Y . AARNSIHTANABE ZRG L LTz EFC12369 7R K& OF LTS12745 FABRIZ 1
T, ZIMLTEEEIV b0, AAEANRIHTADPAZXGE LT HEGRBROMERIZH DR NWE
PEDPTREN TS Z LMD, HARANEE TANABREIT D EH MU RRIC X D20 R0 ik
TEHLeEBEZLND,

1.2.2.2.2 EFC12369 &HE& R U LTS12745 SREED R E M
HARNSIETANAEE 235 L& LT- EFC12369 7k M O LTS12745 #llk O Frfe 58] 56 WHE £ T

ZHBL LA FFSR (TEAE) MOEERAFFS (SAE) 1E. HARANRETANAVEE OBEFELHD
234, LN | HESNT — & L BRI T S 2 S IXNEETH D AN, AME A REE T A A BREITH
Bl L7 TEAE BELEIG KON TEAE OFEFIC K EREWTRWEEZE 2 bILD, LorL, AARARETA

MABFITE T, LTS12745 RERO#ERi & 51 48 M D% IC B AN R U v & ORFEBUR N E TE
ﬁMTBE&LT’mf‘ﬂ%)&Uﬁﬁw%?/mf‘ﬂ%)#mb%htomruOWT@ =)

U RS BOHEMZEOIME DL Z B2 8. 2, SHAEBEOE NN G2 X Y E

L BEERRDT-EZEHLND T END %%E&E%itﬁﬂbUV&@I%@@iKET%ﬁw
k#ﬁbtﬁﬁstﬂMEﬁ%@ﬁﬁ%%%SGfﬁiffhfﬂ%ﬁbt DXL DHTHST,
& L =F U MIEIC OV T \ﬁﬁEEE%itﬁAbJ/&5&@l%%%iamf%&wk#
LTWD AN, Y%L SAE & U TR IR ST | FEEN, MISUE 3k, ik, [UER R
b, e, RWE®TBE%EQ%ELTED\@@ﬁf&#h%(NW7B@)%néﬁ%%%
LTz,

EHAN Y EGIZE VBRI NHHEREICE L X, BEERITD RV OO EFC12369 U5 K
Y LTS12745 3B O#EFRH# 511 56 W] £ T2, IRBHR AR ARl CRFE LB 2R L7EE TR b
P oF. HERE K OGREREICHEEST S TEAE TR LR n-oTz, L, AANRATAD
MBI TIE, EEHARII TN N U B EBAE% 6 20 H R HRR0 B, 12 22H LTI
A0%DIEH TGO Hivlc, £l BN U O BFER 558200 g A T & HLERAZIIEE 0 541(20.0%) |
SWgMLTiM%uL®$% CHRERAEDRD bz, ZORERIL, SAEAISE TAAEE

(ZAME A DR B OV N O BEIR R 53 TA#&$%&75T6%®Ti&#otoHm%%ﬁ
%&Utmumsﬁ%®ﬁ%&5%3zlﬁif . IRBMRATR G R CRE L) 2R LICBE T
HILTWRNb DD, HEFERFE T E AN MY U GIAE 6 22 A RIGICE W CHHBLO RN H 5
EEZHND,

L7=MBo> T, BRANSE CTANAVBEICHTHOEA NN v ORERT a7 7 A Vi, SME AN GGEE
TADIVEBELRETHD EEZOND, £, EXN Y VS HEERFICE LT, SME AR
ABEOVRE BARANRATADAVRELREO T 7 7 A ABRELRTEY, BAANRETANAR
FHRERDY 27 BHDHEDEEZBILD,
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15 BERREHEOZBRUMREDORZE
MO71754 - EH/N M)
1223 BBRT—2/1\y/ir—1

UL EoRéfEZ B E 2. ENTHERE U 72 BRARRER AR & /OB 8 22 BRERRBRIC L2 e/ Y
VORI EIRE, ML - A&, AL OZEMICE L CAR ST —2 2 82 v, i
IRT—=H Ny r—V %L, LLNICR L2 G2 - 20, MsEME - & LT, ARHFEE1T
)z ke LT,

¥, BARNRE TANAVEEORYIRE OMEHNE LTS12745 BB O sl TR+ 2, FEERFITHE
Frie 54 32 WM £ CoORGEZ TR L, W5 FICHER 540 56 A £ CTORGRE & BRI L7,

[ZhaES32h R ]
R T DA

B R OV &]

WE . NRIIFEH SR L LT 1 H 50mg/kg BRI E LT, 18 2BNSS T TROBST
%o BREOWENGRD HiLT, BEMICHEN 2 WEGEICX, 3 HEIC 1 BHEE &L LT 25~50mg/kg
TOWE LG OSENPRBO DN LA G EEMFFHE L T 5,727 L. LA G &L LT 150mg/kg
(LEOREEEE LT3y RN &,

1.3 FHROBRER
BRI DRKEX 2 [X] 2 12T,
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1.6 NEICE T HERRRFICET 2EH
MO71754 - EA/N b Y

1 SNETORREF)RUERKR

AN Y T NRKRORA D THREMEE 3 FAE OO IRIE] 12k LT 1989 4F 9 H IR N #[E
T%%éh\ﬁﬁfhﬁh’ﬂbfiw%ﬁ CRANCHEECTRRINTND, ZDk, 1997 FI24E
PPRRZER BN E SN2 LIk i, BEICE T AN MY UGBS IV TW RN TIE, VA7 &
R T 4w NOFREN R S, ww%sﬂ*rﬁkfimﬁ LB BR - THRALTRIN & LT A
F & OPFRFREIC) . £z UNETIRATETAD A (West IEWERE) 126032 BAREIZ ) SRELT
HHAEZTDZEEESFT D2 LT, EANNY COMAEKET D 2 MRS,
KIETIE, 2009 4 8 HIZ/NRDFEATAD A & RN DEEHRHEBEHER 0 FAEDOIERIE & U CTIRIFFZK
RENTZ, BIEIL, OPTTADAIKIZ A5 G Uie o 7o BE IS8T 25 FAE DO TR K OVRER
TAMDADBEMBIEZ X DI TH D, 20154 12 ABIE, B R AR O 50 M EDLETH
FEINTND,

k. FELEICBT DR - ARKRREE LHIRT,

®1 ETELQEIZEITHHEE - AFKR (2015 F 12 AFRE)

EU E
(EE)
IRFE4 SABRIL (vigabatrin) powder for oral solution

Sabril 500 mg granules for oral solution
SABRIL (vigabatrin) tablets

EBEEAR 19894 9 B 22 A 2009 4 8 A 21 H

K -E5=2 M A ik AR R A& AR : 500 mg.
SEARIZEH N RY L 500mg AY gl : 500 mg

MEE - MR HMBETANA (WestfiEIRE) ARDT- | METANA (IS)
OICERKRET 5,

SABRIL [, BEMHRRT 1 v FHRAEK
BULHAEDEENTRATF+HT | OEBENI RV ZLEDISEAED. £% 1 1A
HD.XEINSITHTEIERENLEL | ~2BOEBEBTANAVBREICITHT 2 EKIEE
CENEESAh TN, #EAMESYTA | ELTHEREINDS,

N (ZRESRIEREDHEEZR DI PN

) DBRECHL. BORTANARE | D0 EEMEAFEE (CPS)
HeETRET S, SABRIL (¥, EH#HORKEREICKT HRIGH
T+9T, hOBEURRT 4 v FHRERE
KXDYRYELEIZIBEED. #AEERIS
REEETIRABERFI0FZLULD/NRE
FIoHT 2@BEEE LTHELESINDS,

SABRIL [&. #BEH#EAFHECHT H5F—EIR
EELTIXERLAL,

Property of the Sanofi group - strictly confidential
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1.6 NEICE T HERRRFICET 2EH
MO71754 - EA/N b Y

EU
(&ED)

KE

Ri% - AE

% :SabrillZd 1B 1EAWLL2E, &
AIXIEIBEZICIRAT %, RAT 5 ERIIC
PEBOABTMEERF Ok, Z)IL—YPa
—R. F3%) ITART S,

INR

MEETAMNA (West FEIEEE) [CXtT 2
BHMEs

HRBARAE(ILX 50mgkg/BTH D,
EIIIG LTI EMOREREZZITCHES
HELTH LKL, %K 150 mgkg/BE
TORZERFEBENEN EAEESN
TW5,

HIAMER S TADA

A :

BE 2~3 g/ BTHRADELEND, &
EIZRTARITOMTANAERSHE
[CERRAED 1B 1g%EBMI S &,
FD%k. BRRIGEBREIZIELTA
HE#% 05992 1:BROMEREEZEITT
HET 5L, RAHRHAEEX39/HT
H5

INR

FER, NR. FEICHT HHEERHBA
=X 40mgkg/BTH D, UTIEAEESR
DEERMEHFHAETHD,

KE -

10~15kg : 0.5~1 g/H
15~30kg : 1~1.5g/H
30~50kg: 1.5~3 ¢g/H
50kgi#8 : 2~3g/H

LROBERFPICHETERAEEREE
Hil L TR 5730,

SABRIL NH&ERAMKIIZRERIZKEES
5 &,

RETADA

#E 1 HRAE(X 50 mg/kg/B T, Ttk 2[E

[CHFTEREL.ZDH®R 3 BEEIZ 25 mg/kg/
B7ZL L 50 mg/kg/B T 259 %, &K 150
mokg/BETHEET S EMNTE, ChzE?2

BIZHITTHEET 5,

BURTEEE Y RAE
‘AN (16mZEHEASEE)

JAHEIL 1000 mg/H (500 mg 1 B 2[@E) TR
B9 5, 1 HOREREEL. BEDORGICH
CTHEIZ500mg g o#itEL TH &L, KA
[Z&1+% SABRIL D#HESEAZ (L 3000 mg/H
(1500mg1 H2[@E) T#%H3, 6000 mg/H®D
FAZEA3000 mg/HDIZE LLLE L TELR SN
F274VbELEEITNESHNEITHATHY.
FEZERORBROLALEENHDEER
bhd,
- 10~16 MO /NREE
RICRT LS ICHREIZEDVTEEETS .1
AD#E58(F 500 mg/B (250 mg. 1 H 2
E) & Y BAgE L. ¥4 A= 2000 mg/A (1000
mg. 1 H 2[E]) F THEIZ 500mg/kg 3" D#iiE
LTH&EUL, KE60kg #HBZ HEHEIZIL.
BADHERABICH->TEET 5,

& : /MR CPS [T SHEIRS

KE [kgl |#18B | #&18*#
RHE HFRE"
[mg/B] [mg/B1]

25~60'T 500 2000

“MTH2EIZHTTEST %,

TS L. 3000 mg/HD AL A

EJ1TL5,

TRE 60kg U EDEFIZIT. RADKERE

[CH->TEET S,

Property of the Sanofi group - strictly confidential
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1.6 NEICE T HERRRFICET 2EH
MO71754 - EA/N b Y

AANOBEE K OKE OB CEOBEL, W NAEEFET —% o — MU FICRAMAT 2,
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B R

1 ERnA

Sabril 500 mg PN FH & F R

2 FELAR

e 1 RIZE AN R Y > 500mg AV,

W U 2 M3 6.1 THIZEEHEL,

3 I

PN 8 kL
FE0 6 IR F B ORRLR R,

4 BRPRIZ B9 2 R

4.1 ZhEe - ZhE

MO TANAIECIT My ha— L TE 2R, X oG8 F SR 2 %)
T 5 BEMEN IR NIRRT CAD A (CIREEBIEEOFEZ D)
DEFIZH L, OPFLTANAIKE P THRET 5,

MEAT A (West JEWRRE) (6RO T-OIZHMR G945,
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4.2 A

Sabril N5 TE 2 D%, TAPAT, T, /NEMRFEMEICIR ST
5o RRIBBIEIT TADAT:, MR F, N EE R E OfRRICHE > THE 3
5?——‘&0

BiikES

Sabril iZ 1 H 1 [mlZ2W L 2 [B], BRIXIZEHZICRAT 5, IRAT HERICSED
NI B Kk, 71—V a—RA %) \ZEET 5,

RITHEEIT TR, TADNAD Y Fa— LIRS E B R ICGENRED
LNRWEAITR, BN v oREE MK L TR by, ERORERE
IR CEN NN 2B EE L TPk 52 &,

DUN

HHE2~3 g/ A THRRIENBIND, BEOBUEOHTANAFEREEICHEHE
ThH1IH1gBMT 52 L, D%, BIRNEEBEMEITISCTIHEEZ0S g
FTOLEBOMMEEZE T CTHET 2 &, RAHEHAEI3gH TH D,

MR & A2 ORI E R 72 HEARRFR X 72V, ZEM RN D Frfge RE e XA
DILFEE CTIXR<GABA N7 VAT I T —VYOHEAREEIZ L > TR E D,
(FESAHELOES2H A 1)

/R
BEIGNEA 57 TA DA

AR, N FHORITT D HESEBG H &IX 40 mg/kg/ H CTh 5, (KERIOHE
TEHERFHEIILLTO LB Th 5,

RE 10~15kg : 0.5~1 g/H
15~30kg : 1~1.5¢/H
30~50kg : 1.5~3 g/H
50kg i : 2~3¢g/H

FREDOH XTI D RRHERE M B A L T b,
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S TA DA (West JEIREE) 124195 HIMZS

HESERR A A &% 50 mg/kg/ H TH 5, LEIS U T 1HEBORBEEZZET CHES
Wi L Ch LV, ieK 150 mg/kg/ B £ TOHBITAFENEG W & PR SN T
W5,

e i R A S OV B RE PR

oy

DHBRE

EHN Y B SHE SN D T2 KB EEEE H D VIR LT T
=27 VT T A0 mL/ A OEBE RS T oBICITEEA T L R
ITBEHEEORET ZHET o2 L, B LZAFEIT L VIEWERETH G
THHREMEN D D, BEICHEEFCHELEORITER B REL LW E 5 Bl
HZ L (BAAEK OFEASEHAESIR) |
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4.3 2o

AN Y AT 6.1 FHIZFRLH S TV D RIS 5 2 M BUE,

4.4 KR RBEEEOMER LORER

Sabrilid. MAEHTAMNADIEEZ RO THEIMEE S W TIE R B 720,

EHN Y ah U R TR KB ORERENE W (BFEOK 1/3) 2 &n
WEINTWD, A—7 R BRI X - TH L IV B BUEEEIZ DV TR 5.1 THIC
R, WHE, BN ORE5E%, By A DEETRET S, HE
DRBIRAENEBT L AREE L H V| TOREGBEFICHIEN RN, |
BRRAEIC L D REPER S NTZBEOZ L IEFERETH D, TDH, 20
BWERIZE R HBFREICL > TORRHETE L0, ZOMRENTZDDIE
HE, T 9L EOBE IR O NS, Brrhid, 3 L B/ N o JEIAE
TR AERAICHT S, SEH ORI EN (VEP) W5 Hikx, B
WIS LTI T 22N TE D, BUED L ZAZDOHIEIX, BRI ZE
K3 218 RIBOBRHICET 2 LT STy, BIEEMBREITZAHTH
05, I BRAOBEA SRR VA, UIIEF ITEFEER O BE IO NS
& (THEXE] OEZZR)

INETIELNET—ZIZLE, B XRBIZEIANNY) oG EHIEL
THEE LRV, RERBICHERENELT 5 REME 2 22 PR T2 2 & 1%
TER0,

L7=RoT, ETRNRNY UE, "X T 4y bEVRTDONT U R % DTG
LM CHEEICHKRMI L7 2 CHEMAT5Z &,

AFN 2 e 54 2 LLAT & 0 BRIRBIC R 7R RN & 2 BEIZE AN MY &
THREGT 52 LIFHERETE 2R,

EHANN Y OFRGRGE L TZ LIRS, ST REBERHT 5720 BED
TR A T V== T EBINIATO 2L, EPZE LT 6 » HIZ 1 HIFHE
EEITO 28 ( THEEXE] OEHZZR) |
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7%k (VFD)

INETIHELNT —ZICL X, @F R oD XA FILmAR O RO T
PRAET, —RIICEME Y b RMANCBEE TH S, FOHRE (RO 300 LIA)

I EMOERKENE L ARz, EHNRN MY UERGEBRETHRESH T
2 FABF KB IR EE ) & BRI K 5, FIERI T B R TG I 3 2 Sk mIREME S
»H5,

REFRAIZ LD RESHER I NTZBEORKEDIL,. BEEOKRBENRD -
AEEEHT, TRETEREFEE LW EhoT, ZhETICALN-ZET
VAX, EHANRY oG A IE L THRERBEIZEE LW EERE L
TWb, BHEFIEE OB RENET S T2 BRI gibRT 5 2 L IXTX
AR

RABEHAED T — LT —ZICLIUT, EAA LY DR GBED 1/3 (B
PROOEND, BHEOHRLMELY bV AT BEWATREER S 5, 1 DDA —T
YRABRIC Lo TRONIRBMEZH 5.1 IR Lic, S XEO U 2713l

NEY ColgEZERE (1~3gllEo 1 B, KUK 3 FER oG HMom )T %
BRE) CBEL TWDHAEEMERH D Z L, ZORBRIC L > THLMMNZ R o7,

EAN MY OERGENC, BEITLTIRBEICL H5ETRELZIT L2 L,

FHBAET, KOG EAZBEUT6 » AIZ 1H, L S o Br R A

(Humphrey 1% Octopus) ITZEIHIFEFFEA (Goldmann) ZATHO7RIFAULAR D
2N, BN N ACEET SR RIBA RN T 2561, BRI RE LT
IDPEE LYY,

MREMNREITAEH TH LN, HFFmELEH CERWVRAICOHRHAND Z &,
INFETIEHB LN —ZITLUR, MEEN KO &) OFEER/NE & 30 Hz
TV HIENETNRY AL HHEBRBEBEEL WD EEZOND, 2
VD ORSITIEF P 28 2 CRIE, BT 5, HERENEO L2 e
NRY UEEBREIZIE., 20X RBIRIEC o T,

EH NN a2 RETHERCE, BE RO SUIINHEE (B RN RIS D
B LIS Z SN EICHOVWTHRICHHA LRI TR 60, BEIC
BEFRZAE S BAGR L TW D ATREMEDS & DRI EE M QYER Z 3~ THET D L D
52 L, HRERSEIR LELGEITEE ZIRBIEICHTI T2 &,
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BRI A 3580 S VI BT B /S B U o DB RS 72 P 1k 2 it
5L, EzMtT o &Rl LI HaE, ORISR 5 RIE T R
- o72oic, L HEICHEBIZE (REHRA) 2179 2 L2Ratd o 2 &,

BN MU AIHERETEE D & H MY L OFH L TER B2,

BRI T TEEH DY 9 AT O/ NE DB AT E A ERTRETH 5, HGITHE
IVRZ L NP DAREMERH DR T v hE, DO TEEIZHER
LT DR, BIfEDO L Z A, N RELZIT) Z LN TE R
VNS O KB A 2 W SUTBRAN T X DN ST TR AR, BERARIR, 3 kLA
Fo/NRO DR SIRERRICERE S, REFHORRTHREN (VEP) 2 H
WA FEE, BRIOGU TS 22 LR TE 5, BIED L ZAZDFHER,
BN Y AZERT D HEE KB OREIZET 2REETHA THRY, 20k
HEIZ X0 RS O SO IFIE R Td 2 M ELRE OGS A 72\ 2 & DR S
T2 ElE, AN ORI T 0w b - U A7 ZFFHEL T, BREAZFIE
A L7220 57, BRI AR BV C ORI RIBARELT 5 AHE
MaPEbRT 2 2 LixTE RV, WEEMREIIAFRRGELH 20 3 BAmO
NRICOBERT 22 &,

PR AR RE AR My OV 1 22O EAR

LMY ORE FES3HZZMR) ITESTIE e roikGEE
(THFRAEREIC AT D BITE I 2 /R ISR T2 2 L 3 EE L vy,

NN U ORGRRMERIC, MEM (EEG) IR RE) 2 IRMEE) 2
7 EHWARBEER, B, BEELE OMIEAEIR 2N FEH LTEFIS, £ TIEH 5 03
HINTWD, ZNHLOMIGE G| & Z 3 fERIAFIL, HEHE X &SWELs
ME, #EREL D REWEERE, BAeEThs, ThbDA Xy MIET AR
Vo aEXITIET 52 LIk L GR48HZ SR |

MRI FT FUIC BE RO LN TZIEFI R HRE SN TEY . FRICHEETADATRED
TOICEHEDOE AN v a&kbE LT EENRICE -T2, 2D DFTRO
R ERITBED & ZAFRHTH 5,
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ST AD AR T DI AR E G L BFIC SR =7, YAFRIT
R TS DB EAVE U = L SIS ST D, EFARY L O~F
T4y b U RS IEERE D LIEBNCET S 2 b, BN R Y Lo
T AR 28 U A g, W U BB B P Ik A R B =

MOPLTAMPAIKL FRKIC, —EOBEIZIEAT NI COREIZED TAh A
HEIREZ S ORIMEHE D B U2 A T OREZ FEH S 5 v Relt
Nirn (H48EHZZM) . TnoOHRTMERE, T2 TANARED
MR T WEAIEIER O WT N ERIK T 2 FREHER H 5,

OFLTAMNAIK ERIEE, 5222k 1T 5 & KBERIENRELT 5 alaethn
HbH, BN O E2FIET HGEIT2~48M T TEBEICEET 5
ZEMEFE LV,

i, 9o, [TEEEOBAEREND 2 EFICEI NN V2K 5T 554
FEEE T, AN OB HRITHEMETRA X2 N (] Tk
9o¥., REEE, SRS BRI LEZZENRESIN TS, ZH0A
R MIBHREOF IO NDLTELTEY, < DLEAEH /NN
PR E S ATBE IR LT & 2 ARE LT,

CEfy

HAR S & ARATH)

B & IR0 IS THLC A A Z H G U2 BB A RS E N O A BRI TE O T BN H
HEENTWD, STTANAIEKICET 2 EIEL(L T TR REEEBRO A 27TV
VADORERL, BRESEMREBRITHOY R BET EHTHZLE2RLTH
5, ZOEROBFIZIARHTHLIN, ZnETICELNEZT—XICkhE, v
TRV AL S TY RN ERFT DAz dRT 52 L3 T&wn, L
No T, HEAEDOAZGEN O ABITEIOIMEZEHR L CEblRiEEZ BT 5
Z &, AERSEUIABATEIOIRMENFRBL L -HE1X, 2 BICEMICHERT
5RO BE (RZEONEE) I[THRETLZ &,

rien i R M OV BRRERR 37 208 & & FB A

BN R IR DHRE SN =D, J LT F =7 U T T AD60 mL/
IARMDBE R NEHmBEEOGAIIEEAYTZ &, 20 OEF ITHEHFOH
SLEORIEH OB ZMEICEHT D2 & (FB42HE ) |
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4.5 fLDEIRG & OFENER R OZ OO E/ER

EHN R AT E TS, X oXrBEE LAY EWEEERET
12— AP4S0DFHEK - TH 72\ e, oY) & OMAEAERDE U 5 TRt
vy, LvL., BRRRBRICBW T 7 2= M VO EEN16~33%K T L7,
Z OFMEAEF O EMRME LD > TRV, 1FE A EOBEEER FEKA
fRE & 72 5 ATREMEIZAR VY,

FRRBRICB W T AR E Y, 7= /2L EXZ—)L, N7 afg)r kY
LOMBERE S HE S22, BRIICERZ2AEEFERITRD b ieho Tz,

BRI AL, TI=0T ) b7 A727—F (ALT) . KOV (BREIX
RN D D) TARTXUEET 2 ) b TV A7 =7 —F (AST) OIfLHi%
MR T SE2AHEER H 5, ALT HIH OFRETL 30~100% & S TH D =
ERHESNTWD, LEEN-T, BRI UEREBREDES, N5 ODAT
TR A ENMEE TERVWAREER S D (F 48 HESH) |

EAARY RRFEOT I B RA NS T D0, HE D £
B (Bl : o - 73TV VBIRE) OREREAABIE & 2 5 RN 5
50

4.6  XZhGeE. IR, RIL~DOEE
b

TADPAR OFETADPASEIZBIE TS — 970 Y X2

PHCADPAEEHZG LI RHEN S A L IRO S RMERBIED U A7 13 2~3 %
W ER L, DERL D ERIE, MRS KBIEN S < HE STV 5,
PTCADAEOZHIDF A G, BMEL X0 RGO Y A7 BREnT-o,
AIREZRIR Y BB 595 Z ENEETH D,

1792 &, BEDNMHRZFE L TWALE1E. FLTADAIEER G OB 2
MER L2 T L7 720,
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BEDTRELU-5E . AR CANAIOR G 2228k 1 L CTiER 5720,
PR EEIE U CRHMA L IRIE DX G ICH ER BN R SRR H 5,

EGNPYASGET S VX

HRHBEICL > THELNTE, EFNNY CRE L Emc T 57 —Zic &
X, BN CERA LIERHER S A L IR olRIc BE GEREEC
HARIEE) WO LTz, T—XDENBRONTNDZ & FiTANAIE
MWOFH®E G SN2 b IERPICIRH LIZET SN URFEOY 27 %
FOLMNE I MPITONTHIERSEREEIHT Z LIXTE 20,

R OFE R AEEMENH D Z LR L TR TS (5553 THBR) |

EHNNY DOERGEBET HIREIZH D ARV T, AF R L
TIE72 B 70,

FTENTEA /NN CREE U2 RIS B RSB 5 rTHetkEICBE 3 2 15 %
ESAdAN

AN NY UiEe NORAHFICaW SIS, BN RNY UaEAR IR

T REIC %ij:%J%Nﬁ%m%anwﬁwo%Em@&%k\#WA
DEGIZL>TENEFNEONDEIRIR T 4 v hEEZE2EDLET, e+
B AR OB G- % Ik HHErd 5 & Il L2 U7 570,

ZHEHE
7 v MERAWEZBERBR O, MO T v N OSBRI T 5 IR D
Lotz (GFS53HESRK)

4.7 1B=HR & OB E DR

JRATE LT, 2 b r— L RR O TADABE D EER S IER A 5 "TRetE»
b HDIEMHREZAT O Z LT LN TV D, AARIOBRARREBROR R, EIRIKEE
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NBIEINTWDTD, ZOIERNEND TREMENH D 2 & 2 B 5B A
B ETDHZ L,

AFNZ Ko T, 8 N ORI EOBE NI R & < BT L FREMED & 5 HLEF KR
BERRILIZZ LBREHE SN TN D, BEITHERBELRNDNLE I D E
HTL2LE (F44HZSM)  Ein, BEERE. TOMOERRERZIT O &
FHOGEITFICEET D Z &,

4.8 BIEF

wEMT 07 7 A O

EH NN Y UG HEEICRE D D EE OB RIEARI L2 2 L% il S
ITWD, BIEFICTIEHFAERICKEEZ TRt bH 5, BFIFET SN
Y OFEGEHE o A DBEETRELT 5, MEEHEDO T —Z1X, BN E
Vo afbE L-BED 1B ICHEERENEHT L 2R LTS (GF44H
ZH)

FERRRRER IS L7 BE DK 50%I2, EH /N MY OG- FIZEIERNREL L
72 BRADOEA, BWER O T 726 OX8aFr, WHRIREE, &7, £ KT,
HHXAFRERICEE T 5 b D Th o7, — 7, MDA T TP 20,
BIVEH OFBLRIL AN B GBI & < . BRRFICIR T 35,
OFTAMPAIKEREE, —HOBRFITIEA NN 2L - T, TANAEE
WEEIZIME D 722 ERIEHEEN EHT 5, 347 0 —XABIEOBRFIIFFICZ OB
ENEX0TV, TSI A7 0 —X RO, BEOI 47—
A DHEIENL X D AREMED B D,

RITEA Rk

BIWEAZ. LLTFO X 51255%E U CRAHENEIC RT,
FEFCEBEE (1/10 DLl | @ESEEE (17100 BLE 1710 A . SEE (1/1,000

LLE 17100 #9%) . £40 (1/10,000 LLE 1/1,000 KifiE) . FEFICER (1/10,000
Kiiw) . A (GEoni=T — 2 nbITHEEREE) .
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FEFIZ R SR EE Fh FEFIZ B
R Fh
MR ¥ 2 ifn.
U R EE
PR P 2 EEN 130N H RAR[X L.
BB B |
FhRLI B, | R PE
WRCLIIN R
SRR
PERE R (G DA, | AR | RE BphES | i MRI O
GEVEN B (HE ) FHE TR
FEMED | KEH) A S
ESAN nacTnsd
PEICT (% 445
Rk ZH) .
£ A0 TEE R
RLIRREE (YA b
FETHARE =7, VA
AEfEE (R XRUT,
EEE) | GIE N
PRk ) Bk
INTH
D, ERD
IR DIFEHL
TL5E
& MRI At
RS
ZfED 5
BndH o
7= (B 4.4
HZM)
HRpE BB R | B e I b 22
RN CRIEMEEZE |
AR i )
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B CEOYNY
UL
il-251)
Vg 7S JIT %%
=
SLIER N R JIKE=REiN
SR IS
VivE 2 eN B &R
Veiey il 1
— M - BLE | PeST I,
=R ORG5 Sy R E
7 DIRE
PR > PRI

*EH NN Y BB HIOBMREROS AR b 2 E R RES N TN D, i
S OOSITEREE DO A HE & THBERICHEILL TR, ZFEIA M) %
SO BEPERIC IR L7c & 2ARIE L. (H44HZSW) o 5 DRITHARR
BRICE W TEBEEICR O LIRS TH D8, BN v ofhd
&8 EiFENTH T,

N K Y R OBIMRERZIC, FH 8, Bk, $5ELE ORMIEE R 2 EEG
L@%%ﬁ%ﬁ%&%@%%af%ﬁ#é_&ﬁ\iﬂ_ﬁ%éhfwéo:
NEDISIFEAT N O &EXIFTHF I X > TelcmE L 44 5
S

wEEERRA T — X I XX, BN MY ARG L THOBEFEEIEFER I,

ﬁﬂk)/_iémi THENT D EEZ HND ALT KL NAST DR H3E80 5
Nize EXRBNY COEMEEIZL Y ~FES ot U BNETEL T S ATRENED
BDHN, BRRANCERZIEFNITEAUT LB L 20,

éEﬁﬁi_ﬁTé&E Wi PR

RIEH NSO % TEBI D
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=3 DO AGERZICEER N RO DIEF 2 HET HZ LITEETH DH, WEN
TOND Z LK HEKEKMDONEKT ¢ b VR DRT A Z iR
BT D52 ENTX D, EEBBEFIZRIEHAD DN D IERF] %2 3 < TYellow
Card SchemeZ i U CH‘E 795 Z & (www.mhra.gov.uk/yellowcard) .

4.9 BWEERE

JER

EHNRRNY COBEBERGNRES LTS, b E<HVWLNIHEGEIT 7.5~
30 g THDHMN, ;K g NERINT-Z ENRFRESINTVD, BEERSGHIOIF
I HUIZAMBICTH -7, b < HAE STV D SR IS ARR e 3B i
Thbd, TOMITHEEIMEO A EERNED F N, SH., KRR, R S x5
NE ., ARAR, ARiE, B, SRk, $5EL. FRETTE), SEEREE ORI H
HEINTWD, WBERGIZEAHTHIL )T,

L.

Fr @& OfmANT 2V, H OXERIEZITY 2 &, RRIROEY ZPEH S H 5
WLE Z RT3 5 Z & In vitro REROFER., IEMERIZE /IR Y U &2 REIZITW
BCEXRWIENRHLMMNIR->TWD, MIEBNTICKDIBENE TSR D
BERGEICENTHLINEIDNFIARHATH D, BREOE I AR U E2EE L

=B AREBE T DB OFEFHREIC LE, STl TEeEI MY
VDI EEED 40~60%1K T L7,

5 KB 2R RpE

51 RAFERRME
AN FEL L CADAIE, ATC =2— K : NO3AGO04

iil; 35g

=
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BN Y AIERBEFE R SR TR TANAETH D, EHNLY
YEFRET DT LI MO FEEME MR RIS EDE TH D GABA (v 72
JBEER) DIEEN ERT 5, ZHIEFET AU UREEAICERE ST GABA
N7 A7 I —F (GABA O3fR%ZH SEEE) OBINAFWHERTH D

ZLiZkD,

IR HA L M OV etk

RIIORABROM R, e Y AERDOIBFRIETIIFoIc=r br—b
TERWTANAVBEIZENREG LTEGE I R 2 BT 2R TH H 2
ENHSENT>TND, ZOMRITED TADAFEIEDLGEITRHICHEE ICH]

D,

AT TADP A 1L EFHE L T D 8 kLA LD 734 il % X5,
=TTV SHERIER], P, A TRER SIVARBLZGERBR M T,
HETR MRS 5y C A A BE T DB KB DR AT DI,
BEZRO 3 FEERHCE O T BAEE TSN U ERRAFoBE (1) |
WINT A N Y AT LB (TR |\ B4/ b U AR Lz 2 &5

eWERE (IR
S AR (n=524) O AI. FIEIDHEHA

KRS D FERERAZ TRIORT,

AT, e ORI O

/N (87~ 127%) AN (13520 E)
I 7 IT #f> I # I 7% IT ¥4 I #%
N=38 N=47 N=41 N=150 |N=151 |N=97
IR RIS E D
P R AE
- FBAFUIFIZ 1(4.4%) |3(8.8%) |2(7.1%) |31 20 1(1.4%)
i H (34.1%) | (19.2%)
- PNE| D&Y 4 6 2(4.9%) |59 39 4 (4.1%)
(10.5%) | (12.8%)
FIMIHFIC B2 M (39.3%) | (25.8%)
- RBEDFEAI 10 7 3(7.3%) | 70 47 5(5.2%)
(14.9%)
FIMIHFIC B2 M (26.3%) (46.7%) | (31.1%)

U BB Ol - 44.4 5 HRE. B 1 H & 1.48¢g

page 20




2 IR o T RE 206 5 AR, B 1 A& 139

S GHIR ol - 48.8 » AR, 1 HE 2.10g

IR o T RE - 23.00 AR, EH1HE 2.18¢g

52  RYBEREORE

TN

BN Y AAFKEHEEEMTH Y . BIE D ORENOFERITRIN S D,
BYERIZL > TET AN D OWRINENELT 5 2 Lidevy, miHiRE

?'J%H?Lff'ﬁﬁ (tmax) ci;ﬁ/\] 1 H?{:Fﬁﬁb’c%éo

At

3

EAS Y CREHIC A L. BT O E RIS B & O TR
Vo S Sy BLE IR E A LA LRV, PR ORI & |
HE O & LRI B 2.

AR

EHN R AT EAEREEINS Z LTy, M REIIEE S LTV
vy,

HEi

=

BN MY AT S AL, TSRS ~8KE I T D, BN R Y D%
N7 U772 A (CUF) 1X, 7 LK (F7250.10 L/Ff/kg) TH D, fEO1E
FBEDHIT0% 13 8 512245 I AN IR Z L ORIE TR BRI S D,

SEEhEE 3T D R
R EE & FH O MICE#ER R EIERfRIT v, S 2h IR D R e ] 1X
GABA N L A7 I F—FOBESKRHEEICL > TESD,
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HIEYEC A ADOHAER 6 5] (Al 15~26 HH) . $hE 661 (Hiis 5~22 » A
H) . /MR 66 (4.6~1425%) @ 3 FEEXRIT, BN U OEYENREFH)
B2 A Lz, BN MY NI 37~50 mgkg % HEHHR G L72E R, the
VR E N L SR 2.5 R, JNEDK LB CTH o7, BTN R Y DY
PP, AR 7.5 R, SR 5.7 BEREL, /BRI 5.5 I TH -
2o EHNBY COEER S—xF o FF~—DFt CUF 1%, SR 0.591 L/
Bi/kg . /NEDY 0.446 L/Hi/kg TH -7,

53 AR Z 2T — &

Ty b wUAL AR Y EROTZZ BV ORE R, Eﬁﬂk}y
PPl e, i, O, BISEICERRENER 2 RS RN ERH LN

>7,

T b, ¥ UA A XIT30~50mg/kg/ HEFE LI-L Z A, IMAERKICHINZE
b bz, Y AOE Z OREITEFITNS S RPHBETH -2, 2D
BRI AR ORBEN DBEEL 722 L1050 T, fEHNEREIC
FE 22 Th 5, 7/bk4xi&% tﬁnb)y@&5%$mfék
%W@@i%ﬁb B G- 2kl U756 ARSI IR NS Lz, =
f; FotEEOSE i%ﬁ@%(ﬂ@d@ﬁ%”@ EBUIMRDLIRIE E 9
WMﬂ%oto43%ﬁwtﬁﬁ$@%mﬁ%@F% BB N L T AR I
HHRENOBRHER B L T\ D Z ERH LN R o722, RIS R E
i35 EEE LT,

EHANY BT SR T A ) Ty MCOBBRD B, BT v b,
A X, PIVIZIIRE LR oTz, 7Y T v hOMEEIL, SAMNEREOR
R UL S FPE DRI 2 B L L. BEDARKHER B ORI~ DB B 2538 B i
2o ML RAISEIE = ST 707 > =, 300 mg/kg/ I %4 1145 5 L 72 B)#0> 80~100%
I CIRZE DR BT, AU B ORFZE O MR A BU LB 72 R R R &
WETAE )Ty MZROOLADbOLFEEIL TV, L L Z O X
ST L > TEBMICHERE S ER Th 5 TRt b b 5,
BRRORER, A R Y VLRI F ORE BB RIS R0 D
ERH O o, K 150 mgke (B FOHBO3ME) L5 LT v b,
XK 100 mgkg % 5 Lo U FI2xb 3 2@/ RIS e ol L
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ML, Y FIT 150~200 mgkg 5 Lic & T ANBHOBEIARNET EH L
77

EAS Y S M RBRORE R 28 RIBHE (R UM R 2R e
ARSIz,

6 RAZBE3 DM

6.1 wm Yy A k

AE R K30 (E1201)

6.2 BEeER
B

6.3 A 3hHA
34F

Bz, EHICERTLZ L

6.4 BPBRF ORI 2R

ARANZFFRI L BTS20,

6.5 BIRDMER ENEY

17— (RV=F L/ TAIFRAN/ RV =F Ly ) e—hv
—/L48 50, 60 X% 100 ©IA D,

EY A ZOFPHIRSND DT TIER,
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6.6 BREROEOMOEH EDOEE
Rl 22 BOREFIA L 72 0,

AR 2 BRI HEEE DB ONEY 2 100 mL UL EOK, 70— Y 2 — A
P RN AR
K CHHEL L 723 ONBLITE OB CTH 5,

Aventis Pharma Limited
One Onslow Street
Guildford

Surrey

GU1 4YS

Sanofi-aventis  (Sanofi)
One Onslow Street
Guildford

Surrey

GU1 4YS

8 REAGRE S

2

PL 04425/0170
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PIE#RS, EHFA B

2001 41 H 26 H 2006 46 H 19 H

ARICLETHH H

201446 H 9 H

oag |
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R D EEER

SABRIL" % Z &) DN RINHE T 2D EE SNDHTXTOFRIL
72\, SABRIL [ZBHT 2L EHRO L2 ST HZ &
SABRIL (EH/ S kU V) RO

ZIEE

1

e
SABRIL (E/XH RV V) NHIERHBE
KE N T O HIE A

: 2009 4

il

He .
=

i

ERLES
PRI DB

DFFMNE OV TIE, TIFROEX 22T 5 Z &,

SABRIL I%., #®HEEIZBWTEWE|E THIT
i

SlZiE 27, SABRIL WA ZIEKTIELZLELHD (
- e H B R ORI

5.1 1)
L FEOY A7 THEINT B MR
DOH I T H kT 5 ]

P S UK G 72 W IR 0D SR DA B e 22 4
%
] ‘.
BPRERDOY 27 TN ERMBNTWD (5 5.1 TH)
* SABRIL %l {19~ 2 BR 0 Bz Zp R PR SR DB LT 25 U 2 713
e % Al

* SABRIL # 5B F1Z

SABRIL |2 L 72 411
MDD (
Tho, Ll

A IH),

#tE . SABRIL
IR L TIE, BEEAZIERICEHRI LARWRY | EHI 2 8615 270 53 24 2
Z OFHEHA LT L R
SABRIL |7k AW 72 R0 2 5| & il = §- A

LV TE DI TR (5 5.1 1H)
A REME DS
HRES 0T T LB L COARMEHTHZENTES (55.21H)
- R DR E R E

MEAN B 7. SHARE 710 75 A L g

HEROHE (8227H) 201549 A
BELOER (GBS53H

54IH) 201549 H
JEiE N OV -

10 UL Lo BE Iz

SABRIL (%, A TOEEBAZHEIE E T TANAE (AED) THD

BT D HHA MM 3 T, EEOMRRRITH T 2R DA +557
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BEICBITAMEEE L THWAZE (1.1 HE),
CEFETADA - EB L AN 2EmETCOASE AR L Lt (55 1.2 1H),

- HEA O & -

BB PEREHER 2 FEF

16k E B DA B EIZ 1B 500mg (1 H2[E) &L, $ERIZEST 1 HORE
HBZ2Eo3, #HEHEIX1E 1500mg (1 H2[E) TH2DH (55 2.2H),

< 10~16 ik O/ T GAIIAREIZIESNTIT O, BRsHEA 1 [F1250mg (1 B 2[8]) &L,
FERIZES T 1 HORE G EZ 0T, HELEHER HEIX 151 1000mg (1 H 2[8]) TH D,
REE 60 kg DL EOBFIIM A ORI &ICE->THRET 52 & (BF2.25H),
JREH TA A

- BRI BT S0 mg/kg/H (1 B 2 BUZ/ TR L35, FE/RIZHE S THOK 150 mg/kg/
H (1H2EZOTTHRE) £T1 HORKRGEEZELTZ N TED (F231H),

- FII B ONGREE -
- BEA - 500 mg (55 3 IH)

- WHIERA# R : 500 mg (55 3 IH)

o AR L
N

piEa

—

L (54 7H)

