S5 2% —)LiE/MRFA2mg
5 2 2 —)LEE/MNR FAbmg
J 39 32—)L&E25mg

2 29 32— )LiE100mg
ICBET & H

AEPHIEEM SN FRIRLDIEAI R OCNEDOREIZT T 7Y « A3
2774 VRARHITIFRT 2D TH Y . HZIFHRE BEIEMSE LS
DEFBERICFIHT S Z LIXTE EEA,

G599« AR5/ o)Xt




F1BOBESEF—FK

2L R UBER
4 R b4 (Y

7% b U ¥ Lamotrigine (JAN) |3,5-diamino-6-(2,3- o /N\N

B&%= : LTG dichlorophenyl)-1,2,4-triazine

N SN NH,
BB R UBEHR
W&ag (BEPR) I
ACTH RIS BB AR V|
ALP TNHYKAT 7 4 —F
AUC (A PR — R bR T T
AUCy.y P 5-1% N IR £ C o m R EE — RER b T iR (N IHMEE OT)
C/D &€ F 2T TN,/ T 4 A8~ T )L (Chewable Dispersible) &
CL/F ROEREORMEZ VT Z R
Craax I e M PR
DHFR Tb B o ERRE TR
DMCM 6,7-dimethoxy-4-ethyl-B-carboline-3-carboxylate
EDs, il 50%F %0
EIAEDs FZERNIXUDI N7 0 U BRAGEFET D TANAIE
FAS B R DFERT R R
GEP 7 v b Genetically Epilepsy-Prone 7 = k
LDs, fill 50%ESE &
LGS Lennox-Gastaut fiE E#E
PTZ XUFLUT TV —)L
SIS Stevens-Johnson,” AT 4 —T7 L A « Vg vV UEERE
tin eSS R
tnax $5¢ ren IS A 8 1) IR ]
TRH BRI R L8 i AR V| v
UGT1A4 UDP-Z V7 ua ) )V hT A7 =T —8 (V7 a BRinBEESR) 1A4
RTAMAEDES
& = — W4

APT TEFNTxH FT4 K (Acetylpheneturide)
AZA 7247 I K (Acetazolamide)
CBZ 713~ 8 ¥ (Carbamazepine)
CLB 7 a3 A (Clobazam)
CZp 7 1} /32 (Clonazepam)
DZP 7 /34 (Diazepam)
ESM T h A7 X K (Ethosuximide)
FBM 7 = )LNA— | (Felbamate)
GBP H /3~ F > (Gabapentin)
LEV L _FF ¥ & L (Levetiracetam)




RTANAEDKES (HE)

& = — x4
NZP = hZE/XA (Nitrazepam)
OCBZ AR E L (Oxcarbazepine)
PB 7 x /J N)LE X —)L (Phenobarbital)
PHT 7 == hA > (Phenytoin)
PRM 7Y I K (Primidone)
ST Z)LF T I (Sultiame)
TGB % A 7 77 (Tiagabine)
TMO hU A% A (Trimethadione)
TPM N Z<— I (Topiramate)
VPA S algF s U A (Sodium Valproate)
ZNS ' =#% I K (Zonisamide)

AT 3R TAMAEDEAEHE (Inhibited group, Balanced group, Induced group)

EFRFIHZHRITFREIZONT

7 M) X OEYBEREIIOHIN AT TADNAIEORMHIC LV BEEREELZZITH, =

MCHESE, 7 MY XU LT CTADARRDIAA E 1T Inhibited group, Balanced

group, Induced group (Z531F AL, Z/V—TRICHIE - HENER D,

e  Inhibited group

7E b X OB EFEHILET 2 CANAIE L DMBE DY

e Balanced group

T7E M) ORPFEHEIILET 2MTAPAEBIOIE NI X7 vrm

Wt E 28T 2 CANAIKE OMAE DY

e  Induced group
ZERNI XDV 0 UG EHET DR TANARKL OMBEHE

TRIZ, OO TANATEOMAEDE L TE MY £ OHETEHER T & & DBIfR

ZIRT,
BRATADAZDRASHE L SE b X OREMFAEL OBK
FERN)X LT P TADAIE
‘ e | ey | BRATO | T
BRELCAD A | (o b | ORBANON | 10 n BT | e m i | e A
o e T Uk SRk il (mg/H) (mg/kg/H)
VPA ZNS, ESM etc. PHT,PCi‘gv[Z, PB,
Inhibited group 8 _ —
o O 100~200 s
Balanced group @) O S
S 1~10
Induced group o 8 200~400 5~15

O YT LI TADAEE | FISUIBEDH L2 %6




1.4. $HEFRR
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1.5.

15, ERXIIEROBEBRURHRORZE

Z% Uk, #E Wellcome Foundation t: (37 GlaxoSmithKlinett) 233 L7= ~U T
CUBREAT DRI TCANAEKTH D, EOERIXENMKENE Na' T v RV OBOARTE
PEALICER LT, RIEMHIE B OEIEZEBE S5 Z L2k ) Na T v Fu 2406l L, ik
HERENE A 22 AL L C 72 X g7 & OBV MRS Y BB A il D A . AR
DTHAINIFENR—=Z N EWflT 52 LI2L D EEZ BN TVD,

AFNE 1990 FIZT A VT > RTRRAES CTAMABREICHT 5 add-on LK & L C&R
ZEUS L CLCE, BIE (200843 A) F TITHRFTB00 5 ALLEDO TANABEICHEE S
NTEY, 20084 1 HEF S THRAIZOWTIE 104 # [E T, /NEIZOWTIE 93 7 [E THEE
BELTWD, o, BRINZHODICHARREEK S L THRENTWLIEGH Y FrZ/NEHE
WOERTANAL L THBILTWD Lennox-Gastaut JEERED T AW AFEVEIC X9 5 1RHE K
ELTH B0 ETERINTND, A, KBIZBWTAFZAKRBHGETDI2H20, L
TICAKIBAFE O 5K OVKRBHFEICE D £ TOREEL IR D,

151 FEREOES

1.5.1.1. TAMADEEKRR, fRRERBIE

1.5.1.1.1. TADADEERUSE

WHO DEFRTIE, TADA LT, TEEIERFEKRICIVEZZEBEOMOEERTHY
R DAL O 7 BLEE |2 SR 9- 2 EMEDRIE (TADARIE) 2#EME L, Thic
BAGICE AR R OB AE FOREZE) D] L ENTNAEY , RERO T Cl3xk b M
EOREWERTH Y, FEliv, AR, ML 2055 WA R E TR0 L Eh T
HHD0D, ZTOEEBIZOWVTIE, EERBZRENZ N,

TADADERIERIT, BIEEICKE BT 2B R OERELTH Y, @E., 202k
ORI, O K OFBIMEERZ 5] E 2 thogE (R, 7R E) Tikno &
QOKERIEERTZ L, KOOI CGEIEMXKI) 12, TADAERIERNNRD D Z
b RERERT D,

TADNIE, ZOIRERN ORI EREIRE ZGE 5 2 & O TERWERENE ORBEM:, F5%8
Pedo HUVNTFFEME) TADARE, KO B OREE RN L 9 D8 GEBEESD 5
WIEERETE) CTAMDABED ZDIZ KBS D, £7o, TADAREDOSE CGEIERD 121X,
EEHT T A A (ILAE : International League Against Epilepsy) D1ERL L7- [TAMASE
TEDEBE ) ¥ BNPH SN TWAR, O T, BEERBMEER, VR 4G K& O
VERIR I LoD 3o FEHEIZ IS & 1 My (AR, BAT I1E. 11 S5E K
P LI M) 1T RE < &, WIS TS (£151-1) ., TALARE
X, 2O ORMEREZFMIEEE L TR, R UREEZKE L, BMEICH () E8H
NnNHEWHS B LR EET D,
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1.5.

£ 1511 TAMAREOEKRSE

FIMSCHR 3) & —EBdk

L. #5 (. BPT 5ME

AR (bR 72w )

BAEMEE D FAE (Bl R 5 D)

C. o IRIMEEMRIEME

. EMFElE (R SOIIEREENE)

A RAPFEAE

B.I A2 m=—%/E

C.HRFEAE

D.REFEE

E.GRE R fLIE1E

FBAJEAE (RILFEAE)

M. OB E £ ERREC A AJENE
V. 38
1.5.1.1.2. TADADESE

TAPABERIT, HHRAND 04~1.0%, #5000 5 A& SNTRBVY | AFICBNT
b AT 0.82%, #9100 5 ADTAMABENND LHEHI SN TNDY |

TAMNADFEIFRERIL, LR R b2 <, B0 E TR DT 528, 505 CIx
HIMZER U, 605 LL LTI BNe>, —F . AWRERIT 10 E THIN L, Z D% 50 %

RET, IZTFITOICHER L, 60550 6 H O3 5"

150

1

100

(St >ois) #3FEHK
=

[\
o

(X 15.1-1) .

3.0

AR E

2.0

() f3ha - 3R

11.0

10.5
40 50 60 70 80
F W

FIHCHK 8) X 29 % sk

15.1-1 TAMA (REUEE) ORFEXR, RBERFERVERFER : £6H5

1.5 -p. 2



1.5.

RAERNZ R S D TAAE, SIREAN S EFREINCRIE L, REICE - THRIEN
LTV EEROREICRIFT 2 EBF T oD, BEFERICRBET 2 TANAEREIL,
R OVEEMNCIR T BE L0 D, RTADALEED 20~25%% 505 Y, 72
B, K151-21Z-T L5, TAPLADORIERIL, Flnd & bITERIIEN B FIED
EANEE->TVE, ZOMWEBRKEICE->TELLTL Y,

<UNIR 1SRRG > <HEAE 15~ 345 >
BED o Rk

oL B ER S S R 1R

o2
A%
Ao =—
e
WS Sl
o2 ¢
R R4
Ao n=—
Ty
al ys
HER R4 —riE2 i
s1E
SRR 357~ 64k > o285t
Ay o=—

B LR S R AE

SRR R AE

ZRESBIE
R AE
BB R

SIHSCHR 9) & —EReZE
B 1512 BMAEDMRIZETEBAREERVEBREFOIEDEND

—J7. INRTAD AL, FlfE IR R IR & B A ~3 2 & (BLT, AR E)
WIEB END, AR SN DD THEEO TANAOFRFREL L LT, KHBFUEFRE
(Suppression-burst % 1 5 FLIRFWI T A AMERIE) . West iEfERE (REACTAMNA) KR
Lennox-Gastaut JEEHES N H LTI Y | FKFETANAMIE L L TRIES ATV 5,
s 3L, OFEDIRFER1EH D, ORERBZE THD ., OFFFOEWEMRIENE ()
TAABRAE) BRBT D, @OFIFEHENFE V., OWEIRMERT 22T 25, ©f/BIZHAME
EEMES, QR THY PTHRARTHD, Vo LB LIZREEA L TEY, 15.1-3
W LT KD I ET 1T D0 T, K HRUE BERE— West JiE {5 i — Lennox-Gastaut Ji fi #f ~
EBATT D Z 1%\, Lennox-Gastaut JEERE X, AR AT T A D> AMERNIE D B & PEW) &
W2 BN, BIC, BEEMLIEIZIT., severe epilepsy with multiple independent spikefoci (4 5
PERGE R 2 b DEIE CTANA) ITBITT D 2 EAERNZ ), b OFREIIBED A
TADADREZEDD T ERRFICER END,
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1.5.

$£1%3#H7H~ 1@~

11,7154 51,7944l

(73.3%) mx b (54.3%)

< M FLE R —_— s g B —

1A HERED 5 (36.2%)
F1H3CHR 10) [ 6-3 & il

B 151-3 FREFETADAKEREICROONIBREFHNES

FEBIRTENE T A ANERGIE D X 5 728G T Ads A FENE R OB 72 i B 5 Sk 9= 5 &
AR X DA 7 & CHIZHIRICERA R ST TR, TADAMEREE (GEIER) 25 KM
BEREIR N A5l 2 L, BESmORENE L EHEIND, KET L&, EfEREER
FTICKRIMEREAME T LTV E V)| WO TREANZRIRMEFE S, D78, Fix OIF#EE
ZHWT, AIRIESCOIC TANARIEDRZ BIEL T b b 00, OFRERFEIEDR
FEHENEONTND Z &, OIBFIEFMEN S VERERNFET D 2 L. iR . ks
EEHAELTWDIEENEN &, REDMEND D,

PLFIC, EEMRIENE T A AMERIE DIRRED — > TH 1 . T DIGRITA RN R IHF 2K D &
LT % Lennox-Gastaut JSEfEREDIFAEIZ DWW TR LT,

<Lennox-Gastaut SE{&E >

HIEH (L LT, 1~68%) ([ L. FHNICEFRIICIET 5 B TAD A DR
ELTHmLNTEY ., BRERAHOERIKFETANAMMED —>TH 5,

(S PR NI P AE B D R AE (EMITTREFEAE & FEERURAPREAE) & i Lot
DOFMIREES R E L, WD TEE CHIENS TANAFIEERIRIEICH » . EROHELT
L & B ITHAIBERE DR BE & R AR IEE T A AMERNE ) L ERSh TV A, 20
BEICix, OMEFIE, BARIE L IEERKAFNE (2D &2 B LRIRE, BRI o R
Tl A2A0E . @FIEMKREOMIZIZIL, "dow spike-and-wave” A3 AL HERL, @FnREREE
B O ZEAE O EIEAIAT . OMAEDERED b D, BHRERE LT, EUVIREss
TER OFEEBLRABIAEN TR TH D3, DM, I 47 vm=—RE, KRB EREVANS
N R RS, SRERBIEEIAETSH 2 & (BEEER) N o0 M Ths, FIEHE
EixEm< 1LHEREILLE, BtEEBZDZ & mTiER, iz, BIETmERY, REERZ
MO FHI L, WREIORIENIEF TS, BIHMBEEL SRICED Z & BB THY .
FAEDIFRIT IR et 3 5 720, RN, BHeENER SRS,
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1.5.

1.5.1.2. TADLAVEBEBRORREUZDORER

1.5.1.2.1. TAMAVBEDORIK
BUFE, CTAMAOIERAEGE IR L, 5 70%DEF] TIEFEIERME ST s
TANIVBEDZ XA LA EE A TND OO, FEE~EE O %ﬁb i
E#@ﬁ%%%%k#é%ﬁ%ﬂ%ﬁﬁﬁﬁb\Thﬂhﬁﬁuié%@®kbﬁﬁua
DRATED | ERPEESOIMREE ., I3 E O b7 Sl X0 | 97 ROV TR
’%wf%@%@%é 7 ENTWD, 2070, . 258l Miéﬂm“ﬁ\fhﬂ
LRI D Z ElE, FELOHSNREROAL L LT, HE LR OEHOKSICE TRE
%&ibfwéo
BIZIE, CTADAEREOBRZIROBN TANALTH D Z & BFRA~EHT 5008 95 )Tk
MWD BEYOTFERTANABRER TN LD bND L aBER7=0" | —F CliaH
HE HREDBERTTANAE W IRBOTZDIINIZ L1275, ¥, EBRIZMES K57
EHFIENIMEFICHIT D Z LITBEICE > TARERZETH D, RAEBTH., KT
LG THLTANDATOHDZ L EE L, TIUDMEETDHZ EITHEARB AR L TWDHEE
H% <, FABEOBMARICEY, BIEARI LEZZ ERNZORDOANEICREREEL 525
LOBRGERS L Z L L RERBROMETHL EEZLND,
ZAUD OFFEIZIE, FIEO I ST — RN L ETH D,

1.5.1.2.2. TADIAIZHT IBREDABRERVETORER

1.5.1.2.2.1. TADAIZHT HREDBREZE
AIRICBIT D TADANTKTT HELEDIBRIEICIL, G RE I TANAIEKIZ L D15H) .
SEHITRIE L OV D OTEREN A BN TE Y . LLFIZ 3 ODIEERIEIC OV TR Lz,

1. EWAR MTANAEICKDAR

TAMADTERIL, fd L7z TTADNARIEOEEE D 1R LSRRI A 7051 T
Aﬁh%%&%fé%%%%#%ﬁ 2%, EIBFEIZE T, SERIERICHE DL TA
MAKDMAEDE, £, M AT AL S D P T AN ATEDOMAE DRI
MHENTNDZD, %WW@E%@EﬁﬁWbTEET%é

—EEICIE, APy (LLF. CBZ) . Aw7u&+ U (BLF. VPA)
z=hkA 2 (LLF, PHT) BHINTED | EHOREIEC ﬂbfizkbfcwiﬁﬂﬁ\
BRIEICKR L TIL VPA RN — @Rikéﬂf%@ TS DOPLT A AFE BHF| UL OF
FAHRGTHZLICLD, MT0%DEETTANARIEZa L Fa— LT 52 LN TED L
NTWD, B, FRIELZEFET DICHT VBRSO CANAREE 15121
w7,
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1.5.

#1512 REBRZLZRATADAEDER
SR SCHK 16) % 2 & — Rk

FE A i i 7 IRPUE - Zofh B S
ﬁﬁ HLRER ) FE A PHT, CBZ PB, VPA, PRM, ZNS, ST, CZP ESM, TMO
i

, PB, VPA, CZP, PRM, ST
AN RVALGAN - il il ) )
;]% TMERS oy e 1R PHT, CBZ APT. ZNS, NZP, AZA ESM, TMO
~ ZNS, PB, VPA, CZP, ST
1E —YREG A 3 3 , , f
WREIE AL AR PHT, CBZ PRM. AZA, M%E. 1pit ESM
PHT, PB
B : ’
R FEBLR AR 1R VPA, ESM AZA, TMO cBZ, PRM
o TMO, PB
fise HE R RSN VPA CzP, CBZ, AZA, ESM ’
% PRM, PHT
" A7 B =%l VPA, ESM, CZP PB, PHT, DZP, NzP CBZ
SR RS 1F PB, PHT. VPA CBZ, CZP, PRM, ZNS, ST, AZA ESM
i FEAE VPA, CzP PB, PHT, CBZ, ESM, ZNS, DZP, NZP —

APT: 7TEFNLT7 =R hFA RAZA: T XY 53 K,CBZ: IANSPEL, CZP: 7 0 F¥/84, DZP: VT ¥ /R4,
ESM: = hAZ I R,NZP: = hFEBRAPB: 7= /SN VEX—)L PHT: 7==rL ¥, PRM : 7 U I R,
ST: ZVFT L, TMO: U AX T4 VPA : L7 afiEh Y DA ZNS: Y =% I F

2. SEIBAR

I, F1EZ b 72 bR B DR aENL (TADLARMEER) ZRET 2A4ABRIRR
bR EZRT S0 H 5, EHETANAICI T 2RI R PEZRS YIBRIT . JRFEPHIZ T AN
ASFPEDFAE S D IEBNT RS 2 KA ERGIBRIN . SUIMRBERTIN 22 E3 TR S TR Y |
(AR AEIC SR AR T AL T 2 & 9 G a3, ABIRREEET 20 ERH 5.