- B ROV -

C KA« R—= 2 T A VIR OVEMB R AL ETH D (5 5.1 ),
* SABRIL Z IR/l L TV 5 REATANADFHIIRIZISVNT MR & 7 /LD BE A3
SnTns (5535,

- ARATEN R VAR SE : SABRIL HOHL CAMNAIIL, ARASELOCARITEIO U 27
mEmH s (555 H),

- AED OBERUEIR : KBKFEIEZ BT 5720, BN LETH D (5 5.6 TH),
C FIf : BRI OWTEART D (55 5.7 1H),

 fEIR X U955 : SABRIL IZPH %+ 70 bR 215 5 £ T, Hi-CHEMOBRIEZ1TH 72

S
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WEHYBREICET S (B55.81H),

- BIFER -

HETEVERERER 2 FEMF

B ARFRBRIC W Tl b @M CRBLLZAWERIZLTO LB Th D,

16 AR DN (77 v REEE HE L CT=5%DZA0) « KA BRRIEIRLISMNT,
g7 AR, IR, HREE. UL, GCIERETE. RN, BIETR. WHaHRE . KOSEELIREE (B
6.1 1H)

c10~16 IO/ (77T B ARRE L Tl L CT=5% D ZAL)  (REHIN, FRGEGE, Kk,
W57, BORME R OERL (55 6.1 1H)

FHTADA (FEBLE>5%)

SR, AUE R, HIEYYE, RO HZE (5 6.1 H)

BIVER NS 534 121%, Lundbeck 1-800-455-1141 X% FDA 1-800-FDA-1088. % L < I%

www.fda.gov/medwatch (2D ., WETHZ L,

- EERAH AR -
CIMHET T == bAoA RE O - HERRALELRGEN DD (5 7.1 1H),

- HE OB T B -

CHEUR BB T — 2L D & BaBIREENEL D Z LD D, ERBEREL AT
25 (5% 8.15H),

- AT ORE  SABRIL (T & MREFLHIC W E D (5 83 H),

BT NERE AT D (24 H, B85S, W86 H),

BED T ) THERMEOBERERLT A RIZOWTIE, # 17 HZ S,

ET 201549 H
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WAEHREX - AE*
2% HERX
1 @ISR & UME %

1.1 EHARIERHER 0 %8 1E (CPS)
1.2 REECTAMNA (S)
2 AERUVHAE

2.1 BELKEGIEICET SR
2.2 HEAMERHER 1

23 HEATANAL

24 HhEEHEE

3 B R URE

4*_*E.

b Z2ERUEE
5.1 R EEL
5.2 SABRIL SHARE 7' 11 7' 5 A

5.3 AIRIZBT DA ILEE G (MRI) O %H

5.4 FRRTEME

55 BHEATEIM O HBREE
5.6 FLTADAH (AED) OEEBUER
5.7 &l

5.8 fHEAR B OVE 57

5.9 RIHFRE

5.10 {REEEEIN

511 V7

6 El{EF

6.1 BRIRFABRRRER

6.2 TR FRER

1 EWHEEER

7.1 HFUCThAm A

7.2 % BT E
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7.3 ERRIRANZBE4 2 HAH AR
8 BEDEHICHITBERA
8.1 AUz
8.3 I DORES
8.4 /NRIZxI % fi
8.5 EANIZXxIT HEH
8.6 EFEE
9 EFIEARVKRELE
9.1 BiHlWH
9.2 #LH
9.3 A
10 BERS

10.1 @ EHR GO, ER. K OERRERT R

10.2 & &G oE B
11 4K
2 ERERZER
12.1 1EHIBE
12.2 I
12.3 Hpyd)he
13 JEERERS1E
13.1 FEJRME, 28 BRI
14 EgPREAER
14.1 HEHER 3 FEAF
142 JEHTANA
16 #iaHE A MRERUVERY HL
16.1 ffk#a77ik
16.2 PRAF M OHLY v
17 BFhH ot UIER

ik
5
T
i}

MULFIERELOEM Lt s a7 7 &g ERE#E L Tk,
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W7 EHREX

2L HERK

® SABRIL (¥, KAHGHEEDRODERFIREZSISE T, EHRECNRIZENT
BHEFMTIIELERBL LD HDED. CNODEEICEITHHRAEREXDEE
RURBEDEZRIFT+HTHD, -5 LEEEAMS, TR RIVIEEIZHRAIZEIT
HERERIZEDLNT LD,

o FHAZRRELIAERICED L. BEDI0WULENEEEZZTEHARESELHY . TD
EEERFBRENSCEEICETHI-5, REXEHNS 10°CLIADERENEO LN, &
KEE%EI SR T AIRESAH D, &5, SABRIL [FhNMEELEBET 5 aaeEA
HY. BHEETSEELIL3H D,

® SABRILIZKBHEERKDERITFRATEET, RE5EHEL THSEBERLRNICHE
TAHAREME L HNIE, FRREMABRERE N AREHERZDGZELHY. WTIhORR
THEZDAHEMENH D,

® SABRILIZKDHEERIDERE. EECHELBVEBBERENEELRMAEIZCL,
LEMBEDREELFTEERINEE CRAIPNEN ENEN—HT, HEHEE
EESICERSEIARENENH D,

o MEEXKDYRVIIAERVRBEBRBEDEMICHE>THEKXRT I, REERKDUR
IDGEVWAERVIRZEFITHATH S,

® SHARE JAJJLTXEILIATLS&SIC, BENERICEHNLZIRE FHETHE
FRERINGVEY ., R—X 54 VB (SABRIL 5 R1h#% 4 BRLRA) RUESH
AL GE<EL 3 A LICARELGEE THRATMEEKET 52 &, RAFMEI.
SABRIL D54 1E#%#3~6 n AICHLRETH S,

® SABRILICKZHEERKIFEET S LiFi<, ERIZE=4) I LzELTH,
EENRERINVRETIHEEILHHEFREINSD,

o MELXIMNERINIBE. RRTAVMEVRIDNFVREEAT, EFIOPLE
ERHTHL,

® SABRILD#EEZFIELTH, REREINEILT HEREMELAH D,

o HEBXDVRINHDHZ LMD, REMLERKMART 4 v FAREINGOEAM
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BHBIRBEBEBICOVTEREMIBR®E 3 » ALAIZ, RETANAVBEIZDONTIE
BERIRE 2~4 BFRURNIC, RITEBEBEOTEIAHLMEIGEEICEENAELY LR
B AT, SABRIL D5 %diEd 5 &, SABRIL [ZxF 5 EHED KGR U SABRIL
& BARMBOLEEZEHNICETELAFNEE S,

® BEICKDIRART 4y rHHALHNICIURY ZLEEIBDIGEERVTIE, thDEEDOLRT
BHEERROHLIEE. XEZDOVRIDEVEHICK L SABRIL #ERATRET
[EAL, HMOBEORAFEMEEEE L SABRIL ICL2REEE L DHEEERIZ. %
DEHEAELMIIhTLEND, EREFRIEFTARENH S,

® RRXT4yrAHLMNIYRY ZLEZIGEAEERINTIE, WEEXSHRNEEEEY
REZHEMERZE S MOEHR E SABRIL EZHFAL TIEGE LA,

& ALY BLEYMNRRU/NRIZSABRILICEDAMERENKLYZCHERL, EEXIET &
YEEDHEENEIRETIAIRREZHIRTELL,

o [RKEME—HITSHLS. REAERVREEFZERMETSABRIL ZFERAT S &,

KAMBEEREID YR I NHSB1=8. SABRIL [ SHARE RIS LETT S RV EE
ffi - )X EMEEE (REMS) OF T, R TOITSLZRBLTCOHAMARGETHD [Z
ERVEE (£521F) $4F], #MIEHRIE [www.sabril.net X (% 1-888-45-SHARE] (2T
BERRETH S,

1 BISRE R MERE

1.1 BEaEMEs FE (CPS)

SABRIL %, #EORBIBFEI T 2 BIBR A+ Ty DOBTERNR T ¢ v R E
KDV A7 & LIRS 56 0O BHRTEEMER 2 3 E 2 A9 2 A BE KT 10 L Eo/hNE -
FITRT DMBIRIE L L QIS SND [BEROEE (5.1 ) 2/, SABRIL i3, #
MESB P FARITRE T 25— IRFE L LTIIER L2,

1.2 REETAMNA (IS)

SABRIL (&, #TERINART 4 v PR IKOBIERN Y 227 & LRISGE O, £#% 1 H A
~2 RO RIE T A ABFITRIT D AL & U CHlIS SN D [BEROVEE (F5.1 H)
=,
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2 RiERUHE

21 BREEXICHYT A EELIERER

SABRIL (I, BHFOHEIINNDOOLTRAOKE T 2, SABRIL O#GiEIL, BINE, Fin
BE. RE, ROATE GERDSUINAEAHR) 12k -> TRRD, BlEREDOH 2 8E D
Sa N ERENLETH D [HERE (2.4 H) /],

SABRIL $E K& ON AR ITAEDFRICEETH Y | FEH U RO WT A% CPS I
KL THWSZ ENTE D, ILEROYE~NTERMOBEGNRNEETH D Z &b, IS Ik
L CEEANIAE A, W REHEA+T 52 L,

SABRIL WA RIZEGAICK EIRETHZ L,

SABRIL WHIKAMEREZ AWV 2856, ERITEE IN#EE I L, BEMEELTA R
M O'SABRIL DR A - # 5-EDONE 2R+ 5 2 &, R, B3 X335 7% SABRIL
MARZRKEBELTELW BHEEZERET 2 5ELZ IR LI E S haERT 5. 500
mg Dy EDEEZTERIRT v T, K302 E 10 mL OHKSUZEIR DO KIZE D
T (22, EH LRI N T 10mL O OBGHT Y P E AV, BonE
W51 5, BRI OREIL 50 mg/mL Th 5, KAEN (R0 % -7 < RVIREE)
THEATRWESIE., TOWREEET S, KARZEHICHEL, EbIEMNT 2, E
LWHBOERE# OWERORMEM 5303 bIVIFERET 5,

1B & {9 5729 ® SABRIL MUEREOE =% 1 713G H T2,

SABRIL O#5-H IE&#RE LT-5GE. BEMICHEZHO T2 [BEEROVEE (F5.6
1H) B,

2.2 BEAMEME YR

WA (16 &2 3EE)

1R IX 1000 mg/H (1 [81500mg 1 H 2 [8) CTRALAT 5, 1 HOREGEIX, BEOKIGIZ
Jis U CHIZ 500 mg 320 LT 6 Ky, BAIZISIT D SABRIL OHESEH £13% 3000 mg/ H
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(18] 1500 mg 1 H 2 [7]) TH 5, 6000 mg/H D HEA 3000 mg/ H DA &l L CTHEA2 S
RET 4y NaeblebTNEINIRATHY , AFFLOBBEO LA LEERH L &
Exbihvd,

M D RIEE AT HRANBE Z ISR L LR RE ClX. SABRIL 052 Hik4 5%
T 1 HHEZEH 1000 mg/ B T OWs L7z [ZAROEE (5.6 H) M),

10~16 kDI EH

LR TEOITKBEIZESWTEREEZITY, 1| A0 G &EIT 500 mg/H (1 7] 250 mg,
1 H2E) X0B4E L., MR 2000 mg/H (18] 1000 mg, 1 H 2 [8]) F THIZ 500mg/kg
FTOMWHE L TH Ky, KE 60 kg il % 5 EH 2L, ADHIERH &I > TR EGT 2,

# 1. NROBMEER RIS D HELER 5

AE [ke] BB HE ImgA] |1 BERAE (mg A ]
25~60"" 500 2000

*1 @ 2 [N TS
THERF BT, B 3000 mg/ H IZHH Y
AT 60kg LB/ NEBHEICIE, RADHERHREICH > TR G 5,

M RIEE AT H/NERE Z x5 L U-EERE ClX, SABRIL ® 1 H &% 1/3
o, 3BT T LTz [ZE kR OVEE (5.6 H) =M,

23 RETAMA

#al 1 B A& S0mg/kg/H T, 2 E 2 [N TG L, 2Dk 3 BB EIZ 25 mg/kg/
H72\\ L 50 mg/kg/ H o545, K150 mgkg/H £ THETLIZLNTE, Zhz?2
N0 TR G-$ % [FFEDLEMIZ 1 S (5 8.4 1H) ZH,

il 2 OHEA TS 572 OICHE 2305 L KE (mL) DWW T, R 21177, %O
FE1E 50 mg/mL Th 5,
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#F2. [HxOHEIZNIELEL S5 SABRIL

53 K% UK D mL 2K

il %~ > & [mg] [1 A 2[A | SABRIL 23 E D%k BT OICHE L SLDHK
NG & (mL)

0~500 14378 10 mL

501~1000 2531 20 mL

1001~1500 300 30 mL

I SESEREHEOAYRICENTEBIME L L TREG T ~E 50mg/mL 5RO

R AT

# 3. HLRICHT o83

KH [kel PBHAs & 50 mg/kg/ H e KA 150 mg/kg/H
3 1.5mL (1 H 2= 45mL (1 H 2 =)
4 2mL (1 A 2 &) 6mL (1 H 2 &)

5 25mL (1 H 2 =) 7.5mL (1 A 2 &)
6 3mL (1 H 2= 9mL (1 H 2 =&l
7 3.5mL (1 A 2[E) 10.5mL (1 H 2 [A])
8 4mL (1 H 2= 12mL (1 A 28]
9 45mL (1 H 2 =) 13.5mL (1 H 2[A])
10 SmL (1 A 2 &) 15mL (1 H 28]
11 55mL (1 A 2 =) 16.5mL (1 H 2 [A])
12 6mL (1 H 2=l 18mL (1 A 28]
13 6.5mL (1 H 2[5 19.5mL (1 H 2 [A])
14 7mL (1 H 2[&]) 2lmL (1 A 2[=])
15 7.5mL (1 A 2 =) 225mL (1 H 2[A])
16 8mL (1 H 2[a]) 24mL (1 H 2[8])

MEATAMABE Z5x5 & LTERRERClL, SABRIL # 3 H72\ L 4 HI5 X2 25 mg/ke
25 50 mg/kg DEIAGT1 BHEZMRT 2 Z LXKV, SABRIL % BeRERICHIR LT [
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R OVER (5.6 H) M,

24 BEEEE

SABRIL (FEIZ& gx#H L CEAT 5,

BIEE D H DRI T 5 HERME AT 2 ERIZAFTE T,

10 Ll o EE, & OV N BE
« BRI ESE (CLer>50~80 mL/4y) : H&EA 25% 542 &,
- REERERX S (CLer>30~50 mL/4Y) @ HEZ 50% 6342 &,

- BEREE (CLee>10~30 mL/%y) : &% 75%H 632 &,

CLer (mL/%y) 1, FRZHWTMEZ L7 F=2 (mg/dl) MNHHEE L TH LW,
<10 mELL I 12 AR O B3 Cler (mL/43/1.73 m%) = (KXHt) /Scr

& (H) cm, MiE7 L7 F =2 (Scr) mg/dL
K (BeBIEH) « R (12 moRim) : K=0.55 ;

B (12 ARTH) : K=0.70

< 12 O/ NRBE RO ABSE - Cler (mL/43) = [140 - FFlin %) ] X AE (kg) /
(12X 152 L7 F =2 (mg/mL)] (KHEFIZ-O0) T/EX0.85)

SABRIL ® 7 U 7 > A kT 2B O EIT. H0IITMET ST e [P (F
12.3 1H) R OFEDEMIZIBITSEH (F8.6 1H) M),

3 B R UARE

BEF - 500 mg DA, FEMIE, 74 v bha—T 4 7 @ihT, FHECERRAHY ., &9
—THIZ OV 111 & ZIFI S ui= BEfl,

WHIEHB AR © B0 IK A AOBRCR AR D 500 mg 536,
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4 25

L

5 EERUVIEE

5.1 HE®RE

BHIEELED Y 27 D—J57T, SABRIL BHMNTH L5EIITER T NSIERGWHEDO R 7
4y ERBTEHINDT ERH LD, B OIS K ORI 5- D L EPEIZ DUV T E
ACRIIT 2 2 &,

SR M ME D B2 AT 5 B Tk, 5-BI6A% 3 » A LINIZSZEE R RIRS 3R 7 ¢
v RO LR W AIZIL SABRIL #1325, BERKSDOZET AN 3 5 HLW
ICHRD BN DA, LT EORREAHIRICB T, 1GFEL2 1R+ 5,

R TAD A TR, 2~4 BLUNIZSEER R BRREI SR T v RSN Baho
e, TORETREZPILT D [BADELZZMH],

HEFE=51>2

SHARE (Support, Help And Resources for Epilepsy) 7' 7 7 Z AR S 7z IEAZR IR B2 RYRE
fili Z bR S 2 B TRWRY | SRR & OB O i ALK IR IEMR A 217 5 2 &8
TELRBHEMEICLDERT=F Y VI NNE L 20D [BEE R OV (5.2 1) 27,
LRI T 2B NRAEIRETH D720, FRERITEEICR 2 THRIEh RN &2
B%, SABRIL DG 2% TE Y, REHRAD RSN RVEEICHONTE, X—2 7
A B¢ (SABRIL BRAATE 4 IHARN) M ORGHIRT DR E b3 v A28 KUK GHIE
%K 3~6 » HITHIJFHE LS LETH D,

WL R K OERR NS U TN 5, WIFnoBFIZONTH,
SHARE 7'vt 7' L0 R T, B ZRE A (OFHRD) T ERITHRARERLE 2o
ToZ L oisE L i beu, K OVl A rTREZe/ NEEE IRV T, Tl
HEIBE R I RA I L D2 REFFHIA R S D, BRE L LT, ERAEENHRA
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(5] - MEREFE S H= [ERG]) . M@ (B : SelrEmfgis [OCT]) . XITEFITHE L
2 OMOBREFELEENDLR, 20 OBIMRAEITLE TR, HEREZ GRS
N T, @YBED v o) 7 K O'SHARE 7' 1 7 LD AR OFLERE b
ST, BERIPHIBNCOE > TR 2T 2 ENTE S, BBLLT W0, IBEHE#HE=
ZN T INORFTRE R EEICHIR L2003 69, #ERDNEE UIMRAETH 55

. BAERHE AR S D, RAOEBEMOIBFRIZI T 2 KAERMA . £ 0% OBRED L
)b, HELRRERFERDZEO NN E I 0, BEICHT D=2V > 7 ORN E R
DHER LIRS,

SABRIL |Z & 2 #5885k DR B OETTIZ THIRRE T, IROFHM £ T ORI I T X
TEAT 5 2 & DD, SABRIL IZ KD HAEEIIREIES 5 2 &id7evy, SABRIL #5-4
FOPZIE, HEZE=2 Y 7 &21ToTh, HEORTELLEERT IEFH T LT
MEivn, HRERPHERINTELGE, "X T7 4y bV RATONRT U AZHBREL T, F
KOG F Iz >N THRETT 5 2 &,

5.2 SABRIL SHARE 70435 L
SABRIL I, $HiEMHELD Y 27 D7~ SHARE 712 7 F A LT AIRERG T 2 7T L%k
BLTOAATFARETH D,

SHARE 7’1 7' J AOEERNFIZOWTLLNE#T 2,
o WWFEIIF T v 7T MIBGER L, HABEEM THFE L ETRIESNRTNITR B0, |
Flo. UTOEREEHATHILERS D,
o FHBAARTR OLARE DR EHIMTIE 3 » A IR 23 07 2,
o BEICAHERFEMEDBDNALNLWGEIZIE, BH % SABRIL {6H ) bR 5,
o WGEIL, ULTD XS Ga, Wil OO0y vl 72 v, IRF
FHIRHEAR AN T2 2 L1108V FEQBEFEOHRIFHMARIL TS Ly,
m BEDEH LTV DS (Z0O%IT REMS 5t o & — (CHREMEAFHAL A 2 12
THMEITIRN),
m BEORMRE AR K ORGHRABAS | AL REAT 0D 4 B A A AN LT
DA (£ D% OIREHEHIFHIG A #t %2 REMS FH#¥ o & — 2T 2 BEIX 220,
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m B O RRH 2R AR ORRE DR TE RO RE 2 FFA 9 5 BE ) & —BFRYIC ZLTw
%6, UL, BRRRICEHTREIC e, TO®RMHIEZITO 2L 1H 5,

n BB OIRBRS) DR 2 L EITIT O Z L 2T TS5,

m ATTEIZ L > THE SN2 Z DO GBI & 556,

o BE/BALEEBANT, VA ROZRIELIR L, BE - LHEROGEZEICEL
L2 T 6720,

e SABRIL # 7t T 5 ¥ RI%. SBEA T, REMS Eff 45 F4 5 2 LIZFE Lzl
BBV, WBESINTFI/L, 07T DMIBERSIIZEE TR L TDA, SABRIL & Ik
727 %,

53 ALRIZE T DMK LRER (MR) OEE

FEATANAIC L TEAT B 2 b SNHIRBEEL TV T T2 7 F L0
N, ROERR, ME@Aee, i, ROV E & Tt Fro & — o CORRI 7R LT
ERHE T2 MRL V7LD BEREABEO LN TWD, IS #HT 58 (N=205)
AR L LIRS ELNEICB DT, IO DR EORIRT, ©A-H Y &K EGEBE
T2R%ThHoT=DITx L, ZOMOIGHEETIHE LIZBEE TIX 4% Th o7,

RO, HIRE OB, M OREL SN REEIZB T, 2 b D2 biT—KICHK
HOHIEIZ Lo THEIE L7z, A2k L7212 6 0300 b FIRENE R LTES & & o 7o,
HEENRE 20 LA b lE SN T a2, REABKRIIMEL TEoT ., RHlichk
2 BRI EAE O W REMEIT F 72+ TG S LT ey,

TEIRG ), BAERS., ROREOHIMBIICE AT N VICBRE LT v MTBWT, it

EE (P B 2 M OFRRATEN 2B 58 E) 33RO bivle, £, FEOLEBI &l
NP U ANZBREE LT A IR W T, MO E A LB bive, TR B OFTA L
KRBT LTEA N MY UG SN HIRIZI T 2 85 72 MRI PR & OO
BRIIRHACTH D [BERNVEE (5.4 ) ROFHEDLERIZHIT S/ (558.1 1H)
S,
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IS BEHEICBWTRD NI T T NV OB DR R 7232 — %, #EG M CPS 12X LT

TN aigh SNTERO/NREE RORANEE TITRD R0 o7z, 3 Lo
HEIAME CPS /B (N=656) Z x5 & L7l & FiRaER T15 b 4v7z MRI B O ERIIE
BRABEICBNT, EAAN M) VR EBREL 7T RREBEOM T, MRI ¥ 7 LV O%
AL DFRE 053 A0 SAFATRRIZEITZR O B IR o T,

SABRIL % $ 5 SIVCRANEAIZ DN T, BN MY 38 ZORMIZHEN T MRI AL Z 5]
S ZTRHLIIZRNZ & B MRIFGAEIIARZETH 5,

5.4 wiEEM
RIEER MO =Y B DBz R & T DB . BTN B 5% DO RE K&
V5887 v R D NCHIE~ T A, A X, ROBZL L PV OO HEEKIZE W T HEE
bivic, TOREIEI Y CWRIE (IME) EFFTI, b MBI DIEH N O ] & CTH)
WIZERO b, T ERIIAR X I UIA X TIEME L TW e, 7y KO XIZBW
ZERATERIT E AN B U PG RIERICEE L7122y, 7 v b ClEshsR o iR ST,
Ak, RO Y F— A THERR S L D IR BRI b . JEIZ ZE R AN TR 8 B AL T I D 18
BUZ@RO bz, BUAEMIC 1T D ZEfaAlE. MRI OZ L, K OWRE 2 5 NIRRT O
BN (EP) OZE L EAHE LTz,

BAERMEORZEONBIIO T » MCEB AN v a2 EET DL MOKAE BE, +
VA, TRE/ANMEZ, BV, VS, ROWIM) ICE ALY ERE LIEREEIICERD Hh
% IME & #2722 & b 2 2Rt 2L 8 5681 U7, BE¥ETZ R Db o OVZ ZEE B 545
DTET UV RXEH NN UG Ty FORICBIT 2B R Ch o7z, 7R F—TZAD
BN, HAEBRMO TN Y VIREBEZROMO W OO OFEEIC TR HivTs, R
ITEV RIS (R, phGEEEE, FEEE) bERT v PO R U REZICHE
DO, A XINZEH NN 25358 MOKAE (FIR, I, TRE/ M.

BE, WS, KON (22BN R B LTe, S A X TOET /N Y OMRATHE)
ERIEREE S TRy, BFSEWICBIT 5 2o 0REIT, RIEBII I TRt
A EEITHEIVEVHETEZ D . SIREO/NRICIHWTREIRIICER S LD b D
F 0 D72 VAR MIEF &N N U GRS & BEDN D o To [FFEDLEIZI T S (7 8.1
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H) k¥ (784 H) ZH],

AFRINTZHBRIZEBWT, BN > (200, 400 mg/kg/H) 13X, E% 5~7 HIZKERERN
HEFICE > THRESNEBBEOEST v FOMIZT R b— 3 AR A EZ2 5 & Lz,

IR R OMRILF OMEZ v M, BRRMICHWOND DO LV IRWHBETEA NN U %
BT 5L AL FICB O TS ORI L B E 5 &R Lz, T2 V7 Lo
N, R OWUR, IdsrrrfRei, Ider, KOV E BT A RO /N5 — 2 TORRIFRI 7R E
AR E 55 MRI & 7 VOB 783 ISISRF L TEA AN MY & F G L8R
BAHITHEO BT, RATANPAVBEIZEIT S MRIKXOEP I35 EH N U D5
(ZBIT 2R BRIT. IR AR & ol [BEROVEE (5.3 ) 2],

55 BRITBRUVBERZE

SABRIL S DHLTANAFE (AED) (X, WIFHENEICT L TH 26 DFEAZRH LT
WHBFICBWTHASEIHRITEIO U 27 @b D, W OMISEIC K LTl
57220 AED M5 SN BEFICOW TR, 9 oW, BESESUIBERATE, KO/ XX
S5 h L <UHTEIO S 22 2L o MBLUUTE(RIC DWW THER 21T 5 2 &,

11 Bl FE 2% AED (BT % 199 1E0 7 T R BREG R SR (BRI & O BE) @
AT F Y RIE, AED O 1 DITEER RIS S BE LT 7 B NICEELRIS S8
FH L L CHRSESUTIABRITEIO U 27 30 2 5 E#HAAExHY 227 1.8, 95%CI :
12, 27) THDHIEE2PLNI LT, TGO PAED 12 8FE O 2 & OFRERTIE
AED #5878 27,863 4412361T 5 BEATE UL B A SEOHEERBLEN 043% Th 72D
kL, 77 AR BB 16,029 4 Tl 0.24% T, & 5B 530 412> BB UTH
BATENOSERIK) 1 4 OEEANTAEY L7z, 26 ORBRICK T 2 3EAIFR G- & TIXAZD 4
RO, 77 EREEEETIIOMHTH 722, JEFIEMAR O TEY BR&ICHT 5
FR OB Ditma o EHT LN TE R o7,

AED IC X 2 HFAASETAEZITEI O Y 27 FRIE, AED OB 5BRRE 1 BEICE< LR
DB, BEHM SRR Lz, T L7 BR ORI KR ZHA 24 BELIN TH - 72720
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243 B LA 0> I R A T B R ATBV AT 2 2 & [ Z TR o 7z,

T — 2 A LA I R E L THREIE I EBATEIO U X7 24 LTz, AED
(IVEF T R EEICB D BT A7 & ERESES, L0 2RI H 5 5 i E 2
WHNDTNTDAEDIZZ DY A7 3D T L &R LT\ 5D, i L7 BRTld, 4
fin (5~1007%) K-> TURITBPREERDZ LT R0oT, 7l L7723 ~ToD AED
BT 2 ER DfExt U A 7 R OER Y A7 2K 4 1TRT,

4 AT DHTANAIIZET 2BICIER] D U 2 7

W IE BT 1000 441 | B 1000 0 | MR R K| U RT 0% R
DEHEZLIR | DFFEZ L | FlREEZIT | #1000 4120
L= 78R L 7o FeH 4% 5 B DEHKMS THERERL
B B HLORBIR | TBINFEAIR
ST TRARE | HEE
FITBIT D%
ThADA 1.0 3.4 3.5 2.4
R 5.7 8.5 1.5 2.9
Z DAty 1.0 1.8 1.9 0.9
At 2.4 4.3 1.8 1.9

L0 TADAICET AEERBBRO TN E -T2, XtV 27 OFEIZTTANA L BEHIR
TRETH -7,

SABRIL XX D> AED OIS % B E L T D ARWILE, BESEUT AR TE O Y
A7 ERBFIRBDY X7 LDONT U 2B B LRTNER L0, TAMAKT AED
PTG ENDZ DD OFBIL, ZOHREBRIFINIRIEL OSECE b NN EES
EROHBATEIO U 27 ORINEBIERH 5, BRGENR A BTN ERTICHET S
BA. MFEIZBEICET S N5 OMEROHBEANERTOER LR D D0 E 5 vk
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BETOLEND D,

BE, TOIEE R OFEBEITIE, AED BNEREELRVEHBITEIO ) 27 2@ 5 2 & &
2 9 D I-A5 S OJEIR D B SUTEAL, ROy ATATE O R 722k, & L ITARE
HRATEN. &2 WITHEGITRHICHT 2B AOHBICET 2EEORESREZMOE D Z
KUTHNDATENL, ERY —ERARHECELICHRE TS 2 &,

A

56 i TADNAZE (AED) DBEERREIX
T _T D AED & [FAEIC. SABRIL BRI &L ) k52 L, BFHE RO #E
(2%, SABRIL DR ZZRTPIEL WK 5 fmx D2 &,

BHES P EE BT DA Z x5 & U iR BRCTI%, 1 B A &% &8 1000 mg/H 3>
T2 F THT S 2 L12 k- T SABRIL % BEPEAYIZ R L 7=,

MRS FNEE BT A/NREFE LGSR L LEERRBR IR, 1 P HEZER 13 THo3H
Rz 7> T A Z L1k > T SABRIL % BYPEAYIZ MR L 7-.

RITANAVBEZRIR E LR CIX, 1 BHE%S 3~4 HIB X112 25~50 mg/kg O
EIETHT D Z &12 - T SABRIL % B MENIZ K U 7= (4R O & (7 2.1 1H) 2/,

57 &l

FRN & 5 & LT ALK OERIREERIZ 3B\ T, SABRIL ¢ 5-8F D 6% (16/280) KUV 7 &
REGRAED 2% (3/188) 25, BMOFAEFRERT 2, NiI~Er7my ~v 7Y
> F XL RBC OFEIEA B TREIRANCEEE Th 5 AlHEMED & L ik FHIZALIZ BT 5 AL 4E
A L, KETORKRBR CTIX. SABRIL #5BHE KLV 7 v REHBEICBWVT,
ZTNEIHK 3% KT 0% D~E 7 1 B L EEUEOJRD 3588 B L7z, SABRIL £ 5- 44 Tl
~v b7 Uy NEEMERK 1% LIzDioxt L, 77 B A GRS TIEEDH 1%
me =,

AR O/NERBEEZ SR E LT-IFER TADNARBRICE VT, SABRIL #5538 3 4
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(0.06%. 3/4855) NEIMDOT- DIz Z ML, SABRIL BE5BHE 2 4IZT~E/ a0
8g/dLLLF, MU~ FZ7 U FD 24%LL T ~DFB D27 72 Wb 2k L7z,

5.8 {EEEKR MR

SABRIL (IR} O 57 2 5| Xl = 97, B R L7 0 & OO HE i 2 B 1E L 72 0
T HIEENZAT 9 RE/IITK LT, SABRIL O EITENS £ T, ZNLDITEIZITHRVE
OHBEBIIEETSZ &,

RN Z x5 & LTz 2 {0 SABRIL ORFKEAERD O 157267 —# Tld, SABRIL &5 8%#H
D 24% (54/222) MEIRZRER L7-DIZx L, 77 B R GEE T 10% (14/135) TH
STz, ZHuH &R CRBRIZI VT, SABRIL # 5- /3 D 28% 13 57 & #& R L7z DITxt L,
77 ARG RE TIE 15% (20/135) Th o7z, SABRIL & 5-BEH DK 1% IXEIRO 7=,
I 1% T D 1= DI WG R BR % T 1k L7z,

INREBFE Z x5 & L7z SABRIL @ 3 fEOEGIKER ) B 57257 — % Tl SABRIL #5-
BED 6% (10/165) MEARZ R LIzt L, 77 B AREEEETIL 5% (5104) T
botz, o EFRURBRICBW T, SABRIL &5 8H D 10% (17/165) 139857 & FE6k L
olizxt L, 77 R EGERETILT% (7/104) Th-o7-, SABRIL 5 BH T, HIRX
VR 971 K0 ERIRERER 2 1k L7 /B 1T W e o Tz,

5.9 RIEMIEAE

SABRIL /&, ARAIZIW TRBHRIEDIER 25| S 247, RIFHRIEDIEIR 2 3 Hf 9~ 2
72O O/ OEFARFRBRI LGB S L2 Do 7208 N OFRERN S DA T — Z 1D < JEK
DFEBRIIEANRN) R OT T EROKEL 2% TWL/NNREHETREREE 2 b7,
TADAAZ BT 2 ALK O BRIRFABR K O BERBR D#E &7 — #1286 T, SABRIL & 5-#
FHD 42% (19/457) VEARRIRFAE D JBEE UTIER A2 FBL L 7=, CTAAICET Ak~
7B AR REBR O3S TIL, SABRIL #2587 D 1.4% (4/280) KO 7 R EH
FHD 0% (0/188) DSAAHFRRLIE D IR SUTIER ZFBL LTz, Zh b ORBRIZI T 2 KA
FAEDHHI D IEEIL, W< DDA G DOEIZE W TR UIMNIZEH T 5 L& T e
U BV EORER, 3L T EARE) I E T O D IR, AT R E RS Th -
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T2 AAHHFRE 2 RACANCHE T D7D DRI T 1 7T LTI 2 BRRRERITFE S 07,
PRI ERER, E AR, JUIEE S L < IIMHROERITEE R0 o7, ZHHD
Jefre e OMIEIR D FEH 7S SABRIL ¢ G- 1], R E L BIRAH D0 E 5 M. TR ke
SEDFT R 23 SABRIL OH IE CTIREAICITIZE LN E I MEH LN T 57D B 7 o A%
Rt ThoTl-,

5.10 {KEHEND
SABRIL (F A FBE K OVNRBREICB W CTREINZ 5 & i 23,

RN Z 5t & LT AR A LR D b L7c 7 —Z 1k V| SABRIL % 5EHD 17%
(77/443) D=2 T A 36 T% UL EOEREEINZ R LT2A, 77 v R b 85 TIE 8%
(22/275) THDHZ LB LI, Zh b &R CRBRICIVW T, SABRIL &5 EH IR

DWVHREZENEIL3S5kg ThoTeDIZx L, 7T AT GEETIE16kg ThoTo,

HEEMEEME Dy RAE 2 AT 2/ NREE BT 2 BIEAALERIRRBR D D/ E T —F 2 b,

SABRIL #2585 D 47% (77/163) N_X—RA T A D T%LL EORERINZ 77 LT= 73,
T AREERETIT19% (19/102) TH o7,

TADAICET H TR TORBRICIB VT, SABRIL #5-H£E D 0.6% (31/4855) IMAHEHY
MO DIz F 1k LT, (REEIMICET % SABRIL ODEHOZEII AR TH S, (KEHEMT
THIEDFRA & IT R TH - 7=,

5.11 ZiE

SABRIL (TR NICEBWCEREZ G & 2§, NEEZNRE U TREZ RN 2 720 ORIR
AREBRITRHE S e 7o, MR E G L LI ERRBR DB EOFR G T — X112 L D
FHRIL, NEEETIIEIARN) O THE T T ERTHELTH S & BT,

BEARRER D DAST-MAT —X 1%, 77 R GEHE Lk LT, SABRIL # 5 B3 12880
TRIEEFE (SABRIL2%., 772K 1%) KOVEE (SABRIL1%., 77t H 0%) &6V
AWM RENTZ, 26 ORERIZIB VT, SABRIL #5855 1 4 CERIEICEfR T2 AE
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DD IE LTz, 77 B RGBS TIXREICRET 5 AE O72dIc b ik Lz &
FlxWieoolo, AT, L &SilEXIT D o MO ARREO LI EEAFEES L
DN B 272 B2 hr o T2, PRI BB SUTHTHERE O B L 2R3~ % B IR A AE oD
U [ S oY/ AN

6 BlEMA
DT ORWERIZ., MFIEROFDMDE 7 > 3 AAIBWT S HIZFEHEMICELRT 5,

RS [T ENTEE, S HICBEEROVEE (5.1 H) 2]
cHEICB T DA IEE I (MR ORE (LR OVEE (5.3 H) 2]
MR BV [EAR OVEE (5.4 ) M

- ARATEI R OB RIS [BEROVEE (F5.5 /) 2]

- HUCAMASE (AED) OBEBUER [ZEROVEE (5.6 1H) S5

B [EEROEE (5.7 H) B

MEIR K OYE TS [BAEROVEE (5.8 1H) B

C RWHRIE [ZEROVEE (5.9 H) 2]

RN [EAR OVEE (F5.10 H) B

VRN [BEEROVEE (F5.11H) 2

6.1 ERPREHERIZER

FRRRRITIA SESERFMETTITONDL 2D, & 2 HADERIKHAR CRO b 5 RIE
FZE B 2 Bl O FA OEFRRBRIC I 1T 2 JE B & EHE T 5 2 LT T& ¥, EERISHED
DIDRBREIM LN ENRDH D,

K[E] & R FLIS T D BRI 9517 5 I EH

SABRIL #¢5-f8 4,079 4 x5 & LTKIE LORELISN T O FEZRERRRBRIZB VT,
SABRIL & 1> AED & DOBFRICHE> T b Z <O LN (25%) BIFEAIE, B, H
MR, 57 FREESD E v, AR IRERS . REEIN, RAOERRGYE, HEF R, O O,
fRHG, IRIE. B, TR, GUIERE. AIVE. SR, WITERR . B, E.
M, A TNz B KOBETHoT,
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BEDZ=Z1%I28 T SABRIL 5 IEAZ L b 2V EITER L, KBRS DHTH -
77,

NI TANABE TIZ EED=1%I128 T SABRIL & 5-H 1L A2 9 & & Z W EITER I,
BYYE, TAPAEERIE, WilEBFEREE, U2 b=7, HRERIET, HRRITTE,
REEEMN, MORIRIETH -7,

B ABRIC 50 TR & Z 0O FITER

HEIE VRS 0 FE(E

SN

2 5120%, SABRIL & HEED Z2% K O 1 AL ETIBIFRIC L 0 BB L, AT 58
1GMECPS (TR % 2 DD KETO LR AR T T 7 AN I 0 BHEICHR
A LTRIER 2=,

5. SABRIL % GHE 1 BEIC D& 2% L OVEF 1 AL ET, 7T 8RR 5EE L VHEEIC
FBAETH, IBFETFTCTRALZEWER GRBR 024 11 025)

SABRIL # (mg/H)
3000 6000 7R
A H MR [N=134] [N=43] [N=135]
fml1EH % % %
HyE R
Hg 2 0 1
BHEW 2 5 1
¥ fR
E =) 13 16 5
B 7 16 3
AR 5 2 2 0
AR 0 2 0
H ke
T 10 16 7
TR 10 2 8
M - 7 9 6
(7 8 5 3
R 5 5 1
HAEA B 4 5 3
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EEIENNR
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IR
REEB R i

[\STRN NSRS I SN

S DN

—_ N = =

— % - EBREE
957
BT E
Eliyablict
AN
FEEN
b
Y8
(S y=NRe

O O = W = =

YT
ENGEEDS
RGBT
PV
PR B YL IE
RUE R

WL O 9 O O

—_
(=]

— O A~

5E

A

AN

iP5
15105 D53 WK

S = = W

[NCTN NS I S V]

O = =N

R L OREREE
foxie: b
PREEHE N

@)}

—

TR TR
P
i
ulieh
P
i

S O LD W

—_ == NN W

e T B
GIEET]
fEAR
FEIED F 0
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R
ROl
5 ) S
RS
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PR
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—_
(o)

NN g O

N — = = N W oo o

page 48



B U

N SRR

bk
TAMAERINE
W EE

FAEZ IR
IRYTREEES

(=R S R S R S R
N O N L O n N
O == O = W

FEfpE

Zy il
PRSI

PE LR RE
R
o>k
BB EE
FEATE
S anki = e
PRI AR
g

— N = W W un A~ B
—_ N = =m O = W= W

ARG R
H % N EEE
A2

S O
W W
W

A E S SERON E
NRIRfs: SE g
g
fiti 5 - 1.
il ek J2E % M SRR

14
14

AN O N
(9]
—_— e~ W

B R OV T ARk
Jei5 4 5 4

10~16 D /N2

F 6 121%. HIAMERMER TR D LR HMIE L LT SABRIL X377 £ R D#K
5% T 5 /N EE ORI T 2RIEMN 2773, SABRIL &5-EF Th7el L
H 2% ERAL, T BRI BENSVRIER Z R L7z, SABRIL Hl&OH i iE
49.4 mg/kg Tod -7z (d#ilH 8.0~105.9 mg/kg) .

# 6. SABRIL Z##¥ 5 L7-/hNR CPS 2 (10~165%) DO=2%I2 k> T, BT8R
Ko lHESNT, BT ORI LZEIER

= | SABRIL £#f [N=109] % 7 Z &R [N=46] %
i 1E A

IR it 7
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R 5 0
F 3 0
H

T 6 2
R 3 0
{5 K 3 2
— % - A REE

7 9 4
JRYLIER L O A BUE

L ERGERYGYE 10 4
A7) 6 2
hH % 6 2
BRI e A

REHE N 17 2
PR R b 5

fEAR 6 2
PR 6 0
AR i 5 2
FEE B PR RE TUAE 4 2
FEfpE

FLETE) 6 2
Bt 5 0
PET 4 0
Algek L O EREE

H & K e 3 0
B2 &3 X OV Tk =

g 3 0
S IH TA DA

5 HlO —HEMRK G Z2aE LI EEAE T 7 B ARSI IS Bk (n=40) (BT,
SABRIL O 5% %\ F 1= BH CTHRBEBEN 5% a2, o, 77 uREGEH L3
BEEEA & - T2 B EHHLIT, IR (SABRIL45%, 77 &K 30%) . KUE 3% (SABRIL 30%.
7T R15%) . HEK (SABRIL10%., 77 &R 5%), ROGEMETHR (SABRIL 10%,
77K 0%) ThHoT,

K& (18~36 mg/kg/H) &mME (100~148 mgkg/H) OB /N MY &b+ 5 &

FOSHEBRICBWT, HEEAESFES L OMICHMEMBEBERITERD S hotz, 1REIC
FORELZEWEH (WITNroRET=5%) 2R 7I10F O TRT,
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7. RETADPABEDZ5% THRAE L, FE T THRE LZRAIEN

SABRIL SABRIL
1 & =
B K [N-114] [N-108]
mIl1E % %
IR (R SR S DAL LIS
AR 5 5
e 5 2
H MR
Mg i 14 20
(A 14 12
TR 13 12
—% - AL REE
FEEL 29 19
YT
b AGE Y E 51 46
E % 44 30
A L A Y 20 19
Jiti & 13 11
TV BE 8 3
R GLiE 7 14
oA VA E R 6 5
il g e ¢ 5 9
PR & YL i 5 6
A TNz W 5 3
7 — 7 kY 5 1
R L O EE
BARIEOR 9 7
PR S o 5
P 19 17
fEHAR 17 19
ThDABERIRRE 6 4
AR 5 7
Jad i 4 7
R IRIR T 4 6
FEfpE
Zy 16 23
RARAE 10 12
NG i g
5P 13 4
Iz 3 8
R & 3 KOV TRk
KL 8 11
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6.2 TEREREER

LUF ORIER 2SS T D SABRIL O7&AGERE i FIZ @ S vz, BRRRER IRV Tl &
NIZEIER & U C ERRICE#E SN TWRWEITER ., SH T HBpHE MRV RIER R OH
HTHDLNE D DB ARHELRBEERICONWT TR THARBIZEH SN TN D, T DR
TERIEIAHED R RE SOEHANEETHE SN D TH LD, BHEZHELLZY .
SRANREE & ORBEMREZME L0 5 2 LT T& A, BIMERIZEE B ERIC /5
INTW5,

AXMERFE - e RVE O, SERMAN A e R D A E, S RMEKBIE, SR
PEVERR AT, SERVEDIERIE, JeRMEBEDERE Wk, & OBim o5, BIPE, kIR

%
PURABAEReRE, MIE, IXBIEE A4, WRAIE, BB, R ESr, Bk, G
PEREE e, 23, B

N SIS
—MR - £HEF  EFIEILE, SUmEE, e, Sl a

FFREERIER - 1B 5 -

PRERIER - A =7 BIE, fREORTUE, BRI e,

MR, VAXRTUT

S Ie—xXA,

FEHRES SV, MR, R, EERR. OHT/ERAEE. REthREE
PERZFIEZ - WebHiv e, BHIEARSE, PPN, b AE M ey
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KGR PR FREMHES - MEVHIE, BERLBIREE, COFEIE, AT 4 —T R+ Vay
Y HEMERE (SIS) . W ERtER BRI RARIE (TEN)

7 EEREEEA
71 i TADAE

=,
Tx= b COHEREBEITEEAETH D2, SABRIL N7 == A  ORIMAFEPIEE %
FREICHD ST 2 D, BRI REINEZGEICE 7= M VOHEFRELE

B D [BAHE (712.3 H) 2/,

oo FEoNA
SABRIL |£7 0 FE/XAD Chpe RIS, 7 o B X ABEEORIERH &2 8N &
DI EDBDD [EEFERE (F12.3 H) R,

Z DD AED

SABRIL &L WD T =/ 7B F— L F v 7 afgd) U oL & OMICERIICA
BB RS EERIZ RV, A2 b —32 a3 U PRICEUE, APy, 7
RI7EX—h FUIRY, KOS TBEET N U MIEH NN Y o iR 2
LW BROND B (123 H) M,

7.2 ROBHEER
SABRIL I, A7 8 A RROKREOBIEIEOFNIEICEE L W Bbisd (MR (F
12.3 IH) =/,

73 BRRREICET AEERKMEMER

SABRIL (%, BHED 90%ICBNTT 7=T7 I/ 7 A7 27— (ALT) KT AR
TxXUBT I N7 AT 2T —8 (AST) OMMEFTEEZIKTSE 5, BFEOHITI
INOORRPRETERL D560 H 5, SABRIL IZ X 5 ALT KON AST & D1l
X B EEZRET 57200200~ —I— K ALT OFRZHTFTH 2 ER”H 5,
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SABRIL (ZJRH 7T X /BB &AM E, HDFED N2 B I RENEEIZE LAt
DFERIZORDBDARESER DD Bl 1 o - T ) TV UERMRIE),

8 HENEHIZHITZEMA

8.1 1t

HIRAI T F ) — : Co BEAANMY X, BRNERO S D & CTHIEEMICE G L 2

A, AR R O B RO R E O A EE Lo S 2 Le, £72. & hOME

DOF 3N YT 5 HAERBEMBETICE NN V25 L2 T v MW TR AR
BN O DTz, HRLMEZ G e Lict+ah ok v br— s zilBridaun,

FEARHIE, TR 7 v RIS T 2ERN ) A 7 Z BN T 258120 H

SABRIL Z 45 Z &,

SRERRMIE R OMIR X~ e AN Y > (RO A& 50~200 mg/kg) DO#FHIT

B (RFEH) LW - JRIRETORBROEMZ MV 206 O IE 2 0 BIHE O 7R
TROLNTZ, UHFITBIT HEFMEL I TIZEET 5 2 s (100 mgkg) 1%, 1K
RAFE (mg/m’) X—2ADb MBI 2EAHEAE (MRHD) 3g/ADK 12 THDH, 7
v M TIE. BEANR Y > (50, 100, X% 150 mg/kg) Ok 0BG IR VAR E OB K WA
ORI FERORBROEIMNEZS LI Lz, 7y MBI - lBIEEEICET 5
HERZAE (50 mg/kg) 1E. mg/m’ X—Z D MRHD D) 1/5 Tdb 5, IEIER -7 5 BEFL I
EFTOT v h~EH AR > (50, 100, 150 mg/kg) DOFEAEEGIIFIZBWTEOME
TREALRR IR (R ORI K OMRATEI AR (ki) Z25lxEo L, 7
v MZRIT D HEMREEICET 2 B EEIIREINTE LT, KEEE (50 mgkg)

I% mg/m* ~— 2 T MRHD O 1/5 TH 5,

NFESNERBRTIE, EH Y > (300 Xid 450 mgkg) Z2nB RO ZE B~ 7 2 R4
W21 HOA (7, 8, 9, 10, 11, XiX 12 H)., BEHENEFHC L~ TRE L, (DERZ2E
Tp) BEOHEEMIB ST O HETED LT,

Bk R R OB o F IR o (B 4~65 B) OFES T v h~DOEH /N R > (5,15,
X% 50 mg/kg) OFRO#EGIX, FGEBICEO THRITEN R ORRE, thikiES)fE

i}

2o
. T
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BEE) K ORF B TR R (MO 2Bk, SHER ORI & OWEIRIE R )
AT I Lic, 7y MBI 2 AR OMEIL, —MIZHMOREECE L T ik
T OMIRBIICHS T 5 L EXAONTWD, P T v MBI D FEMREEIEIC R 5 5%
R (S5mg/kg) 1E. 50 mgkg DR G Z2 52T T D/PREHEIZBWTHE LT DD
130 Ri oM /3 b Y CigiERE (AUC) LBERH -7,

IEPRBR G EME © SABRIL ~O 15 WIREE OB BT 2 1F & 1Rt 5720, ERNIE,
SABRIL # IR L TV D AEREHE & KT T AN ASE (NAAED) IR GG IRIZEERT 5
TEERWRTD LSOOG, ZOBRET. 7Y —F A T/ 1-888-233-2334 [ZEET D
ZEIZEoTHTH 2N TE, BEAEMTOR TR R B0, BEREIRICBET 2 5
XV =74 b http://www.aedpregnancyregstry.org/ &V BB AIRETH 5,

8.3 REAFDER

EANRY de PRI WM SN D, ARIZBWTET AN MY A2 K 5 EHEREIEH
INFEET D FIREMED & 2 T2 BT 2 A O BN A B E L T AL T 57,
XIFHHN 2P T o0 EREST D 2 & [BEHERVEE (5.3 8) KX (F5.4 H) M,

8.4 INRIZHT BEH

10~16 5 D /NRIBFE 2331 2 MRV HES S S EOMIBITAYE & L T SABRIL D% 4 K
OE IR LT\ D [BF#E (4 14.1 ) 2], ZOERICE T 5 R Y

AR L o CTRARY  KER—ALRoTWD [HEROHE (2.2 5) 2], =

D/NRERNC BT D EERIZRAERICBWCRO N bDER U TH D [FIEH (%
6.1 ) ZH],

SABRIL D% M OHIEIT, SEETEEMER 0 3B A4 % 10 w7 T I
NEL TR,

MEETCAPAERTH/NREE (1 5 A~2m) OO OHAEEE LTO SABRIL O%
BV OEIMEIIESL LT\ D AR A (2.3 H) K OEEFEE (F14.2 1) £
M)

o

page 55



MILCANAVBEICBT 2RZEOBIFICET 50T X TORBTANAL Y NT—7

(CPEN) #BROHZAAT TRl L7z, Z O, © /8 8 U U RREORRIBIRE 6 » H i
LR CANADIRIEDT-DIIE 3 ThH I 2R LTS, UL, AFEIT, &
&) 22 AR BE U CERERADIS I U722 i AUE 7R &7 [ et (45 14.2 1B) 2,

MRI > 7T D EE I AN R TR b vz [ZE R OVEE (5.3 H) XX (54

H) 2,

B VR O D3 IR (4272 4~65 H) OFES T » b~DE AN Y > (5,15,
X% 50 mg/kg) DFEOEGE, B EICRE WO TR TEN R (EiE, MhREEEE, P
BIEE) K ORA B T A 2 (MO ZElEk., SETER ORI . Kk OWEIRTE RS )
RIS Uiz, 947 v MR 25 MR EIEIC BT 2 S8R (5 mgkg) X, 50
mg/kg OFE 5% 5015 T H/NRBEIZB W THRIE Lz b O 0 1/30 A O fi i e 473
U VIREE (AUC) & BENH 57,

8.5 EANIZx3 BEH
AN CORKRREERIZIL, FEEEERRDIINERTNE DD EHLNZT HDIZ
4372 N D 65 LA E DO BE A AN Do T2,

EANR Y AFFEERICEBIC Lo THRE S 2 2 &3 mbn TR . ZOFEHITHT S
BIELOED Y A7 1%, BREREOH L EE TERWATRENELR D 5, mimbE LB EEOK
TEBIEEI LT WD, HERROBIIFERE LadER 67, BlEr =4 —
TLZENERRGERD D,

JVTF=r s VT TUAMET (K50mL/%y) LTW5EEmEE (>655) ~DEHA
FU L5 g ORROFEIT, BESLTA4ZLITBWTHERE W UEE OSEE L OBELL %

RV Bk 5 B EFEE L 72,

EHNRY OB VT T AR, FEEERDELD bRl OEREEBRE (>657) OFF
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0 36%1EN > 7c, HEXITHRGHREDORELZE LT bRy, Zo X5 R
S DIIERWHERFH SO UG T 2 Z e 3D D [HRFEPE (5 12.3 1H) K OVHIER OV (7
2.4 ) =],

IS S AV RRRREER Tl milinBH L ERE L ORORIEDEZHR L TV,

8.6 BlEE

BE (7 V7 F=0 7 VT 7 A>50~80mL/5y), WEE (VL7 F=0 707 T A>
30~50mL/%y) ROEE (/L7 F=27 VT 7 A>10~30mL/%)) OBEEEZET S
10 LA B/ NEHBE RO A T, (KA TIHRE G T 2SS0 HERENLETH 5
[BERFEFE (5 12.3 TH) J VLR OV (2.4 H) M,

9 EFIERARMKEFMN
9.1 REME
BTN N U ATEHIE TR,

9.2 ELA

EHANRY EE RUIEMICER G L2 E A, AEFSUIERICHE Y HLNRITE A
Fl&E s S7envolz, CNSITIEH T 2 AN TR S - %ISR S, WA S, U3
AENDREEZ TRIT 2 Z L IXTERY, TORKR, EIZEDE AR OV CTERE 2
HICFHEL, 2O X RBEFEATEERBEL, BN Y o X oIk (41
FEIEE, KA E R 1TH) oW THEE BRI L L,

9.3 KT

EHNR Y OB ~DO R E%  FEH T IERFZ S 23R FERITIR D Sz do 7z,
LU, i AED & [RIBRIC, FEIEBED LR 2 R/NRICINA D7D BTN R U 2 B
BERICHIL D 2 & [BEROVEE (5.6 H) 2,

10 BERE
101 BEREDOKIE. ER. RUBKRREMRRE
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BRI K OV IR R AW T, EAANNY CORE LTcilER G L 208V DOH L L
DPHE SN TND, BTN O ERG THRTIIA LTV, HERG & LT
WMESNIZETANRY CORFARITI~0g DFHPFATH 7228, 1FLALEIF75~30g TH
ST IEIEFEDIEGIN I NN~ TBE | SAEY — R, XUy T YU, T
FUF SATalE, TERNTI ) 720 RO/ XIT7 a7 == I HEEBORE
FIOMREEN I~ BT,

B, B, ROWBIRIREES E AN N Y i ER G ORER O KESICRO bz, &
DAL OFAEBE DRNMEIRIT, D FE, KRR, SRR SOIFFR NG, RIR, B 5l
PR, JREL. SR, IRMmE, REATE, RBIEOKREEEIOHM, TArAERKE, LT
FEHEEE Th o7z, T b OIERIFIERE TIHA LT,

102 BEREOER

SABRIL ODits &% 512 R A 22 i m AL 720, O3 E Ve & D HERRSE . I S u7p
WHER % BRET D72 0 O R LE 2 VR TR bRy, NA Z LT A v DE=H
U > 7 R OEE ORGIRARIL OBIE% MBI R LEZ A L2 e by,

In vitro FRERIZEB W T, EERIZET RSN U E2FEIZRAE Lo T,

SABRIL O 8¢ 5 ORI BT 5 B O G HME IR TH 5, IBEIHEDO BT
MU D5 2% TV DB RERE BT A EBIOIEF SRS 2BV T, MigEfriie s
N KU O MmERRE A 40~60%J) X7z,

11t
SABRIL (EH/NRY ) 1E, AT TANAIET, ARD500mg DT fVLa—T 4
7RO E A BIK A O 500 mg 73t A D NATEABRLIRI R & LTAFTE 4,

20D U F AT —THKSND TEILAEWTHDHET N MY U OfbF4IE, (£) 4-
TI)-5-~Ft ) UBEBTHDH, HTFRIT CHNO, T, 0 F&1%129.16 Th b, Z i
LT otEEXE2HT 5,
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NH,
H,C=CHCHCH,CH,COOH

BN ATEENDIKABRDOHER T, KITETLT <, ATF AT a— T
<, ZFAT N a— VK7 mafRl L) THETFIZ <, ML U RO T3 25
72, 1%KIERD pHIEZH 6.9 THDH, EH NN o Dn- 47 % 7 —)v,/ KoEFHREK
%, AR pH THI 0.011 (logP=-1.96) TH D, EH/NE U NE 171~176°COIREEHIPH
ND 3COFPAToHfE%E o> TR 5, B4 SN U OMEEES (pK,) 1XZ|IR T4 KO
9.7 ThH %,

SABRIL £ 1 #EIZ D& B AN U 2 500 mg # & de, RiEERK S ITE Rafd v 7oL 2+
e —2 ATFT Y U~ T 2T A iR —2 R ZF LT a—)L,

WE Ry TUoFor 7V a—nVigElF NI UL, RO TF 2 o FTh D,

WHI A SABRIL ¥y KIZ @720 LIKAGOR OB RHERMIRBARE LTATTES, |
DETHDEEHNRY 500 mg G, NMEMERSIZIAE R TH D,

12 BRARERE

12.1 fEFAKRE

AN MY OB RO EMRETIIAA TH L0, [HEEMRISEME TH D v -
7 X /g (GABA) OREBOFMMER THDy - T I /BB 7 AT I —F
(GABA-T) OAFHHIHERE L TOXTOIEMORRTHL EEZ LN TS, ZOE
AT ARRICEB T D5 GABA ORE FR- 25| Xk 25,

I3 P B & A RE & ORI OEHE OARBIBIFR ITHEL S LTV vy, F-Y O VR O FrgeFH]
T, EHPERNS OEFROBRERI Y b L ABREEHRRITEKFT 2 LHEllSh D,

122 BHhZE
BB [T~ D

K 6.0 g £ TOHEFEE (2T SABRIL @ QT/QTe ZEEAEM A SN TV, S
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b7 7R v 24— —RBRICIS VT, R 58 412 SABRIL (3 g 1} 6 g)
BT 7Rz HEREO#%5 L=, 6.0 gSABRIL (BT DML, 3.0 g Bk O#& 5
BORERE IV 2 EEmroTz,

12.3 SEpihhe

EHNRY NF05~4 g DM EOHRBEIFE 5%, 05g XTV2.0gD 1 H 2 BOREERG%IZ
ELRRA 72 KB HE 2 7R Lo, PNHIR & BER & ORI FRIE SR L SN TV D, B
TS Y DLLTED PKAGHR (Toaxs B, X7 VT T o R) (3L L7z PK B KDY
M PK it A5 6T,

R4

ERG%, EAN MY ATEANICERICRIN SN D, RRRERERFE (T (3.
AN (10~16 5%) O AT DWW TIZAT 1R, ALshIR (5 % A ~25%) 2o TIiEk 2.5
K CTh o7z, MAROVNREZFIZEBONTHEEREREG L TH, ERITbT M Tho7, it
BERETRORBEOBBEERE ST DTN v o528, RYOFEICET S
FRBRIE, Coax 73 33% 000 L. T 23 2 B E TN L, AUCIEEBZ THELL 2N &
s LTz,

I
EH N R Y ARIMEE S LR ITEES LA, EH N R IR B EITIE L O L IR
D)3 ZFEIL 1.1 Lkg (CV=20%) Th 5,

iy

16K O A

EAANNY RIEEAERBI ST, RICBHRIC K o THKT D, BN RY DIk
RN, ST (5 H~25%) 12 oW T 5.7 BEfL hE (10~16 5%) (22 TIE9.5
BERE, AZ DWW TR 105 BERTTH 5, M- H 8 b U > O B ~ D 5%
TR DAY 95% A% 72 REF DR AN Sdv, BFEMILZ ORI 80%IZFHY LTz, B AN
MU E CYP2CY ZFFET 2. ZOMODIFF F 7 m— L PAS0 R R ZFHE LR,

PP R IETNI T 17 S FE) B E
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R

FEOMERIRE (Z65 /%) BT DEH NN VOB 7 VT T 20 AL, FAFOREERER
FHED 36% D7 otc, ZORTRIL, KRR L& T — X OfffTIc Lo THGR ST
WD [HFERAGLRIEAIZE IS (8.5 ) S,

N
EHNNY D7 )T T AL, IR (5 o H~25%) IOV 24 L/, NE (10~

16 7%) (ZOWTIX S8 L/EE, BRAICOWTIXTLFFTH D,

e/
BEIZBIDEH ALY o OEY TR/ NT A —=Z(ZONTIL, PEEITRRD bR oT,

NFE

BTN N U OB R D NFEDO B A METT 2 72 0 O A 723 BRI T b v e H»
o, BN UL, 2, KD 4gDEGEZZITTEAANBE 234 EAARNEETHED
MO FE BRI, AUC, Cmax, MO 2 SOEMIZOWTRILTH S Z & &R
L7z, LinL. BAOEEEZ U7 T2 (52L/0) IZHAN (40L/MFF) KYKI25%K
Ehot, B VT T AOWREROIEL X 1X, AATIH20%., HAATIZ30% Th

ST,

1

B
SRS PEH (CLer >50~80 mL/%y) DR ANHE TIX, FEEEGERE & ik L T, F#¥ AUC
D3 30%HENN L. R HIE 55% 8 LU= (8.1 Rt 12.5 BFRED) o

AR (CLer >30~50 mL/%y) DR EE Tk, SRS & bk LT, ¥ AUC
DMEHE L. RERARERE b5 L7,

4

5

HEBEA (CLer>10~30 mL/4y) O NABE TIE, FEEGEBRE & i LT, ¥ AUC
PN 4.5 fEREIN L. FERARERI & 3.5 fFHE N L7z,
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SN D i 2
FIEEDOH DM NEE T, WTNORETHIERMNETHGT 250Nl LRSS
[FFIERIGETNIZ F517 SHEM (3 8.6 TH) R OHIER VE (2.4 H) 25,

Bl o » S 58

BIEE O H DI 2 HEMREIEICET 2 IERIIAFTE TR,

Bl Z DB S 10 il E D/ EZ

10 2L EO/NREBFEICB T AN 07 )T T2 ATx 5 B REE ORI B4
DIEHMIIAFL TR, HEIFBRADOT —Z HOGRE SN RUZESWTEHET L Z
EWNTED [HRAENEIZ 1T SEH (8.6 1) K OHEL A (2.4 HH) 20,

Vi
NN ATIFEE A ERBI SN, R EERE ICBIT D B3 Y oY) EhkE
ITRRE L Tuh ey,

R b 2L (A
Tr= b1
RN Z xR L UTZERRBRIC B W T, 7 == M o ORI R 0D 1 16~20% O
NS STz, Invitro FHMRHERBRIZ, BNV o0 EREIHICE D 7 == b1 VR
FEDOR TR OBFICBITHF b7 v—L P450 2C R OHEOMERTH D E Ltk
WZLERELTWD, 7= b ORERETEFIIAETH LM, BKMICHETRE
NOHGEIIE, 7= COMEREEZEZR LRITNEIR LR [EELIATER (F
7.1 1H) M,

o r T EoNA

TERERR AR E 12 4 ORBRICB T, 7+ 834 (0.5mg) OFFAHIZSABRIL (1.5g1
A 2[E) OREICHEL -T2, SABRIL |7 B FE/SADVY Chuy & 30%E5001 S,
NI Trax 22 45% WM S5 [[EFELAAE (7.1 H) S,
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F DD AED

EANNYERFA LSS, T2/ 0NV E X URE (T = ) L EX— LT
R R 1345 8~16% 184 L. »Sv 7 afig g b U v Lo MR BT 8% 8 LTz,
IS ORDITBEEMICER N 2N E D Thotz, EHOEYBREICK S L, D~
v, 7uIg8Tm, Y IR, KOOV aiES U AT E AR o ffEd
BEICEB LWL D ThD [[EELMLFEA (7.1 7)) SH],

Tz — L
% /) —/N (0.6gkg) LEHARY L (1.5g. 1 B2E) EDfFHIE, WTFho3EAl S —
OSBRI BE L N2 AR LTz,

A AT RE

TF=NVEARNTTVF—30meg KONV AR J VA R LV 150 meg & & Tef% 1 TS A Al
ERWD EERT 7 EARRMERRICBWNT, BT B gH) (TR LR
DF b7 r—LP450 7 A VYA L (CYP3A) &0 LIEREEFAEICHT 2oz, 20
RBRICHES L & EAN MY VAT B A RIROBHTSEO A IR L 22 W AlRErER &
5o Fio, TF=NVZ AT VANV ERVR I VT AR LILOESH%, BN O
KBRS T A =5 (HRFEIH, AUC, Choxs BT ORNZ VT T A HmiER
R, KON ONHER) CHEBEEITRO DN o T [[EEMEEIEE (7.2

H) 2,

13 JEERFREBME

13.1 ERE. ERRE. ZRES

EH NN L, K 150 mgkg/ HOHETI18 » A (=7 A) XidA K 150 mg/kg/H O
HET2HM (Zy ) BEEG LEGAO AL LIET v MW TERMEEZ RS
inotz, TROHOMAEIT, RETANAMCET S FORKHEREAE (MRHD) (150

mg/kg/ H) K QA TEGMERR 45 6 EIZ B4 %5 MRHD 3g/H) X ¥ mg/m® ~— X TIR2 - 72,

BN N U X, invitro 7 v A (Ames, BIn AR IZ%9 5 CHO/HGPRT Mg FLEE /AT
T hU USERIZEB T YRR E) R WNinvivo 7 vt A (=7 28/ I2BW T
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"THo7=,

(IR PEHERT A AR T D15 A Z T 2R AW T D 3 g/H  (mg/m® _—R) D
MRHD D) 1/2 TH %) K 150 mg/kg/ H OO HED T v MIBWT, MDA SiRE
2R DA EERITRD bR o T,

14 ERIREER

14.1 HEHERD FAE

HEN

RN BE ISR DML L L Co SABRIL O &ML, KIEICRIT 5 2 2D & sk 3 [F
ZEEMT T AR ROATRERRREAER THER S 7o, IRMESRIEEIEO A EIZ D5
T M RIEOH DN (18~60 5%) 7357 &8sk L7z GUR 1 KD 2), BHEICIE
T+ ORE LT-HEOHTISEEOER 5432 1F, I EBE U L7 == b DY)
PRI\ R LT BIED 8o o Tz, HBFEITIE, RBRIT A D AT 20 42 (FRfE) (2h72b |
A 1 E (hhrd) OREORIER S 7o, Zb OB TIX, BT A kb,
BE DSOS LR 7o 51BN S AT il O FTEHE SRR 69~ 5 SABRIL DN %
BRI 52 ENTERDP T, 6, ZNHOMERTIE, BFICR O T-HHOHT
RN ST,

AN B 2 T2 REEE, BMERR 2y JEAE D F 31 00 SR MR RE Ko ORABRAS TR I IRADIC &2
AL T DI RIEE N—AT A L LTIz & D, BEHNOWED TH -1,

A 1

AR 1 (N=174) X, 8B OX—2F 1 W D% 18 MR O G-I Tk S D,
EAC_EER T 7 EAMBHERCRBR Ch o7, BEL 1 A 2EEET 577 R,
IFE AN RY 1, 3, T 6 g/ HOWTNMNTEIER(L LTz, BAEALEZEORIID 6
M., 3g/HE N6 gHEETIIHEZ 1gANOZO®KEERED 1 KOS5 HEHIZ05g/HT D,
HO Y TONTHEIZERET 5 F Tl S W7,

AL D EH 2 R T do 2 MR 3 FVE D A BB DA IC B9 DR R 2 &K 8 ITRT,3 ¢/
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ARG g/ AR, 7T vRL W HNICESICEN TV, 6 g/ AREIZ3 A
BELVEN TR T,

K 8. BHER 3 FEAED R BB O AL

N R—=RFA ARBRAE T
77 &R 45 9.0 8.8
1g/H SABRIL 45 8.5 7.7
3g/H SABRIL 41 8.5 3.7%
6g/H SABRIL 43 8.5 4.5%

*7 7R & LT p<0.05
TRV RAETS T B D B RBIEOH D BEFE 1 L EETD

X, Y8R LD LD LB R ERE SDOR—=RT A U bR E TORIE
B OREF) OWLE (%) 2T BREOESE (%) Xih) 274, Y#EOTT 20
EIZR—=AT A b DBE (TRbb, BHEEDFEIEOHEDRD) ZRT D% L,

YA T ADEIIN—=AT A 06 DEAL (T2 b EHE S FAEOBE DN 2777,

o T, ZORDFIRTIT, ARIGHICET 5 #2177  RIET 2 i o /2 12 8
T %, BHERSFAEDHE D WFIDERED L~V D 2 R L T-BE OBRSIE. 7T
BB HEZ LT, SABRIL3 g #EA N6 g/ HEEFC—H L CmnroTz, filZiX. SABRIL (3
g/H) FRICEAIEAEBI SN2 EE D 51% K& ONSABRIL (6 g/H) BEIZEE/ELSBIMG SN2 BE
D 53%1%. 50% LA EOFENEMEE OWD & KB LIz oicxt L. 77 B RBHCEEAEIMN Sh
TZHRETITII% TH o7, FEEBEED 100% 8B IZHIN L7z B IE, -100% & R0 LIdZ
LA EE LY fil RlTRaSh T,
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X 1. FEIEHEEDR—ZAF A IS DD ER (%)

100

1
g g
fs g
E 0 Mo Change |
&
£ o) e
: :
* '

2l NN )

100 q 0
% of Paients

A 2

B2 (N=M(EA(L 183 4. AZhIERHE 182 4) 1%, 8 B DOX—2TF 1 U HIF &L 16
W ORGHM TR SN D BIERE _EHER T 7 B R RETRBR TH o 7o, EIERL
BORYIO 4B, XN COREEZ TgBNOHEL, # 1B 05g/HTOHEEL,
3g/HDOMaFFHE & LTz,

BNMEDEZRRE, $ 72 BEHE 3 HAED A BIBHE ORI T /R &R 9 1R T,
EHNRNY Y Bg/H) BEE, BIEEEZMOTZLICEL T 7 BRREL U REIICH
BEIZEN TV,

9. MEHER Sy FEVED A BIBEEL O b e fil
N

NR—=RAF A ARBRIET
7I R 90 9.0 7.5
3g/H SABRIL 92 8.3 5.5%

*7 7B AREE L LT p<0.05

K21%, YHENC R LD EDRL EBREIUKRE EDR—AT A IR £ TORME
BE (NER) ODER (%) 2 THREDESE (%) X)) Z2R7, YHiEDT T 20D
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EIZTR—=RA T4 U inbOWE (Tabb, BHERSFIEOHEEDWD) ZrRT oicxtL,
VA FADEIEIR—AT A U BOEL (b b EHER Y FAEOBE ORI %737,
KoT, ZOMDFEIRTIE, AYMRIGHRICE T 2 #2777 B ARSI S RO EIH
BT 5., BHET D RIEOBEDOWNTNDRFED L~V OJD & il LIz B EOFE &I, 7
TEARBEL LT, SABRIL 3g/H) BET—HEL Tamho7, #ilZIX, SABRIL (3 g/
) BRI AR 2 BT S 72 B3 0D 39% ANEMERS 43 FEVEMEE D 50% LA L O % #%BR L 7=
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SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

Sabril 500 mg granules for oral solution

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
Each sachet contains 500 mg vigabatrin.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Granules for oral solution

White to off-white granular powder.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment in combination with other antiepileptic medicinal products for patients with
resistant partial epilepsy with or without secondary generalisation, that is where all
other appropriate medicinal product combinations have proved inadequate or have not

been tolerated.

Monotherapy in the treatment of infantile spasms (West’s syndrome).

4.2 Posology and method of administration
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Sabril treatment may only be initiated by a specialist in epileptology, neurology or
paediatric neurology. Follow-up should be arranged under supervision of a specialist

in epileptology, neurology or paediatric neurology.

Posology

Sabril is for oral administration once or twice daily and may be taken before or after
meals. Sachet contents may be placed in beverage (e.g. water, fruit juice or milk)

immediately before oral administration.

If the control of epilepsy is not clinically significantly improved after an adequate trial,
vigabatrin treatment should not be continued. Vigabatrin should be gradually

withdrawn under close medical supervision.

Adults

Maximal efficacy is usually seen in the 2- 3g/day range. A starting dose of 1 g daily
should be added to the patient’s current antiepileptic medicinal product regimen. The
daily dose should then be titrated in 0.5g increments at weekly intervals depending on

clinical response and tolerability. The highest recommended dose is 3 g/day.

No direct correlation exists between the plasma concentration and the efficacy. The
duration of the effect of the medicinal product is dependent on the rate of GABA
transaminase resynthesis rather than the concentration of the drug in the plasma (see

also sections 5.1 and 5.2).

Paediatric population

Resistant partial epilepsy

The recommended starting dose in neonates, children and adolescents is 40 mg/kg/day.

Maintenance recommendations in relation to bodyweight are:

Bodyweight: 10 to 15kg: 0.5-1g/day
15 to 30kg: 1-1.5g/day
30 to 50kg: 1.5-3g/day
>50kg: 2-3g/day
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The maximum recommended dose in each of these categories should not be exceeded.

Monotherapy for infantile spasms (West’s Syndrome).
The recommended starting dose is 50 mg/kg/day. This may be titrated over a period of
one week if necessary. Doses of up to 150 mg/kg/day have been used with good

tolerability.

Older people and patients with renal impairment

Since vigabatrin is eliminated via the kidney, caution should be exercised when
administering the drug to the older people and more particularly in patients with
creatinine clearance less than 60 ml/min. Adjustment of dose or frequency of
administration should be considered.  Such patients may respond to a lower
maintenance dose. Patients should be monitored for undesirable effects such as

sedation or confusion (see sections 4.4 and 4.8).
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4.3 Contraindications

Hypersensitivity to vigabatrin or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Except for the treatment of infantile spasms, Sabril should not be initiated as

monotherapy.

Visual field defects (VFD) have been reported in patients receiving vigabatrin with a
high prevalence (about 1/3 of patients). Frequencies found in an open clinical study are
presented in section 5.1. The onset is usually after months to years of vigabatrin
therapy. The degree of visual field restriction may be severe and this may have
practical consequences for the patient. Most of the patients with perimetry-confirmed
defects have been asymptomatic. Hence, this undesirable effect can only be reliably
detected by systematic perimetry which is usually possible only in patients with a
developmental age of more than 9 years. A specifically developed method based on
field specific Visual Evoked Potentials (VEP) is available from the company on request
to test the presence of peripheral vision in children aged 3 years and above. At present
this method has not been validated in the detection of vigabatrin attributed visual field
defects. Electroretinography may be useful but should be used only in adults who are

unable to cooperate with perimetry or in the very young (see Visual Field Defects).

Available data suggests that visual field defects are irreversible even after
discontinuation of vigabatrin. A deterioration of VFD after the treatment is discontinued

cannot be excluded.

Therefore, vigabatrin should only be used after a careful assessment of the balance of

benefits and risk compared with alternatives.

Vigabatrin is not recommended for use in patients with any pre-existing clinically

significant visual field defect.

Patients should undergo systematic screening examination when starting vigabatrin and

at regular intervals for detection of visual field defects. Visual field testing should
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continue at 6 month intervals for the whole duration of treatment (see Visual Field
Defects).

Visual Field Defects (VFD)

Based on available data, the usual pattern is a concentric constriction of the visual field
of both eyes, which is generally more marked nasally than temporally. In the central
visual field (within 30 degree of eccentricity), frequently an annular nasal defect is seen.
However, the VFDs reported in patients receiving vigabatrin have ranged from mild to

severe. Severe cases are potentially disabling.

Most patients with perimetry-confirmed defects had not previously spontaneously
noticed any symptoms, even in cases where a severe defect was observed in perimetry.
Available evidence suggests that the VFD is irreversible even after discontinuation of
vigabatrin. A deterioration of VFD after the treatment is discontinued cannot be

excluded.

Pooled data from prevalence surveys suggest that as many as 1/3 of patients receiving
vigabatrin therapy have VFDs. Males may be at greater risk than females. Frequencies
found in an open clinical study are presented in section 5.1. A possible association
between the risk of visual field defects and the extent of vigabatrin exposure, both in
terms of daily dose (from 1 gram to more than 3 grams) and in terms of duration of

treatment (maximum during the first three years) has been shown in this study.

All patients should have ophthalmological consultation with visual field examination

before the initiation of vigabatrin treatment.

Appropriate visual field testing (perimetry) by using a standardised static perimetry
(Humphrey or Octopus) or kinetic perimetry (Goldmann) must be performed before
treatment initiation and at six-month intervals for the whole duration of treatment.
Static perimetry is the preferred method for detecting vigabatrin associated visual field
defect.

Electroretinography may be useful but should only be used in adults who are unable to

cooperate with perimetry. Based on the available data the first oscillatory potential
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and 30 Hz flicker responses of the electroretinogram appear to be correlated with a
vigabatrin associated VFD. These responses are delayed and reduced beyond the
normal limits. Such changes have not been seen in vigabatrin treated patients without
a VFD.

The patient and/or caregiver must be given a thorough description of the frequency and
implications of the development of VFD during vigabatrin treatment. Patients should
be instructed to report any new visual problems and symptoms which may be associated
with visual field constriction. If visual symptoms develop, the patient should be

referred to an ophthalmologist.

If a visual field constriction is observed during follow-up, consideration should be given
to gradual discontinuation of vigabatrin. If the decision to continue treatment is made,
consideration should be given to more frequent follow-up (perimetry) in order to detect
progression or sight threatening defects.

Vigabatrin should not be used concomitantly with other retinotoxic drugs.

Paediatric population

Perimetry is seldom possible in children less than 9 years of developmental age. The
risks of treatment must be very carefully weighed against possible benefit in children.
Currently, there is no established method to diagnose or exclude visual field defects in
children in whom a standardised perimetry cannot be performed. A specifically
developed method based on field specific Visual Evoked Potentials (VEP) is available
from the company on request to test the presence of peripheral vision in children aged 3
years and above. At present this method has not been validated in the detection of
vigabatrin attributed visual field defects. If the method reveals normal central visual
field response but an absent peripheral response, benefit-risk of vigabatrin must be
reviewed and consideration given to gradual discontinuation. The presence of
peripheral vision does not exclude the possibility of developing VFD.
Electroretinography may be useful but should be used only in children less than 3 years

of age.

Neurological and psychiatric conditions

page 78



In view of the results of the animal safety studies (see section 5.3), it is recommended
that patients treated with vigabatrin are closely observed for adverse effects on

neurological function.

Rare reports of encephalopathic symptoms such as marked sedation, stupor and
confusion in association with non-specific slow wave activity on electroencephalogram
have been described soon after the initiation of vigabatrin treatment. Risk factors for
the development of these reactions include higher than recommended starting dose,
faster dose escalation at higher steps than recommended, and renal failure. These
events have been reversible following dose reduction or discontinuation of vigabatrin.

(see section 4.8

Cases of abnormal brain MRIs findings have been reported, in particular in young
infants treated for infantile spasms with high doses of vigabatrin. The clinical

significance of these findings is currently unknown.

Movement disorders including dystonia, dyskinesia and hypertonia, have been reported
in patients treated for infantile spasms. The benefit/risk of vigabatrin should be
evaluated on an individual patient basis. If new movement disorders occur during
treatment with vigabatrin, consideration should be given to dose reduction or a gradual

discontinuation of treatment.

As with other antiepileptic medicinal products some patients may experience an
increase in seizure frequency or the onset of new types of seizures with vigabatrin (see
section 4.8). These phenomena may also be the consequence of an overdose, a
decrease in plasma concentrations of concomitant antiepileptic treatment, or a

paradoxical effect.

As with other antiepileptic medicinal products, abrupt withdrawal may lead to rebound
seizures. If a patient is to be withdrawn from vigabatrin treatment, it is recommended

that this is done by gradual dose reduction over a 2- to 4-week period.—

Vigabatrin should be used with caution in patients with a history of psychosis,
depression or behavioural problems. Psychiatric events (e.g., agitation, depression,

abnormal thinking, paranoid reactions) have been reported during vigabatrin treatment.
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These events occurred in patients with and without a psychiatric history, and were

usually reversible when vigabatrin doses were reduced or gradually discontinued.

Suicidal ideation and behaviour

Suicidal ideation and behaviour have been reported in patients treated with antiepileptic
agents in several indications. A meta-analysis of randomised placebo-controlled trials of
antiepileptic medicinal products has also shown a small increased risk of suicidal
ideation and behaviour. The mechanism of this effect is not known and the available
data do not exclude the possibility of an increased risk for vigabatrin.

Therefore, patients should be monitored for signs of suicidal ideation and behaviour,
and appropriate treatment should be considered. Patients (and caregivers of patients)
should be advised to seek medical advice immediately should signs of suicidal ideation

or behaviour emerge.

Older people and patients with renal impairment

Since vigabatrin is eliminated via the kidney, caution should be exercised in patients
with a creatinine clearance of less than 60 ml/min and in older people. These patients
should be monitored closely for undesirable effects such as sedation and confusion.

(see section 4.2).

4.5 Interaction with other medicinal products and other forms of interaction

As vigabatrin is neither metabolised, nor protein bound and is not an inducer of hepatic
cytochrome P450 drug metabolising-enzymes, interactions with other medicinal
products are unlikely. However, during controlled clinical studies, a gradual reduction
of 16-33% in the plasma concentration of phenytoin has been observed. The exact
nature of this interaction is presently not understood, however, in the majority of cases

it is unlikely to be of therapeutic significance.

The plasma concentrations of carbamazepine, phenobarbital, and sodium valproate have
also been monitored during controlled clinical trials and no clinically significant

interactions have been detected.
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Vigabatrin may lead to a decrease in measured plasma activity of alanine
aminotransferase (ALT) and to a lesser extent, aspartate aminotransferase (AST). The
magnitude of suppression for ALT has been reported to vary between 30% and 100%.
Therefore, these liver tests may be quantitatively unreliable in patients taking

vigabatrin. (see section 4.8)

Vigabatrin may increase the amount of amino acids in the urine possibly leading to a
false positive test for certain rare genetic metabolic disorders (e.g., alpha aminoadipic
aciduria).

4.6 Fertility, pregnancy and lactation

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general

In the offspring of women treated with antiepileptic medication, the prevalence of
malformations is two to three times greater than in the general population. Most
frequently reported are cleft lip, cardiovascular malformations and neural tube defects.
Polytherapy may be associated with a higher risk of congenital malformations than

monotherapy, therefore it is important that monotherapy is practiced whenever possible.

Specialist advice should be provided to all patients who could begin a pregnancy or who
are in the fertile age. The need of antiepileptic treatment must be re-evaluated when a

patient plans a pregnancy.
If a patient becomes pregnant, effective antiepileptic therapy should not be suddenly
interrupted, since the aggravation of the illness may be detrimental to both the mother

and the foetus.

Risk related to vigabatrin

Based on data on pregnancies exposed to vigabatrin, available from spontaneous reports,
abnormal outcomes (congenital anomalies or spontaneous abortion) were reported in the
offspring of mothers taking vigabatrin. No definite conclusion can be drawn as to
whether vigabatrin produces an increased risk of malformation when taken during

pregnancy because of limited data and the presence of concomitant antiepileptics.
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Studies in animals have shown reproductive toxicity (see section 5.3).

Sabril should not be used during pregnancy unless the clinical condition of the woman

requires treatment with vigabatrin.

There is no limited amount of information on the possible occurrence of visual field

defect in children who have been exposed to vigabatrin in utero.

Breast-feeding

Vigabatrin is excreted into human milk. There is insufficient information on the effects
of vigabatrin in newborns/infants. A decision must be made whether to discontinue
breast-feeding or to discontinue/abstain from Sabril therapy taking into account the
benefit to breast-feeding for the child and the benefit therapy for the woman.

Fertility
Fertility studies in rats have shown no effect on male and female fertility (see section
5.3).

4.7 Effects on ability to drive and use machines

As a general rule, patients with uncontrolled epilepsy are not allowed to drive or handle
potentially dangerous machinery. In view of the fact that drowsiness has been
observed in clinical trials with Sabril, patients should be warned of this possibility at the

start of treatment.

Visual field defects which can significantly affect the ability to drive and use machines
have been frequently reported in association with Sabril. Patients should be evaluated
for the presence of visual field defect (see also section 4.4). Special care should be

taken by patients driving, operating machinery or performing any hazardous task.