L L7es &0 SRHEGIR IR O AE, FERERTE O PIREVE R OB AR O RHEFRIETDH 5 b
DO, FIEERIBALAFFE TS, PO FERBEIMICHEEZ 5 2 5 2 & 722 BRI e
BREETHY, FITADPARERICE2RBELN V= br— L REOEIEHI & VWoTed
BHICRESND EBEZBND,

ZHRBFIORFE TIZRAFZRFRPEFONTND bOD, BIFRY & (kO BERE D 78 2B
T2 EERER0 HLOWVIETR LARWEHHENE Z 2 TERH Y | Hx DIERTDOHZ)
PEDS EDRREN R E &R > THERT 2 Z SITEE LV,

REB, ABHERZIT O HBE Th, FLTANAEIC X 2 EWIRIR OB RPN LETH 5,

3 TODERE

PUCAMNAIENIER 2235-51%, ACTH (BRI EERIEALVE L) L B4 I B6KE
FEvk, TRH (HORIBHRE R L E L R e L) 8, miEr a7 U v (1gG) KEFEE,

N o BERE, B ERFITANAEE L OO T THOW SN D2, & D HE DI
REIZ KT 2 —EROIRE TS (West JEMEREIC KI5 ACTH L) LIAME, EsROA MR S
TR, BB L H Y | ZOEBIMZENER L5510, PURSER O &
25T, TANAIRO KBRS SE O TRIERES L THEA SN D ARt H 2503, TR
2B W TR, EROIRIFED NI D IREDEFR LR,
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1.5.

1.5.1.2.3. TADAITHT 2EMERICE T 55K DORE

TADAAEED AR B AIT, FIEDERITIE S 4, %W’ié%@%ﬁA%AV
TAXY v TDOBENMEREND Z L THDMN, AIRITBIT D TANADOERBDIEERIC
LLFD 3 50FENH 5,

1. MTADLAREDRIRFEDOFTE

TR K VK T0%DBED TANAFEER Y hr—LTE, BARIEIZIER S
N5HLOD, 70 DK 30%D B TIIREEMHINRE L Wb TEYY | ZhbDTAD
MFIEZ, TR CADAZIE] LIEENR TS,

—%®%Pfhﬂh%¢ 2t L CIIAVRHOTR IR 2 B8 T 2 M3 B D03, SMEHITEHE A
HRWEBFIR LTI, EWIREICEHD S 525700, EPIREICB O TL, 1GEORHH
OFTHBEANZERT 22 LIk, TAPAFRIEORE 2 ha— L3 aRBIZ R 256 b &
0. HEHRETADASDIEZRLIEL D 560 L HE SN DM, AMIZBWTITHEs CREICT
RSN TWDHHOERN DL BRIZ EHINTE 6T, RONZBEFOI TANAIEEH
WERIRERERL SN TWDORBIRTH 5,

KENZRBWTIR, FHPLTANAENERBGIZEA S 7202 A ORI & < fen 7oy,
20 Atz D 10X, 7 MU XU 2 F OB LWHLTANAEN Eifish, B3
DOIEEICHW SN REZRIE L TV D, Lo, AFICBW TR OIS TW DI TAMN
AT CBZ L OYVPA @ 2KIT, Wil 19704 F Tlz ki (CBZ : 1966 4F, VPA :
19754F) SN/ b DT, FALREIL 1989 F 12 =% I K (LAF, ZNS) | 20004FIZ7 =]
H L4 (LLF, CLB) @ 2FIMAGR SN2 2 R Th o7z, IR | ﬁﬂ&y%
¥ (LAF, GBP) BLWUhETZ~w—hk (LLF, TPM) AR INTZHOOKENIZ TERB I
TWAEE L OFBPILTANAIRIIA TIIRT B S Tunieny,

HKIZERBW T 17~ 18 IR E NI CAN A D —E A K 1.51-3 1T LT,

& 151-3 HRITETSHHIE 17-18 FRDE LR TANMARDEBIRRDLE

H A KE
1989 4= ZNS
1993 4= GBP, FBM
1994 4= ZERMIF
1996 4= TPM, 74 A7 x=hrA
1997 4= HH A VPA, TGB
1999 4= LEV
2000 4= CLB OCBZ, ZNS
2005 - TVINY v
2006 4= GBP
2007 4 TPM

GBP: HNXRUFV FBM : 723 A—K TPM : hET<=— K, TGB: ¥4 7 ¥, LEV : L XFF&H A, OCBZ :
X ANNREE L, VPA : 2V gt v U DA CLB: 7 B Y A ZNS: Y =% I |

2. INREIZBITRABOEE
KEFD T ADABE T/ NEINCRIFET 528, DRICBIT 5 TADLARIEDOEH R (KR
Lennox-Gastaut SEERE & FH Ly & 9 D AFRERTEIE T A AMEIREE) 23, RN O 38 EEfE
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1.5.

ol ST RSN H D, Lien- T, RYIRZK., FHNERPNEEHR I ND D, EERTE
JEENIRVORBURTH 5,

3. REBRICETSEMERDER

MTADAEIZ LD BIER =y br—Eh, BERIGIRN G ONIZEBE TN TH,
MTAPAEEREITDIEYIRAT 5 Z en3% < BlERG kT 2 88 bIHET 5,
BEFEOFTAMAIEDOEE TIE, BEFEHOANMEZ R KIRICHEIHESE D T2OITHEET D
TLPRBELRY | ZDOTOIZ B AGICRA 2 KT T RIEHOREA R BN 556
bdHo, TOLIIC, BWEMREBR ERIEOIFIONT P A% L W RINOAEFET LT L2 RIE
R ENTWDRBETIE, RIRGRICEBHRBAMEEZA L, MEICHEHTE 2 KA EE
o,

THRLDRMERE 2, EERBIS TIITANARELZMHE L, »ORERORBEZ 2 b
72—/ TE, HOWIEMBEERFOAARFZA L, Bk, EFETary hr— L ARRO#
B CANAFIEEAT HREREICH L THIREZTRTEH LI TADLAID BN EEN
TW5, oL, RETIE, M CREICIEEIRIZ /0 > TV A FEEDNMER TE 9, 237 0 LIl
%méﬂtﬁfhﬁh%ﬁ*tu%%%%®£m%ﬁofwé WAMZB T D8 LT
AINAEED B LWBR%E « ZGRIRIL & i35 &0 ARECTORMIEL, kDA R LT T V7
FENCHARTHENLE L > TOABIRGD AR,

BIS T, BEERIC L DIBIRD, TADABEROZEOFRE, FICITIBRICED 5 ER
EFEEEZHomESE TV RNEB R b, %%TA%A%%®%$®§Rﬁéﬁiéﬁm
T, 200545 H 26 HfI THARTANATE RO H A/ NI P 0@ T DIiitTAn
W CSE N DU ICHETAEYEE] Y NEAGEIE EE AR RS RS TIT,
it HEGH35HT&I&AEKT&%@%AW%f#(h#h%@i%%ﬁmﬁgm

1 REABMRESE TS, FARHEN TS, BARTADATFS R OH AN
%/\73%@%@1 i3, 2006$2H 13 AT THTANAMED RHRRA~OELEE] D 53,
F72 2007 4EI2AY 6 H 28 BAFC [/NRTADATRIRIED R AROEEE | 2D L L CHE

AFERE, EESNHREEOFEETHMES CQCBHI TS, —J. BATADNA
W6 h 20074 7 A 2 BATT [HITADAKOEGREEHEMEICR+ 2 HEE ) 2 pNgs
BAERRICEEFERE, EERNEHELOBFEEEHRESL QRS TWD, B,
HARTADAHED S DRINEOBEEEIMSIATEIE N ERK G ERE SRR AR LIT, #
L) MONT T 0 AI AT T4 UHRASHSE I h R ST\ b, 2007 F 2
SNTEELEET, WINLT7E NI 1K0ORERNGE LTEEEETHLIN, ZOHEHB L
L CHEFEERRB SN AN TF UL N E T — EBWT I H AR TAD AT D
JE LR L TR T/ NETANABE OIRIEIENRTERES N TND Z ENB5 T
%y

RE. HAMRIRFFSRER L TTAMAIBIRIA R4 0] P icknT, FE b
U XN TR TITIETR STV RN, FERIETE SAVIUTEEH T R E RN H 5 Z L e
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1.5.

5, () 2200 TRl 2.0 LOEEFEZOTIT, MoRIEOE SR L Ok 5
TEDSE BPFEL LTRSS TV D,

1.5.1.3. SEMN)XOOBEERUVERNY
VUSRI ORI OV A& FERGE IR M O REER E I D SR LTz,

1.5.1.3.1. FEERABRBREN L R-FHRUEAY
(1) BB FRAER OBIEFAEICKIS T 5 EE X OGN DEFETADAEYET LIZEBNT
PR EZ TR L, U FU O LINET S (262215H) |

(2) BALKAFE Na'F v RV OBNARTEHEACICER LT, RNIEEE» S OE1E 2 Bt S
HZEIZEY NaTF v v a U, AR 2 22 L C /v X U gle Kol
VRIS Y B & B 9 DR R, ARSI O T A ARR S — R N AT 2
LlZkBEEZLNTND (26222581)

1.5.1.3.2. ERERSERAED b R-BHBRUA AN

AFTIIZ IR T 5 EMEA X ONFDA IZBIT A FLCAN A (FUERE) ORGSR 7
A 2B (152228W) 12t-> T, BEOH TANAK Ta Y b — /L REOEIETAD
BB ERRIC, TF U XU % addon &5 L7ZBOERE R V2 EMEIC SN TRET 5
TN LT, FEhE L7 A BRRRBR OGN B Al L7ZBEFEOH T AN ASKICEIT S
SthOME (15.1.2321) Ik L T, ZEF MU X O addonfE 515, LFOEHFEE2L7Z6
THLOLEEZ LD,

BB, AFIZBWTTE MU FUHAFRGIZOWTOBREHL, BHETITo TuhiRuy,

1. SEFYFo®add-onFEIX, aY FO—ILFTBEORABETADAIZKL
B GEMMEETRT,

AT 7R, ZEEKR, WATHEREIZ Z 0 ME U7z B TR ek (BLF
LTG-2-037lk [x5 : 22 b r— L ARORAHHRTANABRE] 535125 H) 2BV
T, BEFEOPLTAMNAIIZZE MY X% 1 H 300mg (VPA FHHITIX 150mg) D#ER: A
#TCaddon b5 Lok, teER ( TEdGE) T ) LHE S NIEROEE)
X7 E NUXUBE 3%, 7T EREE24%TH Y | Bk EREEEEOHESMITBNT, 77
AR E L HARTHBEICEN LRI RD bive (p=0.0119) .

B2, 7 R X0 VER RGBT 80T — 2 2485 LTl AR (U
T, LTG-2-05# %k : 53523%M) 1T\ T, tEsR13 40%% R LT,

2. SEMJXODadd-onEEIEZ, aY FO—ILFBDIMNREEATADAICKHLTE

B EEIEERT .
AT ZNSKIR, HER, WATRER I K 0 MEt U7z /NS I AH beisakBe (LT
LTG-1-02 &k (x4 : =2 hu— A ARO/PNREHRTANABIE] 535135H) ITkBW»

15 -p.9



1.5.

T, BEFOBLCTADPARIZTE RN ¥ % 1 H 5~15mg/kg (VPA fFHITIix, 1~3 XX 2
~mwm)®ﬁﬁ%ifme&5LtF%\mﬁ PRRYGERE OHE SIS T, W

WA BERZNRD b (p=0.0009) , chEHILTE b U X8 44%, ZNSEE 24%TH Y |
7%%)%/mmm&5®ﬁ@ E. BEFHETH D INS ERIFEDS LITENU ETH D
TEMHRES N, FICABEICENRL TS Z RSN (KFERDZED 90%Cl : 7~33%,
p=0.0092) .

728, LTG-1-02 3 BRIZI, SWIRHNZAFFRET 2 EME T A A DR ToH % Lennox-Gastaut
JEGEREOBE BILAANDNZA, YiZBHE 2 U CER LR, A0 add-on £5-
I%. Lennox-Gastaut JEBEHEI T L BAF R FAEIMGI R 2~ LTz (254.73ZH) |

3. BEOHRTANLAVEIZSERNIX % addon BELIEBORELMETO I 7 M ILIE,
ARRVENTRKTHY .. BLEBREEET S,

1. CHDAR L7z LTG-2-0376k (5.351.2Z%M) 2BV T, 7F VU ¥ D add-on #51TiE
KT 2 B2 LILEMEE (LLT, 5%LL E23G%Y) [CRBLLI-AEFEGIL, IR, ZEED
F, BERADCERTHY ., WG 7T B RFGICHANT 25U EOBEETRHA L, A
BT IEER T CcokbhzE0EHRE GO 4 BIFEE TIE. 7 MY ¥ 0 add-
onFGAZIRIKT 5 & & 2 LIEMAEICRE LA EFEGL, EIR, FEED v, HE K
OREBTHY REOMm AR LT (274211158) . 72, 7% MU XUk 50012
B DL VERGRHMEFRE R TR, 7€ )Xo addon & G5ICERTL EEZLNRD
HEFEGOREE N OB RIL, EYE% GO 4RBROEE R & e THIN 2 6138
T, 7EF MY X0 add-on FEHITRAF R AN E R LT (LTG-2-05 36 @ 53523%
B

2. CHNA L7z LTG-1-0258k (5.351.3 %) 2B\ T, 7F VU F o d add-on & 512
KT 2 LEZONEMHEICRI LA EFRIIT, HIREKOFEED ENThHo7203, kL
LA TH 2 NS LR L RIRREOFRIME Th 7o, o, RMBIZBITLIFERT
TO#REG MK O 28BROFERETH,. 7F M ¥ 0 add-on 512K T 5
EEZDNWEBEICRE LA EFRIT, RABE 2R E U RSB AR & FIRk, BR,
FHEDE VR ORZE Tho7T- (27.42111281) . 7F b XU RGHICBIT 5%
éﬁ®l$ﬁﬂﬁ%%fm\?%FU?V@Mdm&@ﬁﬁﬁ?ék%i%ﬂéﬁi$%
DAL OFE BRI, B G- O 23R 0FG Rk & e~ THIINT 23R O H LT,
E hY X0 add-on F G B AR EZ R LT (LTG-1-033 % : 53526 2M) |

PLED X912, RIOBKRFERICIB T, BRAKOVNEEFICREL L -G EFEGIL, BB
@@@%Ti%ﬁ@%wf%b BB FHTE NI X OREWRET 0T 7 A VIS &
FEEDH D EB 2T,

WA CH, 7 RNUX U265 HEMES Lo ReM2 1L L TR L7z P42-16 &
B (RIHE . 7788) 2FEM LN, AEFRICLIBES PRI, JENIF U, 7T
EAREELE HIZ8NTHY, FEF NI FUREWEREEZATHHAITHD Z EBRHERINT
W5 (5351L7ZM)
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1.5.

B, 7 M) X UOREHBESREBETR8EE TIC, FNICHEELRLEFEENRRT D
Z E AR AN DOEERABRICB W THER SN TE Y, #508I3Z0RBUCEE T 4
D, 7F M FUPRETHER S NI-HKIZFEN L7z H34-105-C88 il (5.3.5.2.7/ref &
) Tk, WIHIAEZ T, B0 2170 2 LIC kY HE R EEE OB A K
EELND T ERHREN. FAVICBT 5 TE b U X BE56T O R EROS A RS 52
ICBWTH, FREORERINREIN TS (27421416 28R) . £1-. NEEEHETADA
BEIZBONTYH, KR OMEADOERBRICBNT, TF M X860 X 5 EE R EREE
DORBPHEEBR SN TND A, A TADABE LRI 22 R DB D, ?%%
U OFDERERFEICE S & | RETIXFERERE T ENE T S, R ETIRELC
BEIN TV, %h%x%f@%%iﬁﬁﬁéMTwé(zmznuﬁﬁ%)o%lﬁo
KENZIB W TR, RABEGAIINC T 2 EERFEE ORBLA KRR IET 2572012, #IHH
B OIS k2 Esr S5 HI TR G 4 XX 5 B £ TICIRET 28412 1> MLz
b O EEFBIGITRE L TV D,

1.5.1.3.3. BB TESERM)X OO

MEAMTIB N TH EMEA XU FDA IZB T 21 CANA (BUs) EOBKRHME Y A K7 A
v (15222Z%) I24E-> T, Wadd-on % 5—@0F 526 ARG ~D ) 0 B 2 >@H
e & BEBERICBRRE 21T > CT& 2, AFNL, #/ T EH S TREICHEERB L TRY,
TANARIEIZB T A HBRBRICESWIEFHERRBO N TWD, Fiz, BIETIHLLTO
EEWIHi 22 TR Y . TADAIREDH— XITHE SRPSRILEM T DTV D
(25.14%H)

DXBEIZBFZITFRNR— v YRHL FS1 Y

TXZN— AP ATA RTA 20 T, S RIEROERFNETH 5 mE R
AR, RMFEMER NI A7 1 =—FRAEICKT 55 RSO —> L LTTE b U F 30
v, IS, EOFMER ORE RIS U CEIR Lo WIBHR L L TRl ST\ D
(2514 [¥25.1-6~[¥ 2519 &) |

KETIEZE M) X2 FHTAPAVBEIC L THAR T2 2 LiIXTE T, §AlRS
SN TVDMDFLTANAIEN S DU FZ T EDP AR SN TWDD, KA RT A Tl
PR CTANDABE~OHEBNZE G PRSI D72 8, TADARBEOBFMAZE N OIE, & < G-
ENTWDZENMEAZD,

ZE MU XAR, AT SINZH CTADAEDFINERTRD LR NGEIT, RIZHA
THREGTHIEHEIELE L TRIRSNDMEECH Y, T2, FLCADAIRIZ L D HANRRIFICHE
IO TADPAIDOIE A EZ HBIC, T8 MU UNBIRENIMEICH D (¥ 1.5.1-
4) , BT, M, FRILE. IR D RTREMES B Dbl Ml SUTERRAOIZ 5 ek A A
THREFIIXH LTI, 7 MNIFUCOFERARHERESATHS,
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95% CONFIDENCE INTERVALS Trof 1st 2nd 3rd
Usually not appropriate Equivocal Usually appropriate V' Avg(SD) Chc Line Line Line
With VALPROATE
lamotrigine | <«Gum— 42 8.2(1.3) 62 90 7 2
topiramate [ | 42 78(11) 26 8 12 0
levetiraceram | 42 73(1.6) 29 74 24 2
zonisamide ] 42 7306 17 79 17 5
ethosuximide - 42 4.6(2.1) 2 14 2 33
clonazepam _ 41 44(19) 0 15 44 41
phenytoin . 42 43(20) 0 14 52 33
clobazam [ 27 43(L7) 0 7 52 41
phenobarbiral ] 41 41(L.7) 6 12 51 37
felbamare i | 41  40(23) 2 15 34 51
methsuximide I__'_ 35 3.6(L.7) © 40 54
vagus nerve stimulation | = 42 3.6(23) 5 10 38 52
oxcarbazepine | 42 3423 2 10 29 62
carbamazepine | . LJ 42 3.023) 5 10 17 74
ketogenic diet j__ 42 28200 0 2 29 69
gabapentin [ _| 42 23(1.7) o 5 14 81
pregabalin | [ | 22 2.1(1.8) o0 5 9 86
tiagabine [ ] 42 21(15) 0 2 10 88
vigabatrin | 33 21(1.5) @O 3 6 21
1 7 3 4 5 6 '] 8 ) % % % %
With CARBAMAZEPINE
levetiracetam kS 43 85(0.9) 70 95 5 0
lamotrigine | <Gm— [ ] 43  79(1.3) 42 86 14 0
topiramate [ | 43  7.6(1.1) 27 8 14 0
zonisamide - 42 6.9(1.3) 10 67 31 2
valproate/divalproex 43 6.8(1.5) 12 63 33 5
pregabalin 28 6.3(1.8) 7 50 46 4
gabapentin - 43 54(1.7) 2 26 060 14
phenytoin _ 43 5.3(200 7 28 51 21
tiagabine 1 43 42(1.5) 0 7 63 30
oxcarbazepine 43 4202.4) 7 23 37 40
phenobarbital ‘ I 41 4.1(1.5) 0 61 32
elobasam ; ] 29 39(1.7) 0 7 41 52
vagus nerve stimulation . | — | 43 3722y 2 12 44 44
clonazepam _|¥ | 43 32017y 0 7 28 65
felbamate \ Il 43  31(18) 0 9 19 72
methsuximide 37 2916 0 3 22 76
vigabatrin [ | 35 27(0.7) 0 6 14 80
ketogenic diet i B 42 2408 o0 7 12 81
ethosuximide ! 43 1.3(1.2) © 2 0 98
1 2 3 4 5 6 7 8 2 % % %o Yo
Key - equivocs] or secomd Fine
EEN - =i of choice, rated extremely appropriate by 5 50% - wsually not appropriate or third line
B - oooslly appropriaie or fist line [] = noconsensus

SRSk 27) S36 KON S39 Haik D[ & — e Al
E 1.5.1-4 VPARUCBZ L DOHRBEICEVWTRIRINSEHA :

KREIZHE T2 TAMAVEBREMR~NDERAEHAETHR
(BL: HRESRREE. BT ERERIRE. KM : SERIFY)
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1.5.