4.8 Undesirable effects
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Summary of the safety profile

Visual field defects ranging from mild to severe have been reported frequently in
patients receiving vigabatrin. Severe cases are potentially disabling. The onset is
usually after months to years of vigabatrin therapy. Pooled data from prevalence
surveys suggest that as many as 1/3 of patients receiving vigabatrin therapy develop

visual field defects (see also section 4.4).

Approximately 50% of patients in controlled clinical studies have experienced

undesirable effects during vigabatrin treatment. In adults, these were mostly central

nervous system related such as sedation, drowsiness, fatigue and impaired concentration.

However, in children excitation or agitation is frequent. The incidence of these
undesirable effects is generally higher at the beginning of treatment and decreases with
time.

As with other antiepileptic drugs, some patients may experience an increase in seizure
frequency, including status epilepticus with vigabatrin. Patients with myoclonic
seizures may be particularly liable to this effect. ~New onset myoclonus and

exacerbation of existing myoclonus may occur in rare cases.

Tabulated list of adverse reactions

Undesirable effects ranked under headings of frequency are listed below, using the
following convention:

Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to <1/100);
rare (>1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be estimated

from the available data).

Very Common Uncommo | Rare Very rare | Not known
common n

Blood and anaemia

lymphatic

system

disorders

Psychiatric agitation, hypomania | suicide attempt | hallucinati

disorders* aggression, | , on
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nervousnes | mania,
S, psychotic
depression, | disorder
paranoid
reaction
Nervous system | somnolen | speech coordinati | encephalopathy | optic Cases of
disorders ce disorder, on *ok neuritis brain MRI
headache, abnormal abnormaliti
dizziness, (ataxia) es
paraesthesi have been
a, reported
disturbance (see
in attention section
and 4.4).
memory Movement
impairment disorder,
) including
mental dystonia,
impairment dyskinesia
(thought and
disturbance hypertonia
), have been
tremor reported,
either alone
or in
association
with
abnormaliti
es
in MRI (see
section
4.4).
Eye disorders visual vision retinal disorder | optic
field blurred, (such as atrophy
defect diplopia, peripheral
nystagmus retinal
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atrophy)

Gastrointestina nausea,
l vomiting,
disorders abdominal
pain
Hepato-biliary hepatitis
disorders
Skin and rash angioedema,
subcutaneous urticaria

tissue disorders

Musculoskeleta | arthralgia
/
and connective

tissue disorders

General fatigue oedema,
disorders and irritability
administration

site conditions

Investigations* weight

*k increased

*Psychiatric reactions have been reported during vigabatrin therapy. These reactions
occurred in patients with and without a psychiatric history and were usually reversible
when vigabatrin doses were reduced or gradually discontinued (see section 4.4).
Depression was a common psychiatric reaction in clinical trials but seldom required

discontinuation of vigabatrin.

**Rare reports of encephalopathic symptoms such as marked sedation, stupor and
confusion in association with non-specific slow wave activity on electroencephalogram
have been described soon after the initiation of vigabatrin treatment. Such reactions
have been fully reversible following dose reduction or discontinuation of vigabatrin (see

section 4.4).

*#*Laboratory data indicate that vigabatrin treatment does not lead to renal toxicity.
Decreases in ALT and AST, which are considered to be a result of inhibition of these

aminotransferases by vigabatrin, have been observed. Chronic treatment with

page 85



vigabatrin may be associated with a slight decrease in haemoglobin which rarely attains

clinical significance.

Paediatric population

Psychiatric disorders

Very common: excitation, agitation

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal
product. Healthcare professionals are asked to report any suspected adverse reactions

via Yellow Card Scheme at: www.mhra.gov.uk/yellowcard

4.9 Overdose

Symptoms

Vigabatrin overdose has been reported. When provided, doses most commonly were
between 7.5 to 30g; however, ingestions up to 90g have been reported. Nearly half of
the cases involved multiple drug ingestions. When reported, the most common
symptoms included drowsiness or coma. Other less frequently reported symptoms
included vertigo, headache, psychosis, respiratory depression or apnea, bradycardia,
hypotension, agitation, irritability, confusion, abnormal behaviour, and speech disorder.

None of the overdoses resulted in death.

Management

There is no specific antidote. The usual supportive measures should be employed.
Measures to remove unabsorbed drug should be considered. Activated charcoal has
been shown to not significantly adsorb vigabatrin in an invitro study. The
effectiveness of hemodialysis in the treatment of vigabatrin overdose is unknown. In
isolated case reports in renal failure patients receiving therapeutic doses of vigabatrin,

hemodialysis reduced vigabatrin plasma concentrations by 40% to 60%.
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5 PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmaco-therapeutic group: Antiepileptics, ATC code: NO3AG04

Mechanism of action

Vigabatrin is an antiepileptic medicinal product with a clearly defined mechanism of
action. Treatment with vigabatrin leads to an increase in the concentration of GABA
This is

because vigabatrin was designed rationally as a selective irreversible inhibitor of

(gamma aminobutyric acid), the major inhibitory neurotransmitter in the brain.

GABAtransaminase, the enzyme responsible for the breakdown of GABA.

Clinical efficacy and safety

Controlled and longterm clinical trials have shown that vigabatrin is an effective
anticonvulsant agent when given as addon therapy in patients with epilepsy not
controlled satisfactorily by conventional therapy. This efficacy is particularly marked

in patients with seizures of partial origin.

Epidemiology of VFD in patients with refractory partial epilepsy was examined in an
observational, open-label, multicentre, comparative, parallel group, Phase IV study,
including 734 patients, at least 8 years old, with refractory partial epilepsy for at least
one year.

Patients were split in three treatment groups: patients currently treated with vigabatrin
(group I), patients previously exposed to vigabatrin (group II) and patients never
exposed to vigabatrin (group III). The following table presents the main findings at
inclusion and at the first and last conclusive evaluations in the evaluable population
(n=524):

Children (from 8 to 12 years old) | Adults (>12 years old)

Group I+ | Group II2 | Group III | Group I3 | Group II | Group III
4

N=38 N=47 N=41 N=150 N=151 N=97
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Visual field defect
with non-identified
aetiology:

- Observed

inclusion

- Observed at first
conclusive
evaluation

- Observed at last

conclusive

evaluation

at

1 (4.4%)

4
(10.5%)

10

(26.3%)

3 (8.8%)

6
(12.8%)

7
(14.9%)

2 (7.1%)

2 (4.9%)

3 (7.3%)

31

(34.1%)
59

(39.3%)

70

(46.7%)

20

(19.2%)
39

(25.8%)

47

(31.1%)

1 (1.4%)

4 (4.1%)

5(5.2%)

! Median treatment duration: 44.4 months, mean daily dose 1.48 g

? Median treatment duration: 20.6 months, mean daily dose 1.39 g

3 Median treatment duration: 48.8 months, mean daily dose 2.10 g

* Median treatment duration: 23.0 months, mean daily dose 2.18 g

5.2

Absorption

Pharmacokinetic properties

Vigabatrin is a water soluble compound and it is rapidly and completely absorbed from

the gastrointestinal tract.

absorption.

hour.

Distribution

Food administration does not alter the extent of vigabatrin

Time to reach maximum plasma concentrations (tm.x) is approximately 1

Vigabatrin is widely distributed with an apparent volume of distribution slightly greater

than total body water.

Binding to plasma proteins is negligible. Plasma and

cerebrospinal fluid concentrations are linearly related to dose over the recommended

dose range.
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Biotransformation

Vigabatrin is not significantly metabolised. No metabolites have been identified in

plasma.

Elimination

Vigabatrin is eliminated via renal excretion with a terminal half-life of 5-8 hours. Oral
clearance (CI/F) of vigabatrin is approximately 7 L/h (i.e. 0.10 L/h/kg).
Approximately 70% of a single oral dose was recovered as unchanged drug in the urine

in the first 24 hours post-dose.

Pharmacokinetic/pharmacodynamics relationships

There is no direct correlation between plasma concentration and efficacy. The duration

of the effect of the drug is dependent on the GABA transaminase re-synthesis rate.

Paediatric population

Pharmacokinetic properties of vigabatrin have been investigated in groups of six
neonates (age 15-26 days), six infants (age 5-22 months) and six children (age 4.6-14.2
years) with refractory epilepsy. After administration of a single 37-50 mg/kg dose of an
oral solution vigabatrin tp,x was approximately 2.5 hours in neonates and infants, and 1
hour in children. Mean terminal half-life of vigabatrin was about 7.5 hours in neonates,
5.7 hours in infants and 5.5 hours in children. The mean

CI/F of active S-enantiomer of vigabatrin in infants and children was 0.591 L/h/kg and
0.446 L/h/kg respectively.

53 Preclinical safety data

Animal safety studies carried out in the rat, mouse, dog and monkey have indicated that

vigabatrin has no significant adverse effects on the liver, kidney, lung, heart or

gastrointestinal tract.
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In the brain, microvacuolation has been observed in white matter tracts of rat, mouse
and dog at doses of 30-50mg/kg/day. In the monkey these lesions are minimal or
equivocal. This effect is caused by a separation of the outer lamellar sheath of
myelinated fibres, a change characteristic of intramyelinic oedema. In both rat and
dog the intramyelinic oedema was reversible on stopping vigabatrin treatment and even
with continued treatment histologic regression was observed. However, in rodents,
minor residual changes consisting of swollen axons (eosinophilic spheroids) and
mineralised microbodies have been observed. In the dog, the results of an
electrophysiological study indicate that intramyelinic oedema is associated with an
increase in the latency of the somatosensory evoked potential which is reversible when

the medicinal product is withdrawn.

Vigabatrin-associated retinotoxicity has only been observed in albino rats, but not in
pigmented rats, dogs or monkeys. The retinal changes in albino rats were
characterised as focal or multifocal disorganisation of the outer nuclear layer with
displacement of nuclei into the rod and cone area. The other layers of retina were not
affected. These lesions were observed in 80-100% of animals at the dose of
300mg/kg/day orally. The histologic appearance of these lesions was similar to that
found in albino rats following excessive exposure to light. However, the retinal

changes may also represent a direct drug-induced effect.

Animal experiments have shown that vigabatrin has no negative influence on fertility or
pup development. No teratogenicity was seen in rats in doses up to 150mg/kg (3 times
the human dose) or in rabbits in doses up to 100mg/kg. However, in rabbits, a slight

increase in the incidence of cleft palate at doses of 150-200mg/kg was seen.

Studies with vigabatrin revealed no evidence of mutagenic or carcinogenic effects.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Povidone K30 (E1201)

6.2 Incompatibilities
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Not applicable

6.3 Shelf life

3 years

Use immediately following reconstitution

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Laminated (polyethylene/aluminium foil/polyethylene/paper) heat-sealed sachet packs
containing 50, 60 or 100 sachets.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal and other handling
No special requirements.
The content of the recommended number of sachets is dissolved in at least 100 ml of

water, fruit juice or milk just before administration.

Upon reconstitution with water, the solution has a clear and yellow appearance.

7 MARKETING AUTHORISATION HOLDER

Aventis Pharma Limited
One Onslow Street
Guildford
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10

Surrey
GUI 4YS

Or trading as:
Sanofi-aventis or Sanofi
One Onslow Street
Guildford
Surrey
GU14YS
MARKETING AUTHORISATION NUMBER(S)
PL 04425/0170
DATE OF FIRST AUTHORISATION/RENEWAL OF THE

AUTHORISATION

26™ January, 2001 / 19" June 2006

DATE OF REVISION OF THE TEXT
9 June 2014
LEGAL STATUS

POM
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use SABRIL®
safely and effectively. See full prescribing information for SABRIL.

SABRIL (vigabatrin) tablets, for oral use
SABRIL (vigabatrin) powder for oral solution
Initial U.S. Approval: 2009

WARNING: VISION LOSS
See full prescribing information for complete boxed warning

o SABRIL causes progressive and permanent bilateral concentric visual
field constriction in a high percentage of patients. In some cases,
SABRIL may also reduce visual acuity (5.1).

¢ Risk increases with total dose and duration of use, but no exposure to
SABRIL is known that is free of risk of vision loss (5.1).

¢ Risk of new and worsening vision loss continues as long as SABRIL is
used, and possibly after discontinuing SABRIL (5.1).

e Unless a patient is formally exempted, periodic vision assessment is
required for patients on SABRIL. However, this assessment cannot
always prevent vision damage (5.1).

e SABRIL can cause permanent vision loss. SABRIL is available only
through a restricted program called the SHARE Program (5.2).

eeeeeeeeeee——-RECENT MAJOR CHANGES

Dosage and Administration (2.2) 09/2015
Warnings and Precautions (5.3, 5.4) 09/2015
---------------------- INDICATIONS AND USAGE

SABRIL is indicated for the treatment of:

o Refractory Complex Partial Seizures in patients >10 years of age; Sabril
should be used as adjunctive therapy in patients who have responded
inadequately to several alternative treatments (1.1)

o Infantile Spasms - monotherapy in infants 1 month to 2 years of age (1.2)

Refractory Complex Partial Seizures

. Adults (patients 17 years of age and older): Initiate SABRIL at 1000
mg/day (500 mg twice daily); increase total daily dose weekly in 500
mg/day increments, to the recommended dose of 3000 mg/day (1500 mg
twice daily) (2.2)

e  Pediatric (patients 10 to 16 years of age): Initiate SABRIL at 500 mg/day
(250 mg twice daily); increase total daily dose weekly in 500 mg/day
increments, to the recommended maintenance dose of 2000 mg/day (1000
mg twice daily); patients weighing more than 60 kg should be dosed
according to adult recommendations (2.2)

Infantile Spasms

50 mg/kg/day, up to a maximum daily dose of 150 mg/kg (75 mg/kg twice
daily) (2.3)

Renal Impairment: Dose adjustment recommended (2.4, 8.5, 8.6)

emeemeeemeee=-DOSAGE FORMS AND STRENGTHS----nn-ermmemmeeee

Tablet: 500 mg (3)
Powder for Oral Solution: 500 mg (3)

....................... CONTRAINDICATIONS

None (4)

eemememeeeeeee-WARNINGS AND PRECAUTIONS--memmememmemmemmeee

Abnormal MRI signal changes have been reported in some infants with
Infantile Spasms receiving SABRIL (5.3)

Suicidal behavior and ideation: Antiepileptic drugs, including SABRIL
increase the risk of suicidal thoughts and behavior (5.5)

Withdrawal of AEDs: Dose should be tapered gradually to avoid withdrawal
seizures (5.6)

Anemia: Monitor for symptoms of anemia (5.7)

Somnolence and fatigue: Advise patients not to drive or operate machinery
until they have gained sufficient experience on SABRIL (5.8)

ADVERSE REACTIONS

Refractory Complex Partial Seizures
Most common adverse reactions in controlled studies include (incidence >5%
over placebo):

Adults: in addition to permanent vision loss, fatigue, somnolence, nystagmus,
tremor, blurred vision, memory impairment, weight gain, arthralgia, abnormal
coordination, and confusional state (6.1)

Pediatric patients (10 to 16 years of age): weight gain, upper respiratory tract
infection, tremor, fatigue, aggression, and diplopia (6.1)

Infantile Spasms (incidence >5% and greater than on placebo)

Somnolence, bronchitis, ear infection, and acute otitis media (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Lundbeck at 1-
800-455-1141 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Decreased phenytoin plasma levels: dosage adjustment may be needed (7.1)

------------------- USE IN SPECIFIC POPULATIONS-------memmemmemmeeeem
Pregnancy: Based on animal data, may cause fetal harm. (8.1)
Nursing Mothers: SABRIL is excreted in human milk (8.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication

. Initiate SABRIL at a daily dose of 50 mg/kg (25 mg/kg twice daily); Guide.
increase total daily dose every 3 days, in increments of 25 mg/kg/day to
Revised: 09/2015
FULL PRESCRIBING INFORMATION: CONTENTS* 6 ADVERSE REACTIONS
6.1 Clinical Trial Experience
WARNING: VISION LOSS 6.2 Post Marketing Experience
1 INDICATIONS AND USAGE 7 DRUG INTERACTIONS
1.1  Refractory Complex Partial Seizures (CPS) 7.1 Antiepileptic Drugs
1.2 Infantile Spasms (IS) 7.2 Oral Contraceptives
2 DOSAGE AND ADMINISTRATION 7.3 Drug-Laboratory Test Interactions
2.1 Important Dosing Instructions 8 USE IN SPECIFIC POPULATIONS
2.2 Refractory Complex Partial Seizures 8.1 Pregnancy
2.3 Infantile Spasms 8.3 Nursing Mothers
2.4  Patients with Renal Impairment 8.4 Pediatric Use
3 DOSAGE FORMS AND STRENGTHS 8.5 Geriatric Use
4 CONTRAINDICATIONS 8.6 Renal Impairment
5 WARNINGS AND PRECAUTIONS 9 DRUG ABUSE AND DEPENDENCE
5.1  Vision Loss 9.1 Controlled Substance
5.2 SABRIL SHARE Program 9.2 Abuse
5.3 Magnetic Resonance Imaging (MRI) Abnormalities in Infants 9.3 Dependence
5.4 Neurotoxicity 10 OVERDOSAGE
5.5  Suicidal Behavior and Ideation 10.1 Signs, Symptoms, and Laboratory Findings of Overdosage
5.6  Withdrawal of Antiepileptic Drugs (AEDs) 10.2 Management of Overdosage
5.7  Anemia 11 DESCRIPTION
5.8 Somnolence and Fatigue 12 CLINICAL PHARMACOLOGY

5.9  Peripheral Neuropathy
5.10 Weight Gain
5.11 Edema

Reference ID: 3822041

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
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13 NONCLINICAL TOXICOLOGY

16 HOW SUPPLIED/STORAGE AND HANDLING
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 16.1 How Supplied
14 CLINICAL STUDIES 16.2 Storage and Handling
14.1 Complex Partial Seizures 17 PATIENT COUNSELING INFORMATION
14.2 Infantile Spasms

* Sections or subsections omitted from the full prescribing information are not listed.
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FULL PRESCRIBING INFORMATION

WARNING: VISION LOSS

e SABRIL causes permanent bilateral concentric visual field constriction. Because assessing vision may be difficult in
infants and children, the frequency and extent of vision loss is poorly characterized in these patients. For this reason, the
risk described below is primarily based on the adult experience.

e Based upon adult studies, 30 percent or more of patients can be affected, ranging in severity from mild to severe, including
tunnel vision to within 10 degrees of visual fixation, and can result in disability. In some cases, SABRIL also can damage
the central retina and may decrease visual acuity.

e The onset of vision loss from SABRIL is unpredictable, and can occur within weeks of starting treatment or sooner, or at
any time after starting treatment, even after months or years.

e Symptoms of vision loss from SABRIL are unlikely to be recognized by patients or caregivers before vision loss is severe.
Vision loss of milder severity, while often unrecognized by the patient or caregiver, can still adversely affect function.

e  The risk of vision loss increases with increasing dose and cumulative exposure, but there is no dose or exposure known to
be free of risk of vision loss.

e  Unless a patient is formally exempted from periodic ophthalmologic assessment as documented in the SHARE program,
vision should be assessed to the extent possible at baseline (no later than 4 weeks after starting SABRIL) and at least every
3 months during therapy. Vision assessment is also required about 3 to 6 months after the discontinuation of SABRIL
therapy.

e Once detected, vision loss due to SABRIL is not reversible. It is expected that, even with frequent monitoring, some
patients will develop severe vision loss.

e Drug discontinuation should be considered, balancing benefit and risk, if visual loss is documented.

e Itis possible that vision loss can worsen despite discontinuation of SABRIL.

e Because of the risk of visual loss, SABRIL should be withdrawn from patients with refractory complex partial seizures
who fail to show substantial clinical benefit within 3 months of initiation and within 2-4 weeks of initiation for patients
with infantile spasms, or sooner if treatment failure becomes obvious. Patient response to and continued need for SABRIL
should be periodically reassessed.

e SABRIL should not be used in patients with, or at high risk of, other types of irreversible vision loss unless the benefits of
treatment clearly outweigh the risks. The interaction of other types of irreversible vision damage with vision damage
from SABRIL has not been well-characterized, but is likely adverse.

e SABRIL should not be used with other drugs associated with serious adverse ophthalmic effects such as retinopathy or
glaucoma unless the benefits clearly outweigh the risks.

e The possibility that vision loss from SABRIL may be more common, more severe or have more severe functional
consequences in infants and children than in adults cannot be excluded.

e The lowest dose and shortest exposure to SABRIL consistent with clinical objectives should be used.

Because of the risk of permanent vision loss, SABRIL is available only through a restricted program under a Risk Evaluation
and Mitigation Strategy (REMS) called the SHARE Program [see Warnings and Precautions (5.2)]. Further information is
available at [www.sabril.net or 1-888-45-SHARE].

1 INDICATIONS AND USAGE

1.1 Refractory Complex Partial Seizures (CPS)

SABRIL is indicated as adjunctive therapy for adults and pediatric patients 10 years of age and older with refractory complex partial
seizures who have inadequately responded to several alternative treatments and for whom the potential benefits outweigh the risk of
vision loss [see Warnings and Precautions (5.1)]. SABRIL is not indicated as a first line agent for complex partial seizures.

1.2 Infantile Spasms (IS)

SABRIL is indicated as monotherapy for pediatric patients with infantile spasms 1 month to 2 years of age for whom the potential
benefits outweigh the potential risk of vision loss [see Warnings and Precautions (5.1)].

2 DOSAGE AND ADMINISTRATION

2.1 Important Dosing Instructions
SABRIL is given orally with or without food. The SABRIL dosing regimen depends on the indication, age group, weight, and dosage
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form (tablets or powder for oral solution). Patients with impaired renal function require dose adjustment /see Dosage and
Administration (2.4)].

SABRIL tablets and powder for oral solution are bioequivalent. Either tablet or powder can be used for CPS. Powder for oral
solution should be used for IS; tablets should not be used for IS because of difficulty in the administration of tablets to infants and
young children.

SABRIL powder for oral solution should be mixed with water prior to administration.

If using SABRIL powder for oral solution, physicians should review and discuss the Medication Guide and instructions for mixing
and giving SABRIL with the patient or caregiver(s). Physicians should confirm that patients or caregiver(s) understand how to mix
SABRIL powder with water and administer the correct daily dose. Empty the entire contents of each 500 mg packet into a clean cup,
and dissolve in 10 mL of cold or room temperature water per packet (see Table 2). Administer the resulting solution using the 10 mL
oral syringe supplied with the medication. The concentration of the final solution is 50 mg/mL. Discard the resulting solution if it is
not clear (or free of particles) and colorless. Each individual dose should be prepared and used immediately. Discard any unused
portion of the solution after administering the correct dose.

Monitoring of SABRIL plasma concentrations to optimize therapy is not helpful.
If a decision is made to discontinue SABRIL, the dose should be gradually reduced /see Warnings and Precautions (5.6)].

2.2 Refractory Complex Partial Seizures

Adults (Patients 17 Years of Age and Older)

Treatment should be initiated at 1000 mg/day (500 mg twice daily). Total daily dose may be increased in 500 mg increments at
weekly intervals, depending on response. The recommended dose of SABRIL in adults is 3000 mg/day (1500 mg twice daily). A
6000 mg/day dose has not been shown to confer additional benefit compared to the 3000 mg/day dose and is associated with an
increased incidence of adverse events.

In controlled clinical studies in adults with complex partial seizures, SABRIL was tapered by decreasing the daily dose 1000 mg/day
on a weekly basis until discontinued [see Warnings and Precautions (5.6)].

Pediatric (Patients 10 to 16 Years of Age)

Treatment is based on body weight as shown in Table 1. Treatment should be initiated at a total daily dose of 500 mg/day (250 mg
twice daily) and may be increased weekly in 500 mg/day increments to a total maintenance dose of 2000 mg/day (1000 mg twice
daily). Patients weighing more than 60 kg should be dosed according to adult recommendations.

Table 1. Pediatric CPS Dosing Recommendations

. Total Daily* Total Daily*
Bod}[/k“;elght Starting Dose Maintenance Dose’
& [mg/day] [mg/day]

25 to 60" 500 2000

* Administered in two divided doses.
"Maintenance dose is based on 3000 mg/day adult-equivalent dose
" Patients weighing more than 60 kg should be dosed according to adult recommendations

In a controlled study in pediatric patients with complex partial seizures, SABRIL was tapered by decreasing the daily dose by one
third every week for three weeks [see Warnings and Precautions (5.6)].

2.3 Infantile Spasms

The initial daily dosing is 50 mg/kg/day given in two divided doses (25 mg/kg twice daily); subsequent dosing can be titrated by 25
mg/kg/day to 50 mg/kg/day increments every 3 days, up to a maximum of 150 mg/kg/day given in 2 divided doses (75 mg/kg twice
daily) [see Use in Specific Populations (8.4)].

Table 2 below describes how many packets and how many milliliters (mL) of water will be needed to prepare each individual dose.
The concentration after reconstitution is 50 mg/mL.

Table 2. Number of SABRIL Packets and mL of Water Needed for Each
Individual Dose
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Individual Dose [mg] Total Number of Total mL of Water

[Given Twice Daily] SABRIL Packets  Required for Dissolving
0 to 500 1 Packet 10 mL
501 to 1000 2 Packets 20 mL
1001 to 1500 3 Packets 30 mL

Table 3 provides the volume of the 50 mg/mL dosing solution that should be administered as individual doses in infants of various
weights.

Table 3. Infant Dosing Table

Weight Starting Dose Maximum Dose
[kg] 50 mg/kg/day 150 mg/kg/day
3 1.5 mL twice daily 4.5 mL twice daily
4 2 mL twice daily 6 mL twice daily
5 2.5 mL twice daily 7.5 mL twice daily
6 3 mL twice daily 9 mL twice daily
7 3.5 mL twice daily 10.5 mL twice daily
8 4 mL twice daily 12 mL twice daily
9 4.5 mL twice daily 13.5 mL twice daily
10 5 mL twice daily 15 mL twice daily
11 5.5 mL twice daily 16.5 mL twice daily
12 6 mL twice daily 18 mL twice daily
13 6.5 mL twice daily 19.5 mL twice daily
14 7 mL twice daily 21 mL twice daily
15 7.5 mL twice daily 22.5 mL twice daily
16 8 mL twice daily 24 mL twice daily

In a controlled clinical study in patients with infantile spasms, SABRIL was tapered by decreasing the daily dose at a rate of 25 mg/kg
to 50 mg/kg every 3 to 4 days [see Warnings and Precautions (5.6)].

24 Patients with Renal Impairment
SABRIL is primarily eliminated through the kidney.

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

Adult and pediatric patients 10 years and older
e  Mild renal impairment (CLcr >50 to 80 mL/min): dose should be decreased by 25%
e  Moderate renal impairment (CLcr >30 to 50 mL/min): dose should be decreased by 50%
e Severe renal impairment (CLcr >10 to 30 mL/min): dose should be decreased by 75%.

CLcr in mL/min may be estimated from serum creatinine (mg/dL) using the following formulas:
e Patients 10 to <12 years old: CLcr (mL/min/1.73 m?*) = (K x Ht) / Scr

height (Ht) in cm; serum creatinine (Scr) in mg/dL
K (proportionality constant): Female Child (<12 years): K=0.55;
Male Child (<12 years): K=0.70

e  Adult and pediatric patients 12 years or older: CLcr (mL/min) = [140-age (years)] x weight (kg) / [72 X serum creatinine
(mg/dL)] (x0.85 for female patients)

The effect of dialysis on SABRIL clearance has not been adequately studied [see Clinical Pharmacology (12.3) and Use in Specific
Populations (8.6)].
3 DOSAGE FORMS AND STRENGTHS

Tablet: 500 mg: white, oval, film-coated, biconvex, scored on one side, and debossed with OV 111 on the other.
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Powder for Oral Solution: 500 mg packets of a white to off-white granular powder.

4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS

51 Vision Loss
Because of the risk of vision loss, and because, when it is effective, SABRIL provides an observable symptomatic benefit, patient
response and continued need for treatment should be periodically assessed.

In patients with refractory complex partial seizures, SABRIL should be withdrawn if a substantial clinical benefit is not observed
within 3 months of initiating treatment. If, in the clinical judgment of the prescriber, evidence of treatment failure becomes obvious
earlier than 3 months, treatment should be discontinued at that time.

In patients with infantile spasms, SABRIL should be withdrawn if a substantial clinical benefit is not observed within 2 to 4 weeks. If,
in the clinical judgment of the prescriber, evidence of treatment failure becomes obvious earlier than 2 to 4 weeks, treatment should be
discontinued at that time [see BOXED WARNING].

Monitoring of Vision

Monitoring of vision by an ophthalmic professional with expertise in visual field interpretation and the ability to perform dilated
indirect ophthalmoscopy of the retina is required, unless a patient is formally exempted from periodic ophthalmologic assessment as
documented in the Support, Help And Resources for Epilepsy (SHARE) program [see Warnings and Precautions (5.2)]. Because
vision testing in infants is difficult, vision loss may not be detected until it is severe. For patients receiving SABRIL who are not
exempted, vision assessment is required at baseline (no later than 4 weeks after starting SABRIL) and at least every 3 months while on
therapy and about 3-6 months after the discontinuation of therapy.

The diagnostic approach should be individualized for the patient and clinical situation. For all patients, attempts to monitor vision
periodically and/or formal exemptions must be documented under the SHARE program.

In adults and cooperative pediatric patients, perimetry is recommended, preferably by automated threshold visual field testing.
Additional testing may also include electrophysiology (e.g., electroretinography [ERG]), retinal imaging (e.g., optical coherence
tomography [OCT]), and/or other methods appropriate for the patient, but this additional testing is not required. In patients exempted
from vision testing, treatment may continue according to clinical judgment, with appropriate patient counseling and with
documentation in the SHARE program of the exemption. Because of variability, results from ophthalmic monitoring must be
interpreted with caution, and repeat assessment is recommended if results are abnormal or uninterpretable. Repeat assessment in the
first few weeks of treatment is recommended to establish if, and to what degree, reproducible results can be obtained, and to guide
selection of appropriate ongoing monitoring for the patient.

The onset and progression of vision loss from SABRIL is unpredictable, and it may occur or worsen precipitously between
assessments. Once detected, vision loss due to SABRIL is not reversible. It is expected that even with frequent monitoring, some
SABRIL patients will develop severe vision loss. Drug discontinuation should be considered, balancing benefit and risk, if visual loss
is documented.

5.2 SABRIL SHARE Program
SABRIL is available only through a restricted distribution program called the SHARE program, because of the risk of vision loss.

Notable requirements components of the SHARE Program include the following:
e  Prescribers must be certified with the program by enrolling and reviewing educational materials and comply with the following:
o Assess vision prior to initiating therapy and then every 3 months during therapy.
o Remove patients from SABRIL therapy if the patients do not experience a meaningful reduction in seizures.
o The prescriber may, with appropriate documentation and caregiver counseling, exempt certain patients from vision
assessment, using the Ophthalmologic Assessment Form, if:
=  The patient is blind (subsequent Ophthalmologic Assessment Forms do not need to be submitted to the
REMS coordinating center)
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=  The patient’s general neurological and/or mental condition permanently precludes the need for visual
assessment (subsequent Ophthalmologic Assessment Forms do not need to be submitted to the REMS
coordinating center)

=  The patient’s general neurological condition temporarily precludes the ability to assess visual function.
The evaluation, however, may be performed at a later time as clinically appropriate.

= The patient’s medical condition prevents visual assessment being performed safely

= For other reasons specified by the prescriber

e  Patient/parent/legal guardian must understand the risks and benefits and sign a Patient-Prescriber Agreement.
e Pharmacies that dispense SABRIL must be certified and agree to comply with the REMS requirements. Certified pharmacies
must only dispense SABRIL to patients who are enrolled in the program.

53 Magnetic Resonance Imaging (MRI) Abnormalities in Infants

Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the
thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated with vigabatrin for infantile spasms. In
a retrospective epidemiologic study in infants with IS (N=205), the prevalence of these changes was 22% in vigabatrin treated patients
versus 4% in patients treated with other therapies.

In the study above, in post marketing experience, and in published literature reports, these changes generally resolved with
discontinuation of treatment. In a few patients, the lesion resolved despite continued use. It has been reported that some infants
exhibited coincident motor abnormalities, but no causal relationship has been established and the potential for long-term clinical
sequelae has not been adequately studied.

Neurotoxicity (brain histopathology and neurobehavioral abnormalities) was observed in rats exposed to vigabatrin during late
gestation and the neonatal and juvenile periods of development, and brain histopathological changes were observed in dogs exposed to
vigabatrin during the juvenile period of development. The relationship between these findings and the abnormal MRI findings in
infants treated with vigabatrin for infantile spasms is unknown [see Warnings and Precautions (5.4) and Use in Specific Populations

8.1)].

The specific pattern of signal changes observed in IS patients was not observed in older pediatric and adult patients treated with
vigabatrin for refractory CPS. In a blinded review of MRI images obtained in prospective clinical trials in patients with refractory CPS
3 years and older (N=656), no difference was observed in anatomic distribution or prevalence of MRI signal changes between
vigabatrin treated and placebo treated patients.

For adults treated with SABRIL, routine MRI surveillance is unnecessary as there is no evidence that vigabatrin causes MRI changes
in this population.

5.4 Neurotoxicity

Vacuolation, characterized by fluid accumulation and separation of the outer layers of myelin, has been observed in brain white
matter tracts in adult and juvenile rats and adult mice, dogs, and possibly monkeys following administration of vigabatrin. This
lesion, referred to as intramyelinic edema (IME), was seen in animals at doses within the human therapeutic range. A no-effect dose
was not established in rodents or dogs. In the rat and dog, vacuolation was reversible following discontinuation of vigabatrin
treatment, but, in the rat, pathologic changes consisting of swollen or degenerating axons, mineralization, and gliosis were seen in
brain areas in which vacuolation had been previously observed. Vacuolation in adult animals was correlated with alterations in MRI
and changes in visual and somatosensory evoked potentials (EP).

Administration of vigabatrin to rats during the neonatal and juvenile periods of development produced vacuolar changes in the brain
gray matter (including the thalamus, midbrain, deep cerebellar nuclei, substantia nigra, hippocampus, and forebrain) which are
considered distinct from the IME observed in vigabatrin treated adult animals. Decreased myelination and evidence of
oligodendrocyte injury were additional findings in the brains of vigabatrin-treated rats. An increase in apoptosis was seen in some
brain regions following vigabatrin exposure during the early postnatal period. Long-term neurobehavioral abnormalities
(convulsions, neuromotor impairment, learning deficits) were also observed following vigabatrin treatment of young rats.
Administration of vigabatrin to juvenile dogs produced vacuolar changes in the brain gray mater (including the septal nuclei,
hippocampus, hypothalamus, thalamus, cerebellum, and globus pallidus). Neurobehavioral effects of vigabatrin were not assessed in
the juvenile dog. These effects in young animals occurred at doses lower than those producing neurotoxicity in adult animals and were
associated with plasma vigabatrin levels substantially lower than those achieved clinically in infants and children [see Use in Specific
Populations (8.1) and (8.4)].

In a published study, vigabatrin (200, 400 mg/kg/day) induced apoptotic neurodegeneration in the brain of young rats when
administered by intraperitoneal injection on postnatal days 5-7.
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Administration of vigabatrin to female rats during pregnancy and lactation at doses below those used clinically resulted in
hippocampal vacuolation and convulsions in the mature offspring.

Abnormal MRI signal changes characterized by increased T2 signal and restricted diffusion in a symmetric pattern involving the
thalamus, basal ganglia, brain stem, and cerebellum have been observed in some infants treated for IS with vigabatrin. Studies of the
effects of vigabatrin on MRI and EP in adult epilepsy patients have demonstrated no clear-cut abnormalities [see Warnings and
Precautions (5.3)].

5.5 Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including SABRIL, increase the risk of suicidal thoughts or behavior in patients taking these drugs for
any indication. Patients treated with any AED for any indication should be monitored for the emergence or worsening of depression,
suicidal thoughts or behavior, and/or any unusual changes in mood or behavior.

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of 11 different AEDs showed that patients
randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI: 1.2, 2.7) of suicidal
thinking or behavior compared to patients randomized to placebo. In these trials, which had a median treatment duration of 12
weeks, the estimated incidence rate of suicidal behavior or ideation among 27,863 AED treated patients was 0.43%, compared to
0.24% among 16,029 placebo treated patients, representing an increase of approximately one case of suicidal thinking or behavior
for every 530 patients treated. There were four suicides in drug treated patients in the trials and none in placebo treated patients,
but the number is too small to allow any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting drug treatment with
AEDs and persisted for the duration of treatment assessed. Because most trials included in the analysis did not extend beyond 24
weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed. The finding of increased risk
with AEDs of varying mechanisms of action and across a range of indications suggests that the risk applies to all AEDs used for any
indication. The risk did not vary substantially by age (5-100 years) in the clinical trials analyzed. Table 4 shows absolute and relative
risk by indication for all evaluated AEDs.

Table 4. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Relative Risk: Risk Diff ]
Placebo Patients | Drug Patients Incidence of Drug ISk L terence:
s . . . Additional Drug Patients
Indication | with Events per | with Events per Events in Drug h Event
1000 Patients | 1000 Patients | Patients/Incidence in with Svents bet
. 1000 Patients
Placebo Patients

Epilepsy 1.0 34 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 24 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in clinical trials for psychiatric or other
conditions, but the absolute risk differences were similar for the epilepsy and psychiatric indications.

Anyone considering prescribing SABRIL or any other AED must balance the risk of suicidal thoughts or behavior with the risk of
untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated with morbidity and
mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge during treatment, the
prescriber needs to consider whether the emergence of these symptoms in any given patient may be related to the illness being treated.

Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal thoughts and behavior and should be
advised of the need to be alert for the emergence or worsening of the signs and symptoms of depression, any unusual changes in mood
or behavior, or the emergence of suicidal thoughts, behavior, or thoughts about self-harm. Behaviors of concern should be reported
immediately to healthcare providers.

5.6 Withdrawal of Antiepileptic Drugs (AEDs)
As with all AEDs, SABRIL should be withdrawn gradually. Patients and caregivers should be told not to suddenly discontinue
SABRIL therapy.
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In controlled clinical studies in adults with complex partial seizures, SABRIL was tapered by decreasing the daily dose 1000 mg/day
on a weekly basis until discontinued.

In a controlled study in pediatric patients with complex partial seizures, SABRIL was tapered by decreasing the daily dose by one
third every week for three weeks.

In a controlled clinical study in patients with infantile spasms, SABRIL was tapered by decreasing the daily dose at a rate of 25-50
mg/kg every 3-4 days [see Dosage and Administration (2.1)].

5.7 Anemia

In North American controlled trials in adults, 6% of patients (16/280) receiving SABRIL and 2% of patients (3/188) receiving placebo
had adverse events of anemia and/or met criteria for potentially clinically important hematology changes involving hemoglobin,
hematocrit, and/or RBC indices. Across U.S. controlled trials, there were mean decreases in hemoglobin of about 3% and 0% in
SABRIL and placebo treated patients, respectively, and a mean decrease in hematocrit of about 1% in SABRIL treated patients
compared to a mean gain of about 1% in patients treated with placebo.

In controlled and open label epilepsy trials in adults and pediatric patients, 3 SABRIL patients (0.06%, 3/4855) discontinued for
anemia and 2 SABRIL patients experienced unexplained declines in hemoglobin to below 8 g/dL and/or hematocrit below 24%.

5.8 Somnolence and Fatigue
SABRIL causes somnolence and fatigue. Patients should be advised not to drive a car or operate other complex machinery until they
are familiar with the effects of SABRIL on their ability to perform such activities.

Pooled data from two SABRIL controlled trials in adults demonstrated that 24% (54/222) of SABRIL patients experienced
somnolence compared to 10% (14/135) of placebo patients. In those same studies, 28% of SABRIL patients experienced fatigue
compared to 15% (20/135) of placebo patients. Almost 1% of SABRIL patients discontinued from clinical trials for somnolence and
almost 1% discontinued for fatigue.

Pooled data from three SABRIL controlled trials in pediatric patients demonstrated that 6% (10/165) of SABRIL patients experienced
somnolence compared to 5% (5/104) of placebo patients. In those same studies, 10% (17/165) of SABRIL patients experienced fatigue
compared to 7% (7/104) of placebo patients. No SABRIL patients discontinued from clinical trials due to somnolence or fatigue.

5.9 Peripheral Neuropathy

SABRIL causes symptoms of peripheral neuropathy in adults. Pediatric clinical trials were not designed to assess symptoms of
peripheral neuropathy, but observed incidence of symptoms based on pooled data from controlled pediatric studies appeared similar
for pediatric patients on vigabatrin and placebo. In a pool of North American controlled and uncontrolled epilepsy studies, 4.2%
(19/457) of SABRIL patients developed signs and/or symptoms of peripheral neuropathy. In the subset of North American placebo-
controlled epilepsy trials, 1.4% (4/280) of SABRIL treated patients and no (0/188) placebo patients developed signs and/or symptoms
of peripheral neuropathy. Initial manifestations of peripheral neuropathy in these trials included, in some combination, symptoms of
numbness or tingling in the toes or feet, signs of reduced distal lower limb vibration or position sensation, or progressive loss of
reflexes, starting at the ankles. Clinical studies in the development program were not designed to investigate peripheral neuropathy
systematically and did not include nerve conduction studies, quantitative sensory testing, or skin or nerve biopsy. There is insufficient
evidence to determine if development of these signs and symptoms were related to duration of SABRIL treatment, cumulative dose, or
if the findings of peripheral neuropathy were completely reversible upon discontinuation of SABRIL.

5.10 Weight Gain
SABRIL causes weight gain in adult and pediatric patients.

Data pooled from randomized controlled trials in adults found that 17% (77/443) of SABRIL patients versus 8% (22/275) of placebo
patients gained >7% of baseline body weight. In these same trials, the mean weight change among SABRIL patients was 3.5 kg
compared to 1.6 kg for placebo patients.

Data pooled from randomized controlled trials in pediatric patients with refractory complex partial seizures found that 47% (77/163)
of SABRIL patients versus 19% (19/102) of placebo patients gained >7% of baseline body weight.

In all epilepsy trials, 0.6% (31/4855) of SABRIL patients discontinued for weight gain. The long term effects of SABRIL related
weight gain are not known. Weight gain was not related to the occurrence of edema.

5.11 Edema
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SABRIL causes edema in adults. Pediatric clinical trials were not designed to assess edema, but observed incidence of edema based
pooled data from controlled pediatric studies appeared similar for pediatric patients on vigabatrin and placebo.

Pooled data from controlled trials demonstrated increased risk among SABRIL patients compared to placebo patients for peripheral
edema (SABRIL 2%, placebo 1%), and edema (SABRIL 1%, placebo 0%). In these studies, one SABRIL and no placebo patients
discontinued for an edema related AE. In adults, there was no apparent association between edema and cardiovascular adverse events
such as hypertension or congestive heart failure. Edema was not associated with laboratory changes suggestive of deterioration in
renal or hepatic function.

6 ADVERSE REACTIONS
The following serious and otherwise important adverse reactions are described elsewhere in labeling:

Vision Loss [see BOXED WARNING and Warnings and Precautions (5.1)]

Magnetic Resonance Imaging (MRI) Abnormalities in Infants [see Warnings and Precautions (5.3)]
Neurotoxicity /see Warnings and Precautions (5.4)]

Suicidal Behavior and Ideation [see Warnings and Precautions (5.5)]

Withdrawal of Antiepileptic Drugs (AEDs) [see Warnings and Precautions (5.6)]

Anemia [see Warnings and Precautions (5.7)]

Somnolence and Fatigue [see Warnings and Precautions (5.8)]

Peripheral Neuropathy [see Warnings and Precautions (5.9)]

Weight Gain [see Warnings and Precautions (5.10)]

Edema [see Warnings and Precautions (5.11)]

6.1 Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug
cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

In U.S. and primary non-U.S. clinical studies of 4,079 SABRIL treated patients, the most common (>5%) adverse reactions associated
with the use of SABRIL in combination with other AEDs were headache, somnolence, fatigue, dizziness, convulsion, nasopharyngitis,
weight gain, upper respiratory tract infection, visual field defect, depression, tremor, nystagmus, nausea, diarrhea, memory
impairment, insomnia, irritability, abnormal coordination, blurred vision, diplopia, vomiting, influenza, pyrexia, and rash.

The adverse reactions most commonly associated with SABRIL treatment discontinuation in >1% of patients were convulsion and
depression.

In patients with infantile spasms, the adverse reactions most commonly associated with SABRIL treatment discontinuation in >1% of
patients were infections, status epilepticus, developmental coordination disorder, dystonia, hypotonia, hypertonia, weight gain, and
insomnia.

Refractory Complex Partial Seizures

Adults

Table 5 lists the adverse reactions that occurred in >2% and more than one patient per SABRIL treated group and that occurred more
frequently than in placebo patients from 2 U.S. add-on clinical studies of refractory CPS in adults.

Table 5. Adverse Reactions in Pooled, Add-On Trials in Adults with
Refractory Complex Partial Seizures

SABRIL dosage
(mg/day)
3000 6000 Placebo
Body System [N=134] [N=43] [N=135]
Adverse Reaction % % %
Ear Disorders
Tinnitus 2 0 1
Vertigo 2 5 1
Eye Disorders
Blurred vision 13 16 5
Diplopia 7 16 3
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Table 5. Adverse Reactions in Pooled, Add-On Trials in Adults with
Refractory Complex Partial Seizures

SABRIL dosage
(mg/day)
3000 6000 Placebo
Body System [N=134] [N=43] [N=135]
Adverse Reaction % % %
Asthenopia 2 2 0
Eye pain 0 5 0
Gastrointestinal Disorders
Diarrhea 10 16 7
Nausea 10 2 8
Vomiting 7 9 6
Constipation 8 5 3
Upper abdominal pain 5 5 1
Dyspepsia 4 5 3
Stomach discomfort 4 2 1
Abdominal pain 3 2 1
Toothache 2 5 2
Abdominal distension 2 0 1
General Disorders
Fatigue 23 40 16
Gait disturbance 6 12 7
Asthenia 5 7 1
Oedema peripheral 5 7 1
Fever 4 7 3
Chest pain 1 5 1
Thirst 2 0 0
Malaise 0 5 0
Infections
Nasopharyngitis 14 9 10
Upper respiratory tract 7 9 6
infection
Influenza 5 7 4
Urinary tract infection 4 5 0
Bronchitis 0 5 1
Injury
Contusion 3 5 2
Joint sprain 1 2 1
Muscle strain 1 2 1
Wound secretion 0 2 0
Metabolism and Nutrition
Disorders
Increased appetite 1 5 1
Weight gain 6 14 3
Musculoskeletal Disorders
Arthralgia 10 5 3
Back pain 4 7 2
Pain in extremity 6 2 4
Myalgia 3 5 1
Muscle twitching 1 9 1
Muscle spasms 3 0 1
Nervous System Disorders
Headache 33 26 31
Somnolence 22 26 13
Dizziness 24 26 17
Nystagmus 13 19 9
Tremor 15 16 8
Memory impairment 7 16 3
Abnormal coordination 7 16 2
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Table 5. Adverse Reactions in Pooled, Add-On Trials in Adults with
Refractory Complex Partial Seizures
SABRIL dosage
(mg/day)
3000 6000 Placebo
Body System [N=134] [N=43] [N=135]
Adverse Reaction % % %
Disturbance in attention
Sensory disturbance
Hyporeflexia
Paraesthesia
Lethargy
Hyperreflexia
Hypoaesthesia
Sedation
Status epilepticus
Dysarthria
Postictal state
Sensory loss
Psychiatric Disorders
Irritability
Depression
Confusional state
Anxiety
Depressed mood
Abnormal thinking
Abnormal behaviour
Expressive language disorder
Nervousness
Abnormal dreams
Reproductive System
Dysmenorrhoea
Erectile dysfunction
Respiratory and Thoracic
Disorders
Pharyngolaryngeal pain
Cough
Pulmonary congestion
Sinus headache
Skin and Subcutaneous Tissue
Disorders
Rash 4 5 4
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Pediatrics 10 to 16 years of age

Table 6 lists adverse reactions from controlled clinical studies of pediatric patients receiving SABRIL or placebo as add-on therapy for
refractory complex partial seizures. Adverse reactions that are listed occurred in at least 2% of SABRIL treated patients and more
frequently than placebo. The median SABRIL dose was 49.4 mg/kg, (range of 8.0 — 105.9 mg/kg).
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Table 6. Adverse Reactions in Pooled, Add-On Trials in Pediatric
Patients 10 to 16 Years of Age with Refractory Complex Partial

Seizures
All SABRIL  Placebo

Body System [N=109] [N=46]

Adverse Reaction % %
Eye Disorders

Diplopia 5 0

Blurred vision 3 0
Gastrointestinal Disorders

Diarrhoea 6 2

Upper abdominal pain 3 0

Constipation 3 2
General Disorders

Fatigue 9 4
Infections and Infestations

Upper respiratory tract infection 10 4

Influenza 6 2

Otitis media 6 2
Investigations

Weight gain 17 2
Nervous System Disorders

Somnolence 6 2

Tremor 6 0

Nystagmus 5 2

Psychomotor hyperactivity 4 2
Psychiatric Disorders

Abnormal behavior 6 2

Aggression 5 0

Disorientation 4 0
Reproduction and Breast Disorders

Dysmenorrhea 3 0
Skin and Subcutaneous Tissue Disorders

Acne 3 0

Infantile Spasms
In a randomized, placebo-controlled IS study with a 5 day double-blind treatment phase (n=40), the adverse reactions that occurred in

>5% of patients receiving SABRIL and that occurred more frequently than in placebo patients were somnolence (SABRIL 45%,
placebo 30%), bronchitis (SABRIL 30%, placebo 15%), ear infection (SABRIL 10%, placebo 5%), and acute otitis media
SABRIL 10%, placebo 0%).

In a dose response study of low-dose (18-36 mg/kg/day) versus high-dose (100-148 mg/kg/day) SABRIL, no clear correlation between
dose and incidence of adverse reactions was observed. The adverse reactions (=5% in either dose group) are summarized in Table 7.

Table 7. Adverse Reactions in a Placebo-Controlled Trial in Patients with
Infantile Spasms

SABRIL SABRIL
Low Dose High Dose
Body System [N=114] [N=108]
Adverse Reaction % %
Eye Disorders (other than field or acuity
changes)
Strabismus 5 5
Conjunctivitis 5 2
Gastrointestinal Disorders
Vomiting 14 20
Constipation 14 12
Diarrhea 13 12
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Table 7. Adverse Reactions in a Placebo-Controlled Trial in Patients with
Infantile Spasms

General Disorders

Fever 29 19
Infections
Upper respiratory tract infection 51 46
Otitis media 44 30
Viral infection 20 19
Pneumonia 13 11
Candidiasis 8 3
Ear infection 7 14
Gastroenteritis viral 6 5
Sinusitis 5 9
Urinary tract infection 5 6
Influenza 5 3
Croup infectious 5 1

Metabolism & Nutrition Disorders

Decreased appetite 9 7
Nervous System Disorders

Sedation 19 17

Somnolence 17 19

Status epilepticus 6 4

Lethargy 5 7

Convulsion 4 7

Hypotonia 4 6
Psychiatric Disorders

Irritability 16 23

Insomnia 10 12
Respiratory Disorders

Nasal congestion 13 4

Cough 3 8
Skin and Subcutaneous Tissue Disorders

Rash 8 11

6.2 Post Marketing Experience

The following adverse reactions have been reported during post approval use of SABRIL worldwide. All adverse reactions that are not
listed above as adverse reactions reported in clinical trials, that are not relatively common in the population and are not too vague to be
useful are listed in this section. These reactions are reported voluntarily from a population of uncertain size; therefore, it is not
possible to estimate their frequency or establish a causal relationship to drug exposure. Adverse reactions are categorized by system
organ class.

Birth Defects

Congenital cardiac defects, congenital external ear anomaly, congenital hemangioma, congenital hydronephrosis, congenital male
genital malformation, congenital oral malformation, congenital vesicoureteric reflux, dentofacial anomaly, dysmorphism, fetal
anticonvulsant syndrome, hamartomas, hip dysplasia, limb malformation, limb reduction defect, low set ears, renal aplasia, retinitis
pigmentosa, supernumerary nipple, talipes

Ear Disorders: Deafness

Endocrine Disorders: Delayed puberty

Gastrointestinal Disorders: Gastrointestinal hemorrhage, esophagitis

General Disorders: Developmental delay, facial edema, malignant hyperthermia, multi-organ failure

Hepatobiliary Disorders: Cholestasis

Nervous System Disorders: Dystonia, encephalopathy, hypertonia, hypotonia, muscle spasticity, myoclonus, optic neuritis, dyskinesia
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Psychiatric Disorders: Acute psychosis, apathy, delirium, hypomania, neonatal agitation, psychotic disorder

Respiratory Disorders: Laryngeal edema, pulmonary embolism, respiratory failure, stridor

Skin and Subcutaneous Tissue Disorders: Angioedema, maculo-papular rash, pruritus, Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN)

7 DRUG INTERACTIONS

71 Antiepileptic Drugs

Phenytoin

Although phenytoin dose adjustments are not routinely required, dose adjustment of phenytoin should be considered if clinically
indicated, since SABRIL may cause a moderate reduction in total phenytoin plasma levels [see Clinical Pharmacology (12.3)].

Clonazepam
SABRIL may moderately increase the C,, of clonazepam resulting in an increase of clonazepam-associated adverse reactions [see

Clinical Pharmacology (12.3)].

Other AEDs

There are no clinically significant pharmacokinetic interactions between SABRIL and either phenobarbital or sodium valproate. Based
on population pharmacokinetics, carbamazepine, clorazepate, primidone, and sodium valproate appear to have no effect on plasma
concentrations of vigabatrin [see Clinical Pharmacology (12.3)].

7.2 Oral Contraceptives
SABRIL is unlikely to affect the efficacy of steroid oral contraceptives [see Clinical Pharmacology (12.3)].

7.3 Drug-Laboratory Test Interactions

SABRIL decreases alanine transaminase (ALT) and aspartate transaminase (AST) plasma activity in up to 90% of patients. In some
patients, these enzymes become undetectable. The suppression of ALT and AST activity by SABRIL may preclude the use of these
markers, especially ALT, to detect early hepatic injury.

SABRIL may increase the amount of amino acids in the urine, possibly leading to a false positive test for certain rare genetic
metabolic diseases (e.g., alpha aminoadipic aciduria).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C.

Vigabatrin produced developmental toxicity, including teratogenic and neurohistopathological effects, when administered to pregnant
animals at clinically relevant doses. In addition, developmental neurotoxicity was observed in rats treated with vigabatrin during a
period of postnatal development corresponding to the third trimester of human pregnancy. There are no adequate and well-controlled
studies in pregnant women. SABRIL should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Administration of vigabatrin (oral doses of 50 to 200 mg/kg) to pregnant rabbits throughout the period of organogenesis was
associated with an increased incidence of malformations (cleft palate) and embryo-fetal death; these findings were observed in two
separate studies. The no-effect dose for teratogenicity and embryolethality in rabbits (100 mg/kg) is approximately 1/2 the maximum
recommended human dose (MRHD) of 3 g/day on a body surface area (mg/m?) basis. In rats, oral administration of vigabatrin (50,
100, or 150 mg/kg) throughout organogenesis resulted in decreased fetal body weights and increased incidences of fetal anatomic
variations. The no-effect dose for embryo-fetal toxicity in rats (50 mg/kg) is approximately 1/5 the MRHD on a mg/m? basis. Oral
administration of vigabatrin (50, 100, 150 mg/kg) to rats from the latter part of pregnancy through weaning produced long-term
neurohistopathological (hippocampal vacuolation) and neurobehavioral (convulsions) abnormalities in the offspring. A no-effect dose
for de;/elopmental neurotoxicity in rats was not established; the low-effect dose (50 mg/kg) is approximately 1/5 the MRHD on a
mg/m” basis.
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In a published study, vigabatrin (300 or 450 mg/kg) was administered by intraperitoneal injection to a mutant mouse strain on a single
day during organogenesis (day 7, 8, 9, 10, 11, or 12). An increase in malformations (including cleft palate) was observed at both
doses.

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
vacuolation, decreased myelination, and retinal dysplasia) abnormalities in treated animals. The early postnatal period in rats is
generally thought to correspond to late pregnancy in humans in terms of brain development. The no-effect dose for developmental
neurotoxicity in juvenile rats (5 mg/kg) was associated with plasma vigabatrin exposures (AUC) less than 1/30 of those measured in
pediatric patients receiving an oral dose of 50 mg/kg.

Pregnancy Registry
To provide information regarding the effects of in utero exposure to SABRIL, physicians are advised to recommend that pregnant

patients taking SABRIL enroll in the North American Antiepileptic Drug (NAAED) Pregnancy Registry. This can be done by calling
the toll free number 1-888-233-2334, and must be done by patients themselves. Information on the registry can also be found at the

website http://www.aedpregnancyregistry.org/.

8.3 Nursing Mothers

Vigabatrin is excreted in human milk. Because of the potential for serious adverse reactions from vigabatrin in nursing infants a
decision should be made whether to discontinue nursing or to discontinue the drug, taking into account the importance of the drug to
the mother [see Warnings and Precautions (5.3) and (5.4)].

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 /see Clinical Studies (14.1)]. The dosing recommendation in this population varies according to
age group and is weight based [see Dosage and Administration (2.2)]. Adverse reactions in this pediatric population are similar to
those observed in the adult population [see Adverse Reactions, (6.1)].

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 [see Dosage and Administration (2.3) and Clinical Studies (14.2)].

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 [see Clinical Studies (14.2)].

Abnormal MRI signal changes were observed in infants [see Warnings and Precautions (5.3) and (5.4)].

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 [see Warnings and Precautions (5.4)].

8.5 Geriatric Use
Clinical studies of vigabatrin did not include sufficient numbers of patients aged 65 and over to determine whether they responded
differently from younger patients.

Vigabatrin is known to be substantially excreted by the kidney, and the risk of toxic reactions to this drug may be greater in patients
with impaired renal function. Because elderly patients are more likely to have decreased renal function, care should be taken in dose
selection, and it may be useful to monitor renal function.

Oral administration of a single dose of 1.5 g of vigabatrin to elderly (>65 years) patients with reduced creatinine clearance (<50
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mL/min) was associated with moderate to severe sedation and confusion in 4 of 5 patients, lasting up to 5 days. The renal
clearance of vigabatrin was 36% lower in healthy elderly subjects (>65 years) than in young healthy males. Adjustment of dose or
frequency of administration should be considered. Such patients may respond to a lower maintenance dose /see Dosage and
Administration (2.4), Clinical Pharmacology (12.3].

Other reported clinical experience has not identified differences in responses between the elderly and younger patients.

8.6 Renal Impairment

Dose adjustment, including initiating treatment with a lower dose, is necessary in pediatric patients 10 years of age and older and
adults with mild (creatinine clearance >50 to 80 mL/min), moderate (creatinine clearance >30 to 50 mL/min) and severe (creatinine
clearance >10 to 30 mL/min) renal impairment [see Dosage and Administration (2.4), Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
Vigabatrin is not a controlled substance.

9.2 Abuse

Vigabatrin did not produce adverse events or overt behaviors associated with abuse when administered to humans or animals. It is not
possible to predict the extent to which a CNS active drug will be misused, diverted, and/or abused once marketed. Consequently,
physicians should carefully evaluate patients for history of drug abuse and follow such patients closely, observing them for signs of
misuse or abuse of vigabatrin (e.g., incrementation of dose, drug-seeking behavior).

9.3 Dependence

Following chronic administration of vigabatrin to animals, there were no apparent withdrawal signs upon drug discontinuation.
However, as with all AEDs, vigabatrin should be withdrawn gradually to minimize increased seizure frequency [see Warnings and
Precautions (5.6)].

10 OVERDOSAGE

10.1 Signs, Symptoms, and Laboratory Findings of Overdosage

Confirmed and/or suspected vigabatrin overdoses have been reported during clinical trials and in post marketing surveillance. No
vigabatrin overdoses resulted in death. When reported, the vigabatrin dose ingested ranged from 3 g to 90 g, but most were between
7.5 g and 30 g. Nearly half the cases involved multiple drug ingestions including carbamazepine, barbiturates, benzodiazepines,
lamotrigine, valproic acid, acetaminophen, and/or chlorpheniramine.

Coma, unconsciousness, and/or drowsiness were described in the majority of cases of vigabatrin overdose. Other less commonly
reported symptoms included vertigo, psychosis, apnea or respiratory depression, bradycardia, agitation, irritability, confusion,
headache, hypotension, abnormal behavior, increased seizure activity, status epilepticus, and speech disorder. These symptoms
resolved with supportive care.

10.2 Management of Overdosage

There is no specific antidote for SABRIL overdose. Standard measures to remove unabsorbed drug should be used, including
elimination by emesis or gastric lavage. Supportive measures should be employed, including monitoring of vital signs and observation
of the clinical status of the patient.

In an in vitro study, activated charcoal did not significantly adsorb vigabatrin.

The effectiveness of hemodialysis in the treatment of SABRIL overdose is unknown. In isolated case reports in renal failure patients
receiving therapeutic doses of vigabatrin, hemodialysis reduced vigabatrin plasma concentrations by 40% to 60%.

11 DESCRIPTION

SABRIL (vigabatrin) is an oral antiepileptic drug and is available as white film-coated 500 mg tablets and as a white to off-white
granular powder for oral solution in packets of 500 mg.

The chemical name of vigabatrin, a racemate consisting of two enantiomers, is (+) 4-amino-5-hexenoic acid. The molecular
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formula is C¢H;1NO; and the molecular weight is 129.16. It has the following structural formula:
0

H,C™” OH

NH,
Vigabatrin is a white to off-white powder which is freely soluble in water, slightly soluble in methyl alcohol, very slightly soluble in
ethyl alcohol and chloroform, and insoluble in toluene and hexane. The pH of a 1% aqueous solution is about 6.9. The n-
octanol/water partition coefficient of vigabatrin is about 0.011 (log P=-1.96) at physiologic pH. Vigabatrin melts with decomposition
in a 3-degree range within the temperature interval of 171°C to 176°C. The dissociation constants (pK,) of vigabatrin are 4 and 9.7 at
room temperature (25°C).

Each SABRIL tablet contains 500 mg of vigabatrin. The inactive ingredients are hydroxypropyl methylcellulose, magnesium stearate,
microcrystalline cellulose, polyethylene glycols, povidone, sodium starch glycolate, and titanium dioxide.

SABRIL powder for oral solution is available as white to off-white granular powder for oral administration. Each packet contains 500
mg of vigabatrin. The inactive ingredient is povidone.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The precise mechanism of vigabatrin’s anti-seizure effect is unknown, but it is believed to be the result of its action as an irreversible
inhibitor of y-aminobutyric acid transaminase (GABA-T), the enzyme responsible for the metabolism of the inhibitory
neurotransmitter GABA. This action results in increased levels of GABA in the central nervous system.

No direct correlation between plasma concentration and efficacy has been established. The duration of drug effect is presumed to be
dependent on the rate of enzyme re-synthesis rather than on the rate of elimination of the drug from the systemic circulation.

12.2 Pharmacodynamics

Effects on Electrocardiogram

There is no indication of a QT/QTc prolonging effect of SABRIL in single doses up to 6.0 g. In a randomized, placebo-controlled,
crossover study, 58 healthy subjects were administered a single oral dose of SABRIL (3 g and 6 g) and placebo. Peak concentrations
for 6.0 g SABRIL were approximately 2-fold higher than the peak concentrations following the 3.0 g single oral dose.

12.3 Pharmacokinetics

Vigabatrin displayed linear pharmacokinetics after administration of single doses ranging from 0.5 g to 4 g, and after administration
of repeated doses of 0.5 g and 2.0 g twice daily. Bioequivalence has been established between the oral solution and tablet
formulations. The following PK information (T, half-life, and clearance) of vigabatrin was obtained from stand-alone PK studies
and population PK analyses.

Absorption
Following oral administration, vigabatrin is essentially completely absorbed. The time to maximum concentration (T,,,y) is

approximately 1 hour for children (10 years — 16 years) and adults, and approximately 2.5 hours for infants (5 months — 2 years).
There was little accumulation with multiple dosing in adult and pediatric patients. A food effect study involving administration of
vigabatrin to healthy volunteers under fasting and fed conditions indicated that the C,,,x was decreased by 33%, Ty, Was increased to
2 hours, and AUC was unchanged under fed conditions.

Distribution
Vigabatrin does not bind to plasma proteins. Vigabatrin is widely distributed throughout the body; mean steady-state volume of
distribution is 1.1 L/kg (CV = 20%).

Metabolism and Elimination

Vigabatrin is not significantly metabolized; it is eliminated primarily through renal excretion. The terminal half-life of vigabatrin is
about 5.7 hours for infants (5 months — 2 years), 9.5 hours for children (10 years — 16 years), and 10.5 hours for adults. Following
administration of '*!C-vigabatrin to healthy male volunteers, about 95% of total radioactivity was recovered in the urine over 72
hours with the parent drug representing about 80% of this. Vigabatrin induces CYP2C9, but does not induce other hepatic
cytochrome P450 enzyme systems.
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Specific Populations

Geriatric
The renal clearance of vigabatrin in healthy elderly patients (=65 years of age) was 36% less than those in healthy younger patients.
This finding is confirmed by an analysis of data from a controlled clinical trial /see Use in Specific Populations (8.5)].

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.

Gender
No gender differences were observed for the pharmacokinetic parameters of vigabatrin in patients.

Race

No specific study was conducted to investigate the effects of race on vigabatrin pharmacokinetics. A cross study comparison between
23 Caucasian and 7 Japanese patients who received 1, 2, and 4 g of vigabatrin indicated that the AUC, C,,., and half-life were similar
for the two populations. However, the mean renal clearance of Caucasians (5.2 L/hr) was about 25% higher than the Japanese (4.0
L/hr). Inter-subject variability in renal clearance was 20% in Caucasians and was 30% in Japanese.

Renal Impairment
Mean AUC increased by 30% and the terminal half-life increased by 55% (8.1 hr vs 12.5 hr) in adult patients with mild renal
impairment (CLcr from >50 to 80 mL/min) in comparison to normal subjects.

Mean AUC increased by two-fold and the terminal half-life increased by two-fold in adult patients with moderate renal impairment
(CLcr from >30 to 50 mL/min) in comparison to normal subjects.

Mean AUC increased by 4.5-fold and the terminal half-life increased by 3.5-fold in adult patients with severe renal impairment (CLcr
from >10 to 30 mL/min) in comparison to normal subjects.

Adult patients with renal impairment
Dosage adjustment, including starting at a lower dose, is recommended for adult patients with any degree of renal impairment /see
Use in Specific Populations (8.6) and Dosage and Administration (2.4)].

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 /see Use in Specific Populations (8.6) and Dosage and
Administration (2.4)].

Hepatic Impairment
Vigabatrin is not significantly metabolized. The pharmacokinetics of vigabatrin in patients with impaired liver function has not been
studied.

Drug Interactions

Phenytoin

A 16% to 20% average reduction in total phenytoin plasma levels was reported in adult controlled clinical studies. /n vitro drug
metabolism studies indicate that decreased phenytoin concentrations upon addition of vigabatrin therapy are likely to be the result of
induction of cytochrome P450 2C enzymes in some patients. Although phenytoin dose adjustments are not routinely required, dose
adjustment of phenytoin should be considered if clinically indicated [see Drug Interactions (7.1)].

Clonazepam
In a study of 12 healthy adult volunteers, clonazepam (0.5 mg) co-administration had no effect on SABRIL (1.5 g twice daily)
concentrations. SABRIL increases the mean C,,x of clonazepam by 30% and decreases the mean T, by 45% [see Drug Interactions

(7.1)].
Other AEDs
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When co-administered with vigabatrin, phenobarbital concentration (from phenobarbital or primidone) was reduced by an average of
8% to 16%, and sodium valproate plasma concentrations were reduced by an average of 8%. These reductions did not appear to be
clinically relevant. Based on population pharmacokinetics, carbamazepine, clorazepate, primidone, and sodium valproate appear to
have no effect on plasma concentrations of vigabatrin [see Drug Interactions (7.1)].

Alcohol
Co-administration of ethanol (0.6 g/kg) with vigabatrin (1.5 g twice daily) indicated that neither drug influences the pharmacokinetics
of the other.

Oral Contraceptives

In a double-blind, placebo-controlled study using a combination oral contraceptive containing 30 mcg ethinyl estradiol and 150 mcg
levonorgestrel, vigabatrin (3 g/day) did not interfere significantly with the cytochrome P450 isoenzyme (CYP3A)-mediated
metabolism of the contraceptive tested. Based on this study, vigabatrin is unlikely to affect the efficacy of steroid oral contraceptives.
Additionally, no significant difference in pharmacokinetic parameters (elimination half-life, AUC, C,,,, apparent oral clearance, time
to peak, and apparent volume of distribution) of vigabatrin were found after treatment with ethinyl estradiol and levonorgestrel /see
Drug Interactions (7.2)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Vigabatrin showed no carcinogenic potential in mouse or rat when given in the diet at doses up to 150 mg/kg/day for 18 months
(mouse) or at doses up to 150 mg/kg/day for 2 years (rat). These doses are less than the maximum recommended human dose
(MRHD) for infantile spasms (150 mg/kg/day) and for refractory complex partial seizures (3 g/day) on a mg/m” basis.

Vigabatrin was negative in in vitro (Ames, CHO/HGPRT mammalian cell forward gene mutation, chromosomal aberration in rat
lymphocytes) and in in vivo (mouse bone marrow micronucleus) assays.

No adverse effects on male or female fertility were observed in rats at oral doses up to 150 mg/kg/day (approximately 1/2 the MRHD
of 3 g/day (on a mg/m” basis) for adults treated with refractory complex partial seizures.

14 CLINICAL STUDIES

14.1 Complex Partial Seizures
Adults

The effectiveness of SABRIL as adjunctive therapy in adult patients was established in two U.S. multicenter, double-blind, placebo-
controlled, parallel-group clinical studies. A total of 357 adults (age 18 to 60 years) with complex partial seizures, with or without
secondary generalization were enrolled (Studies 1 and 2). Patients were required to be on an adequate and stable dose of an
anticonvulsant, and have a history of failure on an adequate regimen of carbamazepine or phenytoin. Patients had a history of about 8
seizures per month (median) for about 20 years (median) prior to entrance into the study. These studies were not capable by design of
demonstrating direct superiority of SABRIL over any other anticonvulsant added to a regimen to which the patient had not adequately
responded. Further, in these studies patients had previously been treated with a limited range of anticonvulsants.

The primary measure of efficacy was the patient’s reduction in mean monthly frequency of complex partial seizures plus partial
seizures secondarily generalized at end of study compared to baseline.

Study 1

Study 1 (N=174) was a randomized, double-blind, placebo-controlled, dose-response study consisting of an 8-week baseline period
followed by an 18-week treatment period. Patients were randomized to receive placebo or 1, 3, or 6 g/day vigabatrin administered

twice daily. During the first 6 weeks following randomization, the dose was titrated upward beginning with 1 g/day and increasing
by 0.5 g/day on days 1 and 5 of each subsequent week in the 3 g/day and 6 g/day groups, until the assigned dose was reached.

Results for the primary measure of effectiveness, reduction in monthly frequency of complex partial seizures, are shown in Table 8.
The 3 g/day and 6 g/day dose groups were statistically significantly superior to placebo, but the 6 g/day dose was not superior to the 3
g/day dose.

Table 8. Median Monthly Frequency of Complex Partial Seizures"
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N Baseline Endstudy

Placebo 45 9.0 8.8
1 g/day SABRIL 45 8.5 7.7
3 g/day SABRIL 41 8.5 3. 7%
6 g/day SABRIL 43 8.5 4.5%

*p<0.05 compared to placebo
“Including one patient with simple partial seizures with secondary generalization only

Figure 1 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder rate) from baseline to
the maintenance phase at least as great as that represented on the Y-axis. A positive value on the Y-axis indicates an improvement
from baseline (i.e., a decrease in complex partial seizure frequency), while a negative value indicates a worsening from baseline (i.e.,
an increase in complex partial seizure frequency). Thus, in a display of this type, a curve for an effective treatment is shifted to the left
of the curve for placebo. The proportion of patients achieving any particular level of reduction in complex partial seizure frequency
was consistently higher for the SABRIL 3 and 6 g/day groups compared to the placebo group. For example, 51% of patients
randomized to SABRIL 3 g/day and 53% of patients randomized to SABRIL 6 g/day experienced a 50% or greater reduction in
seizure frequency, compared to 9% of patients randomized to placebo. Patients with an increase in seizure frequency >100% are
represented on the Y-axis as equal to or greater than -100%.

Figure 1. Percent Reduction from Baseline in Seizure Frequency
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Study 2

Study 2 (N=183 randomized, 182 evaluated for efficacy) was a randomized, double-blind, placebo-controlled, parallel study
consisting of an 8-week baseline period and a 16-week treatment period. During the first 4 weeks following randomization, the dose
of vigabatrin was titrated upward beginning with 1 g/day and increased by 0.5 g/day on a weekly basis to the maintenance dose of 3
g/day.

Results for the primary measure of effectiveness, reduction in monthly complex partial seizure frequency, are shown in Table 9.
Vigabatrin 3 g/day was statistically significantly superior to placebo in reducing seizure frequency.

Table 9. Median Monthly Frequency of Complex Partial Seizures

N Baseline Endstudy
Placebo 90 9.0 7.5
3 g/day SABRIL 92 8.3 5.5%

*p<0.05 compared to placebo
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Figure 2 presents the percentage of patients (X-axis) with a percent reduction in seizure frequency (responder rate) from baseline to
the maintenance phase at least as great as that represented on the Y-axis. A positive value on the Y-axis indicates an improvement
from baseline (i.e., a decrease in complex partial seizure frequency), while a negative value indicates a worsening from baseline (i.e.,
an increase in complex partial seizure frequency). Thus, in a display of this type, a curve for an effective treatment is shifted to the left
of the curve for placebo. The proportion of patients achieving any particular level of reduction in seizure frequency was consistently
higher for the SABRIL 3 g/day group compared to the placebo group. For example, 39% of patients randomized to SABRIL (3 g/day)
experienced a 50% or greater reduction in complex partial seizure frequency, compared to 21% of patients randomized to placebo.
Patients with an increase in seizure frequency >100% are represented on the Y-axis as equal to or greater than -100%.

Figure 2. Percent Reduction from Baseline in Seizure Frequency
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For both studies, there was no difference in the effectiveness of vigabatrin between male and female patients. Analyses of age and
race were not possible as nearly all patients were between the ages of 18 to 65 and Caucasian.

Pediatric patients 10 to 16 years of age

SABRIL was studied in three double-blind, placebo-controlled, parallel-group studies in 269 patients who received SABRIL and 104
patients who received placebo. No individual study was considered adequately powered to determine efficacy in pediatric patients age
10 years and above. The data from all three pediatric studies were pooled and used in a pharmacometric bridging analysis using
weight-normalized doses to establish efficacy and determine appropriate dosing. All three studies were randomized, double-blind,
placebo-controlled, parallel-group, adjunctive-treatment studies in patients aged 3-16 years with uncontrolled complex partial seizures
with or without secondary generalization. The study period included a 6 to 10 week baseline phase and a 14 to 17 week treatment
phase (composed of a titration and maintenance period).

The pharmacometric bridging approach consisted of defining a weight-normalized dose-response, and showing that a similar dose-
response relationship exists between pediatric patients and adults patients when SABRIL was given as adjunctive therapy for complex
partial seizures. Dosing recommendations in pediatric patients 10 to 16 years of age were derived from simulations utilizing these
pharmacometric dose-response analyses [see Dosage and Administration (2.2)].

14.2 Infantile Spasms

The effectiveness of SABRIL as monotherapy was established for infantile spasms in two multicenter controlled studies. Both studies
were similar in terms of disease characteristics and prior treatments of patients and all enrolled infants had a confirmed diagnosis of
infantile spasms.

Study 1
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Study 1 (N=221) was a multicenter, randomized, low-dose high-dose, parallel-group, partially-blind (caregivers knew the actual dose
but not whether their child was classified as low or high dose; EEG reader was blinded but investigators were not blinded) study to
evaluate the safety and efficacy of vigabatrin in patients <2 years of age with new-onset infantile spasms. Patients with both
symptomatic and cryptogenic etiologies were studied. The study was comprised of two phases. The first phase was a 14 to 21 day
partially-blind phase in which patients were randomized to receive either low-dose (18-36 mg/kg/day) or high-dose (100-

148 mg/kg/day) vigabatrin. Study drug was titrated over 7 days, followed by a constant dose for 7 days. If the patient became spasm-
free on or before day 14, another 7 days of constant dose was administered. The primary efficacy endpoint of this study was the
proportion of patients who were spasm-free for 7 consecutive days beginning within the first 14 days of vigabatrin therapy. Patients
considered spasm-free were defined as those patients who remained free of spasms (evaluated according to caregiver response to
direct questioning regarding spasm frequency) and who had no indication of spasms or hypsarrhythmia during 8 hours of CCTV EEG
recording (including at least one sleep-wake-sleep cycle) performed within 3 days of the seventh day of spasm freedom and
interpreted by a blinded EEG reader. Seventeen patients in the high-dose group achieved spasm freedom compared with 8 patients in
the low dose group. This difference was statistically significant (p=0.0375). Primary efficacy results are shown in Table 10.

Table 10. Spasm Freedom by Primary Criteria (Study 1)

SABRIL Treatment Group
18-36 mg/kg/day 100-148 mg/kg/day
[N=114] [N=107]
n (%) n (%)
Patients who Achieved Spasm Freedom 8(7.0) 17 (15.9)

p=0.0375
Note: Primary criteria were evaluated based on caregiver assessment plus CCTV EEG
confirmation within 3 days of the seventh day of spasm freedom.

Study 2

Study 2 (N=40) was a multicenter, randomized, double-blind, placebo-controlled, parallel-group study consisting of a pre-treatment
(baseline) period of 2-3 days, followed by a 5-day double-blind treatment phase during which patients were treated with vigabatrin
(initial dose of 50 mg/kg/day with titration allowed to 150 mg/kg/day) or placebo. The primary efficacy endpoint in this study was
the average percent change in daily spasm frequency, assessed during a pre-defined and consistent 2-hour window of evaluation,
comparing baseline to the final 2 days of the 5-day double-blind treatment phase. No statistically significant differences were
observed in the average frequency of spasms using the 2-hour evaluation window. However, a post-hoc alternative efficacy analysis,
using a 24-hour clinical evaluation window found a statistically significant difference in the overall percentage of reductions in
spasms between the vigabatrin group (68.9%) and the placebo group (17.0%) (p=0.030).

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. The 38/68 infants in the study who had responded to vigabatrin therapy
(complete cessation of spasms and hypsarrhythmia) continued vigabatrin therapy for a total duration of 6 months therapy. The 38
infants who responded were then followed for an additional 18 months after discontinuation of vigabatrin to determine their clinical
outcome. A post hoc analysis indicated no observed recurrence of infantile spasms in any of these 38 infants.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

SABRIL 500 mg tablets are white, film-coated, oval, biconvex, scored on one side, and debossed with OV 111 on the other. They are
supplied as bottles of 100 (NDC 67386-111-01).

SABRIL 500 mg packets contain a white to off-white granular powder. They are supplied in packages of 50 (NDC 67386-211-65).
16.2 Storage and Handling

Store at 20 to 25°C (68 to 77°F). See USP controlled room temperature.

17 PATIENT COUNSELING INFORMATION

Advise patients to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
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Vision Loss
Patients and caregivers should be informed of the risk of permanent vision loss, particularly loss of peripheral vision, from SABRIL,
and the need for monitoring vision [see Warnings and Precautions (5.1)].

Monitoring of vision, including assessment of visual fields and visual acuity, is required at baseline (no later than 4 weeks after
starting SABRIL) and at least every 3 months while on therapy unless formally exempted as documented by the prescriber. In
patients for whom vision testing is not possible, treatment may continue according to clinical judgment with appropriate patient or
caregiver counseling and with documentation in the SHARE program of the inability to test vision. Patients or caregivers should be
informed that if baseline or subsequent vision is not normal, SABRIL should only be used if the benefits of SABRIL treatment
clearly outweigh the risks of additional vision loss.

Patients and caregivers should understand that vision testing may be insensitive and may not detect vision loss before it is severe.
Patients should also understand that if vision loss is documented, such loss is irreversible.

Patients and caregivers should be informed that if changes in vision are suspected, they should notify their physician immediately.
SABRIL SHARE Program

SABRIL is available only through a restricted program called SABRIL SHARE Program [see Warnings and Precautions (5.2)].
Inform patients of the following requirements:

. Patients must sign a Patient/Parent/Legal Guardian - Physician Agreement Form.

. Patients must read the Medication Guide and understand the risk.

. SABRIL is available through pharmacies that are enrolled in the SHARE Program and provide them with the telephone
number and website for information on how to obtain.

. Physicians should confirm that caregiver(s) understand how to mix SABRIL for Oral Solution and to administer the correct
dose to their infants.

MRI Abnormalities in Infants
Caregiver(s) should be informed of the possibility that infants may develop an abnormal MRI signal of unknown clinical significance
[see Warnings and Precautions (5.3)].

Suicidal Thinking and Behavior
Patients, their caregiver(s), and families should be counseled that AEDs, including SABRIL, may increase the risk of suicidal thoughts

and behavior and should be advised of the need to be alert for the emergence or worsening of symptoms of depression, any unusual
changes in mood or behavior, or the emergence of suicidal thoughts, behavior, or thoughts of self-harm. Behaviors of concern should
be reported immediately to healthcare providers [see Warnings and Precautions (5.5)].

Use in Pregnancy
Patients should be instructed to notify their physician if they become pregnant or intend to become pregnant during therapy, and to

notify their physician if they are breast feeding or intend to breast feed during therapy [see Use in Specific Populations (8.1) and
(8.3)].

Patients should be encouraged to enroll in the NAAED Pregnancy Registry if they become pregnant. This registry is collecting
information about the safety of antiepileptic drugs during pregnancy. To enroll, patients can call the toll free number 1-888-233-2334.
Information on the registry can also be found at the website http://www.aedpregnancyregistry.org/ [see Use in Specific Populations

(8.1)].

Withdrawal of SABRIL Therapy
Patients and caregivers should be told not to suddenly discontinue SABRIL therapy. As with all AEDs, withdrawal should be gradual
[see Warnings and Precautions (5.6)].

Manufactured by: Patheon
Cincinnati, OH 45237, U.S.A.