Q¥ Z K DBENEBERBEICEICTEMNIFUOEEN

TAMAIREETIL, FEOEAIH], BIEH OEBBIZ X % 83 O QOL [ LAk HAE T
HDHEEZLNDN, BIERBIIKT L TANABEORZERL L, — RO A L& R
DAETEEEDZENTEDLLICTLZENEETH D,

WM BT 25 < DEEFEBENS . TAMPABEICT TN X U EBAKRETSZ L1
k0. BHARAERERRDO LN TWDEN, Z 6 DORENREEZ LI TFIOR LT,

a. TAMAVEED QOL ZHREZHE S,
WA TR TAPARBRFICH LT TIE N X U2 ARG T HZENAETHY CRE
T OFTAPAEENS DY) B 212 X L BHAIR G2 T58) . QOL #E-lIZ vV /- SEALS Z
AT ERESELRE, BEFEOPTADAIRITH S TEE O QOL # Xt 5 Z & 3#Hs
ENTNHB2N0MRT 551 48M1) |

b.ERABEENDEEMN DI,

PUC A ABITRAEZ MBI 5 —J7, R 2406145 2 &1 & v iR Anikhe
DBENH I | $%®Eﬁiﬁ’i%%%¢%®ﬁ&5%\?%F)%/i@®ﬁfh
DAIEIZ LR TRREMBRE~DREEN D 72N 2 EAVRINTNAE® R (25145 W) |

cEVARBERESZICKY, %ﬁ%ﬁ(iﬂﬁﬁ)«wﬁ—ﬁﬁitbtﬁﬁénéo
HFIEOIRE (AL 128\ T, JERE BRI L SN TEHCBZ &, LV iIH
_%méﬂtﬁﬁﬁfhﬂh%(7%FJ¥V\GWK@BZ&@HN)k@%?%ﬁ%ﬁ
F (1515 . HEFLEHR, QOLENRAMICGIHMESNMEERE, TR XU %25
—RPHR LT RETH D L OfEmRARENTE®

—i—— Lamotrigine

10 —a— (Carbamazepine
- ——— Topiramate
£ o84 %A =——t—(zabapentin
= .
E’l
£ 061
S 04
g Baseline drug
2 Log-rank test statistic=22-15, Carbamazepine
=
a 02 df=3, p=0-0001
o A Gabapentin | 1.21 (0-09-1-48)
Lamotrigine | 078 (0-63-0-97)
0-0 T T T T T 1 .
Ti at 1.22 (0-99-1-
4 ! 2 i i i c opiramate (0-99-1-40)

Time from randomisation (years)

5k 38) @ Figure2 % — Bk Zs
X 1515 2HBHMICEITAE#RERVN\YF—FLE (3 CB2)
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1.5.

152. ERXIEROEE

1950 AN HIL T ANAIKDIER 22T TN D BRFICERRZHRIN &% 2 b b Bk
FERE ML Z D Z ENM B TUVWZ2Y, 19664, Reynolds 5737 = / 2% —)L (LL
T, PB) . PHT XO'PRM (LLF, U X NV) OEGEZ%IFTWD 45O TANAVBHEIC
WERRRZIENABND Z L2 WE LY,

1970412 AV . FE[E Wellcome Foundation 1 (31 GlaxoSmithKline t) (23T, ZEREN T
PP AFIEDRIEIZB D > TR Y | EERIEHZ AT 2GR TANAIELE 2V EDL O
TRV EDEFEIDO S LI, ERASHKIEEFER 2T 2bemaE ) — NMeat & LT
HIMCADAEDOBRRIZET Lz, TOHNLYE FuERE o (DHFR) LEEH %
BT D0 AV I BN 2UEER 2 R L, FiZ, Z0RWERZSGET 57201k
G2 Lo R, EU A I 50 & DHFRFLEMEANTE < . TADAZEIEMHIVER N
BATHD NI TV EREATLITTNIT U2 R L, TO%, MRLFERET ORE
R, 7F M XF U OPUEEEAIL DHFRBAFEEMIC L 2 b0 Tide < | BAUKFME Na'™F v
RV BT 5 2 LI K0 iR Ia A 2 e L S, B MR RS B O R A
TEHLZEIZKVIFEET L LRI,

ZD%, BWE AV SEEERRICEY 7 N FOOREMICOWTHR L, FIiZ,
SRR L OB ERBR OFER N LR O CADLAEKE LTCogAEZHI/A L, & b
~OEH R LT,

1.5.2.1. BB T SRFEOER

19 EL Y b bA~DOEENBE N, TF b XTI OB G IR S,
LN 281BEETH D Z LR ENEY , BELTE LY 72 o U iiadik s LTt s
e NAFTTRATEVT 4 IXFIRNE G L RIRRED 97.6% Th o7 (2722213%H) |

T D%, JERBUETSVE R O ERI K R 2 e 7 — h = KR4 v b & U729 RR
BROFER, FLCANAMERZ YR CE 2R PBO LN, HEEICCURRBHEEZ HIEL
T, BEFEOH CAMAIRTRIENTSICay ha— L TERWTANAERE 2 SR IC R
B BRAs LT,

FERIF AL, 1990FE11LH, TA LT 2 RIZBWTHO CTERREIRE L, 0%, &
ENZRBWTIE 1991 4F 10 H, KEICIH W T 1994 4F 12 H TP OAGRZ Bufs Uiz, ZiLA
e, 3 152-1ITRT LB ARFHDIEK ZIT-> TE Tz,
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1.5.

& 152-1 #HE., XKEISE[TSRFEOFER

IR A IRE
BN A FEAE 1991 4F 10 A 1994 4F 12 H
SRIEL A RIEAE 1997 4F 2 A 2006 £ 9 A
add-on % A o AE 19944 5 /1 20034 1 1
. SRR VR 1997 4 2 1 2006 4F 9 H
Lennox-Gastaut JiE B R 1997 4 2 H 1998 4 8 H
A AT 1995 4F 2 A 19984F 12 A, 2004 4F 1 H 2
e IR 1995 4 2 J1 -
MR A FAE 199542 A * —
R B TEAE 19954 2 1 —

1 LExBxs/hRE

2. CBZ, PHT, PB, PRM XiX VPA DWW i LAIZIRA L TV B N BRE I 1T 2 HAIRRE~DO ) 0 %

BUEDKIE S UK ENZ BT D 2EE -

T#H 15.2-31277,

R A FR 1.5.2-2 1R T, Tz, HELEHERFHEIZHOW

#1522 EERUXEIZHEITS%08E - 1R
fRE K

Add-onEiE (BAROD 25282 5/N0) Add-on ik (A KO 2L, E/h )

By T AE Ay FEAE

TEHEER S 7 AE Lennox-Gastaut SEEREIZ 1 5 & FE1E

TIRMEERRALFRAE TRIE ISR

SR B R AE

Lennox-Gastaut JEEREIZ 35 1T D FEAE
HFIRE (RAR QN 22 B2 5/0R) AL

B S FE A B FEAEICHT D CBZ, PHT, PB, PRM X%
PR FAE VPA DWW LA Z AR L TV DA RS
TR LIEE 231 B BARIEA~OE) 0 B x

SR E AR

% 1523 AR TANAEDHAEDLEIZCEEZTIENIFTOD

BARUVNECOHZHEERE
SE R XL LU BHCANAIK
i _ - " FaSWEIM4 RATO NRTO
B A | D o | vrovmtute | e | s i
e ST S > FOR il 2 A (mg/F1) (mgkg/H)
VPA ZNS, ESM 73 & PHT, CBZ, PB, PRM
o O — —
Inhibited grou| 1~3
o O o -
O — O 100~200
Balanced group O O O 1~5
_ O _
— — o
Induced 200~400 5~15
nduced group 5 o

) BRI TADAE I L—T

Induced group : 7€ ~ U XL DI 0 UG EFET D TANAKEL OFFH
Balanced group : 7E U ¥ DI N7 v UEEG ZFET HHCANATER O VPA L O

JEhY

XL A~DHBENH SN TIE R WL TANAED B OB

Inhibited group : VPA Bi#I0fH
O : BT 2P CANAEE LHIUIEROA L= 56
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1.5.

TERNYF MO TADPAREGFHALIZR, 7 8 20 CLIF (BAOK5HO®K
M7 V75 2) Bty 3T 2 CADLAROREREIC L W E#T 5, TRbb, 7
ERNIFDOINVT v U BEEEFET 55 CANAIE (EIAEDS) & Z7E RU X 20
L72BED ty, 1359 17T W . EIAEDs & VPA D& L T U X 20 L7ZIFD ty,

(¥ 34FEH) DR 12 TH o7z (27.222215) , —F, HHEKEBREICVPA L TE R
FUEHMLEROTE N X0 3B L2 70 L BHBICER Lz (27.22223%
R o L7edoT, oFtTANAIE OO T Cuit) 22 e 2 o2k, fFH7T 55
TANAEOTERIIE LT, ZENIXVOHBEZHRETIVNERD D,

B, KETIIMOE %~ THEB SN ME - HEE I35 Y | P42-05, P42-06 & U H34-
035-C86 7 (5.35.1.4,5.35.1.5 X} 535162 M) OAEN D, A TOHESEERFH &%
Induced group Ti% 1 H 300~500mg, Balanced group Ti% 1 H 100~400mg } T Inhibited group

TIZ 1 H 100~200mg & L TAGR STV, FRIERAIEIEDORIBERUSIIC A « /N
HE 1L52-4D X HITELI NI,

#: 152-4 XEIZETAIHRARVNMNERTOHE#HFARE

BA (2ELE) co | R 2~125) TO
HELEHERR & HELEHERR &
(mg/H) (mg/Kg/H)
VPA ff ] 100~400 ¥ /% 100~2001 1~5 ¥ % 1~3*
CBZ. PHT. PB. PRM L4t ot
VPA TANPAVEEZFH LT 5E 225~375 4515
FEOFH CBZ. PHT. PB. PRM %
BT LC 2 B 300~500 5~15

1. VPAHANZTZE M) X% add-on$& 595545

B [E] G K ETORRRE O 1.5.21.1, 15212104 < itdk L7,

1.5.2.1.1. ZETORMRBOER
(1) BADBRHERVZRIELBIEFREICKT S add-on FEDOEBIE (1991 £F 10
A)

198 FE0 S, BFEOHTANAETa Y ha— L RE G0 FENA 4EILLE) O N
BCANPABEIZTZE N XU Z addon& 55577 BAR%R, “EHEHR, 72 A4 —N
— BT & D ARBR A EM LT-, 3RRT Y i, 7 7tﬂ&5ﬁ?ﬂ:tb«“f—7% N
GRS BRI OB DT B, YO 1R D 1T\ Th, TSI
9\7@%@@ (1841) . ZE MU F L OFIMEMBINE L R IMANRD Sz, £z, FF
BEMRTFTTE M) XFUa28h L 213 BRE UG LIZEGE Cld, BEFOIICTANAITIE=
v b — LR B OREABEE T ADAERE D 32%I12BV T, EIXFEIEOHEFED 50%LL R L
7= (5.35.3.Uref ) |
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1.5.

INOORGEICH-SX . 19914 10 ., MhoH TANA I THIER 4372 N D535
VER ON IR ME AL R AEIC k9% add-on #&75 ) (2D CF 1.5.2-5 123 ik « & TARR
S LT,

% 1525 EETORAIZEITSHE - BE

1~2H HEFF =
VPA {Jf Fl IF§ 50mg/H (1 A 1[a]) 100~200mg/ H (1 A 2[a])
VPA FEGFFEE | 100mg/H (1 A 21A]) 200~400mg/H (1 A 21A])

(2) MYPREDOEFRICEIT HARME (199349 A)

AFFE %, VPA DFHABEFICIHE VT, VPAIEJFHBF TR TR ER ILICE DB DR
BHEENEWZ ERHA LMo, VPARTE MU X U OR@ELESTSZ LIk D
VPA DEREEDEAID 15 AMDFE MY o O MMEFPEEE R E D TIER VD) & OO
2, VI EL 50mg/H 1 A LE#EG L0 HIRWGHE (25mglEHa&E) & O TREZ O
BlZ a3 % H34-105-C88 5kl (5.3.5.2.7/ref i) %17 - 7z, H34-105-C88 il O i AT
FERND, 7 N X OUHHE S VPA JFHRFO G- H ILIZE 53895 DI BLF & ORI
FIBZZ S % Lo fEamiciE L, 199349 A, VPAFAIFD 7 & 1 U £ o9 H &% 50mg/
H1H 1EH5 1[E 25mg % b H & 528 E L=, Fi2 VPA FEGFH IR O #I1 & ¢ 100mg/
H1H2[E2550mg/H 1H 1[ENCER L7z (% 152-6) .

#1526 ZETORAICBITS2HELE

1~238 3~43 HEFF &
VPA 1991 4F7&EEME | 50mg/H (1 H 1[A]) — 100~200mg/H (1 H 2[A])
O FrI gegps | 125mg/H (1A 115) 25mg/ H 100~200mg/ H
1993 FRIIT | (1 (o) 25mg %I B 425) (1B 1) (1 H 1304 20)
VPA 3 1991 4E7& 805 | 100mg/H (1 H 21H]) —
PEFIRS | 1003 4E 75 Hs | somg/A (1 F 10 gt 200~400mg/ (1 I 2[ED)

(3) INRDOEHFAEIZKT B add-on FEDRZIE (199445 A)

INRTANASEIBIZBN T, SEEOHTANAIRIZ L BIBRNZE L ORIVER OBLEND
T LBMEDN SO TR N7 2 &b, 7F MU X UN/NETANAVBEIZHRA
IR & RO R 2R3 2 L 2 MIFF LT, BRRRBR 2 BAs L7,

19 E=NS, BEFOPFICAMNAETIIZa Y he— L REO/NREETANAREIL, T
T MY XAIEEMR T Caddon 592 5Bk (32241 [13 kAT : 2856411 . H34-061-
C87. H34-098-C88/H34-102-C88 } (X H34-073-C87/H34-092-C87 75 : 5.3.5.2.8/ref,
5.35.3.Uref ) 185353 2ref Z2H) ZHEfi L7z, SEBROREBRT VA >, Hik - HEEKOES
EENEL L T2 E L OFAIRNT 24TV 1258 LL T, 5L T, 6~7% D 7 )L— 72D
UWNCRRAT L7 5, 32%00> B 35% 0D B3 1T 50%LL EOFRIEHEE D N R b, 7 Y £
V3N D ER S FEAE K ORIEL R FEVED add-on LK & L THERI TH D Z &R EnTz,
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1.5.

INDBOGEICHESE, 19944F5 A, UNEOEHIEICRTT 2 add-on#EiE | O IE
(kB AR A # 1.6.2-7 (T vk - HETHRE LT,

*® 15.2-7 EETONMRIZEITHA% - AE

1~2 3~418 538 DL HERF &
e 1-5mg/kg/ A
0.2mg/kg/ H 0.5mg/kg/ B 1~28 I
VPA I Ef . - (A H 1% 21A)

(LA 1) (LA 1[H) 0.5-1mg/kg/ H §*>H4 & 2k 200mg/
. 5-15mg/kg/ A

veasgens | RSN T Z-BkaQJS?gim% (1 H 2[5
i 5K 400mg/ A

(4) BEFIFEDRZBIRE (19954 2 A)

WHFHAIEE THO OGN TW I TAD AN EICLZR2MEOB SN D LT L b dun<
HOTIE RN oT2Z Linb, addon 5 COMHRRAEE X T, 7F b ¥ OHAIRRE
ZHBE LB EZRG Lz, RACBWTIE, Fil CADAREEZXSRE Lz _EHEMmIT
FEMI L BRIC L 2 23 (RIHRIKIE4 4« CBZ, PHT) ROEER FTIE MY ¥ a2
H L7218 (7€ F VX2 100mgRE, 200mg ALK& TN CBZ ) (1ZRBW T, $h5 248%., 40
B IZFAEDTHER LTz B3 OFIE K O 551G 6 LRI O TRIEN BT 5 £ COR %
g U, et R & AR E ORISR bivic, HIZ, MAICBIT L 0FHEENPGZ7E Y ¥
> DHEIEE~OG) ) R R E O 135 FO/NNEZ2xtG & L THFEM T TIE R X
G U 5RBROFERIC S &, 19954 2 H | HAPRIEORhEE R £ 1.5.2-8 (2”3 kL -
FETEMEE LT,

% 152-8 EEICEIT3EFEEORAL - A=

1~238 3~4i# HEFF
REEBRD 25mg/ B 50mg/ A 100~200mg/ H
BN (18 11=) (1@ 18] (18 1E3% 2m)
26 125% | 0.5mg/kg/ A 1mg/kg/ H 2~10mg/kg/ H
D/ (1A 21=]) (1@ 18] (18 1\ % 2[E)

(5) Lennox-Gastaut FEf&E - & 2 RER VHEEMRRIEICHT S add-on FEDEZER
B/ (1997 &2 A8)

1980 -7 & i 3~257% O Lennox-Gastaut JEERE (LT, LGS) BFE ZXIRIZ, BEFOH
TADAIEIZTE N X% 16 M add-on B 5925 77 A% R, “EEMR, WATHERELL
B312 £ % 105-123 38k (5.35.1.92M) %Ki L7-fE R, FERME GRERBMREIE, B3
B, RERIEL I A7 v =—34F) ORIEHERAD RO IMEIZTE Y F 8T 3L7%

(Fe/IMi-692.3%, fix KM 96.2%) TH V., 77 REE (88% [fr/ME-934.6%, i KM
83.8%] ) IZHARTHEICEELHAD SE (p=0.013) ,

ZOFRICEESE . TLGSIZ X 2% ER OBRE MR IEIC A2 add-on ik | OIGIE
% 1997 4F 2 H B INEUE L7,
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1.5.

(6) NRIZEIFTHMAAER VHFIEEDEE (1999 4 10 A)

1998 4E 8 H DK EIZH 1T D LGS O BN, EER LB ORBBHEZIMZ 5 BT,
INROFIHIRER OWiEEEZ LIRS ER Lz Z LickES&, HERICBWTHRBOET %
1To7- (#1529 .