For: Lundbeck
Deerfield, IL 60015, U.S.A.
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SABRIL is a registered trademark of Lundbeck
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1. B™MEXE (B

2016 FFOATERR (55 1)

T A B Ao B A 6 T
R Y71 LB 500mg
5 FHEARR :© A IC R Sabril
B, SRR A S KRS
DRI £ 0 HT S = & SR SR
7 A i
eI

(£&]

1. AFNDEE 5214 13 O EE TR AFE ML RE IR R AN
CHIEMNRESNTLDEY, KHIDJEF, ABETAD
ADZE. ABAERIZEEL. D OERBFIDZEERUEMEIC
DVNTO+RHEMBZEZAEL., Y TVILNFEHR X T LA
(Sabril Registration System for Prescription : SRSP) *?
[CEZFEINT-ER - ZRENSY . HREHRELLEDR
FERECHE L-IRHMEME & EIEN AT B i EREEE
ICEVWT.ERBBICHLTOATI C &L [[ER]T. (B
BRG], 2. BEEGERMEER] RU T4 BMERO) E
KZEMER] DIESE]

2. KB X HEFREORBFHETBREHROIER. BRKRE
EQEMIZHEVELLEE0. FEIRSHEFRURAIR
B i3 SRSP I[CE#ML L TEHMICRERE Z SO REEE
EEET S L, BERE, HOVWIRRERRELET
EENROONEEE, FAICKLDAROBEDOLEN
ZESCHIEL., AERLOAEENEREZ LRLIGEIC
DHRFNZ & DBBRERTT DL, BEETRGET H5E
[ZIE, & YHEEICERREEZITL. KHIZEL SRBROMRE
MNEUTHHMNE S MNEEMITHIET 52 &, [[EX] T2
EELEANEIE] RO T4 BMER 1) EXGEMERA] O
IBESHE]

3. RRIDEBEEIZH- > TIE, BEXEIKEZIZERFOFIMER
URERMHICOVWTXEICL>THAL., XETRETIE
T5I &L,

il

Mg % &1 C 1 ABHE L LT 50 mg/kg %8 2 72\ i PH C i
T AN, 1 AfRKEE-E1T 150 mg/kg XI1E 3 g OV IRV G
EBZRNZEEL, WY 1 H 2 BN, FHREEME LT
ROL5T 5,

(RERUVAEICEEYT 2ERALDIEE)

(1) AH OB GRMATR 2~4 BEITIBRR I BO SR
G, BOWIEREHKGETH D 150 mg/kg/ H 25 LT HIE
WOUEDRD bNRWEEITIE, AFOFRG-F L2 EES
5T &,

(2) B REEEEE TIHEROHE TS T 2 /RN H D 72
D AR ED b OF GG, IR GHREOHNE 2 EET 5
&, [N EERE) AU [EDEBE] 0HSHR]

E D SEADORAROVNEOREAYETAMNABEZHR & LI RBRIC sy
T, RATIE 36.5% (110/301 #if) . /IJETIE 20.0% (17/85 fi) 12 1 =1Lk
L OWIVED ROOVER B A3 2 BT,

T 2) EMIRZRIRERA 2 900 L. REFREE, ROk O R R A B L
L CRUE S/ FIE

[ (ROEBHBIZIFBELENIE)]

1. ARFNIOESIZ LBBUEOBERO & 5 BH

2. SRSP OMEZMFTERVWEE [[ZBE] KO 2. EEY
EXRMER] 0HBIR]

[#ARK - THE1K)
WRFE4 B 7 U V5 E 500mg
e 141 505 mg 1
Gk EHARY Y 500mg B
iy RE Ry
& - Kl =ReNo) Vel

[heE X IEER]

HEETADA

(RERUAE]

WE., A% 4R EOBFIZE, AN L LTLHS0
ma/kg 7> B G EZ BT 2, BEOERISE T T, 3 A LD

(FRLDFE]

1. EEHRS (ROBFHICTEEIHRETSIL)

(1) BEBLAE, MERE, kPN TAEAMRE N O B U A OHE
EETHESE (FFEEDY A7 BN KTIBENRH D,
(4], N2, EEGERMEE KO 4EEA () &
AEBMER] omEB]

(2) MAEIE & 5 IR IE 2 5| E i = B2 s & 2 1A % 5
Ga3nTnaiE [(HEFEED Y 27 BRI 8200
b5, [BE 2. EEGERAMEE . 3. HEH
A kO TAEER (1) EXBEMER) oESHE]

(3) EHEREIEERE (B EDH 2 I T 2 HEM
B F BB IS SN TORW, BED U A 7 238K
TE2BENWRH 5 (AERVARICEET 2ERALOFE).
1. EEGERMGEE] KO [EMEIE] OESH]

(4) FEHIREPEREE ., O oW, ITEIREOBTREOS 5 8E [
i, 5o, RIS, SREGE ORBMIER ORI WAL
ShTnwb, ]

2. EERERNIE

(1) AFIOEHIZ X 0 Rl Wipy e 0B E & O IREE O3 EL
DA ST D ARANT K 2 B BETE XL 2> O B Ol
JIPESR DRI RZECTH Y | BE SN H bbb, & A
EOBEAITEARRE L 0 SARE 2RI KRBT 5 AN
X MEREEEIL 3 o ARE CRAMICREIIE LT L
N D7, KN L HHFEELE=F ) 7 TD720,
DI &b 3 AT IR VRIS & 2 BREFREAT
MM L CHRE ORI HOWTHERT A 2 &, $7-. 1
JRER 7 Sl L DB RE 2D 7 < & LR GBMARE, 53
B HL 9B AR » A NICENUERD 2 & 6 4 A
TEIcEmT L&, [([(BE] [£ER] XV T4 8lERA (1)
EXLEMER] 0EBM]

(2) AFIOEGIZ XL DR, FEE, M, RSBV CER
B MRI S5 (T2 SEGREHR & 5. JEBORTm B R EES)
OFBNRHE SN TEY BENEENIZD LN TS &
DEELHD Vb, AKIBEBI AR K OAK 54
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M ESIROIZ IS MRI A 2 T2 2 &, BENFED
DT AT, BE T 2 RE R O 7 & o B3 R E
PEEICBE L, RRIOSKT v~ UR7ZFMI Lz B
T, ARANZ L D IRFMRE O TR 2 k95 2 &, [T4. BIEA
(1) EXLEIER) oEBH]

(3) AAlDF 512 L v B 2 HFR, Bk, $5EL. BElEAZED
JHAEREIR 23 8 DAL D & DIEN B 2 7o  AHIF G Wi
IS OREROFBUCHEE T 5 2 &, F7z. BIERER TR
D BITIEFOFITIE, B B AT o 72 BE, BkREkE
ERENDGEN TN LD, ZNHOBEE TIIHICEE
THZE, [[AEHER (1) EXAEEER) omESH]

Q) KFIOFEEIZ LY DA =T DAXRUT | HERETHE,
WHiHEB R EEOEIEENL LN ZENHD . I
DIERITEE MRI BHE 2 E O LA R D D7D, TERBFED
LSBT EITIE U CHEES MRI 4 0 £ % 5 84
HZ kL,

(5) EHHIZB T 2R G RERODEREEL W LG RILIZLED |

REOHEXIERRERHSOND Z LNH L0 T H&E
ZHRIET 25T R L IR T 2 EEEILTO 2 &,
(6) AFIDI G L VIRK B - RSy - RATEBIRE )%
DIETFPEZDZERDHDLOT RFEBIIH LIEELLGAD
T & Fol MBI UAA G IS I3fER 2 1 O BEbkiR

R ELITORNE S TTEREEFAD T L,

T 570 U AEEIT O Z &k,

3) TAMAETREIRE GWRETY), S AU 0—X X%k (38
ERRAEY) « - TADAERIRE, I47 0—X 2%(E
BHLONDZERHDLOT BEDOREZ HOICBIZEL,
BHEPRD BN G E G &2 R IET 5 e b A
BEITY Z &,

4) MFIREE GEEFRAEY) « - - WERIEIL, PR, TR
RELEDIPRFEEENRH S Db Z L8 DD T, BEOIR
Rz L BREPRD b Ga I3 5% ik
T 570 U ALEEIT O Z b,

5) BMAEAEIK (fEE%. Bk, $4El. BBEESE) (LWFhiiE
ERBAED) - - - fHER, Bk, SEEL. EEREES ORGSR
KRB LONDEZERHHOT BEOREE 5B
L B 3380 SN AR 38 5 2 h ik 5 72
CHEOIRAE AT Z &

6) BEED MR] 2% (ROBEMEE) GEESHTY) - - - 5§
HMRI R IZRWN T, SR, JRECEE, MEr, /MM IZ5E
HMRI S5 (T2 WA 5 5 YRR G 2w {5 )
NHLONDZENHY, WEIZEST=HELH DD T,
TEMIROIZEEES MRIRE 2 Ehi§ 2 & & biz, BEOIREE
EHICEE L BE SR bR HAIIRE S 2RIk
L7 EEURMEEITH 2 L,

T 1) MM BT 2RI T AN LA D LIS AT ANABEITH L
THESNIZAERTH DT DBEEARH & Lz,

3. MBEEHR T 2) 1 AE DA R OV O HEAME C A A B % x5 L L= iEh

GHEEE (BAICEETIL) (BT, AT 36.5% (110/301 f) . /T 20.0% (17/85

USRS " ) A 1 [ELL E O HAPEO RODPER B RS A A BT,
E SR TR e Y 3) I CHME L7z HAR AR & 565 & LT MBI AD A B I
- HETT Ik - JEBRA T *9 % BRARRBR TS S AU R,

RS xR o | PRAIC & 0 IR | JticHmEE A _

BENBLLEA | B0V A A | slERo S | _(QTOHMORITER _ _
tRakvsnn | FEBENSDS, | b bl SULILT T | S%ATT | BRI
wy = e TN T BB, BORPE,

— i wiREE, 5o

L ha 3B A B

BEND B A BlEf ZF e W PR S
S R=Ynrv D B D T8, FH e R
% BAEE, 9

Tz A, hR | AH LG L8 | TR WRCRREE | R BOED £ | Ratha. Bm,

Tz kAU | BICT == b A v PR, ER
© LKF O i FE B3I F by, RCfE

THAHEMEN BB, Hrsh B

(BEREE) iR

W, IR R

4. BEH o GEERT) |

HFANDIEGRIGE T O AT AN ABEICB 5 B RIR EBIEE (22

BB FO L 59 Th s, h=7, T2

[P D BEHRBIRIC 5510 CL AT 23 Bl 19 ) (82.6%) 1 T R

IR0 &, TR R O 8 (1(34.8%) . | —— s T

TI=YT R MTYAT 27— CRA B0 (207%) MR | s g T

iE 3 (13.0%) . BAJBLEE 2 i (8.7%) Th o7z, (UKFREE) B A ok

it

(VERZEIMER RAB L O | mAkWE
1) RHEE. HARE (WTREBERET22) - - R | pakie
AR R T L B B R E S H S bND | HpEE FL. WL 18

ZENBHDOT, AFNE L SRSP IZHEHL L TEMIRIC I
BB & IR A A FHT 5 = LRI ORMA | IREEE NN
SHRL LRI O KA 5 B IREE S5 BT 12
I, BE 2R 5 CENALEETO Z L, B & & O R METE,

2) WAMEEM. WEER (OWThBBEFE) - - g | SR I
RER, RER B HODND 2 ENRDHOT, BEOK T _
e+ I AR L, RS B AT IR 2 o ?gﬁjg» PAgdsE

A= =
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kP

ik £
U ¥R

1.

iy

e R A ALT (GPT) IRERIN, AST
Wb (GOT) b

H 1) ENTERELZAARALD R EZ G E LSBT ADABE KT S
AR TS S - RIE SRR,

FE2) t MBI B T AN AL O EITHRA TADABE IS LTlE
SNTZEWER Th D7 OMEE R & L,

5. iR, ER. BILRE~ORE

(1) HE8R SUTHEIRE LT\ 2 FTREM O b DI AT, 18 Eof
WHERERMEE BRI S LHBT SN2 BARICORBEET D
& DR O#RGICET 2 RAeM I I STV 2Ry, &
F 2 R L7 BTN CL B ARIE RS K R
(ML, DS RIE, MRKIRE) 26T 2 5ERNE
DN E OWENRD D, BERICEO T, RIEICREMY
A RTHECTHLEIE (5 ) RONEZR (74%)
ERD 5P VI ERRIERE B (AUC) 00.2275 D
wEOMICZERL (Fy b)) BROLATHNSY,]

Q) BAPORBACHEET 2B CITRALTSED 2 L,
(b MCBOWTHIPICBATT S 2 L AME SN TN D, ]

6. MNRE~DERES
R H AR T I R OV AR WS4 2 e MBS L Tuieny,
U AR TR R R O A AT e 2 e PR BR 1T 72, ]

7. BRRRERRICRIFTEE

(1) BHNOFE LI L Y ALTIC O U T A E 72330~ 100%{% T
T5EDOHENRDH VI, KFH 5 O BE TIXALT R AST
DORBEMPIEELZT TURTTHZ 050 T, KAlIK
o B TR A I T 2358 I IZALT X P ASTEASH
DOIFEREMEIEE (LDHA2 L) bEETHZ L,

(2) AFNIRTO7 I /) BELEMETE L7720, BEDENLR
BEMERBER (o-7 I 2 TP UVBRER L) ORERs
ENEIGIE L 22 B REMEN B 5,

8. BERS

iz, ER  AMEICR T AilEEEOWRE L LT, &b E<
HE ST BIERITMEIR T EHIE T, £ ofth & L ClrlintE
BDFE, THIE., RS, PERINH O EE  RR, RfE,
VB, SRR, SEEL. BEATE. SEEREE &V o R
WS Tn 5,

WE : AHI O EF GREOMRERNIE STV, WE
Hzxh U TR O FEMY) & Pe S & 5 W08 2 5 L ER
W2 LTI B 22 B IE 51T 5 2 & 7B, IHMERITE S
N B REICHETERY, £, MEENTIC X 5 AFH
DOREOFEIEIARHATH D, ol AROIBEEZ T
FREBEITBIT 54 OEFIHRE T, MiEEITIZ X 0 ARH
DI FPEFEEHL0~60% K T Liz & ORENRH 5.

9. BRLEDIEE
AFNILERITHTU L TR D 2 L Fla 22T LB
Wi IRHOERNCEEOKITEM LI, oM eims
IRH4 2 L 5HES D2 L,

10. ZOMDEE
(1) WA CHEME SN OPLTANATKIZEIT D, T,
R BE AR L L121990 7 7 & R xR LBk O st

FERICBW T, ARASEROAREROEHO Y 22778, i
TANAEORARECTT 7 2 REEL bl L CR2fEm < (Bt
TAMDAIEIRARE : 043%, 7T BREE : 024%) . HLCTA
MAKORHFETIX, 77 BAREEE 10005720 1.9A
ZNEFHE IR (95%EHEXM : 06—39) . £/2, TA
MIVBEDY T T N—T"TlE, 77 v REEL L~1000\ & 7=
N2ANZ N EHE IR TV A,

(2) v A, Ty b, A XKV LA T B ERER TIEMIC
zefafl, (BEMSNTRIE) 233D Y T v MR UM X TIHk
FIZE W EE LD, EHY (5 v FRUA X) TDZ%E
HaAbiZ, BB H TR RS iV ME R 23 ER D BT
W) s Ze AR BT RIS B 2R R (AUC)
(T, BREREE R & BB LT, BRIAT v b T019M%, BRIAA X
T0.29(%, BT v N T0.05(%. A X TO15FTh o7z,

() 7 v FEHWEEMREBR T M, S
BB BED LY, Z OB IERRE RS LT
WD ETREMEAVEIR ST 0 5 EHEIEIEERD H LR
72, H#ES o bR, BB I TR MR AN S M
WD BT, MEBEMERRD S RIS T 2 R
(AUC) I, FGIRIREER L B LT, BT v b T0.19f%,
T v T0AME T o7,

(ZEMENEE

1. migEFEE

AARANAL R AT TANAVBE ILICEH N MY > (HiH) 37.5
~75 mg/kg/[El (1 H & 75~150 mg/kg) 2 KER A#E L= L &,
KiER S 12~16 A BIZ31F 5 50 mg/kg/[E] o> & CTHEHE L L 7=
MAEFETANRY > (R, SH) KOE TN Y & SR (JEMER)
DOWEDOHRBIZTHOLEBY THY | ERPERE T A—ZITF
FDOLBY THo7= ",

HAASLE S CANAVBEICE T N NY » (BAD %2 XiE
Pe b L7z & & OEFIRIBIZE T 5 MEFERYERE T X —&
(50 mg/kg/[E] o> F & CHE%EAL,)

EMBENT A —5 (FHERERE)

Can (ng/mL)

Cirough (HG/ML) AUC, (ug.h/mL)

EHNRYY (RSK) 5.28+1.74 60.84+15.44 315.83+62.85
EHNRYY SHK 3.21+0.99 25.73+7.24 145.03+£30.59
B0
ol —— (R S1EH AN
e (S

2
=
iz

mil 5 1

HAANALSESETANPAVBEICET A NY v (BH) & KiE
BE L7z EOEFIRBICBT 2 EHMER e Y R
HERE (50 mo/kg/Ial o & CHREHE(L)

2. BEORE

Page 4



HARNERERR A 6 244 A] (Al 2 g 222 JEREHRIRR O & 530X
AHK| (BAD) 29/HZ1H1ES5 HMESRKERAEE L & X,
MEF RS (EH RN Y V) OEYERE T A —H (T TED &
B Thoto, ZBIEIHEE LI, B%EGIZBWVT Cra DX T O
ETFRZSNEZ SO, AUC IZEITL LD o7 9,

FAR BB R AHN 2 B ST RS A - Lo & & D e N
b U DIYERENT A —F

HiE Cunax Tmax t, AUC
BEE "
5] (ng/mL) (h) (h) (pg.h/mL)?
i 2.0 66.7 (21.4) 1.0 (46.6)  7.0(19.4) 270 (20.9)
B .09 X . ! X . . .
£t 204 1HHE  426(120) 1.7(543) 5.6(13.4)  255(13.8)
RS 1R 1 SHE

425 (18.9) 17(701)  6.0(37.3)  291(16.0)

R ;6 40 B GR, SPIOME (EEREL - %)
a  ZERERER S © AUCy... BT4HEYS 1 AUC o2

3. ERHESE
AAFNL invitro lI2B W T MIEZ X7 12T E A EREA L
Mot (R AR 2,

4. B - Bt

VCe NP Y & MBS L L & o icfEmiER
B HNT, BeE1% 120 R £ TICH -G-8 0K 820%3 R 2L ik &
LCRHPICHRIEE N Z &0 n . RBNZIZE A ERBEZ TR
WwWeEz bk,

F7- AFNT e BT Z = invitro 3ERIC BV THERK TR
E SN DPEE (500umol/L) THFF k27 v — 2 P450 (CYP1A2,
2B6, 2C9, 2C19, 3A4/5) DFEEM &R S 12hvo 72 28,

5. NEINBHERETESE (HA) TORRNELRE

SME B REREE R () 16 4 (BRFE~SE [Cler :

40~79 mL/min] : 8 44, HEE~EE [Cler: 10~39 mL/min] :
8 4) KRUYMENBHREE RS (A) 8 4lz, B NE
Uy (#H) 0759 #HEROBREGL-LE0T7EIAK (R, S
#) RO=FrFt~— (S) OMmEFRYEREIC OV TH
L7,

ZDORER, EHREREE ORI > T, AUC OHIIKL O ty, D
JERDFRD HEINTZD, Crax MO Trax ~DFE T O TN ThHHT=
(F#&) #,

SAE B RERE EDE (A IZBIT AN MY (A
H Rl G5 O it At SR B RE N T A — &

PK /XF A —%
Jiib=y il %
% FIME (CV%)
0.75¢g Con  AUCw CLF  tn Tom®
(pg/mL) (pgh/mL) (L/h) (h) (h)
Ik LTHE
- . 295 14822 52 8.1 0.75
R (7.6) (140)  (146) (153)  (0.33-1.00)
I 295 196.2 3.9 12.1 0.75
W~ 8 (16.7) (180)  (173)  (166) (0.33-100)
P 33.8 5235 17 234 0.75
PHE~EE 8 oy (382)  (446) (371)  (0.33- 1.00)
SikE LTHlliE
- . 95 57.3 69 77 050
- (262) (242)  (243) (222) (0.33-1.00)
I 10.4 83.0 46 96 0.75
BE~HEE 8 o3 (137) (47  (109) (0.33-1.00)
P 127 143.2 2.7 12.4 0.625
PHE~EE 8 5oy (216)  (226) (222)  (0.50- 1.00)
a  TURAE (RIME - KA
[ERIRRTE]
1. ERNEER

(1) Em#=RER"®
At 4 L L 2 BRI O SEE T AN ABRE  (HEERENT
413 B) Z X4, AFE 50mglkgl H 2 S % 5% BHAA L.
6 H~8 AT T3 g/HA LRE LT 150 mg/kg/ B £ Tl
B LGl ARERE L% (AR, ToR
B% 2 kGRS (A X LAOFRE - BLAHR SN
LEE, 1 BOAEETHIZLERTEDLILDOLE L, kEE
583 39/H % LERIC 150 mg/kg/ H . B & DHIWriZ 7 H HD
BGATE CIoEM) Lz (MRS58, REEHMEEE ©h
2 FEFHI A SR LHE B GlERE G- 01BR4ART 2 AR 12
BOTANRXLBENN—RZ T A > L il LT 50%LL L
D U7, 1364 8 5 (61.5%. 95%(SFEIXMH : 31.6~
86.1%) Th o7z, Fio, HEFFRGIIA NS LHER (ks
BeHMRE AR OZORTA) IZB W CREETANADES
R (AR LR OMMEICE T2 72T U AT OHEK)
DO LT BEIL 13 6IF 44 (30.8%) TH-oiz,
(2) REREHAR®

FATT 2 ENEMAHRROMERE G 2T L, Aahten
BOSI, BEWICHER 2o RETANVEE (7
—RA 1, FAEMATS T B . ARANZ LD IBETR OA4% 4
WL L 6 BT O ST AN ABE (5F—2 2. BT
5 2 f5) . WONCAFNC X BIRBEN 72, ASK LN
WHND 2L L 6 RO SETANABRE (5F—R 3,
BohMEMT xS 5 #) xR LI-RIERERIZRW T, §F
flHIEE T D AKX LBHENN—AT A 2 & Il LT 50%
DL B L=, WONSHETADADTENE (X8
RXAROBEICHB T HE AT U RAITOWEE) BEDH S
NEEFFTEROEBY ThoTe,

F I GRBRIC I DA R

ANRKBPR—=AT A &

IR TE SEET N s A b
FHIER Lk L 50%LL 1 * FEAT A A DL R
KGR r—21 r—23 r—21 r—23
SeAT 8 AR AR HE 7
PRI 2 A R 6/7 (85.7) 417 (57.1)
A | ARBRD AT 16 77 (100.0) | 3/4 (75.0) 417 (57.1) 1/4 (25.0)
ABRIA A 32 38 6/6 (100.0) | 3/4 (75.0) 3/6 (50.0) 1/4 (25.0)
AR B AR T4 56 18 5/5 (100.0) 3/3(100.0) | 2/5(40.0) 1/3(33.3)
LB (BE (%)
a =R 2L, R=RATA VBV TAANRRR Ch ooz, FHliR54L,
b 7r—R21FL, R=ZFALIZBNTETRT Y ZITRHEE LTV, 3l 5
E

2. @S EER
(1) FOEHEEHRARY
3 4 HLUANICRFECAD A E B ENTZ 2 R0 B (F
SIPERRT 5 221 Bil) A Gz, A (7 4 b b3 — ME)
K& (18~36 mg/kg/ B ) X% H & (100~148 mg/kg/ H)
Z1H2[E 14 BMEO#YS L,
FEFHE B TH 2 ARFEG-BEE 14 A LINO W T o
REmDiEfse 7 HIRIO AKX AR TAT U AIT D
PR B AT BRF 1T AR RAEC 124 41 8 451 (7.0%) |
B ERET 107 P 17 f1 (15.9%) TH Y, EHERICL
NTEABETHEICE ) > 72 (p=0.0375, 7 1 ZFRIMIE),
VE) PR OB IS & | A S AN 7 AR LTV D 2 L 23R S,
Fio, WRT BEND 3 BLINIC, 1EILL EOMER-TEEE-MERY 1 7 V& & 8 i

Mo PRI &7 AT =4 Y 7 (CCTV EEG) 2LV, ARXLKOE S
AT VAITBROLNARNZ ERERINIZBE L ER L,

(2) FMATSEARRNB_EEHRAE Y
IR TANA E BB ENT A% 1~18 5 AORE (B
PHPERATE S 40 ) ZXTRIC, 77T 'R UTAA (B
50 mg/kg/ HD 1 B 2 BEIRRAENGHIG L, A/ XX LD
R BFBDIRNESIT 150 mg/kg/ B £ THEE L, B5EE% S
AR ECHELE (CHSHRED,
FEFMIEA Th 5 _HERBI DR 2 AW (& B 2 KFfHE)
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TOR—=AZAT A UNED AR LEERDR (%) (K
T [95%IEHEX M) 1%, 7T & AREE (20 f41)) 40.5 [-17
70], AKIRE (20 #]) 54.4 [12, 76] THY, 7T RREEL
AFEOMICHFZRNRGEZIRD N1 odz (p =
0.562, RFEXZEHE U 7z A /SR MABERUD Ik 2 B GRE,
m%%l% ﬂﬁW@LtN~x?4/@XAXAﬁﬁ%
Iomm b LI #odt) . — 7. BIGHEEE Th o &
E‘*ﬁ%ﬁma%ﬂiz B (% H 24 Bf) TOR—AT A b
DA LFERAFE (%) (/b 2R EBE [95%F X
M) . 77 2REE17.0 [-59,57], AHKIEE 68.9 [42,83]
ThY ., FHEICHEIPAEZSHED b (p=0.030),

(3) MY ORF—/N—LLEFHER (HhFILLE) »

FERIPERELIE IC L 2 REECTADA EFiTIC2Wr S n =A%
1w H~2 mORE (BRI s 22 #)) X%z, K
#I (B241) 150 mg/kg/H % 1 H 2\ Xidkt Ko =L 15
mokg/H %A 1 B 1[E 1 5 HRRORE L2k, AKX LD
REBDRD S T2HE R ODUIREEICRER S - 1256
2L ) —HORUCBITLTL y HMRA&ZELE LT,
FERMEEE CTH AL 1 2 AHICE )‘Z)xz\"xlx@‘(‘ﬁ%
DFRD B AL B, AAIRET 11 FP 11 61 (100%)
2 LT URET 1L il 4 ) (36.4%) THY., b %D:r
T REE H U CARAIRE TR B o 72 (p=0.001,
A =z—VHELIEIA ZRKRE), £/o, E Rrars v
B SARFIBICBAT L 7 01 Cl3sRk s 2 » A BIlZ&fl T
NALDBRPBED bz, ¥, KRR E Fral
T UBEIRAT LIZBRE 1TV 2o T2,

(ExEE)

1.

RIFLhAER
BRETANABMET BT, FURBEH 27T Z &N
WEIN TS

a)vwwaMW\ L0 EREND WL I L 2,

2 7y bhOXUF LT T YU SN D REME
BL3-ANH T N T a A RIS LD SN S MR
N 7RI DU 3 Pl Ao S Av e
Z P L7 %0,

(3) YU ADEEEARICZ LV FHIE SN D EMEFIEZ B L
7 31)

4) RHkEEx v R 7Ty hOREEEVREIEL IIH L, #%3%
SHFEFGERF 2 40 Lic, £z, v R U U Al L
7= %2,

(5) AT ADPAEIMET L (BEEREE~ T A GRE MR
BOKMERRIEEZ R Z 7RO T v 1) O TADARFE
Ze i) L7 3939,

2. ERKF

EHAN MY AL, v-T 2 EEE (GABA) D RAVIZEE L 5B
# GABA 7 X iR ER (GABA-T) ITHEUILE & L TA
ATEICRE T D T L IC K VEERESAEEL ¥ Ao
GABA BEZMMIE2Z LICE VI TADAIER 2 3E
THEEZLNTND ),

(B 1T S EEEHMR]
—f&% : © 3K U > (Vigabatrin)
b4 : (+)-4-Amino-5-hexenoic acid
SFRK : CeHuNO,

SFE : 129.16

BER :

NH,
H,C=CHCHCH,CH,COOH

H K RRIEEOREKRTHD,
AEIIAKITETROT L A S = AT H J —1(95)
WZEEITFIZ < W,

B & 171~177 C

(2 #£]
60

(EX:3:4:9!

1) Horton, M., et al.: J. Child Neurol., 24, 1543, 2009

2) tENEEL : 7 v FOE - RIRARICEE T 2 R

3) FENER : U XD - SRR AICEE T 2 R

4)ﬁW%ﬂn?y%@ﬁé%&@ﬁi&@%éﬁ@ﬁﬁ%@
HERRIZ B % 3Bk

5) Williams, A., et al.: Aust. N. Z. J. Med., 24(1), 65, 1994

6) tENEEL : = U A DA JEMERBR

7) ENERL: Ty FPUERR DR EERE (WERBRE )

8) LNl : A X VMR O B B Fm MR

9) HENERL : Y LBLERIFR O G-I ER

10) #ENEERF @ A X VFERIRR D 5 3ERER O [= 115 35k

11) Walzer, M., et al.:Neuro Toxicology, 32, 963, 2011

12) Rasmussen, A.D., et al.:Neuro Toxicology, 46, 137, 2015

13) Bottomley, A.L., et al.:Toxicol. Pathol., 43, 1015, 2015

14) #NEE T v N OIREEIERBR

15) HNEE: T Ty FEFAT v ORI~
D b

16) +LNEERL . H0 T v M & D IREERR

17) 1zumi, Y., et al.:Epilepsia, 45, 1043, 2004

18) Nl : MEECADAER G & LSRR

19) HANEE . AARNERBABRE BT DTN Y &~
Hi A K OSSR # B IRp 00 22 2 Je OSSR B RE

20) FEPNER}  In vitrolZd T A E AN R Y o fiES L%y
b AN

21) HPERE BRI MC-E N b Y v 2 HER NS
L7z & & o3 RE & O

22) #EPNEEE  InvitrolZ BT D E AN N COREEFE
(CYP2BS6, 2C9, 2C19, 3A4)

23) HWNEE  InvitrolZ BT D2 ET AN Y v OREERE
(CYP1A2, 3A4/5)

24) HENERL  SME BRI EBE TR 2 FEh e

25) FENERL - HEECADAZ RIS & U B 55R

26) EPNER VRSB IIA B S iR

27) AENEERE  MEANE TR 7 £ A R E B R

28) AENERE - WESMB AR 7 1 A A — S — el (it
1)

29) Kubova, H., et al.: Epilepsia, 51, 469, 2010

BOVENE L : v ¥ AT T D IMFF I o BN R
U R OB 5 OfEM

BNAENER - BN N U v OPUREER

32) Shin, C., et al.: Brain Res., 398, 370, 1986

33) Schechter, P.J., et al.: Eur. J. Pharmacol., 45, 319, 1977

SOENEEL : InvitrolZ B 1 2 E 4N R U OGABA-TRLEE
bi|

35) Jung, M.J., et al.: J. Neurochem., 29, 797, 1977

36) Bohlen, P, et al.: Brain Res., 167, 297, 1979

37) ladarola, M.J., et al.: Brain Res. Bull. J., 5, 13, 1980
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1.8 BFRIXER
MO71754 - EH/N kY ¥

2. FIXE () O THEXIIHR] . TRERUVAE] OFRERL

2.1 ToREXIIZE] (F)

RETADA

[RX E AR L]

EH N R U T, 1990 FE ISR A O AT T AN A E XFRICBRFE 2 BtA L, 1996 4RI [ENES 3 FHEER
%%T%@mwﬁuﬁﬂﬁé¢%ﬁkbf@ﬁﬂté@ﬁ%&%%ﬁ@ﬁimw’ UK DK
TOWRMAEREE %, 2000 42 A OEEIENE T ADANCKT T IS TOHFELZRIE L, < OMOMEIGIE
TORR LT /b & & Lie, L L, RE TR O B TANAL ﬁ#éﬁ%@%ﬁﬁ#ﬁ
<\ KETEREZ T -2 EOBEERNLOERE T, TEFE EO LI R ORAGRE- @5 s
TR IS TER LT D3 E O ERA LRl S, RENCEN CRLERGEAGR A BT L. EIR
BGCHEATIZENTE DL D, 20104 12 A 13 HIZEAG#E L 0 BIREF 2517, 20134 1
H XY S TANABY AT GUTENG SRR E Tl L, FRziEDL L L L,

BN ORI AARANRBHCTANABE ZXI5 L L5 3R RER (EFC12369) &Y
BB (LTS12745 38k) Z 3k & LC, WA CRIETANABFE Z XL & LT 3 DDk
B (R SRR TR URETER Lz 1-ARBR (T 1ARER) . 77 vRz2xe LT
JNCEESE L7z 71754/W/019 #klR (LA, WOL95kER) | WMk FravFy o2kt e LTERINT
e L 7= 097/WIFR03 7 vt 2 A —/3—3kfR (LLF FRO3FRER) ) 22 F &k & L Cali L 7=,

EFC12369 il Cix, AMED FEFGEH Th 2MEHE OZLE (R—2 T A L Ok#ER) M
50%LL_EJR L= B 13, 13 44 8 44 (61.5%, 95%CI : 31.6~86.1%) (278D H AL, £ D H 5 6 4 (46.2%.,
95%ClI : 19.2~74.9%) TITEHMESHI L Tz, S HIZ, SIHTANADTERIEAR  (5HE & OB IZ
BT 727U AITOER) X444 QW%)@$%_M®EMKO

LTS12745 58k O M % 5.4 32 [ Tl. EFC12369 BN HBITLT- 74D 9 b, 64413 32 H[H
REAT R OB S DALY 50%LL B L TR Y | 4 A4 ITITRHEOHANRBD b, £72, 341%
SR A E L TR TANADTEEHENRD b,

U EofER LY REBRICSMLICBERIID 20 b 00, AARANSETANABE ZxGE Lo
B (EFC12369 7l 2 Y LTS12745 #kBR) 2B\ T, AMEASEE CANAZE RS E LT EGER (1A
B, WO019 3R, FRO3FER) OFERICHLRWEMIMENRIND Z &b, BARARETANAR
FIZHKFTHET NN NY ARBEICE DR DBHFFCE D B2 N5,

B, BESHTOAHEERZIC OV TIE, EFC12369 3Bk K& OY LTS12745 35k Ot FF% 51 56 1
ME Tz, IRFHRAEFRGIE CRE LB A2 R LICBE TR oS, Fio, FEFRE KOS R 1
BE 2 AFFRITRO bR o T,
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1.8 BFRIXER
MO71754 - EH/N kY ¥

22 TRZERUVHAEAZE] ()

wWE, E% 4B EOREITIE, BN NY L LT1 A B0mglkg S &G EBAT S, BED
JERIZIE U T, 3HLLEORMMEZ &I T 1 H&EGEE LT 50 mg/kg % 88 & 72 Wi CHiE 35 723,
1 A R$ G813 150 mg/kg XX 3g DWTHNMENT 2L enwWZ &L, Winh 1 H 2EIZ
Oy, FHEERMRE L CGRO#EEHT 5,

[R% EARHL

FEL. HEROHEZ, W50 EE AP ST 2 MERUOHEZSE & L TEIE LT,
HEHEIC OV TR, BN TIZ LB, KETIE3 A EENTWD, A TIHBEHESSEOERLES
ZL L, BEOREBICON U TLEEMICEE LN SWiHEA 2R 3 AU EOREEZH I C1LAKRS
B L LC50mglkg Z 2 72\ WVEEPH il | 2475 2 & & Lz,

EHNR Y ORI HTZY . R EFUSCET AR bEERRT EF 0 2T, 2Rl
E NS TANABESE (2214) Zxtg s Lo AR (LARR) oS ohi, ARBIL, &
FERE (107 4. 100~148 mg/kg/H) K OMEHERE (1144, 18~36 mg/kg/H) & & HHEGRER CTH
V. AEhMEO EFEFHGE B ORSHEEIICE L Cid, S ER CIERHER LD bEHEEAERE L, &
HEMICAEEN RSV (B HER 16% K OMKH &/ 7%, p=0.0375) ., KISFE CTOHM b HE LB
LA REIE SRR U, BHEER SR o i, AR C6ME, KA T3
HHTH-o7= (log-rank i E, p=0.0016) , FFERIZOWVWTHEHAREIFEFEENME 72 (B AR
13.1% J OMEH &= 7E 32.2%)

SHIZ, IR RE Lcili (W19 3BR) Tidk, © /3 MU oOfII &% 50 mg/kg/ H &
L RIS U CHE A U 1M Tl 150 mg/kg/ H £ THIE T 2857 A v 2 W TiT- 7=,
ZOFEF. SEHEHEEE ORUD KR OVHEN, BN R Y oS8 100~150 mg/kg/ H T < B 5, 1A
RBROMBR LR THFERTH -T2,

AT, N T — 2 255 L L, 22tk AEMEICHER 2 W55 1E. 3 H I 25 ~50 mg/kg/
H O CTH & (39/H % LFRIZ 150 mg/kg/H £ T) LW IHHEEHIEZ HV., HARANSIHTANABE
Zxigr e Lok (EFC12369 iBh) #1T -7, T ORER. AN FEFHME B T & 2 HEHHE O
BT ONT, AN o HEEH R 100 ~150 mg/kg/ H Tl bRIERNRBD bz, T7abb, AFH
B LA HMIZ3 AN LOMEEZ ST THELLEFADE O, ZOWEBRTHWEME - HEICT,
HRRBR TS DAV RS R & AR ORE R R S le, £72. ZOMOFRMEDOFTANRIE H T & % i D1l
K. REETAPADTERERIZEBNT S, ARG RIZE b 2O BBRAGRE S B LT,

ENAMZIT 2 REETANADOZWRIREE, HH3ER BICREEnidn<, £, B AKL
OVNREACANABEICE T N N Y U2 BEBUIKER NG Lz L &R e h /s Y o3
MENET 0 7 7 A MO TH HRANEANEANTRERIENT RO o T2,

LIk 0| EFC12369 ik CHW V- A R O & CEBBIThb - G MR s, @y, £k 4
WL EDOBE X, AN L LT1HSB0mglkg 75528144 5, BEOIERIZGEC T, 3 H
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1.8 BFRIXER
MO71754 - EH/N kY ¥

VL EDORIMEE BT 1 BH#&EEE LT 50 mglkg & 2 72 EPH CHllitE 4523, 1 B k#5813 150
mg/kg XIL3g DWT MR EFEBE X 22 L E L, Wb 1 H 2BNSA T, FRRAEMRE L CTRO
BHET5, | LWORELTHELZ, A0 [HEHTADA] ITHT H#HEAELNOCHEETHZ &
IZYEThHDHEB XTI,
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1.8 FRIXE ()
MO71754 - EFH/N Y

3. ARIXE (B) 0 MERLDFEFE] () ORERML

i

AEIDTREEZHHU3OEBEE TRAEMARTREIRL 5 ENRESATIVEDEY,
AFDHTREL, AETANADEZE., BEICEEL. M OEXRFDELEERUEDMEIZDON
TO+RHEMBEAL. YT VIILNFEE S X T L (Sabril Registration System for
Prescription : SRSP) #2|Z &S - EE - EFEAE Y . MEBRREL EDRERBE
[CHEE LR EME SEENFREGERERERBICA T, ERBFICHLTOMATS
&, [[ER). NEERE] . NR.EEGERNIE] RU M4 8ERAQ) EX%
2ER1 DESE]

2. KENZKHBRHHEOXRBHEEISIREHFOLER. RBEREEDEMICHNE B EHEH,
AHREBRBE R UAFIRE PIL SRSP [CEH L TEHMICHEREZSO-IRMREZ
TS5, RERE. HHVIREEHREGETEENRO oNHEIE, KHIIZ
FHBERDMHEOVLEMZESICHE L., BRLOABRENBKRMEZ LESESICOHK
RlICEDAREMBT S &, ARMEMBT DHEICIE. FYHEEICRBREZITL. K
FlICE aROMBENBEYI THANE S HhEHMICHIE IS L. [ [ER] . 2 EE
BEXRFEE] RU T4EERQ) EXGEMERI OESE]

3. REDTEEIZHI->TIE, EBRIIREZFIZAFOENERVEREIZOVWVTXEIZELS
THAL, XETREZIET S &,

HE1D AEANDORARLOVNEOMIAEE TADAVBEE NG E LIZRBRICB W T, A TIE 36.5% (110/30141) | /NETIX
20.0% (17/85 1) (2 1[AILL EDWAIMED RO AN I BTz,

2) THIRIRFHRE 2 EiE L, FIFEE, GOREEORYEAZ BN E L CTHE SN-FIE

[R% E AR L]

1. ARFN O 2525 7oK U3 OB TRATWH R BRI IRAE N 2 5 Z L DHE SN TND Z &b,
AH 5T HITHT- > Tk EERKRE L EOIRBHREICHEE L IRBHE & S mTEe /e
T VNS RRGF Y AT 5 (SRSP) (T8GR S V7= [REMEEE - SKRIZR VT, IRBHRAE Rt R 2 4
F 2. RIHTADLADZW, TRIEIC 53 7288k 2 7D SRSP I8 gk S AL AT - FRAIANIC L 0 %
FREEIZX L CORLT S, &EGEM/MTOND K HORE LT,

2. AHNOHEEZE EORWER OB L ZRE L, AKHI OG- %E b E IR IREHE A 23 FE i <
. RANC X DIREOA M ZRGEAITRE L, RO GOMES 2 /R L CGEEICERS LD
X ORRE LT,

3. AHNOEEIZEE L T, AR O AR O, EH R IREHRE O L BEM%E 2 CEIC L -
THRE IMGET Tt 2170, B2 157 ECARKIR G 2175 Z LIT o\ T, CHEITLY
REEZRGT 5L o8& LT,
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1.8 FRIXE ()
MO71754 - EFH/N Y

(25 (ROBEICEFESLAGWVWIE) ]

1. ARFN DA UIiBEUE DBEERED & 5 B
2. SRSP OB E#EFCXx7eWlEE [ [BE] RO 12, EELGEKRMEE) OHEBH]

[ EARHL

1. ¥fpEET —4% v — bk (CCDS) DIFHRIZHESEHE L,

2. SRSP THIE L T\ 5 IRFHE A 13 SLEF A OB FEE O BRI I M TH D Z &5 SRSP
DBLE % EF CTE R WEBE IR EEOBAN DEERICRE LT,

<RERUVAZICHEY 2FERLOEE>

(1) AAIDOF GBI 2~4 BENZIGRBIRDRBD SR WEE, HL5WEREHRGRETHD
150mg/kg/ H Z 65 L CTHIER OBEEDGRD DWW R IR AR OFR G5 HIEE2ZETHZ L,

(2) EPEREFE S B TIHMERVWHETRIST 2 /RN H 572 KRS O ERM, X35
FkpoRtEizEEI22 L, [ 1. BERS KU [EYBE] OHSH]

[ E R

(1) AFIO BB RAEORUETN D Y % 7 %51 L ATIEDTRD SR AIT 1T & 55 % kit
HP, AAOB TRV THRET 5 & 5 37E L.