#1529 PMROVHARERVEHREDEEAMEDLE

1~2 3 3~4i# 538 LI HERFH &
T2 - Ll 1~5mg/kg/ A
1004 sk | C2MIKIH ) 0SmORGE G o g o (LH 1% 20)
(1A 1) (LA 1[E) > g
it fx K 200mg/ H
VPA | 19984 KIEIAGE 11; ingl;glz
@T_);H 1 1999@%%% ( i j( 200mg/El )
0.15mgkg/H | 0.3mgkg/H I~2Zkic Hf% kg/ i
AR 1E?D | QA1) | 03mgkgH ok mokg/H
2008 4 K [E45 X 1~3mghkg/ i
(LA 1% 2/)
5k 200mg/ H
o 5~ 15mgkg/ [
e 2mglkg/ H smg/kg/ 1~2 = ki
vpa | WOO4REVERRRE o) (LF 2[) | 2~3mgkg H o1& _@n 2k
FEDE fx K 400mg/ H
| 1008 4k EERR o6mgkg/H | Lamgkg/H 1~2 ki 5”(115le2’9; H
Ak N ES P = i
1990 ¢ H[E1 5T (1H 20H) (LH2[) | Lomgkg B 8% Sk 400mg/ B

1 7€ M) L OEYHMAEMERPAL N TRWIICANAEKD L AT 2551X VPA RO - HEICHEL S
2. KEICBWTIZIH 1T 2
3. KIENZEIT D VPA HLF G F R 38 & AR i

(7) BB HAEICHKT B add-on BED—HBEERERE
(20 = M A B : B&P)
Atk 1~24 % H OO FAERE 2R L LTEB S 2 o0 (CHEMILERRS
FORMERGRER) ORRICESE . BORIEICHT 5 addon FRIEZUERTD 25 £ 6
Bt 1Ly HUL B LR RHH 2 IR T 2720 O — AR KRB FE L2 E T TH 5,

1.5.2.1.2. KEITORBDOEE

(1) BRADERSFEIZKT S add-on FEDRKERE (19945 12 A)

1.5.2.1.1 17~ L 7= 25H T OBKRRBR A I E SO T, 19 EN SO RIELZ AT 5 TAD
WBEZEXRRICTE M) X & addonft 532577 R, —HEMR, 72 AF4— 13—
el K% 2738k (P42-06 }2 Of H34-035-C86 7l : 5.3.5.1.5 X UN535.16 &) KON F+&
AR, “EHEEMR, WATEER I L2 153Uk (P42-05546k : 53514 M) %L, &
ETOHFITHN 4385 P28 2803 73R E TEARBRKRBROBE L LT DA
e L7,

FBOWFE T, 1993 4R ICH[E TEE L= AL - H&EICHDLE T, YIRS T, &
IR AT D E (£ 1.5.2-6) 21T7-7= L T19944 12 ., [HRADESFIEICKT 5
add-on &k OE I CTHEFE 2 BE L7,
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1.5.

(2) Lennox-Gastaut fEIZ# (LGS) OEBEFEIEIZHT 5 add-on EEDKBIG
(1998 £ 8 A)

198 FRH, KEEFEHRIZZE N XU 2IFEMR T T addon# b L7 53R (H34-061-
C87. H34-098-C88/H34-102-C88 & 1} H34-073-C87/H34-092-C87 ik : 5.3.5.2.8/ref,
5.3.5.3.Uref }2 (¥ 5.35.3.2/ref ) DRAEIZFHESNT, /NETANABEIZHT DB
ZHFE L2, FDA LV ERMEOH 57 — & TERWizd, /NRTADAEE ~DTE)IS %

KRBT DI AR+ ThHD & DRI RE NI,

ZDH%, LCSERGIZ L7 7 AR, “HEMRHEKEER (105-1237 5 : 5351.9%
M) ZFH L7z LGSIZxd 2 s BAFIZ DUV T D FDA 2> 6 OB E IV S 21T - 72,

FOFHEDOWIET, AT 4 —T A« VgV AEGERE (IS) KON B AP E
(Lyell JEERE) 72 EOEE R EZ ORBBEE N LY O TRIL Y &2 EIZBT 2iamn
T, NRIZBIT 2HEERBIZORBBENRANIZHSTEWNZ & biEf Iz Z &n
5. EYEE RIS\ T (5335228 M) | I HELOWIEES L VKRS AT L
(£ 152-9%M) | 199848 A, [LGS DEMIFIEICKIT 5 add-on k] DG A TS L
77

(3) BB 34EIZH1+5 CBZ, PHT, PB. PRM X VPA & D# A L EEIFEE~ADYIY
HZDOAZEME (1998 F 12 A, 2004 %1 A)

ZAEIOFRRIEIC X DRIER., W EERKOIRE 2 7747V AOBRND, EEREL
BT CADAKDOBARENLEEN T2 ENnD ., A RIEICKH 5 BAPRED
B 2 BHAA L7, 1995 4F 2 A\ HE[E CHAIEE O AGRRSRHC W =BT B SR O/ &
2T, FEHMER LT DO T, FDA OZRZ 723 RER ClIZe o 7-7c D, 19944F 4
A BKENZIBWT PHT XL CBZ THa e & s S 7 W N 3 AR 2 )41,
£ hY X2 (500mg/H) XITEHE VPA (1000mg/H) % 4HFAEH L., &O 438 Wfﬂﬂ
XIXCBZ Mg L. 7~V XU OHFFIE~TID B2 2 “HEMRMERAREZITo 72, A
R E . AL T ELRIE U, RETORRICHWO N HH TANALRE %
WGl U ARBROkiE & Ak - AREOVZEMZ2FHMET 2720 0mHE LTHVY,  TlRA
TAMABITHRT D HARE ] OMIGE CHFEZIT 72, MHERMIC, 19984 12 A2 T
SFAEIZIIT D CBZ, PHT, PB. PRM & OB HAIRE~DOYIV 2] & L TRRE
PG L, F£7220044F 1 HiZix TVPA L OOFR D BAIRIE~DOE) Y B 2 ) 1220 T H KR
ERUF LI, REO L5 e RIBHE O BE I3 2 BANRIEO BN TS T X o7z,

(4) INRDER S FEICK T B add-on FEDREIRE (200345 1 A)
BEFFOPCTANAETITa Y bre— A AR (f951ELZ A 4EILLE) O/NREHGTANA
BEIC, 7F MY X% addon& 51257 7w, THEEMRLEIC XS 105-040 A5
(5.35.1.82M) ORREICESE, 200341 A, 2L ED/NEOEy CTA M ABEITK
2% add-on ik | OIGIEIC T D AR A BN L7z,

1.5 -p. 20



1.5.

(5) BARUV/NMNEDOBEMARRIECHT S add-on EEDKEHAE
(2006 ££ 9 B)

AR O 25 DA Lo/ NRRERAFEIEEZ BT 5881, 7F M) ¥ % add-onik 595
77 RAR, TEHER, IR EIC XD LAM40097 B (5.35.L.10 M) 23 Eli S
i, RRBRIZB W CEIREBRIEOBA R IEIX LTGH L N 7 B R T& 4
81.90% &% *42.97% Th v . MEEMICHEZNRD b, LTG OEMMEN RSN, DRk
FRICHEDS &, 20064 9 A, (2Ll EOSREHRIEIC KT 2 add-on &k O IGIEZ 33
HAREIBINEG Uiz, 72k, ARAGREBAFREZ, VPA JEOFHEEO L - RS EIZEEMIC
HEIN (L6l |

Yz L, AR OVNERIE IS 2 LTG OEN A2 R T 6D T
boleZ &nn, RHFFERTFICIR L. (27.631L105H) |
(6) MHARVEIZHT B add-on FED—EPEERBHE

(20l =M AR : E&h)

E%lNMwﬂ®%\%W$%%ﬁ%&LT%Méht20®ﬁ%( B MRS
FOEMRGHE) OfFRICHESE, HORIEICKT 2 add-onEIEZTERTD 2% L0 B b
E%1wﬁuimkﬁ%ﬁl%#kﬁétw®émwﬁ%m A I Lo, FADRE.
2000 =l /1@ B {7 T FDA X Y not approvable letter 28317 &4, 1~24 » HDIRICBITHH
itk L O et iﬁnf%@#otk®# @O, [ L ¥ —IR SN DS EIRI ) 72
[ D35 HNAUTKGE O Al eI H 5 & OFRI/R STz, ASREBIMPEN KR L S
tﬁﬁixra&ﬁy%®%ﬁﬁi0%%@%ﬁ DO DHHDTHY , YikiFiniEo B
RECHEF O EOBEN B -T2, HDHWIT, YEFEMEOBRERETIZII AY « "X 7 ¢
v NOART AR L SN2 TR, KE GSK HEIAR —EA H HEEE RO E
ERZIFROWNTNNOR S TS 2EENH 5 5% FDA M2 TWHN, [ ¥ —IiC
FLE Sl 2 OGS FEICKH L COIRIE L TRB 59, 4%, BEmAICER Z BRI 5 aT6E
PEIZFER I/ S0,

1.5.2.1.3. VHRAERVEHEZOETERUTREBOREXE

15211 K TN15212 250D LB | HERBEORALZMZ 5HMT, KA G&
1.5.2-10) K OVNE (3 1.5.2-11) (2B CHIH A & K& N E 0 E =M Thh iz,
¥, KEROEENZB T 25O HE - HEIX L6 TR LT,
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1.5.

%+ 152-10 RAOHPRERVEEEETNEOLE

1~238 3~4if MEFFH &
1991 4F 95 [F 7K Ry 50mg/ H (1 B 1[71) — 100~200mg/ H (1 H 2 [A)
] 100~200mg/ H
y: A
ven 1993 £E S [E A (1B 13 2[A)
BhA 12.5mg/H 100~150mg/ H
1994 FFK[EI&R (Ll 25mg &g Ay | 2OMYHE A LD (1A 20H)
. 100~200mg/ H 23 i% 100~400mg/ H
FE K [ 2R
1998 K EA T (10 1 2[)
VPA 3 1991 4F 5 [E /& R I 100mg/H (1L B 2[=]) — 200~400mg/H (1 B 211])
1993 A HE[E A 200~400mg/ H (1 B 2[@])
brR 1994 A=K E &R S0mg/F (1 1 1171) 100mg/F (1 11 2121) 300~500mg/ A (1 B 2A])

1L 7% M) ¥ L OFEVHEERBPP SN TRWITANAEKD LR LT 555

13 VPA DR O - FRICHEL S

2. KENZEBT 5 VPA HAIGFH RO HER &
F 1.5.2-11 /NROMPASERVEHIEEEETREO LR
1~2 3~4if 530 LA HEFFH &
L 1~5mg/kg/ F
. 02mgkgH | 05mgkg/H 1~23l = 4o
1994 45 52 [ KGR IRf N . = (1 H 13X 2[E)
(LA 1[0) (LH1ED | 05~1mgkg B8k Bk 00mg B
1908 4F K [FI7& TR 1~5mgkg/ H
VF’A1 1999 4E B [E 4 T (1B 1% 2[E)
v 0.15mgkg/H | 03mgkg/ A 1~2i = ki e 200mg/
1B 1M? 1B 1M? 0.3mg/kg/ H §oH4 & 1~5mg/kg/ H
2003 4F K 25 ik 1~3mgkg/ A *
(LA 135 2[H)
J K 200mg/ [
o 5~ 15mgkg/ [
2mglkg/ H 5mg/kg/ H 1~2 = ki
vpa | LOHESIERE | o) | n2m) | 2~3mgkg T o il 2t
FEDE fx K 400mg/ H
M| 1008 4E K E AR o6mgkgH | 12mgkg/H 1~2 = ki 5”(1155”"3"'%‘9; :
PLEE 5] 5] = e
1999 4 H[E]25 7 (LA 2[m) (LA 2[m) 1.2mg/kg/ o it £ 100mg/ B

1. 7% b XL OERYHEMERAH SN TRV TADAKD B Z T 585812 VPA PEHO L - HEICHEL D
2. KENZBWCIZ1H 13X 2[H
3. KEICE T D VPA BAIOFH RO MR =

TV B M O E A IS K BB 29T 5 LT R Vit TEE ST — 4| ﬁ
HThd, FA YT, 19904 & 0 $MIT5 2 GRS RER S AT 50 WiEsr S,
°¢&T®A&%E¢585lyﬂfﬁﬁ@%ﬁ@ﬁm%éhfwé Lﬁ%sﬁﬁ*@b
AVNTBTDHTE Y X HREHNIT D B EROSRBBIEOHER © 2% 1.5.2-121C
RLUT,

RS S AT A
LRt R S 1E 200 REL_ EOIEFBEOBMERRL, NER, HERE e TONEE & T
1,500 UL EDOZHER & EMEISEKE 2 & D . W XD R OB & A TP RIS A

BT A5 AT L

ko

* HTHAGRIE IR ICE S R
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1.5.

19934 6 HIZ KA Y CHARB SN TZE M X Ok - HEIF, KETORRERE (1991
) LE—THV, ROV AT ALY LM 144FEE (19 F) 127 E MY XU 28R
U7 4450 69 541 (WTHbHAAN) 12, ZF MY XFUCERTS B2 6D SIS T
Lyell SEERE DB R STV D,

RAZEWTEH 19 ER T ICEE & IR ENSRA L, B2l 247 5
ik - HRICERE SN, ZOfE, 244 (198 4F) (SR 2l EIE R e OGO #S 51,
ZE MU X UEFHUCES L2 7610600 241 (OWFALHARAN) ICETHA L, ZLIRIE
7 MU XU OFRBEGFINEM LI b0 0bbd, 20 64% * T 21,200 6)H 241 (W
FHHA) & FBER 0.01%Am 2D LT3,

bzt IAELZEEL, BN AT 5 AL - AE~OLEN, BEIEL
JE RS EF ORI KRELS FE LI bD EEZZ LT,

£15212 FAVIZBHFSSEFIFXFUOBREHNTOEERERCHKRIKDOHR

(ETh#& 8 &£/ *)
SIHSCHR 26) £ 7 &2 —HE

e ZE b X555 SIS/Lyell JEBERER A BIE CGEREBLE : %)

PPN /MR it PPN /MR it
198 4050 400 4450 5(<1) 0 5(<1)
1o 6925 635 7610 2(<1) 0 2(<1)
198 7021 694 7715 2(<1) 0 2(<1)

198 8131 804 8935 0 0 0
198 10119 1001 11120 1(<1) 0 1(<1)
190 12891 1275 14166 2(<1) 1(<1) 3(<1)
198 16060 1588 17648 3(<1) 1(<1) 4(<1)
20M 19291 1909 21200 2(<1) 0 2(<1)
E 84488 8356 92844 17(<1) 2(<1) 19(<1)

SIS: AT =T R« Va vV AEGRE, Lyel JEGERE « PRSI

Fo, BEROKEIZBW TR, AFIE GBI 5 EERIB OB 2 RRIB LT
% 12 ORI 2 Je OVl 5k 2 85F S8 5 B TR G- 4 T 5 B £ CITIRIES 2 884 %
1ty MZLELOEERISGA~EIL L TWD, AIZB T, EEMICRENEER
FGREERBUCIND Y A7 ARV BEM S E 57207 N o2 ik - HEY
BYEMICBRHAT2ZEREETHL EEXT, 7T MY X0, PEHIRORECARH B
IRV HEPREZRDZ E0n, TNEESFSE L0, B - 3R — KoY — 1T
bbH (A —5— Ry 7| UIEMICER ZEEEET RO Y —/L TRERES— K )
FEANTLHIEE L, YkadEc ) A7BICET 2 BE T ESE LRV IAALT ETHiEE
~EET A L L (256.225H)

1.5.2.2. AHIZEH T 5EEFEOER
ARINZ I 1T 2 BFEORRAEX A X 1.5.2-1 12777,

* HTRRGR G IR IR T X R
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1.5.

BRI H
v

WM I 1T % ATRIRIL

325 | JR3E

32p | B4

4211 | & BAHT DR

4212 | BIRAYERARR

4213 | RENESKERER

4221 | DAERONY F—v g v

4222 | WU

4223 | 43R

4224 | R

4225 | JEIE

4231 | HEIE G EMERER

4232 | B FMERBR

4233 | BIRFEMERR

4234 | S ASRPERBR

4235 | FFEFEAEEMERER

4237 | T OMOFEMZER

531 | WA

b ERRE -0
532 | @i RE

533 | FRARIEDENIEER

535 | AZMER O

AlBRERIN 0 ----- et ERR ]
s 8 T AR A AR S (Bl KA AEAEEM AR L oXRMERNO L LICEiiS vz,

X 1.5.2-1 BREOFER
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1.5.

TR | RBRE A

BN BT HAGRRIL

32s | K

32p | A

4211 | DN EEMT R

4212 | RIRAYFEFEEER

4213 | LAEMHARR

2221 | AHEROANY F—v 3 v

4222 | I

4223 | 5310

4224 | 1CGH

4225 | HEitt

4231 | HAEIE G FERER

4232 | KA HMERER

4233 | BEEMERR

4234 | D3AJFRERER

2235 | AEFHEEAE TR

4237 | TOMOEMERER

531 | AEWEEAIERER

b MR A3

532 | gm0 R

533 | HERARIEENHEER

535 | AMEROREMRER

—— a5 011 et ER ]

15.2-1 BAROEBRE ()
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1.5.

TRk | HERE A

MM 31T 2 KGRI

32s | JREE

32p | A

4211 | N EELT DB

4212 | BIRAFEBEGAER

4213 | HEMEIARR

IHTEROANY 7=y 3
4221 | |
v
4222 | WIX
4223 | S0
4224 | G
4225 | Pt

4231 | A G RMERER

4232 | KIEHE G HEMAR

4233 | EREERBR

4234 | D AJFRIPERER

4235 | EFERAEFEMERR

4237 | EOMOEFEMRAR

531 | ZEWIRAIERER

b M fhaREHE L

32 | pEteEORR

533 | EEKZEDEHRERER

535 | AMEROZAENRR

X 1.5.2-1 BAROEEE (K=x)
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1.5.

1.5.2.2.1. AFIZH T 5 FEBRERAROME

(1) YL - TEH

JFER DA E K O BRI 2 OWE 13 190 4F 20> D 958 C, JREE ) OVl oo S5
TIEOBRFHIEE R OCKETITo 7o, IR OBIA O R &K ORI EIL. 198 405
N & OV 5T CRlli 2 520 U, SR J OV T 0 JRS M OVRBR B IC R DWW TRRE L T2,

JRIEDZEMERBRIL, 190 F) D R E TR IR AT & O 2 B ds L. 208 -7
HENCHEGRBRZBRAE L7z, T OSSR, FEITRRE, KL TLZETHY, 1D
OFEMHEOBBIZ L THRETH S LS (23S7158) |

BIFN D2 EPERBR L, 5. 25 & 00 100mg #Ei1% 199 4E7)~ 5. 2mg $Ei 208 4E2> B EN TRt
B A BALA L7z, W ORE] S TFESRBR O MBS0 T CIRE, SBIx LTI L E Th - 7228,
PEIRICEEDRFRO bz, ZOZ &0n, RERARBROOEERIL PTPEEMLEZ T L 2
SULETAH—=AN—=T 7L, ZONEICHEBEANZ AN O TEBMLIZEZA, WT
NOBHF G TR LZETH -T2,

Pl EZEE 2, BfCEIERRRIL PTPEEER Z T VI = AETEH— =T v 7adk L |
Z OWEIZHLIRA 2 A= b 0, B 1AL (RS  fRERR] & L, AHIRIERE L2
otz (23P81BM)

723, 2 KON 5mg BEIEA 2 KE K OREE TR RA A E T E CTh o 72y, JiEpT A2 EN
WCERT D2 Lo icZ &k, EINRE S & s & o f 5t el 2 5EhE L 7=, 2
OFER, WS HICE LW TN oORBRIE B IO T HRREHNZ(LOZEITED DT, miE o
LEMIZFRECH D LW LTz, (23.P81EMH)

(2) FH&

Zh % HAHT 5 5BR T 108 = X 0 20 AR CHRER A CEm L7, 7 hU X3
O FAE R OVBRAEICKHE T 2 & B 2 BB T A ABITE T VB W THURAEEH
L, kX R 72T MZBWNTE, 2 KU T ORABIHEI Lz, £/, 4
HEDICB W THHUESEER 2R LTz (26.221%1)

Z7%E MU X ULBMKRENE Na T ¥ F AV ORWARIEMELICIER LT Na'F v v 28l L,
FREEABERE 2 22 EAL L C OV & X Ve & O BB MRS E O 2 95 Z LT &
DHERBIER 2 REBLT 5 EE 2 bz (262222 H) |

INHDOZ N, TN FURERICEB W TRAKR O NEORE A 222 4 T O TN
FIEOIRIZERTH Y . TADAFHEOERCHEIT 2P IETE 5 AlREE LRI S vz,

RIR A EREAR 13, 198 275 198 F F CRER A CEfE L7z, —MEERRICE
W, BHARRR K ONEEFICH L CEERE TERARO N b0, JUKEEH %2R
THERIZBWT, #EFFLONETIRHZ EORWERZ RS 2otz 2 & WS HARARER
MR - FEERER R, HLER R L OUKEMEHNIR L QI BE RS oo 2 &b, BFIEK
FEERAERZBET L REEITRVEE X b (262325H) |

LM RFE AR X, 20M AR (CSE[E THEM L2, hERGRRICBWT, 7T X137 —
JVEER A NE] L7y, FiRECORBETHY | BR EEERRIER 2387 5 AraetEifun
LEZONTE (2624%)
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1.5.

VLR BAERRBRICB W T, 7% U XIS EP T A ASKEOHUR S 4 1
L7 (26.25%M)

(3) BRAUR - ##0 - K38 - Bt

FyEieaERIT 198 4 LV 200 A COEE R OCKIE THERL L7,

~YUA, Ty b, AXKOVINLTOTE N FUOEYBIREE BRF LR, WIThod)
MTHRPUTESLNTH Y, v T AKTT v FTIXBEPEHRE ORI ET 7€ R
XDty DIEENHER SN, A XTOMBEFTE RN XDty (FoOBEM I 0 $ 5 <
ﬁwitb&ﬂ&gf%otoit\%w_ﬁﬁﬁﬁbtk%@nmiﬁﬁﬁﬁkﬂﬁgf
Hol-Z &b, BRIV LARBENT. (26433H) |

Y TOTE NI XOMBBITEIIEFTHY . MFFLY bEWVRECHEB L, B
B A T =GR ERRE . 7 b X 03MBEd & [RFRE O E TR HIHR LT,
HEZ v FTldon 787V VBT 5 LEZ LN BIBR~OER (26.4428) kR
Nice AET Y N TTENIFUIA TV EFMBREMEEGT D ERHERINTZ, £,
7y hTTE NI F BB EZERL, REICBITTHZ L, AITICBITTH 2 LRSI
7= (26.44%R) |

7y FROYILTTE RN F L, YIRLEEREHOREZ T E AL EZT RhoTc, v T A
LT » R THEEGEOR 50%0N RE(LEE L CRFPICHEES =, 7F b U X OMREHT
JREITCH Y, B P TTRIEESNTEREMITEM CHER SN TN D, LD FTOERH
%iNZf”?mV@EéW?%U ERTTERIFDN2-7 VT 0 U FRFIAIE~DA
L ZUGTIAA BT 5 Z EDRaSTe, A X TIEN-AFIURBEITHR Sz 2
iR %\ FEMNIFUORBICHEERNH D EEZ DN, 72, Ty MITE NI XU 2HKE
L7z & & OIFRIEER ISFHE R O FITA DN o7z (26.455/)

YA, Ty b AX, PAKOE b TOEYRERITWITNEIRTHY . 7 MEHIT
HEE ST U RE D KR I R Th 5 SR Sz, v~ U A, T v PROS X Tl
5. 120 K¢l 7% £ TIZHE G- =D 90%LL L3 RFEHFICHRM S 7223, L TOPRIITHESTh
STz, o, 7 v N THHBEOEER HER SN (2646 5H) |

(4) =t

Hnlfe Haiakie, ExRGEERR (7Y 3,60 H, V13,6125 H) | —H%Ekk
W R R, BSAJRIERER, AR AR IIEE H 5 WVIXKE T, I o# R
PERRER (KIGE & W7o B R 2SR A SR &K OWURMERBRIIAITIC S W T, 19 F XY
19 EETICEm Lz, £72. T v M2 AW ERGEERBRIZ, 200 4 XY 200
AT DT TRETHEM L7z,

Z7E MU FORARGIZID | AFEDO AR R ~OVERIC BT D it R Ok
NEIESNT, LnL, ZRHOZLiZ—@ETH Y . R O ELER = 2 b 2 £
DRWbLDOThoTe, Flo, KEOZE S, KEREGHGIMIZBWT, ZEMIFr0
WM BN DN LN, BT v T, anZ B 7 U UBIET NS AZAL I B
T2 EE 2 LD MIRF R EACR I BT ARFTRITHET » MR OFERE I B
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1.5.

THHLOT, b MEREHICBWTERSND DO TIE ol $v3» ARRO#R G
PERBRIC IS T, M 1 VCICBIER S AU R REA GRELRR A1 3t/ 0 R e B i A B OV v
~BPER ) 7p Ll SIS & OBIEMEE MG LT, T OREMEAHMEICT S L TE R
Mnol- (26.6.2 %1 26.63%H)

EaE MR DA FEMRBROME R, 7% M) FUATELEET T e MO LT
BRINDIDBAFMEEZA LTV RNEB 2 b (2664 &K1 2665%H)

AFESE A TR TR, REM OIRIEE L 2 TN & T S IR AR E OMKE, HARE RO
AEFE DI, BRI - B VL0 T3 ) OSERE AR OB, A% O A7 R ORI N 7 £
kU D DHFRIZXT % 55 PEE I BRI 5 i i & 2 VW AT 38R & OARE D 7~ 5
TS, A TR b o7, MAERTIE, 7% M) X UoREIC XK D EROIKE &
DOEENRIE SN DEITEI OB (LN SN, LHrLaRS, & MBI 2 EHERED
BGEIZ W T, #5554 B £ Cillg & OURIMER O FEFEIR I A B2 Z TR D b TV
W, BT v MORERG LR T, 1T81H 2 WIEFE - SR AL A BT Dy,
TE RN X ANTL D BREOEACIZE S TEBMEDIKR T H 5 WX EERIEIZEHEHT 5 H D
EEZONZ, BIZ, Ty bERAWERBRTIEZTZE N X 0BEIER TH 5 MM 7L
2 X R OWEREENC BT 2 AR O H SRR S EORER A L (26.6.65
)

PURPERBR OFE R, T8 b U X PURMEN N R 2 R S e o T (26681
H)

o

1.5.2.2.2. AFIZE T HERRBAFEOBE

198, KEEROPA T X TP BRRBRERICB W TTE b X OFIMENRR
SN2 & EBZIT T, AHICHITDHTE N FUORRBEZRE LT,

EMEA X% X FDA IZB T BB CTAMA (FUEE) SMOBKFHET A K74 > 2% T, 5t
ThADAIRDOBIFIZOW T, Qadd-on %512 & 25l —@ O #5755 BAE G ~0g) v B
ZIZ X DRl — @A G L AR, & BRI ERT A L 9 RIS T b,

LMo T, AIRICBIT BBEOH B L LT, BEOHTANARKRTa Y b —/L R
BOBETANIVEBE ZNRIC, 7 ) X% add-on &5 L 7ZBEOA 0K V2 2z
SOWTHETT 5 Z L bBtA LT,

<BEBRAZHZFELESENIXOOEDEREORE >
£ 1 AR

19T WAPGHE LS THRBRTIE, ZE N FUZ2HARAMDTEETHZ L
ZEE LT, WS CLEMICRIED 72 9o 7= 120mg OF) V4 T 5 25mg D HE#EH /5
BAdh L. VAR L35 200mg £ THE S5 7T v R R, HEMRBRZ I/ L
7o Fio, WAERRBROBEREZZBE L, EFREOMFETTE N FUREL LT 1~
3ug/mL (HEEAZNMAEFRE) RAEoind & PS5 100mg (18150mg, 1 H 2[A) %
10 HEER D #E Lz (5.3311%H) |

1.5 -p. 29



1.5.

ZOREHR, 7F MY X203 25~200mg TOHEFRKRAKRGIZLY TE P FD Cru KT
AUCy7 (I G BICHE-THEIML, 7 MY XU GELOMCEWVEBEZ R LTZ, £z,
BN IPUFBL L2720, WRE OLEEEHRT 5 LT, HERTE NI X ofkE5RN
VETHDL EEZ LN,

FBEORBUTEHER T REHERTH Y | AT D WAHLLEOESIRRER DHE D 12D
TIRBRIRIGER e & L at L. D BBIORANEE CANABE ZSRE LT, oA oML -
R 59 2 mi I AR BB & W A I i 5 = & & Lz,
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1.5.

<HAHEATADMAVBREZRRE LIEE>
BTHASE DAEEHER (LTG-2-01 BAER)

198 ‘A LV BELE L7 LTG-2-01 B Cik, BEFOMCAMAIKTa Y hr— L RRD
AR CADAVBEZRE LT, 7F M) X0/ ARAE - HE ( [1 BEEHEE
A& Induced group 400mg, Balanced group 200mg) %25 & LC, WEBKAMIZIEEH T Cifli
HEIZ XV add-on & 5 L 72BN, LR K OMLOB T AN ASK E O AEAVER Z 5t
L7z (535210%H8) .

ZORER, TE RNV FX & addon 5352 LIk, BERBIEMERIEN G OIS
LHEZR S 7= — 5. Induced group (238 T 400mg = Tl L 7=, EBITERIC X 5 dik 4]

ST EFINZ B DN, Fio, BB L O JER®E O3B Baanced group (226 M
MIZHY ., ZERNIF U OHBGOICRDO N2 Enn, RAENS O OMEsF
K ONVPA B ~O R GIITEERMLETHH L E X b,

BHE IHAERR (LTG-2-02 HER)
LTG-2-02 3513 198 W H 75 11%!)% EFCEmL., BBFOHITANAIE T bR
— VAR B DR NEEE T AN A BRE B GIT FU X% addonf& b L, FEEMH, 2 HEW
ITRERIELR IS X 0 AEROSPEZ MRSt L7, Induced group D& %152 & L, @\ Eh BRI di#E T
R VDEIWEH ORBBBEE NI B 2 SN AR ERE (100mg B & BWRAHIRET
IR TR A M LT D EIER ORBIN A DI LB 2 B D m A ERE (300mg
B) ZRRE LTz, AOMEO FEFMEE X, AifHORER & RIS TRESRYGERE) & Lz
(53511%MH) .
Z DOfESR, Induced group Tl 300mg D5 TRIFRADNENRINTZH DD, 5
DFIL OFEBL, W ONCEZEE D F S OMEAR 722 & 0 RREAM R O BIWEH O S BLNGRO H i,

FMAALEHRE (LTG-2-03 HER)

LTG-2-03 753 19 I 75 19 F )] T L. BEFoRTAnAETa b =
—NVABDORNEIRTANVBELZR/RIC, 77 BRRR, ZEHER., WATHMLEIC
7% KU X0 add-on 5 OH MK Ve E BT Uz ([ B iR ] Induced
group 300mg, Balanced group 150mg) ., 7235, MO ZE O HRRER, LTG-2-01 X N LTG-
2-02 R RBR DO pAE Z M E 2. ARSI X ARWER ORI EZRET 5720, WIHES
Induced group T3 50mg & L. Balanced group Cliaik L7z LTG-2-01 7kl T & i1 7z 3
RERFIEDAE S 2> 5 Induced group D& TH S 25mg & L7 (5.3512%MH) |

AFERIZIH GCP FCHEi L7z CTh o772, T — X O HMEmMrE B L L CR#E
%A%ﬁo TR L 7o, £ D%, LTG-2-02 3 BR D AT RF O R WA AR SN Z L&

AT CIRBRRFE AT & it L. ARBRBROMENT BB DN T H BV A2 285 LA L 7=,
FHEANTRIZ ORARIZFRO b DO TH Y | ANEE TANABEIZTE R F % add-on #x
4228k 0, 7T RICHANTHERBIEOIH 2779 2 LB REES T,
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1.5.

LU 6, SIS7 e EOEERREEEN IF GREHRE 261 123D 5, Hi2 VPA
GERBITIX, BB ORI ZEHRET 572912, M OMEIIGE &G S X 9 EiE 7 A
BEOEFHENPMLELEZ BT,

QOL EgFRERER (LTG-2-04 HER)

LTG-2-04 3503 199 £l H 720 19 F ] ETEM L, BRFOHTANAFETa L |
0 — L REORANEAETANAVBEEEGRICTE N X 2EER T Caddon#®5 ( [1H
B MERF ] Induced group 300mg. Balanced group 2 OF Inhibited group 200mg) L 7ZEs DA
ik, RAeMROE ML, FYERTOME AR O QOL O RED & HW = BHE « FiEOWN
MHigEf L7 (535222 .

ZORER, QOL O REEIZHW- SEALSFHAETIE, ZE RV X % add-onf 5925 2 &L 1iZ
£ V. DysphorialZ g #EH M A FE S HAv7—77, Temper, Tiredness ® 23 H 235\ Tl L
fHIANFRD BTz, £ OMOFEIZIB W TR EH R 2580 H T,

F7o. 7 MU X UELRICEEREN 4GB L0, 2055 VPA JF ] 34,
TERMIFATKNTSH EEZONDIELRN 21HBO L, BER (KNERFRZRL) A1
Bl 2RO BT,

<IMNREEABTADLABEEZEXRRE LIEBKRHABROEE>

KIBDORENEHAE T ANABRE S E L LTG-2-01 :RBRICH W T, oMk - A%
b L, WA TE M) XML OREEEMGE L2, 151121 Lz R
0. TADADFEFT LERES RS2, /NEHNTIS T 2 FERHEATNE T A AMERRIE D X
D TR B T A ATAE R OB ZL 72 IR B R A3lkfoe 9~ 2 & . FARIC K DM 7 & CHUCHRIC
fERRMR R ST2T T, TANABENKINERIK T 25 22 U, FEEhim ORENRE L
KEHEIND-H, R, FHERESEEIND,

F7o. WS TONREE RS L LEBRRRICBWTREREEN SN T2 L%
BsEZ, MRBFICBNTYH, 7F XU 2 o RAGESCOICHERATRE L 375 <, /NI
B TCANAVEEZXIG L LT BRRBR 2 BB 2515 & Uil & AT LT3 L7,

FIHERE (LTG-1-01 RE&)
INRERECANABRE A RIS L L2 LTG-1-01350%. 198 =l A >0 199+l H <
Tl U7z, WS CTONREE (T oL - A& L RO BE - A& BT ([1H

B QOL REDFHIIL, LAFD 4 >DOMAEICIFENS,
- SEALS (Side Effect And Life Satisfaction) FH7E :
FERN DB SR I KT T B EZHET 20 TH Y, 55O FALRJE (Cognition,
Dysphoria, Temper, Tiredness, Worry) (253341, 38EDOERMANE DL D,
JERFIEFTAE - AN B EAEEICG R DB LA N TNE L DKL TV D i,
- BEFER A - BB ORAEERICE T 204
< AETEIRILAA - EAIOR . HERE OITE R ORI D A,
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1.5.

i EAfERF ] Induced group 15mg/kg. Balanced group X OF Inhibited group 5mg/kg) . 7€ K
U ¥ % add-on £ 5 L 72 BEO A IME R OV A Wi I L 72 (5352123 )
AOMED FEFHMIE B 1L, B TORER &[RRI R SR BGEE & LT,
ZORER. TE NI X ORGBRADENRIND & L BT, VPAJFRBITIIFRB R E
DEEREORBUCERZ L HOLERH D EEZ LN,

72k, NBIREEGEARR CTiX, 757 M) XURFAINLEFSNL FETH-T-2
ED D HERABRICHNL D, EEERABIEIC CIDEE (FaT 7N T 4 A= T ILEE)
25mg & OY 10%#i Al 250mg % B Al N 595 7 v 24— "—3k (24 2 #) 12 L0 3y,
REZ LSRG L 7oA S, M XA FICHR%E Th o 72 (27.0L252H) |

FMAALEHR (LTG-1-02 HER)

LTG-1-02 35813 198 0 A 75 19 R A ICFEM L, BEFOFTADAETa Y fa—
NARBRO/NREE CTANAVBEZRRIC, 7F M) ¥ % add-on G (KR H & ]
Induced group 5~15mg/kg. Balanced group 2~5mg/kg. Inhibited group 1~3mg/kg) L 72EEoD
BoE, etk BEFHEO ZNSZ xRS, BHER, WITHMERIC L W RE L

(5.3513%MH) .

ZTOREFR, JE NI ZaddonHETHZLI2ED, ZNSEFRIED LIFENLLED
TADPAIEMGIER 279 2 EBNREES Lz, ZRMEIZONTE, 7F M) FUniEh s
NI SPNCHREN B L, EEM (SIS & 1722 &b, R VPA O 5-4))
HNZIT 2R BE 2T 9 7 EOIERE R, IR & ZaM % 272708 HAR & (ZHE Uk st Ry
HEOHFHFENTHEREZIT) ZEBPMNETHDL EE LI,

<RHBSRHOFMERUVREME>
BRARSBERAR (LTG-2-05 HER)

LTG-2-01 5k, LTG-2-02 ik & (F LTG-2-03 5 BRI\ T, TE b U X OFHAMENE
o BE CUITHEREICL v HERERIER SN D EE (LTG2-02: DA ) @9
B, Mkt G2 L7 180608 7 & R U X U EMBRERF O, et KL OH % T
4 2 RHEGRER (Be G-I : 22402204 [k 7.64E] ™) ITBfTL7z (535211%
) .

AFRERITIEAT L2 ABR0 & Ofiffe i 53R T 5 Z &6, RIBRBALERF O & 2 HERF
&L L, SERIZIS U Induced group Tl 400mg % ¢, Baanced group Tl 200mg % C D #ilFH
THEE L7- (72355, Inhibited group 125617 L7 &R TORHR E LT 72

Z OfES:, Induced group T 400mg, Balanced group T 200mg LA LD HIZ L W B LT
ERNYFNCERTLEBZONTAEEFRIE. LVEHAETREE LS DI TEIERE
ITIEL, BEHIEICESZ LD Lo Tz, £, BT 20 L21FICH LI, WTi

W RATRBR O G- BRAARED B 2000 FEE G5 E T (BIEFI D 2001 E DR OBIEEH £ T, 1272
L. BB LEAFEERITERAET) UITILA ETOTF—2 246,
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1.5.