(2) AFIEE D RIS NS T & 706 B REREE B OIS HAEAS I3 2 BT Lo S A 73
<D LHEMEN, BRI RTHEIS (IR 2ELNS AN DS = L b3 Lk,
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1.8 FRIXE ()
MO71754 - EFH/N Y

[ ERLDEE

1. BEEE (ROBEICKEEIESESTSIL)

(1) SHBEAE, MERRE, SRPRESUIBAREZER OB XIS IHEL A4 284 [(REFEED Y X7
PHERT2BThrH5, [BE] . 12 EEGERIE] KU T4 BMER (1) EXGE
R DIEZM]

(2) HESE & 2 WMERNIEZ B S Z T B END H 2 HA 2K G SN TV L BFE [HEFEED Y
2T BERTDBENRDH L, [BE] . 2. EEGEARNIE] . 3. HEER KO T4
BlIfER (1) EXGEMERI 0HEZM]

(3) BHkEmEE AL [BHEREED & AL T 2 AEFAESFEICET 2 HHRIIE ST
22N, BIED U 27 PRS2 BENhd 5, (RERVAEICEET SEALDIER) | (2
EELGERMIE] LU [EYBE] OHSMR]

(4) FEPRRIEREE . O DR, ITEEEOBHERO & 5 8F [k, > of, BEEE, ZR8506
FORMERDOFEIRNEE SN TN D, |

[R%E AR L]

(1) 2) 2N D OBEE TITRIFHRAEE LR EORBFEEDO Y A7 PR TLHBENNH DL EnHREL
77

@) AFNTBE L LHRES D Z &6 BHRERE BT IR G T 258 I3 B HREN IER R 8H 12t
NMAFRENE L 8D 2 ENEZ B, o, WIEFEIRATRD b AT AEF] O H11 B R B
NEENTNEZ ENLRE LR,

(4) KR PERRE . 5 O, {TEREOBEREO H 5 BH TIE, Mk, 5o, By IS, A6
EORBMIEROFBNRE SN TND Z ENHRE LT,
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1.8 FRIXE ()
MO71754 - EFH/N Y

2. EERERWER

(1) AANDOBEA X0 A AT 7 LB RETE e OB H DR BN HE SN TS, AANZ L D1
BPRETE TR ) O HEOMAMSRDERERETH Y BHE AL 60N, 1ZEAEDY
BV EREE K0 SRR 2SN SRS RAET D, AANC & DAEBFFET L 3 » AR TRMICHES
KT D22 ENHLT0, AR L LREESEZE=2 Y 7450, b i3
H AN —BEFARI IR RHERTRIC & 2 BLEFRIAM S 2 320 L TR OFUEREIC SV TR 35 2
Lo Filo, WEEXL I LR REL DR LG RGHBR, 535 A 91 AR 12
B HA N ZNLED <L 6 AZLICE T2 L, [ [BE] . [ER] AU 14
BlfEA (1) EXGEIMER 0HEZM]

(2) AANDOBEGAZ XD HR, TR, BER, /MM SR TERED MRISEE (T2 sl s (s 5.
PR B R R 5) ORIADPRESNTEY | SEHAZENRO 6T D &7 oW b
% Z & ARAIE G BRAGE K OARA 5 G311 I3 E IR ICEEET MRIRRE 2 R 5 2 &
FLHE RO LT H A, B D AREIR O A TR £ OB ORIEZHEICBIR L, KA
DRET 4y b UR7 25l L7z BT, AFNC X DRk O G222 L, [ T4
BlfER (1) EXGEIER] OHEZMHE]

() AANDOB G X 0 B dHER, Bk, SEEL. ERIHARFOMEERNH bbb & OBE )
BT, AFBRGHETIE NS DIEROBEIUTET T 5 2 &, £, BIEERD RO b
TIEBIDOHIZIE, BUEREHE AT - 7o BRERELRE PG EN TV 6, Ihb
ORETIIFEETS2L, [ 4 BMER (1) EXGEMEAR] 0HEZM]

B KFNOFEICL VDA F=T, PRAFRYT ., HEECHE, W EE) S O EEEE )N H
HONAZENHY . IS DOIERIZEEE MRI 2E 2 L5 55803 5720, JERDPFBOH 5
7T M S U CHEE MRIBED B A Z8+ 5 2 &,

G) HEAFIZBIT 2R GEOAERHER W LRGP IEIC XL D . BIEOHEESUTIERINEN D D
PNDLZENHDHOT, FE5EPIETHHEEITITRA ITHET 572 SIEEICITH 2 &,

6) AANDFEIZ L VIRG., EESN - £ - KEEEBRENEDIER TNEZ D2 E0nHLD T,
RBH KT LEEELEZ D2 L, £7- BE IS LAFIR G-I ITER 2 F 5 M Eo ek
R EEITOR WK+ CEREE S AD T L,

[R% EARHL

(1) AR OB X 0 AR 22 BB AE 72 & OBEPFE ECR I BEE OB ME STV D 2 L)
5. EHIRIRFHRESEM S LD L HOBRE LT,

(2) AFNOFEGAZ L0 B TANAVBEIZB W THIR, B, e, /MM ICEE MRIEE (T2
SR G A 5. ILBORS I R E(E ) ORBANBME SN TWD, ZO7H, EHRYZR MRI
A A I L, BENED NG AICIE. BEOREAHEEICBIZE L LT, AFIOIEFRkb
DO AW 5 K9 RE Lz,

) AAIDF G X 0 B 70 $AFR, Bk, S5EL. ERIHAF OMIEER OB N HE STV D, Z
5 LTZMERE IR I ZBOR A R 2T o T BB OB MRER S RE L Vo Tn M REN S < 0D Z &R
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1.8 Rt XE (F)

M071754 - EH/N Y >
HEINIEFTROONLAMEAICH -T2, TDID, 2O OEBFE TIIFICHEREITY L9
E LT,

B AHNDOHEEIZL Y DA =7 DAXFXTT | FHEREITHE, BRSO EEEE OB
WS TS, 2D OFERIZEH MRI B2FE 25 22 bbb o7, MBS U TEHE MRI
MEDFEMZBET D X ORE LT,

(5) —MKITHI T A ABED BB ESCE G IEIZ LY | TADATIENREY
MWAECDAMREMENRH D Z ERMBNTND Z D FhHEEHILT 58
BT DR OWRE LI,

(6) CCDS OfFMICHD x| MRS TWA/NEHRA OEE LD LS L TERIE L,

R

BT T AN AEFRIREE
AT E I BRI 6
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1.8 FRIXE ()
MO71754 - EFH/N Y

3. tHE{EH

HAEE WBRISEET S L)

A4 5 B ARIEAR - FEIE Tk &R - fabRIN 7
MREZ 5 S Z B2 | PRI K WEEET O Y 2 | LSRR 2 5] & & 2 9 Argerkss
3 & % e H| IR TLBENDR DD, | DT,

[ N = = =

HAEEZSISEZTBFN IR E 2 5| X 2 9 mraetEn
3 &> % HFH| HDHIZD,
T R=vnor %

Tx= kA, AAT == [ RO LIERAI 7 = | BFA
MA YT RUGLATN | = R A 2 OMAREAET
+ % FTHEMED B 5,

[ E AR L]

MEEE &> 2 WIIFEANIE Z 5| E i Z T8 20 & 2 AN >W T, SERIC L D REFREEF D U 2 78
WMRKITLHDBENDHD Z ENORE LT,

Tz = b A ATOWTE, ANRIZEWTARA L OFH L7T2G AT iigh 7 = = b A REE DK 38%I8
DTz 0D RO CCDS DIFHIC IS &3 E L=,
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1.8 FRIXE ()
MO71754 - EFH/N Y

4. glfEH

AFNOA&GERF E TORBETANVEBEIZBIT 2REHEIRBIIUT O LB TH S,

FEIPN OEFARFER ISV T MIER] 23 Bl 19 6 (82.6%) (CRITEM 2B S, ERIEMIZIH
B OMEIRSS 8 ) (34.8%) . 77 =73/ bT7 U AT7 27— 56 (21.7%) . RIRIE
3% (13.0%) . BAKEGE 261 (8.7%) Th-o7e, UKGBHEF)

[ EARAL]
[N CEEME U 72 BRI ARER O SR D Z 3l L7,

(1) EXLEIERA

1) HEHEE. RHAEE (WTHEEERREEY 22 ) . o RAlWipy e R E I L 2 1B
EHORNEERSODLND I LB DD T, AREIEE-HIE SRSP IZHERL L CE MR I LB fr A
ZEOIRFHREZFET 5 Z &, SO KA, TS O KIBIZHE S FLEESE R
DONTEEEITE., BEERIET D YR AEETTO &,

2) MR EmE. GHEX (WFNLEERHEEY ) - - - FHRERE. RErH6bh s 2
ENDHLOT, BEDREZ I8 L, BREDPRBO NG AICITHREG LTI 570 LiE
Y7 luE 21T 5 Z &,

3) TAMAEERE 5%KFY) . SAVO—XAHKME GEEFHEY) - - - TALAEME
REE, SA 7 0 —XARIENHLONDZ LNHDLDT, BEDRELZ TICBIER L, BN
RO NG AT G 2R IET 572 CHEUIRLE LTS 2 &

A)FFRREE GRETEED) - - - L, SPREE, PR ORIREEE D b b bRs =
LS D DT, BEORIEE FICBS L, RESRD DNHEIILR G & LT 57 Uil
ORI EAT S 2 &,

5) MfEREIR (8ER%. Bk, H#El. BEESTE) (WITHhLBEFRHED) - - - #i &
B, BEREFEEOMEERPHObND T LBH LD T, BEDRELZ H3ICBIE L,
W DAV A I E SR G 2 PR T 570 EEUI R LEZAT O Z &

s %
i

L

\|

6) EEE MRIEE (INOBEMEE) GEERHEED) - - - EI MRIBREIZB VLT, UK, &
JERE, MMER, /ISR ICEEES MRI R (T2 5@FHEME =15 5. IR BE1E5) " ob
NHZERHY, LI ESTEHELH DO T, EHMICIET MRIBAEZ ET 25 & & b,
BEORRELZ H/ICBE L BEDPRD ONGAIIIR G2 IET 57 Py e vE 217 5
NP

1) WM RIT D BT AN AL D FITRA T AN ABE T L THRE SNTZRVER Th 270 ORI & LTz,

1 2) : SAE AN DA K OVNE OBEHEME CANABE 2R L LRBRICEBE W T, A TIE36.5% (110/301 61) | /IR Ti
20.0% (17/85%1) 1 1 [EILA LD HIIE DR ERIEFSRZEA 7 STz,

T 3) : N THEM Lz AARANFLE R 255 & LIz T AN ABE TSI 2 BRIk T S - mifE AR,
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[ AE AR L]
CCDS K B TilR % L MO RIS & | AFIOFRGIZ LV FFICIEENSLE LB X BN DHEIE
RzEFZEL,

(2) £ DD EI1ERA

5% LA D 5% A= D HE AT

iRl Wk, ARARSE B WM mhRGRE. 5o
i, SRRSO BUER. R
MRPERE T, ARAM, LR

TR R fEE AR FEMED F V) | REEREE, BUE. SRR, EE
JIRETE, ROIRRETE. REAPROMEE
R (BBEE) | Rk, R
EE R GEENGR) | EEkE
E(VAP=T | VAFRUT,
i R B TLE)

—i% - RHEER IO WG, VRIE. S

B AT R g

(A IPS RN =2 NI BAEIR

H = L, g, MR

IR P T, B, IR

RREF J O T ik WiB, METHIE, =B

B R L O A HLR B &

f

MiER LY o GRREE S=qiil

B R R A ALT (GPT) b REHIN. AST (GOT) i

V1) ¢ N T L HARAILSR 2 /15 & L7 sS80 T A AR R 5 B SER T & i B AR,

T 2)  EAMCEB T DR CANAUND FIZRATANABIFIC L THRE SNTZRVER CTH D72 DEERR L LT,

[ AEAR L]
[N CEEHE L 7 BR IR RRER DO 2R X O CCDS DI Iz I D Z iR E L7,
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5. 351, Eiw. RIABFAORE

(1) W TR L T D ATREVED & 2 NI, 1a IR L oA I et 2 kRl 5 LB S s
LBaCOREET 52 L, UEIRT OGS T 5 LML S TR0 ARH 2 R
(IR L7 BB IRV T, BARMESERAER (MHER, O KB, M REE) 267
LHAERDBRBD SN L DREDRH 5, BFERIZE T, BIRICHEEE 2R THETE
BEIE (T v b)) RORFEH (VHF) 2338060, HARICEKEERE (AUC) @ 0.22 %
DOUEEEETRMICZERE (7> ) LTS, |

(2) FHF O NG T DA IIIRALERT ST 2L, [BE MZBWTAHTIIBITT S Z
ERHEIN TS, ]

[ EARIL
(1) (2) CCDS DIFMIZHAS T FRIE LT,

6. NEZEADEE

AR R OST AR RAT6 - 2 RIS LTy, MR ARRE IR R OB A RIS 5
it HREBR T2V, ]

[ EARAL]
N E TOENAOM RS & B E A RE LT,

7. BRRRERRICREIZE

(1) AFIOFEEIZ LY ALT IZOWTITMAIED 30~100%& T35 & OWMERH Y . AFEEH O
HETIZALT K ONAST ORMEENEELZZ T TR T T2 08 H DT, AHEETOBRE

THFEEE 2 M9~ 25581213 ALT KON AST DA O AFREMAIRH (LDH 72 Y) & ET 52
E,

Q@ AFNIIRTOT X VREEFEINSE D720, FFEOENLRELEERESR (-7 /7 VY
FRIRIE7: &) ORREFERDMAEME & 72 B FHEEDR & 5,

[ EARIL
(1) (2) CCDS DfFMICHAS ERRE LTz,
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BERS

R, G AANEICBTARERGOHRE L LT, &b <M ST B IERITER 35
T\%®@&Lfﬁ%ﬁbiw SEJR . CREAR . PRI SO MR AR, AT, Bk, 5
FIPE, $EEL. BEITE), REEEE L W oIERRRE I N TV D,

WE : AF|OEER GREOMERANT TRV, BRI U IR O ) & PEH &
ﬁék%%@ﬁb FEMRIT R U TR O e kMWL 21T 5 2 &, 7ok, IRHERIZIE I NN %

WA TERY, F7o, MIKENTIC K D ARFOREDHINEIIAATH D, ks, KHIDIG
%%&Hk%ﬁéﬁ% BT D 2 OFEFIHE Tl MIREHTIC L 0 AH O 2 40~60%
ﬁTLk&@ﬁ%ﬁ%éo

[ EARAL
CCDS DIFMIZHAS ZFHE LT,

BREDEE

AANTMLERITH3T L TR 5 2 & HAIZ T DBICIE. IRAOERNCE & O KIZHE
fE L7k, e Icem e IRHT 2L 0852 L,

[ EARAL]
EMNIZEB W TTEEDOIRMEIIS C THDU L EEAEZZMT L2 & & L2 EbRRIE LT,

10. ZDHDFE

(1) A CIERE SNT-EEOPFLTANAIRICBIT D, T, HEEBSEZ X5 E L2199 D7
7 2R RILESRB OB RICB W T, HESER OCEZEK ORI Y A7 3, FrTih
NWEORARETT 72 REEE il U TR 25m < (U CTADASRARE : 0.43%., 77 BREE
0.24%) . FICTAMNAIDIRTEETIZ, I BREEL 1000 AH7-0 1.9 AZ WL EE SN
7= (95%IEMEXM] : 06—3.9) . 7=, TADABEDOY T /L —FTlE, I REEL
1000 AH720 24 AW EFRINTWD,

Q~TU A, Ty b, AXKOHLEROTERER CIIMIc 2l BERNTZE) 235380 b,
T PROA X TIIAREIZLVEIE L, 9@ (T RS X) TOZERMBIL, )
% TEHEARTESZ DS E ME R 23R8 8 B V7o, B ZEfaf b 2338 8 B ivie FH &=IC 81T HIg#E & (AUC)

. BRRMRFE B L LEER LT, BT v R T 019, AL X T 0.29 1%, HhE T~ kT 0.05 1%,
@E%XTQBPT%OKO

(3) 3 > b IO 7o m MR C I (AT o<, ﬂ%ﬁ*ﬂﬁﬂﬂiﬁ) WO bz, ZOZEL
(ES a3 ﬁ)F%@Ef LTV D AREMEDS RIS TR Y | [BHEVEIZRRD biviahr o7z, T v b
i\ FRAENMIZ LR TR MED VM 23380 b T, -ﬁ%ﬂ%ﬁﬁﬂ WO HLNICHRICBIT S
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BREEE (AUC) (T, BRARBREES & ILEL T, T v FTO019f%, &7 v FTO014f5TH

277,

[R% EARIL

(1) AFNIORRA & B &ZBEST 2 OBIRYEII 520272 > Ty, KERMIESREMNF (FDA) 12X
B IRATENT OFER FLC A ABEOIRAIC X 0 ARBIEITA DY 27 RERT 25 alREEN RIE &
NTNDHZEnb, FHEORTHIIHEL TRIE LT,

2) (3) & F TOEEIH LM > TOARVR, BIERTHENRD LN TND I EPLREL
77
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1.9 —MMIBMICRLINE
MO71754 - EH/N kY ¥

1 JAN
Rk 6 4E 4 A 22 HOEEBAFHERICB O TLUTO L S IIRE S, PRk 64 10 H 3 B AT K47

S5 L mmEInT,

JAN: (HA4) EANRY
(F44) Vigabatrin
== (AAAL) ()47 2 -5~k iR
(F44) (+)-4-Amino-5-hexenoic acid
L STEER ;
NH>

H,C=—CHCHCH;CH,COOH
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2 INN
AL r-INN & LT, Suppl. to WHO Chronicle, Vol. 39, No.5, 1985 (r-INN list 25)(Z i ST 5,

INN: vigabatrin
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X o & 5 5
Y61 0A38

SFHWEMRUEEERREDE B

BLEEARBRAFARRRREE

BEX o O MBI > WT GEAD

St BEREE—ROB/ERILPEDS > LYHIZ D&, FLR—BHBHLHR I RY
CRZ2OLBVEDLOT, HTAOS A, R3O ERBASH—BRHBTH - L5
BEOEFE | dfv. BEFHCAMNAAERERV VW, 2B, JIFR1E2. EXGSH
HWELZEBWCJANBREEINLY, EXINNEOBEXHKLNIEEEDO S 5 ME
RoWT, gL, IR2E BEEQRJBURESILSVWTIANMRESL, » INN&
OEEBHEONNL I ENBRREN YR >VTELDLDOTH B,
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¥ & % =
JAN (B%%)
JAN (3t &)

B-1-13k
BEsoYrsSLn

clopidogrel sulfate

6-3-2
BN

vigabatrin

5-3-6
L H

zalcitabine

6-3-7
N

tretinoin

B
1 [ |
_ N © M 504.
ClH EOCH:
o)
NH:
|
1,0 = CHCHCH, CH2 COOH
N2
N |
OF =N~
HOH.C 0 ’
- M
Ch; C-a2 CHa CH;

¥EAFLARER, TORMEXEEKYP>VWTINNMEDLRTVWEREBTS S,
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SANOFI

/716K Et

HJ 1) JLELS & 500 mg

110 BE - BESOREBEAHOE LD
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LI0ER - BIEFOHEEEEEHOELD

M071754 - EH/N Y ¥

\.

FNEEEEEHOFT LD

L2248 - 34

(£)-4-7 2/ -5-~Ft Bk

E=

H,C=—CHCHCH;CH2COQH

NH2

heE - R

RETANA

Ri& - RE

BE, FR4AUEOBRFEICIE. EA/NRY > ELTLHS0 mgkg 535 %A
5. BEOEKICIELT, SEULDRERZEHITT1IHREE L LT50mgkg &
HBAGVWEETHEYT 54, 1 BRAKRSE(L 150 mg/kg XIE 3 g DLVTAMELNA
FHEAGWIEEL, WFhb 1B 2EIZH . ARBEBRLTEORET 5,

RIEZFniEE

TREEUHR
MES - 8

FiK: EANMY Y
BE|: EANRY UESE500mg (EA/N R & LT 500 mg)

ot (o B3t E)

EEY/RE

P

B[R O

~ A

i3

2500 mg/kg

it

2500 mg/kg

7k

i3

2500 mg/kg

i

2500 mg/kg

A X

i3

> 1000 mg/kg

i3

> 1000 mg/kg

P L

i3

> 1000 mg/kg

i

> 1000 mg/kg
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110X - BIXRFOHEEEREAEHDFELD
MO71754 - EH/N kY ¥

iRt
BpFE | &S5 | &L | BESE MM | AR
HART | ®&E% | (malkg/H) | (mglkg/ H)
Zv b 3% # | 30,100, MERE - Sk | B, BRI HIEOK
A 300 FoTUW | EEINEH L OB AT &, M
AN PEE O EFEE, /IHEAE D%
fadl Je O RsZE M
£ X 3% #»no | 30,100, IR ;30 o, BEARE, DVE, BE
A 300 BOJD &L O RERD . SR
B, ~®/ s k= b
7 Uy O, ALT (GPT)
DIETFTRNALP @ & I (%
SR, HHRIEDY) DRk, M
figk D& M e, B HE OB fEAE A
DRI
a4 v 1% B | 500, 750, | ik T, R, REARIRE L OYRE
A 1000 <500 DB, ISR ORI ZE i
* 1 30 M U 100 mg/kgl F D97 BEAHAR 7 AU AL 23 FEHE S AL TV 7R N T2
&
R | &5 | &S | B E MM | TR
Wi | R | (malkg/H) | (malkg/ H)
Zwv b [12% | &1 | 30,100, BERE (REHININH], ooz haft (FF
A 200, 300 <30 W/ INIM R TERZ I <0/ M [al D B
H)
q X 12 % | # @ | 50,100, BHERE —i@MED ALT (GPT) DI T,
A 200 <50 AE (M=, H1ERIED) O
Zefafl (BEHS PNV )
% 64 | #&nQ | 50,100, R #{E, ALT (GPT) DIET. X
300 100 R DOZER (BEEE N7 IE)
ERNOEREERIZE T, REF 23 FIdh 195 (82.6%) ICEMMEENZSHLN, =
Bl{EMR HEMERIXEE R MERE 8] (34.8%) . 75=V72/ b3 V0RT7x5—EED
5% (21.7%) . FERAE 34| (13.0%) . BABEER 24| (8.7%) TH-o1=,
=1t B/ 74 %HKeHt
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SANOFI

Y/ 74 %A

Y7 1) JLE 58500 mg

1.12 HRFEH—E
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FEIFBD HRTE R

3.2SRE (EH/N 1 >, Sanofi S.p.A.)

3.2 T—AXIIMEE

3.2.5.1 —fixEH

3.25.1.1 &% .
e 3 = @ E B ET st EA TR B BEMS |FEEN
ARES s EEE | 80 HBRRIEEH 2% | sEak
3.2.5-1 [Nomenclature I- HAER | FHEER

3.2.5.1.2 s -
e S @ FEXIL | HEBEErk s EA TR E BEMS |FHEEN
ARES e EEE | 0 HBRRIEEH 2% | sEak
32.52 |Structure I- HEs | EEE

3.2.5.1.3 —fEH e e
252 apr] = & B %%X[i gﬁgﬁ%ﬁﬁ =+ == = % ‘1‘ En:g ng ﬁ; ”:/
ARES e HEE | 0 RBRRIEEH 2% | sEAk
3.2.5-3 |General properties I- HRER | FHEER

3.2.5.2 #li&

32521 ®EEE %

e O @ EFNIT | ABRER st EA TR E T BEME |FHEEH
ARES e EEE | 0 HBRRIEEH 2% | sEak
3.2.5-4 [Manufacturer (s) I- #HRER | FHEER

32822 8EAEZERUTOELR oy bO—L -
el D - EEFNIT | ABRERR St EA TR BT BEME |FHEEN
ARES e EEE | 0 HBRRIEBH 2% | sEak
3255 Manufacturing process HREY | SEEy

and process control

32823 EHMHNER S =
2250y = &5 B %%X[i gﬁ%ﬁ%ﬁﬁ S = o % g Erb\ ngﬁﬁ; *4/
ARES e EEE | 0 RBRRIEEH 2% | sEak
3.2.5-6 [Control of materials I- HRER | FHEER

32824 EETERVEZEFHADERE R TEER
2525y = & 5 %%’Xli Eigﬁ%ﬁﬁ HES D = o GEIES EIL‘.\ ESF i &
ARES e EEE | 40 HBRRIESH 2% | sEak
32,57 |Control of critical steps I- wmEy | SEEY

and intermediates

32825 JOtR - NYF=3 > /O REHME -
e D - FEXIL | HEBEErk S EA M- E BEMS |FEEN
ARES R EEE | 0 saaticalil 2% | sEak
32.5.g |Process validation and or I- srEs | Sma

evaluation

32S26 AETHEDHEDOERE T T
22y = &5 B %%2[3: giﬁ%ﬁﬁ S = o GEIES El:é.:\ §$ i &
ﬁ*‘l’%"? *mL E{}% ,EHFEﬁ ni%ﬁ%ﬁﬁiﬁFﬁ %% ’Z‘%ﬁﬂf#
3.2.5.9 Manufacturing process wpan | SEan

development
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3.2.5.3 4%
3.2.5.3.1 = Z DD DR
= SHER PIESE |20 0
anEs R HEXS | MR SERE BT Rl s
Elucidation of structure O~ e
3.2.5-10 | 1d other characteristics I- HNEH | FHEEH
3.2.5.3.2 I
_— =0 FEXIL | HEBEErk S EATEH-E BEME |FFEEH
ARES R EEE | 0 saaticedil 2% | sEak
3.2.5-11 |Impurities I- HEs | EEE
32S4ARENEE
3.2.5.4.1 AR RUVHEREGZE
_— =0 FEXIL | HEBEErk s EA M- B BEME |FHEEH
ARES i EEE | 0 saaticedil 2% | sEak
3.2.5-12 |Specification I- #HRER | FHEER
328542 REBAE (AR
P = EEXI | RRE rEa iR BEER [SmAN
AHES e HEz | mm HERRIEAH 2% | sEAN
3.2.5-13 |Analytical procedures HREN | FHEER
Analytical method ssewd | =g s
3.2.5-14 (Specific rotation) HREH | FEEM
3.2.5.15 g?i'zngj‘\')meth"d (Assay smEs | SRR
Analytical method a2 s = 7 2 s
3.2.5-16 (Vigabatrin impurities) HREM | FEEN
Analytical method ssewd | =g csw
3.2.5-17 (Residual solvents) HREM | FHEEN
32518 fAnatical method (I HREH | TiE
3.2.5-19 |Analytical method (Water) HREN | FHEER
32.S43HEBAE HWAE) ANV T—3Y
— 2= EEXI [: o E e im BEER [HmAN
ﬁ*‘l’%"? *mLE §1£% nigﬁ%ﬁﬁiﬁFﬁ %% ’i}%ﬁﬂﬁl
Validation of analytical
3.2.5-20 |procedures (Gas - ] HREH | FEmEH
chromatography)
Validation of analytical
3.2.5-21 |procedures (Liquid - ] #HRER | FHEEH
chromatography)
Trials to adoption
Pharm.Eur. 7.3 method to ) U~ S A 22 s
3.2.5-22 | rormine Potentiometric - Sanofi S.p.A. #HREH | FHEEN
Assay
Trials to adoption
Pharm.Eur. 7.3 method to
3.2.5-23 |determine - Sanofi S.p.A. HREH | FEEEH
content in Vigabatrin
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Trials to adoption
Pharm.Eur. 7.3 method to ) sewy | =g e
3.2.5-24 determine impurities - T Sanofi S.p.A. #HREH | SHEEH
content in Vigabatrin
3.25.44 Oy k94T
oo 3 = = FEBXIL | HEB&=Erk b Ea M4BT BEME |FFEEH
ARES " HEE | 0 isaaticedlil 2% | swak
3.2.5-25 |Batch Analysis Sanofi S.p.A. HREN | FHEER
Batch Analysis
3.2.5-26 |(Japanese clinical - Sanofi S.p.A. HRER | FHEER
batches)
32545 AR UVHBRAEOR UMK
e 2 2 =8 EENT | HBREM ShEA Do H-4E BEME |FHEEN
AHES s EfEE | w6 ekl 2% | sEAN
Justification of o2 s S 7 2 s
3.2.8-27 specification I- #HREH | FHEEN
- Y/ T4 K E1t EFEEM ey | s
3.2.5-28 |fERER (E€RE) I ﬂ AR 5 — HREN | FHEER
= O 7]
32529 [WEHB (£F) — ﬁ Vo AR PRAN | umen | mms
R
3255 FERRIIEEYE
e 2 2 &8 EEBNT | HEBREM ShEA T H-4E T BEME |FHEEN.
ANES e EfEE | mn RAERSRIE AT 2% | sEAN
Reference standards or s | = s s
3.2.8:30 | ol I- #HREH | FHEEM
3.2.5.6 BHERUEREFR
. - EEXT | HBRER st et 48 T BEME |FHEER
ARES e EEE | AR ST 2% | N
3.2.5-31 |Container closure system I- wHREH | FFEER
3287 REM
32S 71 REMDFELHRUKER
o 32 = @ FE&XIL | HEBEErk b Ea M4BT BEME |FFEEH
ARES R EEE | 0 HBRRIESH 2% | sEak
Stability summary and ey | =g e
3.2.8-32 |l sions I- #HREH | FEEN
32572 RREDREHARIEDIERR U ENR
e 2 21 =8 EBNT | HBREM ShEA T H-4E T BEME |FHEEN
AHES s EfEE | w6 ekl 2% | sEAN
Post-approval stability ey | =g e
3.2.5-33 protocol and commitment - HNEH | FHEEH
32S73REMT—4
e 2 2 =8 EEBNT | HBREM ShEs Do H-4E BEME |FHEEN
AHES e EfEE | w0 ekl 2% | sEAN
3.2.5-34 |Stability data Sanofi S.p.A. HREN | FHEER
3.2.5-35 |Photostability of vigabatrin Sanofi S.p.A. HRER | FHEER
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3.2.P HAl (M. WEXRHE)

3.2.p.1 HERUVUNA
e =8 EF S NEEET S sppa b BT BEME |FEER .
ARES e HfEE | 0 RSB 2% | sEak
Description and
3.2.P-1 [composition of the drug HRER | FHEER
product
3.2.P.2 HAIRFEDERE
SRERSE e NET TEED
AHES 25 AR SEREIES T il i
3.2.p-2 Z’ng?;;‘rf;?fa' iR | SRR
3.2.P.3 &li&
SRERSE e HET IEED
AHES e AR SEAEIES T il i
3.2.P-3 [Manufacture wHREN | FFHEER
3.2.P.4 RO EE
— = o HEREE stEe e R T BEME [FHEER .
ﬁ*‘l’%"? IEE ,ﬁﬂFEﬁ ni‘:ﬁﬁ%ﬁﬁiﬁl:ﬁ %% %%ﬁ*ﬂ'
3.2.P-4 |Control of excipients HREN | FHEER
3.2.P.5 HWHIDERE
—_— =a EEXIL | HEBEEE st e o4 BEME [FHEER.
AnES e EEE | ABRRIEBH 2% | sEak
3.2.P-5 |Control of drug product Ir HREN | FHEER
32.P53 WAL HWAE) RN T—ay
[ =s EESIEEET st e o4 BEME [FHEER .
AnES e EfEE | 0 ABRRIEBH 2% | sEak
ot e B T4 R R R
3.2P-6 |EEXENOENBRAEE ([N ﬁ H R S — HREN | FHEER
3.2.P5.4 Oy 5T
e s EF S NEEET S sepa e H BT BEME |FHEER .
ARES e AfEE | 0 isaaticadil 2% | sEak
Batch analysis (Japanese r -ﬂ s | 2w e s
32.P-7 |- AX ] HREH | FHEEH
clinical batches)
BB
3.2.P.6 FERRIIFEYE
[ = o EAXIL | REEEE e o 48 S BEME [FHEER .
AHES e EfEE | 26 ekl 2% | sEAN
azpg |peeence sensars o [ HNAH | FEAH
3.2.P.7 BERUEESR
[ = o EEXIL | HEEEE st e o 48 BEME [FHEER .
ANES i EfEE | 26 BRI 2% | sEAN
3.2.P-9 |Container closure system Ir wHREN | FFEER
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3.2.P.8 BEM

e =8 EEXIE | HEBREE st e o4 BEMS |FFmEER
ARES R EfEE | 0 HBRRIEEH 2% | sEak
3.2.P-10 |Stability HRER | FFEER
3.2.P-11 [REMHER #HREH | FHEEH
3.2.P83 EEMT—4
e =8 EEXIE | HEBRERE e o b4 BEMS |FFEER
ARES R EEE | 0 saaticail 2% | sEak
3212 Lo @ (Long term Ir I HRER | B
e i e 2 Y/ 7 %At EEHM ey | =g
3.2.P-13 |k EMHER I ﬁ RS S — HREN | FHEER
3.2.A Tt
3.2.A.1 EEMRER UEE
BLUEHLL
3.2.A2 NEMREEYE DT LM
[ = o EEXIT | HABRER St A4 T BEMES |FEER
RHES W EEZ | #0 BABRRHEBPR 2% | sEaH
3.2.A-1 |Appendices Ir HREN | FHEER
3.2.A.3 Al
BLEHLL
32R EBOEREH
BLEHLL
3.3 &EXM
BLEHLL
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4.2 SHERIREE
4.2.1 EIBER
4211 N EEMF 1+ S EHER