H|EXIIPHEETHY . HEFAKDRTE M) Forogb5PIEAITR, FF M) FUETERE
WNZDTe > THRGAREREAITH 5 2 LR ST,

BA QOL B 5HER (LTG-2-04L FABX)

LTG-2-4RBRICEB N TTE R T OFHAMERBOLNTZBED S L, k52 i
L72 156123, 7% MU XU BB GREOG R, ZaMEROE A2 503 5 QOL FHi#
LR (B G HIR - 2.8+1.97 4 ) IZB1T L7 (53524 %) |

QOL REEIZHOWTIE, # G O ERINEF N D72 hr o e e OF i CE Ipinode, F
7o, FRJEREX 26ICRBLL, 1HICRBE LIEREDORBIZITE N FUICERT I EE X
S, b IBNCHBL LB EOSERBILTE R X EORREENEE SN, £,
FHEFKRNTE M) X OBERILEIT -7,

NERHESHAR (LTG-1-03 HER)

LTG-1-01 X O LTG-1-02RABRIZHB W TTE ) S OFHAMENRBO ONIZERED I B, fik
fett 52 ML LT 5L, 7F N U X R GREOENME, Lotk OVF AVEZ 39
LR G (BGWIM : 3202284 [FR 7.34F] ) IZBITL7- (5352132H) |

FBIL 8HNC 1244 (BRFE 101, 5 24F) HIBLL, 14E0ATE MY FUICERT S
EEZLNDIEETH-T-, BB, T M) X OFKERIEHNE 861 (TAMABEFRINEE 4
B, R, FEEIED o, DE IR, BLEIEHIS 18] Thodz,

Vbl 7% U AIFDER O EVEEHERR L7220 O HESEHERF H] i [H PN © H B4
LR, EMICOIZ 0 BRI G AR Th 5 2 & s S 17,

728, 20054F 8 HIRF AT, AFBIZBNTIE, AR OVNEOHEHRETANAEE 5562 T
FRUFUPEE L CREINTEBY ., 20 2F%I1I21E* 205 5 51BN HEERICEINSE
fiti S 472 LAM107844 iRBR DAk BAT L, fkfedk 5 Th 5,

A TRREBR O B - BAGIE Y © 20004 EE R 55y T (BHERI D 2001 AE DI YIOBIER A £ T, 272
L. BB LA EFLITGH £ T, BARAMEITENE TREET) UIFIERETOT—

5 w4t
* FTHRGRIE IR AL T B & iz
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1.5.

<EHEEHOFRAKICET RE>

T X OGRS A FLALUZEFICHOWTIX, ZhE TEHES (LTG-1-03 #5k
BlAE 114F 6 » A% * BT, AR 1 5.3~107 4, /N : 55~8.34F) MMThbh TE T\ 5,

FRNIZ DWW TR, TRBRBAAR 1147 2 5 A 1% * REAUT 19 EIRHERT 30 il 03 & G-k i Tdh -
=, cnbofFzagic, AEME (T I
= O ) (iR L, R R, AR, BRI O B
B2 k., QOL OBLE B DM, TF b U X OF FM K Ok L T2 BEHICEE L
FEZITV., TF MU XU RGOV T ORKRNERR O 2 Kb 1=,

INRIZOWNT S, TRERBALE 1147 6 » A * Rf sl C 16 [EHRFERS 31 (51 D JE 1] 53 £ H-fikioe H
<hv., W07 o — g E, SAEEMZE (I I
W=ri ko N ) (kAL T E U RS
IZOW T DERIRIYE RO 2 R D 7z,

Uiz o offidms oM E 2 ~4 (56.35.4.ref X1 5.35.4.2/ref Z /)

RRABE :

TBBRBAAS 114E 2 5 H 1% * BEiC. BABHE TAABE 3061287 b Y F 0 &R G &k
LTk (RERGHIM  1074) | Zhb 0B OFIEHE, SRSEE &K QOL D%
EIZOWTHHT LR R, QOL OZ LTIk, _[AEm T3 AE O A HE & #iPH O, 1
FRBE D 22 M O ERRDTLHEZR & #ESB NI L T, akor A sl REf 23k 77 rIEEIC 22 Y |
Wirtor ik 57 B 23 Ffoe FTREIZ 72 % 72 & DBGEDIR O BTz, FEAEME DN D L 22 h o [ JEBIIZ IS
WTh, QOL DHENR O, EPHtESN TV, T 6 2 RIICIET 572012,

[CADADEHREH S IS il 2 A ks 5, 304 1 pilic B\, HEAR
(A A DA B & B4 5 REED B AR FEL 7 23 ATREZRIRBEIZ 72 B 70 K ORI D O S FERE~
DBATRA DNz, | EOFTRABNYHREEICGEH SN TS (5.354.Uref M)

INREE

TRERBALA 114F 6 » H & * B ©, /NEREHE TANARE SLBIN T E b U X OB H %k
FEL TR (EHRSHM :834) . b0 LFIORIEMEE, SRUEE KU QOL
BACIZOW T LRGSR, 131619 28 i) (90.3%) (2B - 178 & D W IFFEEE, FiRA
1E72 EOH T B OUENRE Sz, RO S H 2FNIFIEE LS 2 WVIEZNITITWVE
BHITHY, Dl EHRIEWERICHE I EER AL O LIS D, FIEE A -
BH S G - B E O M - FRESRE DR E e B3RS D iz, FBIEICEH )
DHHLNRVEFNIZIBWTH, BHHOX - B Hom b - RIEDENIIR T2 EOZAED
ROz, Z L TEFABARRONENZED, 52 LB L Tz, | EOFTRNY
M EICTEEH SN TWD (5.354.2ref )

B, AMIZBITDTE MY X UEARGICOWTORSIL, BEE TTo TR,

* B RORGME IR R IS E S X
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1.5.

<HEEBEERTHLEERBEL ORBIERETORE>
FEREIC X SEMNNBEVEEDER

1996 FIF FUZ BN T, 1 GCPJitif T4 AR 2. 1H GCP T ORBRIZHOWT b A 2 5hE
L. T— % OEEMEMREICS D 50BN D H & OBGRITL D, YIRPE#R S E DI E ) F i
SN TV A MR EEGEER (LTG-2-0375%) (2R W CRIBERE 2 3 L, MR &L OME
E%ICEE (om0 M P) 217-7-, LTG-2-03:BR COMERE OfE . BEICINE &
WTCWTIERIREEIZZ K DT ENRLETH 72 L ORERNG , FERNE L O BN TV
NHTHIES MARERER (LTG-2-01 3BR) KO AL HIEE MAHRER (LTG-2-02 #ER) 12D\ Th,
T — X OEHEMEE R T D7 OMEREZ1To7- (9RF Il H ~ 19 FRA) . B,

QOL kBRI >WCIES 2 EE (o=l 7 M B) T258na3E L=,

ZOFEFR, WTHORRICENTH LHREGEREEFIHELZETFLTW b0, 1EEE &
ISPy 2 035y 3% (BUEIXsy 2 5) T 2108 I i o EhE R F 2387 7= |2 il
iz, LTG-2-03 3R TIIMEAESTH] (RYEXT5 3H%E) ZBRAALTH T TR ED
M RABEEDNRO S, TF b X OEEMEIIMEE S0, LTG-2-02 R T
XM FIEB & 72 DA NERRNT S G0 HERAS U7 fE 3R, FRAT IS BD L2726 B o2
ORISR L, B BB IS < BEERTRO v 2 HEREH (100 KDY
300mg &) OFEZENEL LZ, TOMEE., LTG-2-03 #ABR CTOMR &% ERMWATEL L,
DU YEOFIHADBREE L 72> 7-,

#yT—4 £ Z 1= Complete Clinical Data Package MR 412D\ T D BEERTFAH

Al U7z S 2 f5eT 2720, AMNGERRER O endpoint Th 5 [IEBEE VD3 2 5F
I E & LC, AU CHENE L7 IAH iR (LTG-2-03 35R) Aokl 2 AT L 7= 55 5,
TERNIXUHEE T T RO RMR LS BARN ERCK AN THELL TV =2 EVHIH LT,
ZDZEMPS, TFE MY X OBRBRITAI KOS CRRE TH D &l L, 19984 8
H 11 BAHESRES 672 5 [HMEEGK T — % 2% 10 AN D BICEE T & RRMERIZOWN
TS E | VSNV ERERBR A ST L, E N ERR BRI & WM RSBS00 D 72 B
Complete Clinical Data Package %58 L. ARHFELITH ZL1H>0n T, 2017 1,
SRR R - IFZE RS (B NI TBOE N IR R AR Ok &
DO HFERIFRR Z1T > T2,

LNL7R3 B, S0%AD R (FEVESEIE DS 50%LL B LT ERIDEIS) TalE L7354,
BHER D FAE TR, 77 BAR Ll U TR AENEEZ R TITIEE > TR0 & o BENRR
v, 1
|
I | - OB E a2
7= (54112H) |
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1.5.

< BEERTHBE N D REE TORED>

bt L7z Loz, A O I - 1Y) = %50 T OB
RO 2D D & & HIT, WAT L TRIIE THRBROME L T € b U ¥ o Ofikki k5
BIOBARIZOWTEHRR LT,

ARICH T HRAF IHEEBREBEIC OV TOERFRER

AL AR (LTG-2-027388R) 7 — Z OBERAICL V., 7 3T GHI IR
47 2 B 5 B AT ERAME & U7y, SRJERIOIEF 7€ b Y XU REICOWTEBG L.
fEEERR AN Z xS L LIAFROSE T AHRERT — & 2 VT, EFREOmEr 7€ U X8
ErvIal—yar iR, 1AHRGECEOARTUIESEOE N 1H 2 XT3
[) AMIEFRZE b Y FARBICREREELRITI RV LRI N, ANEIZOW
TIRBRRFRIE AT & etk L. LTG-2-02 BT — & OB ARICAHRA & L HiEAEsrH)

(77 BBGBINIARFESy 2 GH1) %, A EOBRMAG & L THERV S &L L
7o TORER, HEERARTOMATIRICRD DTz G A B KA ERE L OB OREHEM

BEPEO TR INTZZ LD, MAIOHFERTHRFIZESE U TV 7o a5 THH bk
B (LTG-2-037BR) & vEshEGRRER & o bridging Z48E L 72 s Cld/e < . A CToRgER
BRI FE S W SN AIEETH D LM L=,

72k, 19 AERA S 19 R ICERE U2/ NE I EGABR (LTG-1-0338%) (k1
K ZNS) ORAETIE, ARMEO EEFMEE Th 2 ok efuGEEIcs\WT, ZE NI F
VREDUGEREN 44%, ZINSHED 24%THY . 7F U XU BHFEIZEN (p=0.0009

[Wilcoxon “AEAME] . p=0.0092 [Fisher O E#ZMERIE] ) . ZNSITXT 2 IELVENHRFE
STz (BFERDFED O%CI : 7~33%) . FEIFHOFRBBEIC L EITRO ONT, Zatk
HRFICRIEE 225 b DITRNZ SRR S i, INEEHE TANABEIZH L TH, ZE Y
FUNEHATHD Z Evraniz (63513%H) |

Ll b, Be0BAEERIFIRRERRCHET L Tz LTG-2-03 3Bk & ¥igsh 7 — & L @ bridging % 48
ELEHETEHZRL, 7F M) FUroAEMEAI TOBKERBEE TRENTND Z &,
ZDO%OM R GH 2 gir LTI 2 A, NI FUNER EAERERHTHLEEZ LN
DIEBINFAET D 2 & EITIE, BCRICHR TR OO CTADAIKIZ X DIGH Z R
72 SRTWVAARIFUIZEBNT, TF MU XA KL OVNRERE T AN ATRIRBSIZR < R
HDHNTNHHEATHY, BHNARHFET D2 ENZYTH S L L, 20040 H 12K
FHEE LT,

<HFERMLOBHFEETTORE>

AR, 200 I BB ICYIRImER DSBS 4, WlRImE kR OB MRS FHA~ ORI
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PRESCRIBING INFORMATION
LAMICTAL®
(lamotrigine)
Tablets

LAMICTAL®

(lamotrigine)
Chewable Dispersible Tablets

SERIOUS RASHES REQUIRING HOSPITALIZATION AND DISCONTINUATION
OF TREATMENT HAVE BEEN REPORTED IN ASSOCIATION WITH THE USE OF
LAMICTAL. THE INCIDENCE OF THESE RASHES, WHICH HAVE INCLUDED
STEVENS-JOHNSON SYNDROME, IS APPROXIMATELY 0.8% (8 PER 1,000) IN
PEDIATRIC PATIENTS (AGE <16 YEARS) RECEIVING LAMICTAL AS
ADJUNCTIVE THERAPY FOR EPILEPSY AND 0.3% (3 PER 1,000) IN ADULTS ON
ADJUNCTIVE THERAPY FOR EPILEPSY. IN CLINICAL TRIALS OF BIPOLAR AND
OTHER MOOD DISORDERS, THE RATE OF SERIOUS RASH WAS 0.08% (0.8 PER
1,000) IN ADULT PATIENTS RECEIVING LAMICTAL AS INITIAL MONOTHERAPY
AND 0.13% (1.3 PER 1,000) IN ADULT PATIENTS RECEIVING LAMICTAL AS
ADJUNCTIVE THERAPY. IN A PROSPECTIVELY FOLLOWED COHORT OF
1,983 PEDIATRIC PATIENTS WITH EPILEPSY TAKING ADJUNCTIVE LAMICTAL,
THERE WAS 1 RASH-RELATED DEATH. IN WORLDWIDE POSTMARKETING
EXPERIENCE, RARE CASES OF TOXIC EPIDERMAL NECROLYSIS AND/OR
RASH-RELATED DEATH HAVE BEEN REPORTED IN ADULT AND PEDIATRIC
PATIENTS, BUT THEIR NUMBERS ARE TOO FEW TO PERMIT A PRECISE
ESTIMATE OF THE RATE.

OTHER THAN AGE, THERE ARE AS YET NO FACTORS IDENTIFIED THAT ARE
KNOWN TO PREDICT THE RISK OF OCCURRENCE OR THE SEVERITY OF RASH
ASSOCIATED WITH LAMICTAL. THERE ARE SUGGESTIONS, YET TO BE
PROVEN, THAT THE RISK OF RASH MAY ALSO BE INCREASED BY (1)
COADMINISTRATION OF LAMICTAL WITH VALPROATE (INCLUDES VALPROIC
ACID AND DIVALPROEX SODIUM), (2) EXCEEDING THE RECOMMENDED
INITIAL DOSE OF LAMICTAL, OR (3) EXCEEDING THE RECOMMENDED DOSE
ESCALATION FOR LAMICTAL. HOWEVER, CASES HAVE BEEN REPORTED IN
THE ABSENCE OF THESE FACTORS.

NEARLY ALL CASES OF LIFE-THREATENING RASHES ASSOCIATED WITH
LAMICTAL HAVE OCCURRED WITHIN 2 TO 8 WEEKS OF TREATMENT
INITIATION. HOWEVER, ISOLATED CASES HAVE BEEN REPORTED AFTER
PROLONGED TREATMENT (E.G., 6 MONTHS). ACCORDINGLY, DURATION OF




THERAPY CANNOT BE RELIED UPON AS A MEANS TO PREDICT THE
POTENTIAL RISK HERALDED BY THE FIRST APPEARANCE OF A RASH.

ALTHOUGH BENIGN RASHES ALSO OCCUR WITH LAMICTAL, IT ISNOT
POSSIBLE TO PREDICT RELIABLY WHICH RASHES WILL PROVE TO BE
SERIOUS OR LIFE THREATENING. ACCORDINGLY, LAMICTAL SHOULD
ORDINARILY BE DISCONTINUED AT THE FIRST SIGN OF RASH, UNLESS THE
RASH IS CLEARLY NOT DRUG RELATED. DISCONTINUATION OF TREATMENT
MAY NOT PREVENT A RASH FROM BECOMING LIFE THREATENING OR
PERMANENTLY DISABLING OR DISFIGURING.

DESCRIPTION

LAMICTAL (lamotrigine), an antiepileptic drug (AED) of the phenyltriazine class, is
chemically unrelated to existing antiepileptic drugs. Its chemical name is 3,5-diamino-6-(2,3-
dichlorophenyl)-as-triazine, its molecular formula is CoH;7NsCl,, and its molecular weight is
256.09. Lamotrigine is a white to pale cream-colored powder and has a pK, of 5.7. Lamotrigine
is very slightly soluble in water (0.17 mg/mL at 25°C) and slightly soluble in 0.1 M HCl
(4.1 mg/mL at 25°C). The structural formula is:

N<

7L JOL

H,NT N7 TNH,

LAMICTAL Tablets are supplied for oral administration as 25-mg (white), 100-mg (peach),
150-mg (cream), and 200-mg (blue) tablets. Each tablet contains the labeled amount of
lamotrigine and the following inactive ingredients: lactose; magnesium stearate; microcrystalline
cellulose; povidone; sodium starch glycolate; FD&C Yellow No. 6 Lake (100-mg tablet only);
ferric oxide, yellow (150-mg tablet only); and FD&C Blue No. 2 Lake (200-mg tablet only).

LAMICTAL Chewable Dispersible Tablets are supplied for oral administration. The tablets
contain 2 mg (white), 5 mg (white), or 25 mg (white) of lamotrigine and the following inactive
ingredients: blackcurrant flavor, calcium carbonate, low-substituted hydroxypropylcellulose,
magnesium aluminum silicate, magnesium stearate, povidone, saccharin sodium, and sodium
starch glycolate.

CLINICAL PHARMACOLOGY

Mechanism of Action: The precise mechanism(s) by which lamotrigine exerts its
anticonvulsant action are unknown. In animal models designed to detect anticonvulsant activity,
lamotrigine was effective in preventing seizure spread in the maximum electroshock (MES) and
pentylenetetrazol (scMet) tests, and prevented seizures in the visually and electrically evoked
after-discharge (EEAD) tests for antiepileptic activity. LAMICTAL also displayed inhibitory




properties in the kindling model in rats both during kindling development and in the fully
kindled state. The relevance of these models to human epilepsy, however, is not known.

One proposed mechanism of action of LAMICTAL, the relevance of which remains to be
established in humans, involves an effect on sodium channels. In vitro pharmacological studies
suggest that lamotrigine inhibits voltage-sensitive sodium channels, thereby stabilizing neuronal
membranes and consequently modulating presynaptic transmitter release of excitatory amino
acids (e.g., glutamate and aspartate).

The mechanisms by which lamotrigine exerts its therapeutic action in Bipolar Disorder have
not been established.

Pharmacological Properties: Although the relevance for human use is unknown, the
following data characterize the performance of LAMICTAL in receptor binding assays.
Lamotrigine had a weak inhibitory effect on the serotonin 5-HT; receptor (ICso = 18 uM). It does
not exhibit high affinity binding (ICs0>100 uM) to the following neurotransmitter receptors:
adenosine A; and A;; adrenergic o, o, and 3; dopamine D; and D,; y-aminobutyric acid
(GABA) A and B; histamine H;; kappa opioid; muscarinic acetylcholine; and serotonin 5-HT,.
Studies have failed to detect an effect of lamotrigine on dihydropyridine-sensitive calcium
channels. It had weak effects at sigma opioid receptors (ICso = 145 uM). Lamotrigine did not
inhibit the uptake of norepinephrine, dopamine, or serotonin, (ICs¢>200 uM) when tested in rat
synaptosomes and/or human platelets in vitro.

Effect of Lamotrigine on N-Methyl d-Aspartate-Receptor Mediated Activity:
Lamotrigine did not inhibit N-methyl d-aspartate (NMDA)-induced depolarizations in rat cortical
slices or NMDA-induced cyclic GMP formation in immature rat cerebellum, nor did lamotrigine
displace compounds that are either competitive or noncompetitive ligands at this glutamate
receptor complex (CNQX, CGS, TCHP). The ICs, for lamotrigine effects on NMDA-induced
currents (in the presence of 3 uM of glycine) in cultured hippocampal neurons exceeded 100 pM.

Folate Metabolism: In vitro, lamotrigine was shown to be an inhibitor of dihydrofolate
reductase, the enzyme that catalyzes the reduction of dihydrofolate to tetrahydrofolate. Inhibition
of this enzyme may interfere with the biosynthesis of nucleic acids and proteins. When oral daily
doses of lamotrigine were given to pregnant rats during organogenesis, fetal, placental, and
maternal folate concentrations were reduced. Significantly reduced concentrations of folate are
associated with teratogenesis (see PRECAUTIONS: Pregnancy). Folate concentrations were also
reduced in male rats given repeated oral doses of lamotrigine. Reduced concentrations were
partially returned to normal when supplemented with folinic acid.

Accumulation in Kidneys: Lamotrigine was found to accumulate in the kidney of the
male rat, causing chronic progressive nephrosis, necrosis, and mineralization. These findings are
attributed to a-2 microglobulin, a species- and sex-specific protein that has not been detected in
humans or other animal species.

Melanin Binding: Lamotrigine binds to melanin-containing tissues, e.g., in the eye and
pigmented skin. It has been found in the uveal tract up to 52 weeks after a single dose in rodents.



Cardiovascular: In dogs, lamotrigine is extensively metabolized to a 2-N-methyl
metabolite. This metabolite causes dose-dependent prolongations of the PR interval, widening of
the QRS complex, and, at higher doses, complete AV conduction block. Similar cardiovascular
effects are not anticipated in humans because only trace amounts of the 2-N-methyl metabolite
(<0.6% of lamotrigine dose) have been found in human urine (see Drug Disposition). However,
it is conceivable that plasma concentrations of this metabolite could be increased in patients with
a reduced capacity to glucuronidate lamotrigine (e.g., in patients with liver disease).
Pharmacokinetics and Drug Metabolism: The pharmacokinetics of lamotrigine have been
studied in patients with epilepsy, healthy young and elderly volunteers, and volunteers with
chronic renal failure. Lamotrigine pharmacokinetic parameters for adult and pediatric patients
and healthy normal volunteers are summarized in Tables 1 and 2.

Table 1. Mean* Pharmacokinetic Parameters in Healthy Volunteers and Adult Patients
With Epilepsy

Tmax: Time of Cl/F:
Maximum ty,: Apparent
Plasma Elimination Plasma
Number of [Concentration| Half-life Clearance
Adult Study Population Subjects (h) (h) (mL/min/kg)
Healthy volunteers taking no
other medications:
Single-dose LAMICTAL 179 2.2 32.8 0.44
(0.25-12.0) | (14.0-103.0) | (0.12-1.10)
Multiple-dose LAMICTAL 36 1.7 254 0.58

(0.5-4.0) | (11.6-61.6) | (0.24-1.15)

Healthy volunteers taking

valproate:
Single-dose LAMICTAL 6 1.8 48.3 0.30
(1.0-4.0) (31.5-88.6) (0.14-0.42)
Multiple-dose LAMICTAL 18 1.9 70.3 0.18

(0.5-3.5) | (41.9-113.5) | (0.12-0.33)

Patients with epilepsy taking
valproate only:

Single-dose LAMICTAL 4 4.8 58.8 0.28
(1.8-8.4) (30.5-88.8) (0.16-0.40)




Patients with epilepsy taking
carbamazepine, phenytoin,
phenobarbital, or primidone’
plus valproate:

Single-dose LAMICTAL 25 3.8 27.2 0.53
(1.0-10.0) | (11.2-51.6) (0.27-1.04)

Patients with epilepsy taking
carbamazepine, phenytoin,
phenobarbital, or primidone':

Single-dose LAMICTAL 24 23 14.4 1.10
(0.5-5.0) (6.4-30.4) (0.51-2.22)
Multiple-dose LAMICTAL 17 2.0 12.6 1.21

(0.75-5.93) | (7.5-23.1) (0.66-1.82)

* The majority of parameter means determined in each study had coefficients of variation
between 20% and 40% for half-life and CI/F and between 30% and 70% for Tp..x. The overall
mean values were calculated from individual study means that were weighted based on the

number of volunteers/patients in each study. The numbers in parentheses below each
parameter mean represent the range of individual volunteer/patient values across studies.
Carbamazepine, phenobarbital, phenytoin, and primidone have been shown to increase the
apparent clearance of lamotrigine. Estrogen-containing oral contraceptives and rifampin have
also been shown to increase the apparent clearance of lamotrigine (see CLINICAL
PHARMACOLOGY: Drug Interactions and PRECAUTIONS: Drug Interactions).

Absorption: Lamotrigine is rapidly and completely absorbed after oral administration with
negligible first-pass metabolism (absolute bioavailability is 98%). The bioavailability is not
affected by food. Peak plasma concentrations occur anywhere from 1.4 to 4.8 hours following
drug administration. The lamotrigine chewable/dispersible tablets were found to be equivalent,
whether they were administered as dispersed in water, chewed and swallowed, or swallowed as
whole, to the lamotrigine compressed tablets in terms of rate and extent of absorption.

Distribution: Estimates of the mean apparent volume of distribution (Vd/F) of lamotrigine
following oral administration ranged from 0.9 to 1.3 L/kg. Vd/F is independent of dose and is
similar following single and multiple doses in both patients with epilepsy and in healthy
volunteers.

Protein Binding: Data from in vitro studies indicate that lamotrigine is approximately 55%
bound to human plasma proteins at plasma lamotrigine concentrations from 1 to 10 mcg/mL
(10 mcg/mL is 4 to 6 times the trough plasma concentration observed in the controlled efficacy
trials). Because lamotrigine is not highly bound to plasma proteins, clinically significant
interactions with other drugs through competition for protein binding sites are unlikely. The
binding of lamotrigine to plasma proteins did not change in the presence of therapeutic



concentrations of phenytoin, phenobarbital, or valproate. Lamotrigine did not displace other
AEDs (carbamazepine, phenytoin, phenobarbital) from protein binding sites.

Drug Disposition: Lamotrigine is metabolized predominantly by glucuronic acid
conjugation; the major metabolite is an inactive 2-N-glucuronide conjugate. After oral
administration of 240 mg of "*C-lamotrigine (15 pCi) to 6 healthy volunteers, 94% was
recovered in the urine and 2% was recovered in the feces. The radioactivity in the urine consisted
of unchanged lamotrigine (10%), the 2-N-glucuronide (76%), a 5-N-glucuronide (10%), a
2-N-methyl metabolite (0.14%), and other unidentified minor metabolites (4%).

Drug Interactions: The apparent clearance of lamotrigine is affected by the
coadministration of certain medications. Because lamotrigine is metabolized predominantly
by glucuronic acid conjugation, drugs that induce or inhibit glucuronidation may affect the
apparent clearance of lamotrigine.

Carbamazepine, phenytoin, phenobarbital, and primidone have been shown to increase the
apparent clearance of lamotrigine (see DOSAGE AND ADMINISTRATION and
PRECAUTIONS: Drug Interactions). Most clinical experience is derived from patients taking
these AEDs.

Estrogen-containing oral contraceptives and rifampin have also been shown to increase the
apparent clearance of lamotrigine (see PRECAUTIONS: Drug Interactions).

Valproate decreases the apparent clearance of lamotrigine (i.e., more than doubles the
elimination half-life of lamotrigine), whether given with or without carbamazepine,
phenytoin, phenobarbital, or primidone. Accordingly, if lamotrigine is to be administered to a
patient receiving valproate, lamotrigine must be given at a reduced dosage, of no more than half
the dose used in patients not receiving valproate, even in the presence of drugs that increase the
apparent clearance of lamotrigine (see DOSAGE AND ADMINISTRATION and
PRECAUTIONS: Drug Interactions).

The following drugs were shown not to increase the apparent clearance of lamotrigine:
felbamate, gabapentin, levetiracetam, oxcarbazepine, pregabalin, and topiramate. Zonisamide
does not appear to change the pharmacokinetic profile of lamotrigine (see PRECAUTIONS:
Drug Interactions).

In vitro inhibition experiments indicated that the formation of the primary metabolite of
lamotrigine, the 2-N-glucuronide, was not significantly affected by co-incubation with clozapine,
fluoxetine, phenelzine, risperidone, sertraline, or trazodone, and was minimally affected by co-
incubation with amitriptyline, bupropion, clonazepam, haloperidol, or lorazepam. In addition,
bufuralol metabolism data from human liver microsomes suggested that lamotrigine does not
inhibit the metabolism of drugs eliminated predominantly by CYP2D6.

LAMICTAL has no effects on the pharmacokinetics of lithium (see PRECAUTIONS: Drug
Interactions).

The pharmacokinetics of LAMICTAL were not changed by coadministration of bupropion
(see PRECAUTIONS: Drug Interactions).



Coadministration of olanzapine did not have a clinically relevant effect on LAMICTAL
pharmacokinetics (see PRECAUTIONS: Drug Interactions).

Enzyme Induction: The effects of lamotrigine on the induction of specific families of
mixed-function oxidase isozymes have not been systematically evaluated.

Following multiple administrations (150 mg twice daily) to normal volunteers taking no other
medications, lamotrigine induced its own metabolism, resulting in a 25% decrease in ty, and a
37% increase in CI/F at steady state compared to values obtained in the same volunteers
following a single dose. Evidence gathered from other sources suggests that self-induction by
LAMICTAL may not occur when LAMICTAL is given as adjunctive therapy in patients
receiving carbamazepine, phenytoin, phenobarbital, primidone, or rifampin.

Dose Proportionality: In healthy volunteers not receiving any other medications and given
single doses, the plasma concentrations of lamotrigine increased in direct proportion to the dose
administered over the range of 50 to 400 mg. In 2 small studies (n = 7 and 8) of patients with
epilepsy who were maintained on other AEDs, there also was a linear relationship between dose
and lamotrigine plasma concentrations at steady state following doses of 50 to 350 mg twice
daily.

Elimination: (see Table 1).

Special Populations: Patients With Renal Insufficiency: Twelve volunteers with
chronic renal failure (mean creatinine clearance = 13 mL/min; range = 6 to 23) and another
6 individuals undergoing hemodialysis were each given a single 100-mg dose of LAMICTAL.
The mean plasma half-lives determined in the study were 42.9 hours (chronic renal failure),
13.0 hours (during hemodialysis), and 57.4 hours (between hemodialysis) compared to
26.2 hours in healthy volunteers. On average, approximately 20% (range = 5.6 to 35.1) of the
amount of lamotrigine present in the body was eliminated by hemodialysis during a 4-hour
session.

Hepatic Disease: The pharmacokinetics of lamotrigine following a single 100-mg dose
of LAMICTAL were evaluated in 24 subjects with mild, moderate, and severe hepatic
dysfunction (Child-Pugh Classification system) and compared with 12 subjects without hepatic
impairment. The patients with severe hepatic impairment were without ascites (n = 2) or with
ascites (n = 5). The mean apparent clearance of lamotrigine in patients with mild (n = 12),
moderate (n = 5), severe without ascites (n = 2), and severe with ascites (n = 5) liver impairment
was 0.30 + 0.09, 0.24 £ 0.1, 0.21 + 0.04, and 0.15 £ 0.09 mL/min/kg, respectively, as compared
to 0.37 = 0.1 mL/min/kg in the healthy controls. Mean half-life of lamotrigine in patients with
mild, moderate, severe without ascites, and severe with ascites liver impairment was 46 = 20,

72 +44, 67 + 11, and 100 + 48 hours, respectively, as compared to 33 + 7 hours in healthy
controls (for dosing guidelines, see DOSAGE AND ADMINISTRATION: Patient With Hepatic
Impairment).

Age: Pediatric Patients: The pharmacokinetics of LAMICTAL following a single
2-mg/kg dose were evaluated in 2 studies of pediatric patients (n = 29 for patients aged
10 months to 5.9 years and n = 26 for patients aged 5 to 11 years). Forty-three patients received



concomitant therapy with other AEDs and 12 patients received LAMICTAL as monotherapy.
Lamotrigine pharmacokinetic parameters for pediatric patients are summarized in Table 2.

Population pharmacokinetic analyses involving patients aged 2 to 18 years demonstrated that
lamotrigine clearance was influenced predominantly by total body weight and concurrent AED
therapy. The oral clearance of lamotrigine was higher, on a body weight basis, in pediatric
patients than in adults. Weight-normalized lamotrigine clearance was higher in those subjects
weighing less than 30 kg, compared with those weighing greater than 30 kg. Accordingly,
patients weighing less than 30 kg may need an increase of as much as 50% in maintenance doses,
based on clinical response, as compared with subjects weighing more than 30 kg being
administered the same AEDs (see DOSAGE AND ADMINISTRATION). These analyses also
revealed that, after accounting for body weight, lamotrigine clearance was not significantly
influenced by age. Thus, the same weight-adjusted doses should be administered to children
irrespective of differences in age. Concomitant AEDs which influence lamotrigine clearance in
adults were found to have similar effects in children.

Table 2. Mean Pharmacokinetic Parameters in Pediatric Patients With Epilepsy

Number
of Trmax ty, CI/F
Pediatric Study Population Subjects (h) (h) (mL/min/kg)
Ages 10 months-5.3 years
Patients taking carbamazepine, 10 3.0 7.7 3.62
phenytoin, phenobarbital, or (1.0-5.9) | (5.7-11.4) (2.44-5.28)
primidone*
Patients taking antiepileptic drugs 7 5.2 19.0 1.2
(AEDs) with no known effect on (2.9-6.1) | (12.9-27.1) (0.75-2.42)
the apparent clearance of
lamotrigine
Patients taking valproate only 8 2.9 44.9 0.47
(1.0-6.0) | (29.5-52.5) (0.23-0.77)
Ages 5-11 years
Patients taking carbamazepine, 7 1.6 7.0 2.54
phenytoin, phenobarbital, or (1.0-3.0) | (3.8-9.8) (1.35-5.58)
primidone*
Patients taking carbamazepine, 8 33 19.1 0.89
phenytoin, phenobarbital, or (1.0-6.4) | (7.0-31.2) (0.39-1.93)
primidone* plus valproate
Patients taking valproate onlyT 3 4.5 65.8 0.24
(3.0-6.0) | (50.7-73.7) (0.21-0.26)
Ages 13-18 years
Patients taking carbamazepine, 11 I I 1.3



phenytoin, phenobarbital, or
primidone*

Patients taking carbamazepine, 8 I I 0.5
phenytoin, phenobarbital, or
primidone* plus valproate
Patients taking valproate only 4 I I 0.3

* Carbamazepine, phenobarbital, phenytoin, and primidone have been shown to increase the
apparent clearance of lamotrigine. Estrogen-containing oral contraceptives and rifampin have
also been shown to increase the apparent clearance of lamotrigine (see CLINICAL
PHARMACOLOGY: Drug Interactions and PRECAUTIONS: Drug Interactions).

Two subjects were included in the calculation for mean Ty,

f Parameter not estimated.

Elderly: The pharmacokinetics of lamotrigine following a single 150-mg dose of
LAMICTAL were evaluated in 12 elderly volunteers between the ages of 65 and 76 years (mean
creatinine clearance = 61 mL/min, range = 33 to 108 mL/min). The mean half-life of lamotrigine
in these subjects was 31.2 hours (range, 24.5 to 43.4 hours), and the mean clearance was
0.40 mL/min/kg (range, 0.26 to 0.48 mL/min/kg).

Gender: The clearance of lamotrigine is not affected by gender. However, during dose
escalation of LAMICTAL in one clinical trial in patients with epilepsy on a stable dose of
valproate (n = 77), mean trough lamotrigine concentrations, unadjusted for weight, were 24% to
45% higher (0.3 to 1.7 mcg/mL) in females than in males.

Race: The apparent oral clearance of lamotrigine was 25% lower in non-Caucasians than
Caucasians.

CLINICAL STUDIES

Epilepsy: The results of controlled clinical trials established the efficacy of LAMICTAL as
monotherapy in adults with partial onset seizures already receiving treatment with
carbamazepine, phenytoin, phenobarbital, or primidone as the single antiepileptic drug (AED), as
adjunctive therapy in adults and pediatric patients age 2 to 16 with partial seizures, and as
adjunctive therapy in the generalized seizures of Lennox-Gastaut syndrome in pediatric and adult
patients.

Monotherapy With LAMICTAL in Adults With Partial Seizures Already Receiving
Treatment With Carbamazepine, Phenytoin, Phenobarbital, or Primidone as the
Single AED: The effectiveness of monotherapy with LAMICTAL was established in a
multicenter, double-blind clinical trial enrolling 156 adult outpatients with partial seizures. The
patients experienced at least 4 simple partial, complex partial, and/or secondarily generalized
seizures during each of 2 consecutive 4-week periods while receiving carbamazepine or
phenytoin monotherapy during baseline. LAMICTAL (target dose of 500 mg/day) or valproate
(1,000 mg/day) was added to either carbamazepine or phenytoin monotherapy over a 4-week



period. Patients were then converted to monotherapy with LAMICTAL or valproate during the
next 4 weeks, then continued on monotherapy for an additional 12-week period.

Study endpoints were completion of all weeks of study treatment or meeting an escape
criterion. Criteria for escape relative to baseline were: (1) doubling of average monthly seizure
count, (2) doubling of highest consecutive 2-day seizure frequency, (3) emergence of a new
seizure type (defined as a seizure that did not occur during the 8-week baseline) that is more
severe than seizure types that occur during study treatment, or (4) clinically significant
prolongation of generalized-tonic-clonic (GTC) seizures. The primary efficacy variable was the
proportion of patients in each treatment group who met escape criteria.

The percentage of patients who met escape criteria was 42% (32/76) in the LAMICTAL
group and 69% (55/80) in the valproate group. The difference in the percentage of patients
meeting escape criteria was statistically significant (p = 0.0012) in favor of LAMICTAL. No
differences in efficacy based on age, sex, or race were detected.

Patients in the control group were intentionally treated with a relatively low dose of valproate;
as such, the sole objective of this study was to demonstrate the effectiveness and safety of
monotherapy with LAMICTAL, and cannot be interpreted to imply the superiority of
LAMICTAL to an adequate dose of valproate.

Adjunctive Therapy With LAMICTAL in Adults With Partial Seizures: The
effectiveness of LAMICTAL as adjunctive therapy (added to other AEDs) was established in
3 multicenter, placebo-controlled, double-blind clinical trials in 355 adults with refractory partial
seizures. The patients had a history of at least 4 partial seizures per month in spite of receiving
one or more AEDs at therapeutic concentrations and, in 2 of the studies, were observed on their
established AED regimen during baselines that varied between 8 to 12 weeks. In the third,
patients were not observed in a prospective baseline. In patients continuing to have at least
4 seizures per month during the baseline, LAMICTAL or placebo was then added to the existing
therapy. In all 3 studies, change from baseline in seizure frequency was the primary measure of
effectiveness. The results given below are for all partial seizures in the intent-to-treat population
(all patients who received at least one dose of treatment) in each study, unless otherwise
indicated. The median seizure frequency at baseline was 3 per week while the mean at baseline
was 6.6 per week for all patients enrolled in efficacy studies.

One study (n = 216) was a double-blind, placebo-controlled, parallel trial consisting of a
24-week treatment period. Patients could not be on more than 2 other anticonvulsants and
valproate was not allowed. Patients were randomized to receive placebo, a target dose of
300 mg/day of LAMICTAL, or a target dose of 500 mg/day of LAMICTAL. The median
reductions in the frequency of all partial seizures relative to baseline were 8% in patients
receiving placebo, 20% in patients receiving 300 mg/day of LAMICTAL, and 36% in patients
receiving 500 mg/day of LAMICTAL. The seizure frequency reduction was statistically
significant in the 500-mg/day group compared to the placebo group, but not in the 300-mg/day

group.
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A second study (n = 98) was a double-blind, placebo-controlled, randomized, crossover trial
consisting of two 14-week treatment periods (the last 2 weeks of which consisted of dose
tapering) separated by a 4-week washout period. Patients could not be on more than 2 other
anticonvulsants and valproate was not allowed. The target dose of LAMICTAL was 400 mg/day.
When the first 12 weeks of the treatment periods were analyzed, the median change in seizure
frequency was a 25% reduction on LAMICTAL compared to placebo (p<0.001).