FARBD T EF

ey 31 - EEX(T | HEBRER st Ea T b 4E T BEMS |FHEER
ARES e HfEE | 0 HBRRIESH 2% | sEak
(1) Merrell International
. Research Center, Strashourg
RMI 71,754 (Gamma-Vinyl (France), (2) Merrell Research .
GABA) Expert Center, Cincinnati (USA), (3) 2% (A
4.2.1.1-1 |biochemical/pharmacologi v ’ #HREE | BEEFHER
calltoxicological B)
evaluation.
(France).
Biochemical and
toxicological effects of ten . sE (B8
4.2.1.1-2 |daily i.p. doses of y-vinyl L\:"eerr]g'r' égtrzrr:‘f;')"”a' Research | i wuw | memmr
GABA (RMI 71,754) in B)
mice.
Effect of chronic sx (N
42113 administration of y-V|_nyI Merrell International Research S é%tg—ﬁﬂ:
GABA on mouse brain Center (France) BR)
GABA metabolism.
Effects of y-acetylenic -
_, |GABA and y-vinyl GABA F may | memim o
42.1.1-4 on synaptosomal release ' (UK) HARR & EE;?—FET
and uptake of GABA.
YIRITEITHEMEH .
42115 [ERIZHTHEHAN) [ E‘/*"'-?’E\lj;)x b RUAZ ] Ew g
VHREERORSEOER.
BRARKETADATY
SER)ZRAWEH/N Y - -
4.2.1.1-6 © DT AD AR DS I (AX) HREHR il
&t
BRRETADAT Y M
SER)ZRW-EAH/N Y
42117 | TAMNAERAS (N L EEES HREH ESali
ZXLICETIERERE
ZFHRIFER.
Biochemical Effects of
acute and sub chronic . sE (B8
. 5 Merrell International Research I I 4R 2 o
4.2.1.1-8 |administrations of I Center (France) HREH |8 gﬂiaFﬁT
enantiomers of MDL H)
71,754.
Comparison Between (R,
S)-vinyl GABA (RMI
71754) and (R)-vinyl 5= (&4
o |GABA (RMI 71894) and Merrell International Research o i \
421.1-9 (S)-vinyl GABA (RMI - Center (France) HARR & EE;?—FET
71890) as antagonists of
seizures induced by
bicuculline in the mouse.
Property of the Sanofi group - strictly confidential Page 7
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Anticonvulsant properties
of R/S-y-vinyl GABA and S . sE (B8
. . Merrell International Research - o i 4 o2
42.11-10|y-vinylGABAIn 3-[N Center (France) HMEH | ® & RN
mercaptopropionic acid- H)
induced seizures in mice.
4.2.1.2 B R ZEIFEAER
2p 9 3 2 - EEXT | HBRER st oo b 4E T BEME |FTEER
ﬁ*‘l’g"? *a:TEE EEE% ,Eﬂ FEﬁ ni%ﬁ%ﬁﬁiﬁfﬁ %% %%ﬁ*ﬁ
i inMD—AZZEIRAER. EH 5
4.2.1.2-1 |Vigabatrin®— & 222 5% . (N —RGEI HREF %
4213 TEMEERER (—HEEHER)
2y 3 2 - EEXIT | HBRER st oo b 4E T BEE |FTEER
AHES e HEE | me EARRSE I A 2% | sxan
_, |General Pharmacology of BARAXZA K -IUFY - Lt I %
42131 vigabatrin. ILARRER (BXR) HiEH gl
Intrastriatal injection of
GABA-T inhibitors in rats: . s (B4
4.2.1.3-2 |dyskinetic disorders and g;:';glrl égtrtzl:(?etl)onal Research HREE | BREEFRE
their relevance to GABA B)
receptor blockade.
;llllge?lb?érX]B?dagi);nism Merrell Dow Research Institute, s (B4
42.1.3-3 y \- antag Merrell Dow Pharmaceuticals HREH | REBAT
of phencyclidine-induced BR)
I (France) H
hyperactivity in mice.
;I'thff;elc;ng;( glr:nt{:eGﬁBﬁ Merrell Dow Research Institute, sE (B8
42134 | ’ pup Merrell Dow Pharmaceuticals HREH | REBAT
size of the Sprague- B
Inc. (USA) H)
Dawley rat.
Merrell Dow Research Center, sE (B8
4.2.1.3-5 \I\//il:slcclg Argl:za:r:}tq&féects of Merrell Dow Pharmaceuticals #HREH | REBAT
y : Inc. (USA) BA)
Effects of vigabatrin on
cloned hERG potassium
4.2.1.3-6 |channels expressed in I (Vs» HREH Eodi
human embryonic kidney
cells.
Effect of vigabatrin on
action potentials in . =z
42.1.3-7 lisolated rabbit cardiac I (s~ HARH Bl
purkinje fibers.
i i & (BH
Cardiovascular evaluation Merrell Research Center, . 45 o
42138 of RMI 71,754-25. Richardson-Merrell Inc. (USA) HREH | & EH;?FET
Cardiovascular study of P——
42139 RMI 71,75_4 in Merrell International Research sEY | BEETER
anaesthetised rats and Center (France) BY)
dogs.
Property of the Sanofi group - strictly confidential Page 8
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Effect of GABA sx (g%
4.213-10 transaminase |nh|b_|to_rs on P é%tg—ﬁﬁ?{:
the hypothalamo-pituitary B
- (UK) )
adrenal axis in the rat.
GABA decreases levels of s (B4
4.2.1.3-11|{mRNA encoding prolactin - r HREH | RESFAT
in the rat pitui o (FRG) Eﬂﬂ)
pituitary.
4.2.1.4 BNZFHIEYBEEEREER
BagL
4.2.2 EMPREHR
4221 RERUVNYT— 3 VREE
e D - EEBNT | ABREM St EA TR M4BT BEME |FTEER
ANES i EfEE | w6 el 2% | sEAN
. F Merrell Dow Research Center
Analytical methods for (Report : ' ey | gao s
4.2.2.1-1 vinyl-GABA in plasma. : S sued mirrell Dow Pharmaceuticals HREH | FEH
date) )
Method validation for the
simultaneous
determination of total y- M Merrell Dow Research Center,
4.2.2.1-2 |aminobutyric acid and total issueF()j Merrell Dow Pharmaceuticals HREHR | SEEH
y-vinyl-y-aminobutyric acid date) Inc.
in monkey cerebrospinal
fluid.
Validation of a LC-MS/MS
_, |assay for the sy | ga e ey
42.2.1-3 | yotermination of vigabatrin l I - HRAEN | SEAH
in rat plasma
Analytical methods, based
on combined GC-MS, for
the determination and
quantification of the R(-) M
4.2.2.1-4 [and S(+) enantiomers of v- [ issue% Marion Merrell Dow Inc. HREHR | SEEH
vinyl GABA and y-allenyl date)
GABA and their
corresponding lactams in
samples of plasma
The synthesis of Carbon- mr Merrell Dow Research Institute,
4.2.2.1-5 |14 labeled vinyl GABA h l(REPOT o rell Dow Pharmaceuticals HREH | FEH
tissued
MDL71,754-C. Inc.
date)
4.2.2.2 IRIR
e O -, E B ET st e oo b 4E T BEME |FHEER
RHES i HEE | #6 PRSI 2% | sERY
Absorption and disposition
?nftf;/glsozrsaggn:n d 300 Report ( Merrell Dow Research Institute,
- i 252 ] %E 352 ]
42221 markg doses of (14C) l issued mirrell Dow Pharmaceuticals HAEH | SEEH
vigabatrin (MDL 71,754) in date) '
male rats.
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Absorption and disposition
of single oral and
intravenous 50 and 300 M Merrell Dow Research Institute,
4.2.2.2-2 |mg/kg doses of (14C) MDL ' issue% Merrell Dow Pharmaceuticals HREH | FEH
71,754 (gamma-vinyl date) Inc.
GABA) in male beagle
dogs.
Absorption and disposition
ic;]ftz?/glso?jrsaggn;n 4300 Mport Merrell Dow Research Institute,
_ H 252 ] ,—;; P3N
4.2.2.2-3 malkg doses of (14C) (y- ] K cuod mgrrell Dow Pharmaceuticals HAEHR | SEEH
vinyl GABA) in male date) )
cynomolgus monkeys.
Initial Pharmacokinetic
studies of MDL 71-754 (y- (Repor Merrell Dow Research Institute,
4.2.2.2-4 |vinyl GABA) in male ' tissue?j Merrell Dow Pharmaceuticals HAEHR | SEEH
cynomolgus monkeys after Inc.
. : date)
oral administration.
Analysis of vigabatrin in rat
plasma samples from
study DSE 2001-1068: 13-
week oral ocular toxicity 35 =
rats with an interim
necropsy at 4 weeks and a
4-week recovery period.
322%233221“353 I; f7ri)’n7w54 n (Report Merrell Dow Research Institute,
- 1 P AN %; SR
42226 toxicology study #300C- E cued mgrrell Dow Pharmaceuticals HREH | 2EEH
117. date) '
4.2.2.3 B
e D - EEBNT | ABREM st o b 4E T BEME |FTEER
ARES e HEE | RSB S AT 2% | N
Tissue distribution of orally F(Re ort Merrell Dow Research Institute,
4.2.2.3-1 |administered [14C] MDL . issueg Merrell Dow Pharmaceuticals HREH | FEH
71,754 in rats. Inc.
date)
Pharmacokinetic
investigations of (3H)- .
. . . Merrell Dow Research Institute
_, |vigabatrin (MDL 71,754) in (Report . ' TR T
42232 | 5 s administered K cuod mgrrell Dow Pharmaceuticals HREH | 2EEH
seven daily 50 or 300 date) )
mg/kg oral doses.
Concentration of vigabatrin
(MDL 71,754) in
cerebrospinal fluid 6 hours (Report Merrell Dow Research Institute,
4.2.2.3-3 |after the last dose in . issu?ad Merrell Dow Pharmaceuticals HREH | 3E2EH
monkeys which had date) Inc.
received 300 mg/kg/day
p.o. for 16 months.
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Toxicity-study of MDL
71,754 in cynomolgus (Report Merrell Dow Research Institute,
4.2.2.3-4 |monkey. Analysis of MDL . iSSUF()?d Merrell Dow Pharmaceuticals HREH | FEH
71,754 in CSF and brain date) Inc.
cortex.
Gamma vinyl GABA (RMI (Report Merrell Dow Research Institute,
4.2.2.3-5 |71,754) does not bind to ‘ issuF()ed Merrell Dow Pharmaceuticals HRER | &EEH
plasma components. date) Inc.
Analysis of vigabatrin in rat
retina samples from study
DSE 2001-1068: 13-week
oral ocular toxicity study in s =5
42236 Sprague Dawley rats with l - HRAEH aF
an interim necropsy at 4
weeks and a 4-week
recovery period.
Vigabatrin concentrations
Qﬂzlzti;grgﬁz';a;lzwd (Report Merrell Dow Research Institute,
B H S5l ,—2; 352 ]
4.2.2.3-7 dogs following single daily - issued mirrell Dow Pharmaceuticals HRER | SEEH
oral dosing for periods of 2 date) '
and 4 weeks.
GABA and vigabatrin
concentrations in the
cerebrospinal fluid of male Merrell Dow Research Institute,
4.2.2.3-8 |rats and dogs following - (Report  |Merrell Dow Pharmaceuticals HREH | FEH
daily oral vigabatrin doses issued Inc.
for periods of 2, 4 and 16 date)
weeks.
il)é'yr?:r:]g:attsoﬁgmztidy Merrell Dow Research Institute,
42239 "% 9 y (Report  [Merrell Dow Pharmaceuticals HREHR | SEEH
given 50 or 100 ;
issued Inc.
mg/kg/day. date)
4.2.2.4 K3
e D - EENT | ABREM st b 4E T BEME |FEER
AHES i EfEE | 86 el 2% | sEAN
Tests to determine
whether MDL 71754-44
\;v:t:JJiC:iler]sfls? tnhcee the (Report Merrell Dow Research Institute,
_ i A&y HEEH
4.2.2.4-1 cytochrome P-450 ‘ issued mgrrell Dow Pharmaceuticals HREH | SEEH
dependent drug date) )
metabolizing enzymes of
rat liver.
Interim report on the
absorption and disposition
ggslrggl:jeoigsagg 1:20((:) MDL Merrell Dow Research Institute,
_ - : 2200y HE Bz
4.2.2.4-2 71,754 (y-vinyl GABA) in l .(Report Merrell Dow Pharmaceuticals HRHREH | FEH
issued Inc.
male cynomolgus date)
monkeys, beagle dogs and
aprague-dawley rats.
Property of the Sanofi group - strictly confidential Page 11
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4.2.2.5 HEfit
EE A
4.22.6 EMEBEFAEMEEER (FEERK)
ZEEL
4227 T DD EMBNREAER
ZEGL
4.2.3 FHHER
4.2.3.1 BEIBEE SRR
N 8 FEXIL | HEBEErk st pa o b 4E T BEMS |FEEER
& 3] EY: U
ARES e HfEE | 0 ARRIEIBH 2% | sEak
Single oral dose toxicity of Merrell Dow Research Institute, £% (GLP
423.1-1 MDL 71’754.'118. and MDL Merrell Dow Pharmaceuticals HREH "ﬁﬁgz\ﬁ
71,754-130 in mice and | USA FRE ST
rats. ne. (USA) T8
;Ar‘]ff;ee?ir?ol nag;? toxicit Merrell Research Center,
4.2.3.1-2 studipes with RM1 71 ;’54 in ] Merrell National Laboratories, HREHR BE
. ' Richardson Merrell Inc. (USA)
rats and mice.
Acute intraperitoneal Merrell Research Center, 2% (GLP
42313 DX SN RV |y | Wierrell National Laboratories, | #tpafisy | HEEAA
! . Richardson Merrell Inc. (USA) )
fasted mice.
Acute. intraperitoneal L D50 Merrell International Research o
4.2.3.1-4 |of y-vinyl GABA (RMI- Center. (France) HRER BE
71,754) in mice. '
4.2.3.2 RIEES SRR
N 5 FEXIL | HEBEErk st Ea T b 4E T BEMS |FEHEER
& 3] By, U
ARES e HfEE | 0 ARRIEBH 2% | sEak
Dose ranae-finding stud Merrell Research Center,
42321 | on) 719754 in rgts y I I |V crre!l National Laboratories, HREH B%
' ' Richardson Merrell Inc. (USA)
VGB (MDL71754): 2-week .
4.2.3.2-2 |oral exploratory toxicity || g\éiztl: PZ;?:Z:]? g?;:g:;he HREH BE
study in rats. PP
Subacute toxicity study in Merrell Research Center,
4.2.3.2-3 |rats administered by h Merrell National Laboratories, HREN &%
gavage RMI 71,754. Richardson Merrell Inc. (USA)
Histopathologic re-
evaluation of retinal tissue.
Addendum to subacute Merrell Dow Research Institute,
4.2.3.2-4 |toxicity study in rats ] Merrell Dow Pharmaceuticals HREH BE
administered by gavage Inc. (USA)
RMI 71,754 (project report
T-79-02).
One vear toxicity stud Merrell Research Center,
42325 |°NeY y study Merrell Dow Pharmaceuticals HREH B
with MDL 71,754 in rats. Inc. (USA)
Range-finder study of Merrell Research Center,
4.2.3.2-6 |dogs treated for two weeks h Merrell National Laboratories, HREN &%
with RMI 71,754. Richardson Merrell Inc. (USA)
Property of the Sanofi group - strictly confidential Page 12
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Subacute oral toxicity Merrell Research Center,
4.2.3.2-7 |study of RMI 71,754 in ] Merrell National Laboratories, HREH B%
dogs. Richardson Merrell Inc. (USA)
Histopathologic re-
evaluation of brain tissue. Merrell Research Center
Addendum to subacute ! .
- AR 35
4.2.3.2-8 oral toxicity of RMI 71,754 _ h mgrr(elzjlsic;w Pharmaceuticals HREH SE
in dogs (Project Report T- )
79-03).
One year toxicity study of Merrell Research Center,
4.2.3.2-9 |MDL 71,754 administered h Merrell Dow Pharmaceuticals HREN ESali
orally to dogs. Inc. (USA)
Six month recovery
I?(!:tvr\:wl Zatogzg:g;l?:n to Merrell Research Center,
4.2.3.2-10 one year t.oxicity study of h Merrell National Laboratories, HREH B
MDL 71,754 administered Richardson Merrell Inc. (USA)
orally to dogs.
MDL71754 (vigabatrin):
Histopathological re-
evaluation of eyes to the
_1 1 |Oone-year toxicity of . =
42:3.2-111 Vi1 71754 administered I UK) HIEN s%
to dogs (project report C-
83-0013-T, report number
T-83-18).
Oral range finder studies Merrell Dow Research Institute, il EG§';P
4.2.3.2-12|of MDL 71,754 h Merrell Dow Pharmaceuticals | # &% fj?;fg;%i
administered to monkeys. Inc. (USA) ZER)
;')Eyiz::g? IJg):;]c;tr)]/ksétugy Merrell Dow Research Institute,
4232-13|"M Y 9 Y Merrell Dow Pharmaceuticals HREH B
given 50 or 100 Inc. (USA)
mg/kg/day. '
mgllﬂZsl;)z‘s::er;)tSrzlgnic Merrell Dow Research Institute,
4.2.3.2-14( " . I |\Verrell Dow Pharmaceuticals HREH 5%
toxicity study in Inc. (USA)
Cynomolgus monkeys. '
i'\r/lltz Ir-ianyrZeiﬁ:It?c)J(fn;c;%trk:)nic Merrell Dow Research Institute,
4.2.3.2-15 - . I |\errell Dow Pharmaceuticals HREH 5%
oral toxicity study in Inc. (USA)
Cynomolgus monkeys. '
MDL 71,754: Interim
results of a chronic toxicity
study in Cynomolgus Merrell Dow Research Institute,
4.2.3.2-16 |monkeys neuropathologic L I |\'errell Dow Pharmaceuticals HREH BE
observations after 16 Inc. (USA)
months of treatment with
vigabatrin.
mcl?rll_tg ;Lﬁt?;?r;ﬁfshjﬁ:gf . Merrell Dow Research Institute, i;ff\é
: o iy BIVER T2 70V E
423.2-7( Lo toxicity study L ] mgrr(elzjlsic;w Pharmaceuticals HREH i
in Cynomolgus monkeys. ' 8
Property of the Sanofi group - strictly confidential Page 13
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MDL 71,754: Review of
the chronic toxicity study in
;ngg]hogursn?&ﬂzeés Merrell Dow Research Institute, f;ff\'—g
: 222 4] GILF ZIVE
42.3.218| oot incorporating L ] mirr((ﬂls[’)a\(;w Pharmaceuticals HREH i e e o
consultants opinions after ' 8
histologic examination of
brain.
MDL71754 (vigabatrin):
Histopathological re-
evaluation of eyes.
Addendum to the 6-year
4.2.3:2-19|oral toxicity study in NN (N _ oy | e | 5%
Cynomolgus monkeys
(report 1-89-0009-T, also
IT-89-95) with interim
reporting.
4.2 3 3B EHEMLHR
4.2.3.3.1 In Vitro FXE&
N 5 EEX(T | HERER st Ea o b 4E T BEMS |FHEER
&¥ ] ERK: U
ARES e HfEE | 0 ARRIEBH 2% | sEak
Evaluation of RMI71,754
4.2.3.3.1- |(vinyl GABA) for Gruppo Lepetit S.p.A Research R 52
1 mutagenicity with the Laboratories (Italy) =
Ames test.
Escherichia coli
WPZuermammaIian- £E (GLP
_,|microsome reverse ey | REBENE
423312 mutation assay, _ (USA) HARH FRE G
preincubation method with 8
a confirmatory assay.
Evaluation of MDL 71,754 Dow Chemical Company, Lake 2% (GLP
4.2.3.3.1- [in an in vitro chromosomal Jackson Research Center p— SRERFME
3 aberration assay utilizing (USA) FRE G
rat lymphocytes. 8
Evaluation of RMI 71,754
(vinyl GABA) for
_|mutagenic activity with the .
4'2'12'3'1 gene conversion test in h f;ggf;;?g;“(tl;pf’ Research HREH 5%
Saccharomyces ' y
Cerevisiae D4 (English
version).
Point mutation test in
_=|Schizosaccharomyces Gruppo Lepetit S.p.A, Research I =
42.3.3.15 pombe on RMI 71,754 h Laboratories (ltaly) HPRH 5%
(vinyl GABA).
Evaluation of MDL 71,754
:)nvt;re g;:/r]heseozzmi;[sé- Dow Chemical Company, Lake f’}% (GLP
4,.2.3.3.1-6 y yp . Jackson Research Center HREH ﬂﬁlé”ﬁ
guanine-phosphoribosyl (USA) FHRE G
transferase (CHO/HGPRT) 8
forward mutation assay.
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4.2.3.3.2 In Vivo SHER
] 32 = @ EEBNIT | HBRE St Ee oo - 48 o BEME |FFEEH
ARES e HfEE | 0 HBRRIEEH 2% | sEak
Evaluation of MDL-71,754- Dow Chemical Company, Lake 2% (GLP
4.2.3.3.2- : g | RBRFENE
85 in the mouse bone Jackson Research Center. HREN | e
1 . FHREIS
marrow micronucleus test. (USA) o
H)
4.2.3.4 B ATRMERER
4.2.3.4.1 EYHAREFER
] 32 = = EENIT | HBRE St Ee oo 48 o BEME |FFEEH
ARES s HfEE | 80 HBRRIEEH 2% | sEAk
42341 gzz:qﬁ:é?nglittigydoc;se Merrell Dow Research Center, f;f(g\g
2.5.4.1- - : 3o AIVBRTZ70NE
1 MDL 71,754 administered h Merrell Dow Pharmaceuticals HREN R 48 A
. Inc. (USA) )
to mice.
Carcinogenicity study of Merrell Dow Research Institute, 2% (GLP
42341 . - ey | BBEME
mice treated with Merrell Dow Pharmaceuticals HREN | e
2 iabari FHREIS
vigabatrin. Inc. (USA) ZER)
Statistical analysis of
42341 tumor incidence in an Merrell Dow Research Institute,
=3 |eighteen-month I Merrell Dow Pharmaceuticals HREH BE
carcinogenicity study with Inc. (USA)
vigabatrin in mice.
MDL71754 (vigabatrin):
Histopathological re-
42341 evaluation of eyes.
L0049, 252y %
341" | addendum to I _ oy | R | e
carcinogenicity study of
mice treated with
vigabatrin.
Carcinogenicity study of Merrell Dow Research Institute, 2% (GLP
4.2.3.4.1- . : P HERZNE
rats treated with Merrell Dow Pharmaceuticals HREH | amms
5 iabatri PFRE ST
vigabatrin. Inc. (USA) BE)
42341 tsljtrit(l)s;tli(r:]acli(?enr?clisils gftwo- Merrell Dow Research Institute,
e . o I Merrell Dow Pharmaceuticals HREH 5%
6 year carcinogenicity study
o - Inc. (USA)
with vigabatrin in rats.
42342 BEAR (TR ENARERER
ZaiL
4.2.3.4.3 T DHDHER
ZaiL
4.2.35 EERESMHHR
42351 ZHMERUVERFE COMNPEFELICEHT 58
] 32 = @ EEBNIT | HBRE T BEME |FFEEH
RHES W HEE | #6 PRSI RT 2% | sEEY
Male fertility study with Merrell Dow Research Center, i;r(g\é
i 32y RIVBRTZT0NE
4235.1-1 MDL 71,754 in rats. h Merrell Dow Pharmaceuticals HREH R SIS
Inc. (USA) IER)
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Reproduction study with Merrell Dow Research Center, &% GLP
4.2.3.5.1-2|MDL 71,754 in female L Merrell Dow Pharmaceuticals HREH ﬂfzggﬁ
rats. Inc. (USA) TRER)
42352 fF - BRIRFEA(CBIS HEdER
e D - EBNT | HABREM st oo b 4E T BEME |FTEER
AHES i EfEE | #6 BB AT 2% | sEAN
42359 Range finding study with Merrell Dow Research Institute,
' 1 = |MDL 71,754 in pregnant L Merrell Dow Pharmaceuticals HREH BE
rats. Inc. (USA)
i 5% (GLP
42359 Morpho!oglc teratology . Merrell Dow Research anter, | mmrss
study with MDL 71,754 in Merrell Dow Pharmaceuticals HREN | ammss
2 FHREIS
rats. Inc. (USA) ER)
Behavioral teratology Merrell Dow Research Institute, 2% (GLP
4.2.3.5.2- - ! : ey | ERERIZHE
studies with MDL 71,754 Merrell Dow Pharmaceuticals HRER | ames
3 : FHREIS
in rats. Inc. (USA) ZER)
o Merrell Dow Research Center 2% (GLP
4.2.3.5.2- | Teratology studies with . ' gy | REBREAE
4 MDL 71,754 in rabbits. h Merrell Dow Pharmaceuticals HREN Ay
Inc. (USA) IER)
42353 HERIRUHAEZROFKE N TICBADREEICEY S5k
ey 31 - EEX(T | HEBRER st Ea T b 4E T BEMS |FEHEER
ARES e HfEE | 0 HBRRIEEH 2% | sEAk
Perinatal and postnatal Merrell Dow Research Institute, 2% (GLP
4.2.3.5.3- . ) | SHEREEAE
toxicity study MDL 71,754 Merrell Dow Pharmaceuticals HREH |aeias
1 . FHREIS
in rats. Inc. (USA) ER)
42354 HERZE AL -HER
ey 31 - EEX(T | HERER st Ea T b 4E T BEMS |FHEER
ARES e HfEE | 80 HBRRIESH 2% | sEak
MDL71754 (vigabatrin): 2-
4.2.3.5.4- |week oral range-finding Aventis Pharma Recherche- . =z
1 toxicity study in juvenile - Développement (France) HIEN BHE@
rats.
MDL71754 (vigabatrin): 4-
week oral ocular toxicity .
4.2.3.5.4- ) Aventis Pharma Recherche- - -z
5 study in Sprague Dawley I Développement, (France) HREH T
juvenile rats (from
postnatal day 4).
42354 Oral (gavage) repeated-
3 dose toxicity study of ] (USA) HREH B
vigabatrin in rats.
Pathology working group
(PWG) review of potential
42354 treatment-related lesions
2.3.0.4- . . & ES
4 in the brain of rats from an ||l (USA) HREH 5%
oral (gavage) repeated-
dose toxicity study of
vigabatrin.
Nine-week oral (gavage)
4.2.3.5.4- |repeat-dose toxicity study . =z
5 of vigabatrin in neonatal (USA) HIEN BHE@
rats.
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4.2.3.5.4-

Vigabatrin: Oral (gavage)
investigative brain
pathology study in the
juvenile rat.

-

#HRER

ST

4.2.3.5.4-

Lu 02-173 (vigabatrin):
Toxicity study by oral
gavage administration to
juvenile (pre-weaned)
Beagle dogs for up to 91
days followed by an off-
dose period of up to 6
Weeks.

-

HREH

B

423

423

6 B ATRA AR

ZEL

7 Z DD E MR

4.2.3.7.1 iR MEFER

ZEL

4.2.3.7.2 REEMHRE

ZEL

42373 FMRIBOMFEICET 3R

ZEL

4.2.3.7.4 IRTFERER

ENES

=

EEXIL
EEE

A

SER K e 35 AT

B8
2%

WA,
BEAH

4.2.3.7.4-
1

Vigabatrin® 7 h 7L &
FUSy MZBITREY
IRkFHERER.

4.2.3.7.4-

Vigabatrin® 7 h &)L
BT B5EMIRFHERER.

—

I (5 &)

HREH

HH

I (5 )

HRER

42375 REMOEEHRER

ZEL

4.2.3.7.6 T DE R

B

4.2.3.7.7 T D DEAER

ENES

=

EEXIL
EEE

A

SER K e 35 AT

B8
2%

WA,
BEAH

4.2.3.7.7-
1

Perfusion study in rats
treated with vigabatrin.

Merrell Dow Research Institute,
Merrell Dow Pharmaceuticals
Inc. (USA)

HRER

2%

4.2.3.7.7-

Vigabatrin (MDL 71,754):
Sequential neuropathology
study in Beagle dogs
during twelve weeks of
treatment with 300
mg/kg/day and sixteen
weeks of recovery.

Merrell Dow Research Institute,
Merrell Dow Pharmaceuticals
Inc. (USA)

HREH

5% (GLP

HerEsg

FHRE ST
H)

4.2.3.7.7-

Vigabatrin induced
microvacuolation in
animals: Further
neuropathological
investigations.

Marion Merrell Dow Research
and Development Centre (UK)

#HRER
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4.2.3.7.7-

Electrophysiological study
of daily administration of
300 mg/kg of vigabatrin in
dogs.

- (USA)

HREH

4.2.3.7.7-

Evaluation of flash evoked
potentials in vigabatrin-
treated dogs.

Dow Chemical Company
The Toxicology Research
Laboratory (USA)

HREH

4.2.3.7.7-

Longitudinal study of
visual evoked potentials
and somatosensory
evoked potentials in dogs
receiving daily doses of
300 mg/kg of vigabatrin.

- (USA)

HREH

4.2.3.7.7-

Longitudinal study of
visual evoked potentials
and somatosensory
evoked potentials in dogs
receiving daily doses of
300 mg/kg of vigabatrin,
phase II.

Marion Merrell Dow Inc. (USA)

#HRER

4.2.3.7.7-

Ex vivo magnetic
resonance imaging and
histopathological
assessments on the onset
and recovery of vigabatrin-
induced intramyelinic
edema in canine brain.

(USA)

HREH

4.2.3.7.7-

Histopathological and MRI
correlates of the initial
electrophysiological
changes associated with
300 mg/kg/day of
vigabatrin in the dog.

- (USA)

HRER

4.2.3.7.7-
10

Histopathological and MRI
correlates of the initial
electrophysiological
changes associated with
300 mg/kg/day of
vigabatrin in the dog:
Microscopic evaluation.

Marion Merrell Dow Inc. (USA)

HRER

4.2.3.7.7-
11

A short-term (90 day)
dietary and gavage study
of vinyl GABA MDL 71754
in Lister Hooded and
Sprague-Dawley rats.

HRER

&% (GLP

BBEAH

HERERH
T8)

4.2.3.7.7-
12

MDL71754 (Vigabatrin):
13-week oral ocular
toxicity study in Sprague
Dawley rats with an interim
necropsy at 4 weeks and a
4 week recovery period.

Aventis Pharma Recherche-
Développement (France)

HRER

ST
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Vigabatrin: 3-month oral
exploratory study (ocular
4.2.3.7.7- |effects) in Wistar and Long T s
13 Evans rats exposed or not (France)
for the first week of dosing
to excessive light.
Vigabatrin: 3-month oral
4.2.3.7.7- explorat_ory study (ocular R P
14 effects) in Long Evans
(France)
rats.
Vigabatrin: 1-day to 3-
month oral exploratory
4.2.3.7.7- |stud lar effects) i .
study (ooular effects) in wman | 6%
15 non-epileptic or pilocarpin- (France)
induced epileptic Wistar
rats.
Lu 02-173: 6-week oral
study — The role of taurine
4.2.3.7.7- |in vigabatrin® (Lu 02-173) o =z
16 and light induced retinal - (France) HPRH FF{
toxicity in the Long Evans
rat.
Vinyl GABA and
42377 enantiomers: 13 week oral
Lo . . & =
17 |(cavage) comparative ] (UK) HREH BE
brain toxicity study in the
rat.
Comparative oral three Merrell Dow Research Institute, £% (GLP
4.2.3.7.7- |[month toxicity studies with : s | SREREAE
. Merrell Dow Pharmaceuticals HREH | o
18 S and RS gamma vinyl Inc. (USA) HRESM
GABA in rats. ' 8
42377 Effect of pyridoxine Merrell Dow Research Institute,
‘ .1§ " |hydrochloride on gamma h Merrell Dow Pharmaceuticals HREN &%
vinyl GABA toxicity in rats. Inc. (USA)
4.3 SEXH
AENES FHARS E
431 Abdulrazzaq YM et al. Placental transfer of vigabatrin (y-vinyl GABA) and its effect on concentration of
) amino acids in the embryo of TO Mice. Teratology. 2001;63:127-33.
432 Altman P et al. Total body water: Mammals other than man. In: Biology Data Handbook, volume llI.
’ Bethesda, MD: The Federation of American Societies for Experimental Biology; 1974. p.1989-2003.
433 Bohlen P et al. The relationship between GABA concentrations in brain and cerebrospinal fluid. Brain Res.
7 11979;167:297-305.
434 Buckett WR. Irreversible inhibitors of GABA transaminase induce antinociceptive effects and potentiate
’ morphine. Neuropharmacology. 1980;19:715-22.
435 Chowdrey HS et al. Central inhibition by y-aminobutyric acid of the release of vasopressin by carbachol in
"~ [the rat. Br J Pharmacol. 1988;93:349-56.
436 Contreras E et al. Effects of the irreversible inhibition of GABA transaminase upon some morphine effects.
) Neuropharmacology. 1979;18:309-3.
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4.3-7 |[Czajka R. Central effects of endogenous and exogenous GABA. Acta Physiol Pol. 1978;29:193-205.
43-8 Gaucher D et al. Taurine deficiency damages retinal neurones: cone photoreceptors and retinal ganglion
"~ cells. Amino Acids. 2012:43:1979-93.
4.3-9 Gram L et al. Experimental studies of the influence of vigabatrin on the GABA system. Br J clin Pharmac.
Y 11989;27:13-7S.
4.3-10 Heim MK et al. Vigabatrin-associated retinal damage: potential biochemical mechanisms.Acta Neurol
~ Scand. 2012:126:219-8.
4311 Holm R et al. Rectal absorption of vigabatrin, a substrate of the proton coupled amino acid transporter
"~ (PAT1, Slc36al), in rats. Pharm Res. 2012;29:1134-42.
4.3-12 |Huot S et al. Effects of y-vinyl GABA on food intake of rats. Pharmac Biochem Behav. 1982;17:99-106.
43-13 ladarola MJ et al. Evaluation of increases in nerve terminal-dependent vs. nerve terminal-independent
' compartments of GABA in vivo. Brain Res Bull J. 1980;5 (Suppl.2):13-9.
4.3-14 Izumi Y et al. Acute vigabatrin retinotoxicity in albino rats depends on light but not GABA. Epilepsia.
~ 2004:45:1043-8.
4.3-15 Jammoul F et al. Taurine deficiency damages photoreceptors and retinal ganglion cells in
' vigabatrin-treated neonatal rats. Molecular and Cellular Neuroscience. 2010;43:414-21.
43-16 Jammoul F et al. Taurine deficiency is a cause of vigabatrin-induced retinal phototoxicity. Ann Neurol.
~ 2009;65:98-107.
4317 Jung MJ et al. y-vinyl GABA (4-amino-hex-5-enoic acid), a new selective irreversible inhibitor of GABAT:
"~ Effects on brain GABA metabolism in mice. J. Neurochem. 1977;29:797-802.
43-18 Kubova H et al Vigabatrin, but not valproate prevents development of age-specific flexion seizures induced
’ by N-methyl-Daspartate (NMDA) in immature rats. Epilepsia. 2010;51:469-72.
43-19 Le Gal La Salle et al. Abortive amygdaloid kindled seizures following microinjection of y-vinyl-GABA in the
' vicinity of substantia nigra in rats. Neuroscience Lett. 1983;36:69-74.
4.3-20 Levav T et al. Impaired synaptogenesis and long-term modulation of behavior following postnatal elevation
' of GABA levels in mice. Neuropharmacology. 2008;54:387-98.
4321 Levav-Rabkin T et al. A sensitive period of mice inhibitory system to neonatal GABA enhancement by
' vigabatrin is brain region dependent. Neuropsychopharmacology. 2010;35:1138-54.
4322 Loscher W et al. Effect of inhibitors of GABA transaminase on the synthesis, binding, uptake, and
' metabolism of GABA. J Neurochem. 1980;34:1603-8.
4323 Meldrum BS et al. Blockade of epileptic responses in the photosensitive baboon, Papio papio, by two
' irreversible inhibitors of GABA-transaminase. Psychopharmacology. 1978;59:47-50.
4324 Mesdjian E et al. Metabolism of carbamazepine by CYP3A6: A model for in vitro drug interactions studies.
' Life Sciences. 1999;64:827-35.
4.3.95 Nghr MK et al. Intestinal absorption of the antiepileptic drug substance vigabatrin is altered by infant
"~ formula in vitro and in vivo. Pharmacol Res Perspect. 2014;2:e00036.
4326 Nowinska B et al. Effects of vigabatrin on the skeletal system of young rats. Acta Pol Pharm. 2012;69:327-
~ 34.
4397 Okumura H et al. In vitro effects of the novel anti-epileptic agent vigabatrin on alanine aminotransferase
' and aspartate aminotransferase activities in rat serum. Arzneim Forsch Drug Res. 1996:46:459-462.
4.3.28 Palfreyman MG et al. The pharmacology of GABA-transaminase inhibitors. Biochem Pharmacol.
' 1981;30:817-24 (errata - Biochem. Pharmacol. 1981;30: 2385-7).
4.3-29 Qiao M et al. Effect of long-term vigabatrin administration on the immature rat brain. Epilepsia.
' 2000;41:655-65.
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Rodgers RJ et al. GABAergic influences on defensive fighting in rats. Pharmacol Biochem Behav.

4.3-30 1982;17:451-6.

4331 Sawynok J et al. On the involvement of GABA in the analgesia produced by baclofen, muscimol and
~ morphine. Neuropharmacology. 1982;21:397-403.

4332 Scantlebury MH et al. A model of symptomatic infantile spasms syndrome. Neurobiology of Disease.

2010;37:604-12.

Schechter PJ et al. Audiogenic seizure protection by elevated brain GABA concentration in mice: effects of
4.3-33 |y-acetylenic GABA and y-vinyl GABA, two irreversible GABAT inhibitors. Eur J Pharmacol. 1977;45:319-

28.

4334 Semba J et al. Potential antidepressant properties of subchronic GABA transaminase inhibitors in the

' forced swimming test in mice. Neuropsychobiology. 1989;21:152-6.
43-35 Shin C et al. Anti-seizure and anti-epileptogenic effect of y-vinyl y-aminobutyric acid in amygdaloid

hd kindling. Brain Res. 1986;398:370-4.
43-36 Singh D et al. Vigabatrin induced cell loss in the cerebellar cortex of albino rats. J Clin Diagn Res.

~ 2013;7:2555-8.
43.37 Sweet AY et al. Kidney function, body fluid compartments and water electrolyte metabolism in the monkey.

Am J Physiol. 1961; 201: 975-9.

4.3-38 |Tong X et al. The pharcokinetics of vigabatrin in rat blood and cerebrospinal fluid. Seizure. 2007;16:43-9.

Tran A et al. Vigabatrin: placental transfer in vivo and excretion into breast milk of the enantiomers. Br J

4.3-39 Clin Pharmacol. 1998; 45:409-11.
4.3-40 Tzuk-Shina T et al. The effect of vigabatrin on central nervous system oxygen toxicity in rats. Eur J
d Pharmacol. 1991;202:171-5.
43-41 Walzer M et al. Oral toxicity of vigabatrin in immature rats: Characterization of intramyelinic edema.
' NeuroToxicology. 2011; 32: 963-74.
4.3-42 Yang J et al. Vigabatrin-induced retinal toxicity is partially mediated by signaling in rod and cone
' photoreceptors. PLoS ONE. 2012:7:e43889.
4.3-43 Milh M et al. Transient brain magnetic resonance imaging hyperintensity in basal ganglia and brain stem of

epileptic infants treated with vigabatrin. J Child Neurol. 2009;24:305-15.

4.3-44 |Pearl PL et al. Cerebral MRI abnormalities associated with vigabatrin therapy. Epilepsia. 2009;50:184-94.

Plum J et al. The anti-epileptic drug substance vigabatrin inhibits taurine transport in intestinal and renal

4.3-45 cell culture models. Int J Pharm. 2014;473:395-7.

4.3-46 |Center for drug evaluation and research. Pharmacology reviews at FDA, Application Number: 22-006.

Lee H et al. Mechanism of inactivation of y- aminobutyric
4.3-47 |acid aminotransferase by (1S,3S)-3-amino-4-difluoromethylene-1-cyclopentanoic acid (CPP-115). J Am
Chem Soc 2015;137:2628-40.

Juncosa JI et al. Probing the steric requirements of the y-aminobutyric acid
aminotransferase active site with fluorinated analogues of vigabatrin. Bioorg Med Chem 2013;21:903-11.

4.3-48
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5.2 lERREB—EX

VD RTEF

—— =8 EEX(T | HERER R mEMEs |FHEEN
,é*‘l’g? *mL E{E% ,ﬁ,ﬂ Fﬂﬁ nigﬁ%ﬁﬁi’j}:ﬁ %% %%ﬁ*'l’
52 |EEREBR—EX - - - #HREH -
53 HBRHMEE R UVEERR
53.1 £MEKFHRBES
5311 NAAT7RA5EYT 4 (BA) HEBRMEE
P =8 EEX(T | HERER A mEMES |FHEEN
ARES " EEE | M il 2% | sEuH
A Definitive Study
Evaluating the Relative
Bioavailability and the 1990 4-
5.3.1.1-1 |Effect of Food on the ' HREH | 2EEH
. o : . 1990.5 1xJR
Bioavailability of Vigabatrin
Following 1.0 g Single
Doses (71754-1-C-017)
A Definitive Study
Evaluating the
Bioequivalence of 1991 11-
5.3.1.1-2 |Vigabatrin Administered as . 1091 11 S EWE HREH | 2E5EH
Uncoated Tablets, Film- ’
coated Tablets and Oral
Solution (71754-1-C-029)
5.3.1.2 WEBARBR R UV EYFHEEME (BE) HBRBEE
2y 3 2 &a EEXT | HBRER st o b 4E T BEMES |FHEEN
ARES e HEE | el 2% | N
A Bioequivalence Study
Comparing the Rate and
Extent of Release of 1991 10-
5.3.1.2-1 |Vigabatrin from Sabril * 1991 11 F HREH | SEEH
Tablets 500mg and Sabril ' K
Sachets 1g
(VIG/AUS/91/1)
5.3.1.3 In Vitro-In Vivo OBE £ #& 5 L F-EHBRBESE
B9
53.1.4 AYFMRUVEBLEHMOTERNREE
rp 9 3 2 @8 EEXIT | HBRER st b 4E T BEMEs |FHEEN
AHES e BEE | EARRSE A 2% | sEan
Simultaneous
determination of (+,-) y-
vinyl-y-aminobutyric acid 1992/1/7
_; |(vigabatrin) enantiomers in (Report o %
53.14-1 human plasma by gas _ issued _ HNEH el
chromatography mass date)
selective detection (GC-
MSD).
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Simultaneous
determination of (+,-) y-
vinyl-y-aminobutyric acid
(vigabatrin) enantiomers in 1992/4/6
_, [human plasma by gas (Report [ P
53.14-2 chromatography mass issued _ HREH %
selective detection (GC- date)
MSD) using the internal
standard S(+)y-acetylenic
GABA.
The validation of the 1995/5/9
_, |enantiomers R(-) and S(+) (Report e %
53.14-3 of vigabatrin in human issued HRFH %
plasma & milk. date)
Analytical method for the 1982/5/1
difg{;i':;tif: c?fntie R- and 1 Merrell Dow Research Institute,
5.3.1.4-4 |9 . ) (Report  [Merrell Dow Pharmaceuticals HREH %
S-enantiomers of y-vinyl issued Inc
GABA (RMI 71,754) in date) '
human body fluids.
LC- 2012/11/
MS/MSZRWL-E MM (I (15 2 =5
53145 fVigabatriniz2 ERIEE/N ([l 2013/9/1 I HRAEH =t
57— 3. 2
Method validation report:
Simultaneous
determination of (+,-) 1993/1/1
gamma-vinyl-gamma- 1
aminobutyric acid o =
53.1.4-6 (vigabatrin) enantiomers in - i(ssi?e?jrt _ HREH 5%
human urine by gas
date)
chromatography-mass
selective detection (GC-
MSD).
Validation of the analytical 1990/3/1.
procedure for the >
53147 determination of MDL - (Report - UK E sx
== 70171,754 (GVG, gamma- P z
; . issued
vinyl-GABA) in human
. date)
plasma and urine.
Determination of vigabtrin ;991/10/
_ |in human plasma by high- st =
5.3.1.4-8 performance liquid (Report I HREH 5%
chromatography issued
' date)
Determination of vigabatrin 1985/6/1
('Y;[S);;]i?jzn'zsm e |Bom 9 Merrell Dow Research Institute,
5.3.1.4-9 |P um using p WA (Report  |Merrell Dow Pharmaceuticals HREH 5%
column derivatization ENIH ; L
. . issued Limited
H.P.L.C (dansylation) with
. date)
fluorescence detection.
Vigabatrin (MDL 71754),
validation of method to
determine levels in 1992/5/5
1 |plasma/serum using pre- (Report . o %
5.3.1.4-10 column derivatisation issued Marion Merrel Dow Inc. HREH S5E
HPLC (dansylation) with date)
fluorescence detection.
Method No. WN295700.
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Interaction between
vigabatrin and ethanol in 1991/4/2
healthy volunteers. 9 (Report _— s
53.14-11 Determination of vigabatrin l issued HRAEH %
by reversed phase date)
H.P.L.C.
Validation of a method for
the determination of 2007-
5.3.1.4-12 [vigabatrin in human 2116-7/30 — HREH %
plasma by HPLC with
MS/MS detection.
Determination of
- . . 1986/9/1
\ljlr?r?:itsr::g(l\sg_cgjnii) n 22 m5 9 Merrell Dow Research Institute,
_ - % RIC : 25241 %E
5.3.1.4-13 derivatization H.P.L.C R (Report l\/.ler.rell Dow Pharmaceuticals HREH 5%
: . issued Limited
(dansylation) with date)
fluorescence detection.
Determination of vigabtrin ;991/10/
in human urine by high- o s
53.14-14|  tormance liquid ‘ (Report | | HHEH 5%
issued
chromatography. date)
532 £ FEREMERVW-EVSHEEEDHKRERESE
5321 MEEAHFEHABRREE
BagL
53.22 FRRBRUEYHEERARBRESE
22 322 - EEX(T | HERER st Ao b 4E T BEMS |FHEER
ARES e HfEE | 0 HBRRIESH 2% | sEak
In vitro assessment of the 2007/10/
induction potential of 19
5.3.2.2-1 |vigabatrin in primary (Report (G HREH ECi]
cultures of human issued
hepatocytes. date)
Sabril (Vigabatrin): In vitro
evaluation of Vigabatrin as
an inducer of CYP1A2 and éo(ggsfrt
5.3.2.2-2 |CYP3A4/5 in five fresh issueg wREH | FE
and one cryopreserved
. date)
primary cultures of human
hepatocytes.
5323t E FEKKEMEZR N -HBRBEE
BAagL
5.3.3 ERIREMENRE (PK) HEBRBRESE
53.3.1 BEHBREICSTAPKRUMBBREHBREE
22 322 - EEX(T | HERER st A oo b 4E T BEMS |FHEER
RHES W EEE | BRI AP 2% | sxam
A Definitive Study
Evaluating the Dose
Proportionality of i .
5.3.3.1-1 |Vigabatrin Following ﬁéiston igggi(l) Uiiztle:?r;(i‘l\l/;eg\lcal Research HAEH | SEEH
Single Oral Doses of 0.5, ' '
1.0, 2.0, and 4.0 g (71754-
1-C-014)
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5.3.3.1-2

Pharmacokinetics and
Tolerance of Single Oral
Doses of (R,S) -g-vinyl
GABA and s(+)-g-vinyl
GABA in Healthy Subjects
(71754-1-8)

1982.8-
1982.9

KA

HAEH

SEEH

5.3.3.1-3

Pharmacokinetics and
Metabolism of Vigabatrin
Following a Single Oral
Dose of **C-Vigabatrin in
Healthy Male Volunteers
(71754-1-C-027)

R.M.
Dixon

1991.2-
1991.3

Hazleton Medical Research
Unit, 7 A1) A

#HREH

SEEH

5.3.3.1-4

A Definitive Study
Evaluating the
Pharmacokinetics and
Dose Proportionality of
VGB Enantiomers
Following 0.5 and 2.0 g
Doses Administered Every
12 hrs for 5 Days
(Racemate) and
(Enantiomers) (71754-1-C-
015)

1989.11-
1989.11

| RS

#HREH

SEEH

5.3.3.1-5

Pharmacokinetics of The
R(-) and S(+)-Enantiomers
of g-vinyl GABA after Oral
Doses of the Racemic
Mixture of R,S-g-Vinyl
GABA to Healthy
Volunteers (82-DL-09-ST)

#HREH

SEEH

5.3.3.

2 BEICEITSPKR UM

DA

HBes

MBS

£

EEHEXIE
585

B ES
A

AERE R IG AT

BEMES
2%

AR,
BEEH

5.3.3.2-1

A Definitive Study
Evaluating the
Pharmacokinetics of
Vigabatrin in Patients with
Epilepsy (71754-2-C-018)

HREH

SEEH

5.3.3.2-2

Suboccipital Cerebrospinal
Fluid Concentrations of
Vigabatrin in Patients with
Epilepsy (84-L-41-ST)

1981.2-
1984.9

HREH

SEEH

5.3.3.

3 NAMERZFHE LPK

SRR EE

ENES

23]

EFEXIL
EEE

KA

SERE e 35 AT

B8
2%

WA,
BEAH

53.3.3-1

Pharmacokinetics of the
Enantiomers of Vigabatrin
in Infants and Children of
the Racemate (097-332.5)

G. Olive

1988.9-
1989.5

Hospital Saint-Vincent-de-Paul,
T2 R

#HREH

SEEH

5.3.3.3-2

Pharmacokinetics of
Vigabatrin in Healthy
Elderly Subjects Following
a Single 1.0 Gram Oral
Dose (71754-1-C-023)

1991.3-
1991.3

i- FAUA

#HREH

SEEH
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5.3.3.3-3

The Pharmacokinetics of
the R(-)- and S(+)-
Enantiomers of g-Vinyl
GABA in Healthy, Elderly
Volunteers after an Oral
Dose of the Racemate
(71754-1-7)

1982.8-
1982.8

I

#HREH

SEEH

5.3.3.3-4

Vigabatrin Dose
Proportionality and
Pharmacokinetics
Following Single Doses of
l1g,2gand4gin
Japanese Healthy
Subjects (JGVG-CL-101)

1990.7-
1990.9

#HREH

SEEH

5.3.3.3-5

A Definitive Study
Evaluating the
Pharmacokinetics of
Vigabatrin Following
Single Oral Doses of 0.75
g in Patients with Varying
Degrees of Renal Function
(71754-2-C-016)

1989.11-
1990.3
(CEAPS|
1991.7-
1991.10
(7AYh)

I
A4 xR
TAYH

#HREH

SEEH

5.3.3.

4 NERMERZFHEE LPK

SRR EE

ENES

1=

EENIE
EEE

L ES
KA

AERR M5 A

B8
2%

THAH
SEEH

5.3.3.4-1

A Double-Blind 4 Period
Crossover Study to
Evaluate the Effects of
Vigabatrin and Ethanol,
Alone and in Combination
on Psychometric
Performance in Human
Volunteers (097-WUK12)

nli

1990.10-
1991.3

1AFYR

#HREH

SEEH

5.3.3.4-2

A Study to Evaluate the
Effects of Chronic Dosing
with VGB (1500 mg BID),
Alone and in Combination
with an Acute Oral Dose of
Clonazepam (0.5 mg), on
Psychometric
Performance in Healthy
Human Volunteers (367)

1989.10-
1990.3

1FYR

HAEH

SEEHM

5.3.3.4-3

The Steady-State
Pharmacokinetic
Interaction between
Vigabatrin and Phenytoin
in Healthy Male Subjects
(VGPRO0260)

i

TAYA

HAEH

SEEM

5.3.3.4-4

Verification and
Investigation of Drug
Interaction Between
Vigabatrin and Phenytoin
(316)

uln

T REE

HREH

SEEM

5.3.3.4-5

Interaction Study between
Vigabatrin and Phenytoin
in Patients Suffering with
Epilepsy (369)

nlin

— EEIR

HREH

SEEN
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53.35/RE1L— 3 VPKERBIREE

ENES
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EEXIL
EEE

B ES
A

SER K e 35 Al

B8
2%

WA,
BEAH

53.35-1

Double-Blind,
Randomized, Placebo-
Controlled, Parallel Group
Study of Vigabatrin in
Patients with Uncontrolled
Complex Partial Seizures:
A Population
Pharmacokinetic Analysis
(71754-3-C-024)

T.R.
Browne

1990.9-
1992.5

Boston University, {11455%,
TAUN

HREH

SEEH

5.3.3.5-2

Double-Blind,
Randomized, Placebo-
Controlled, Parallel Group
Dose Response Study of
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