The third study (n = 41) was a double-blind, placebo-controlled, crossover trial consisting of
two 12-week treatment periods separated by a 4-week washout period. Patients could not be on
more than 2 other anticonvulsants. Thirteen patients were on concomitant valproate; these
patients received 150 mg/day of LAMICTAL. The 28 other patients had a target dose of
300 mg/day of LAMICTAL. The median change in seizure frequency was a 26% reduction on
LAMICTAL compared to placebo (p<0.01).

No differences in efficacy based on age, sex, or race, as measured by change in seizure
frequency, were detected.

Adjunctive Therapy With LAMICTAL in Pediatric Patients With Partial Seizures:
The effectiveness of LAMICTAL as adjunctive therapy in pediatric patients with partial seizures
was established in a multicenter, double-blind, placebo-controlled trial in 199 patients aged 2 to
16 years (n =98 on LAMICTAL, n =101 on placebo). Following an 8-week baseline phase,
patients were randomized to 18 weeks of treatment with LAMICTAL or placebo added to their
current AED regimen of up to 2 drugs. Patients were dosed based on body weight and valproate
use. Target doses were designed to approximate 5 mg/kg per day for patients taking valproate
(maximum dose, 250 mg/day) and 15 mg/kg per day for the patients not taking valproate
(maximum dose, 750 mg per day). The primary efficacy endpoint was percentage change from
baseline in all partial seizures. For the intent-to-treat population, the median reduction of all
partial seizures was 36% in patients treated with LAMICTAL and 7% on placebo, a difference
that was statistically significant (p<0.01).

Adjunctive Therapy With LAMICTAL in Pediatric and Adult Patients With
Lennox-Gastaut Syndrome: The effectiveness of LAMICTAL as adjunctive therapy in
patients with Lennox-Gastaut syndrome was established in a multicenter, double-blind,
placebo-controlled trial in 169 patients aged 3 to 25 years (n =79 on LAMICTAL, n=90 on
placebo). Following a 4-week single-blind, placebo phase, patients were randomized to 16 weeks
of treatment with LAMICTAL or placebo added to their current AED regimen of up to 3 drugs.
Patients were dosed on a fixed-dose regimen based on body weight and valproate use. Target
doses were designed to approximate 5 mg/kg per day for patients taking valproate (maximum
dose, 200 mg/day) and 15 mg/kg per day for patients not taking valproate (maximum dose,

400 mg/day). The primary efficacy endpoint was percentage change from baseline in major
motor seizures (atonic, tonic, major myoclonic, and tonic-clonic seizures). For the intent-to-treat
population, the median reduction of major motor seizures was 32% in patients treated with
LAMICTAL and 9% on placebo, a difference that was statistically significant (p<<0.05). Drop
attacks were significantly reduced by LAMICTAL (34%) compared to placebo (9%), as were
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tonic-clonic seizures (36% reduction versus 10% increase for LAMICTAL and placebo,
respectively).

Adjunctive Therapy With LAMICTAL in Pediatric and Adult Patients With
Primary Generalized Tonic-Clonic Seizures: The effectiveness of LAMICTAL as
adjunctive therapy in patients with primary generalized tonic-clonic seizures was established in a
multicenter, double-blind, placebo-controlled trial in 117 pediatric and adult patients > 2 years
(n =58 on LAMICTAL, n = 59 on placebo). Patients with at least 3 primary generalized tonic-
clonic seizures during an 8-week baseline phase were randomized to 19 to 24 weeks of treatment
with LAMICTAL or placebo added to their current AED regimen of up to 2 drugs. Patients were
dosed on a fixed-dose regimen, with target doses ranging from 3 mg/kg/day to 12 mg/kg/day for
pediatric patients and from 200 mg/day to 400 mg/day for adult patients based on concomitant
AED.

The primary efficacy endpoint was percentage change from baseline in primary generalized
tonic-clonic seizures. For the intent-to-treat population, the median percent reduction of primary
generalized tonic-clonic seizures was 66% in patients treated with LAMICTAL and 34% on
placebo, a difference that was statistically significant (p=0.006).

Bipolar Disorder: The effectiveness of LAMICTAL in the maintenance treatment of Bipolar I
Disorder was established in 2 multicenter, double-blind, placebo-controlled studies in adult
patients who met DSM-IV criteria for Bipolar I Disorder. Study 1 enrolled patients with a current
or recent (within 60 days) depressive episode as defined by DSM-IV and Study 2 included
patients with a current or recent (within 60 days) episode of mania or hypomania as defined by
DSM-IV. Both studies included a cohort of patients (30% of 404 patients in Study 1 and 28% of
171 patients in Study 2) with rapid cycling Bipolar Disorder (4 to 6 episodes per year).

In both studies, patients were titrated to a target dose of 200 mg of LAMICTAL, as add-on
therapy or as monotherapy, with gradual withdrawal of any psychotropic medications during an
8- to 16-week open-label period. Overall 81% of 1,305 patients participating in the open-label
period were receiving 1 or more other psychotropic medications, including benzodiazepines,
selective serotonin reuptake inhibitors (SSRIs), atypical antipsychotics (including olanzapine),
valproate, or lithium, during titration of LAMICTAL. Patients with a CGI-severity score of 3 or
less maintained for at least 4 continuous weeks, including at least the final week on monotherapy
with LAMICTAL, were randomized to a placebo-controlled, double-blind treatment period for
up to 18 months. The primary endpoint was TIME (time to intervention for a mood episode or
one that was emerging, time to discontinuation for either an adverse event that was judged to be
related to Bipolar Disorder, or for lack of efficacy). The mood episode could be depression,
mania, hypomania, or a mixed episode.

In Study 1, patients received double-blind monotherapy with LAMICTAL, 50 mg/day
(n=50), LAMICTAL 200 mg/day (n = 124), LAMICTAL 400 mg/day (n = 47), or placebo
(n=121). LAMICTAL (200- and 400-mg/day treatment groups combined) was superior to
placebo in delaying the time to occurrence of a mood episode. Separate analyses of the 200 and
400 mg/day dose groups revealed no added benefit from the higher dose.

12



In Study 2, patients received double-blind monotherapy with LAMICTAL (100 to 400 mg/day,
n =159), or placebo (n = 70). LAMICTAL was superior to placebo in delaying time to occurrence
of a mood episode. The mean LAMICTAL dose was about 211 mg/day.

Although these studies were not designed to separately evaluate time to the occurrence of
depression or mania, a combined analysis for the 2 studies revealed a statistically significant
benefit for LAMICTAL over placebo in delaying the time to occurrence of both depression and
mania, although the finding was more robust for depression.

INDICATIONS AND USAGE
Epilepsy:

Adjunctive Use: LAMICTAL is indicated as adjunctive therapy for partial seizures, the
generalized seizures of Lennox-Gastaut syndrome, and primary generalized tonic-clonic seizures
in adults and pediatric patients (=2 years of age).

Monotherapy Use: LAMICTAL is indicated for conversion to monotherapy in adults with
partial seizures who are receiving treatment with carbamazepine, phenytoin, phenobarbital,
primidone, or valproate as the single AED.

Safety and effectiveness of LAMICTAL have not been established (1) as initial monotherapy,
(2) for conversion to monotherapy from AEDs other than carbamazepine, phenytoin,
phenobarbital, primidone, or valproate, or (3) for simultaneous conversion to monotherapy from
2 or more concomitant AEDs (see DOSAGE AND ADMINISTRATION).

Bipolar Disorder: LAMICTAL is indicated for the maintenance treatment of Bipolar I
Disorder to delay the time to occurrence of mood episodes (depression, mania, hypomania,
mixed episodes) in patients treated for acute mood episodes with standard therapy. The
effectiveness of LAMICTAL in the acute treatment of mood episodes has not been established.

The effectiveness of LAMICTAL as maintenance treatment was established in
2 placebo-controlled trials of 18 months’ duration in patients with Bipolar I Disorder as defined
by DSM-IV (see CLINICAL STUDIES: Bipolar Disorder). The physician who elects to use
LAMICTAL for periods extending beyond 18 months should periodically re-evaluate the
long-term usefulness of the drug for the individual patient.

CONTRAINDICATIONS
LAMICTAL is contraindicated in patients who have demonstrated hypersensitivity to the drug
or its ingredients.

WARNINGS

SEE BOX WARNING REGARDING THE RISK OF SERIOUS RASHES REQUIRING
HOSPITALIZATION AND DISCONTINUATION OF LAMICTAL.

ALTHOUGH BENIGN RASHES ALSO OCCUR WITH LAMICTAL, IT ISNOT
POSSIBLE TO PREDICT RELIABLY WHICH RASHES WILL PROVE TO BE
SERIOUS OR LIFE THREATENING. ACCORDINGLY, LAMICTAL SHOULD
ORDINARILY BE DISCONTINUED AT THE FIRST SIGN OF RASH, UNLESS THE
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RASH IS CLEARLY NOT DRUG RELATED. DISCONTINUATION OF TREATMENT
MAY NOT PREVENT A RASH FROM BECOMING LIFE THREATENING OR
PERMANENTLY DISABLING OR DISFIGURING.

Serious Rash: Pediatric Population: The incidence of serious rash associated with
hospitalization and discontinuation of LAMICTAL in a prospectively followed cohort of
pediatric patients with epilepsy receiving adjunctive therapy was approximately 0.8% (16 of
1,983). When 14 of these cases were reviewed by 3 expert dermatologists, there was
considerable disagreement as to their proper classification. To illustrate, one dermatologist
considered none of the cases to be Stevens-Johnson syndrome; another assigned 7 of the 14 to
this diagnosis. There was 1 rash-related death in this 1,983 patient cohort. Additionally, there
have been rare cases of toxic epidermal necrolysis with and without permanent sequelae and/or
death in US and foreign postmarketing experience.

There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of
serious, potentially life-threatening rash in pediatric patients. In pediatric patients who used
valproate concomitantly, 1.2% (6 of 482) experienced a serious rash compared to 0.6% (6 of
952) patients not taking valproate.

Adult Population: Serious rash associated with hospitalization and discontinuation of
LAMICTAL occurred in 0.3% (11 of 3,348) of adult patients who received LAMICTAL in
premarketing clinical trials of epilepsy. In the bipolar and other mood disorders clinical trials, the
rate of serious rash was 0.08% (1 of 1,233) of adult patients who received LAMICTAL as initial
monotherapy and 0.13% (2 of 1,538) of adult patients who received LAMICTAL as adjunctive
therapy. No fatalities occurred among these individuals. However, in worldwide postmarketing
experience, rare cases of rash-related death have been reported, but their numbers are too few to
permit a precise estimate of the rate.

Among the rashes leading to hospitalization were Stevens-Johnson syndrome, toxic epidermal
necrolysis, angioedema, and a rash associated with a variable number of the following systemic
manifestations: fever, lymphadenopathy, facial swelling, hematologic, and hepatologic
abnormalities.

There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of
serious, potentially life-threatening rash in adults. Specifically, of 584 patients administered
LAMICTAL with valproate in epilepsy clinical trials, 6 (1%) were hospitalized in association
with rash; in contrast, 4 (0.16%) of 2,398 clinical trial patients and volunteers administered
LAMICTAL in the absence of valproate were hospitalized.

Other examples of serious and potentially life-threatening rash that did not lead to
hospitalization also occurred in premarketing development. Among these, 1 case was reported to
be Stevens-Johnson-like.

Hypersensitivity Reactions: Hypersensitivity reactions, some fatal or life threatening, have
also occurred. Some of these reactions have included clinical features of multiorgan
failure/dysfunction, including hepatic abnormalities and evidence of disseminated intravascular
coagulation. It is important to note that early manifestations of hypersensitivity (e.g., fever,
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lymphadenopathy) may be present even though a rash is not evident. If such signs or symptoms
are present, the patient should be evaluated immediately. LAMICTAL should be discontinued if
an alternative etiology for the signs or symptoms cannot be established.

Prior to initiation of treatment with LAMICTAL, the patient should be instructed that a
rash or other signs or symptoms of hypersensitivity (e.g., fever, lymphadenopathy) may
herald a serious medical event and that the patient should report any such occurrence to a
physician immediately.

Acute Multiorgan Failure: Multiorgan failure, which in some cases has been fatal or
irreversible, has been observed in patients receiving LAMICTAL. Fatalities associated with
multiorgan failure and various degrees of hepatic failure have been reported in 2 of 3,796 adult
patients and 4 of 2,435 pediatric patients who received LAMICTAL in clinical trials. No such
fatalities have been reported in bipolar patients in clinical trials. Rare fatalities from multiorgan
failure have also been reported in compassionate plea and postmarketing use. The majority of
these deaths occurred in association with other serious medical events, including status
epilepticus and overwhelming sepsis, and hantavirus making it difficult to identify the initial
cause.

Additionally, 3 patients (a 45-year-old woman, a 3.5-year-old boy, and an 11-year-old girl)
developed multiorgan dysfunction and disseminated intravascular coagulation 9 to 14 days after
LAMICTAL was added to their AED regimens. Rash and elevated transaminases were also
present in all patients and rhabdomyolysis was noted in 2 patients. Both pediatric patients were
receiving concomitant therapy with valproate, while the adult patient was being treated with
carbamazepine and clonazepam. All patients subsequently recovered with supportive care after
treatment with LAMICTAL was discontinued.

Blood Dyscrasias: There have been reports of blood dyscrasias that may or may not be
associated with the hypersensitivity syndrome. These have included neutropenia, leukopenia,
anemia, thrombocytopenia, pancytopenia, and, rarely, aplastic anemia and pure red cell aplasia.
Withdrawal Seizures: As with other AEDs, LAMICTAL should not be abruptly discontinued.
In patients with epilepsy there is a possibility of increasing seizure frequency. In clinical trials in
patients with Bipolar Disorder, 2 patients experienced seizures shortly after abrupt withdrawal of
LAMICTAL. However, there were confounding factors that may have contributed to the
occurrence of seizures in these bipolar patients. Unless safety concerns require a more rapid
withdrawal, the dose of LAMICTAL should be tapered over a period of at least 2 weeks (see
DOSAGE AND ADMINISTRATION).

PRECAUTIONS

Concomitant Use With Oral Contraceptives: Some estrogen-containing oral
contraceptives have been shown to decrease serum concentrations of lamotrigine (see
PRECAUTIONS: Drug Interactions). Dosage adjustments will be necessary in most patients
who start or stop estrogen-containing oral contraceptives while taking LAMICTAL (see
DOSAGE AND ADMINISTRATION: Special Populations: Women and Oral
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Contraceptives: Adjustments to the Maintenance Dose of LAMICTAL). During the week of
inactive hormone preparation (“pill-free” week) of oral contraceptive therapy, plasma
lamotrigine levels are expected to rise, as much as doubling at the end of the week. Adverse
events consistent with elevated levels of lamotrigine, such as dizziness, ataxia, and diplopia,
could occur.

Dermatological Events (see BOX WARNING, WARNINGS): Serious rashes associated
with hospitalization and discontinuation of LAMICTAL have been reported. Rare deaths have
been reported, but their numbers are too few to permit a precise estimate of the rate. There are
suggestions, yet to be proven, that the risk of rash may also be increased by (1) coadministration
of LAMICTAL with valproate, (2) exceeding the recommended initial dose of LAMICTAL, or
(3) exceeding the recommended dose escalation for LAMICTAL. However, cases have been
reported in the absence of these factors.

In epilepsy clinical trials, approximately 10% of all patients exposed to LAMICTAL
developed a rash. In the Bipolar Disorder clinical trials, 14% of patients exposed to LAMICTAL
developed a rash. Rashes associated with LAMICTAL do not appear to have unique identifying
features. Typically, rash occurs in the first 2 to 8 weeks following treatment initiation. However,
isolated cases have been reported after prolonged treatment (e.g., 6 months). Accordingly,
duration of therapy cannot be relied upon as a means to predict the potential risk heralded by the
first appearance of a rash.

Caution should be used when treating patients with a history of allergy or rash to other
antiepileptic drugs, as the frequency of nonserious rash after treatment with LAMICTAL was
approximately 3 times higher in these patients than in those without such history.

Although most rashes resolved even with continuation of treatment with LAMICTAL, it is not
possible to predict reliably which rashes will prove to be serious or life threatening.
ACCORDINGLY, LAMICTAL SHOULD ORDINARILY BE DISCONTINUED AT THE
FIRST SIGN OF RASH, UNLESS THE RASH IS CLEARLY NOT DRUG RELATED.
DISCONTINUATION OF TREATMENT MAY NOT PREVENT A RASH FROM
BECOMING LIFE THREATENING OR PERMANENTLY DISABLING OR
DISFIGURING.

It is recommended that LAMICTAL not be restarted in patients who discontinued due to rash
associated with prior treatment with LAMICTAL unless the potential benefits clearly outweigh
the risks. If the decision is made to restart a patient who has discontinued LAMICTAL, the need
to restart with the initial dosing recommendations should be assessed. The greater the interval of
time since the previous dose, the greater consideration should be given to restarting with the
initial dosing recommendations. If a patient has discontinued LAMICTAL for a period of more
than 5 half-lives, it is recommended that initial dosing recommendations and guidelines be
followed. The half-life of LAMICTAL is affected by other concomitant medications (see
CLINICAL PHARMACOLOGY: Pharmacokinetics and Drug Metabolism, and DOSAGE AND
ADMINISTRATION).

Use in Patients With Epilepsy:
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Sudden Unexplained Death in Epilepsy (SUDEP): During the premarketing
development of LAMICTAL, 20 sudden and unexplained deaths were recorded among a cohort
of 4,700 patients with epilepsy (5,747 patient-years of exposure).

Some of these could represent seizure-related deaths in which the seizure was not observed,
e.g., at night. This represents an incidence of 0.0035 deaths per patient-year. Although this rate
exceeds that expected in a healthy population matched for age and sex, it is within the range of
estimates for the incidence of sudden unexplained deaths in patients with epilepsy not receiving
LAMICTAL (ranging from 0.0005 for the general population of patients with epilepsy, to 0.004
for a recently studied clinical trial population similar to that in the clinical development program
for LAMICTAL, to 0.005 for patients with refractory epilepsy). Consequently, whether these
figures are reassuring or suggest concern depends on the comparability of the populations
reported upon to the cohort receiving LAMICTAL and the accuracy of the estimates provided.
Probably most reassuring is the similarity of estimated SUDEP rates in patients receiving
LAMICTAL and those receiving another antiepileptic drug that underwent clinical testing in a
similar population at about the same time. Importantly, that drug is chemically unrelated to
LAMICTAL. This evidence suggests, although it certainly does not prove, that the high SUDEP
rates reflect population rates, not a drug effect.

Status Epilepticus: Valid estimates of the incidence of treatment emergent status
epilepticus among patients treated with LAMICTAL are difficult to obtain because reporters
participating in clinical trials did not all employ identical rules for identifying cases. At a
minimum, 7 of 2,343 adult patients had episodes that could unequivocally be described as status.
In addition, a number of reports of variably defined episodes of seizure exacerbation (e.g.,
seizure clusters, seizure flurries, etc.) were made.

Use in Patients With Bipolar Disorder:

Acute Treatment of Mood Episodes: Safety and effectiveness of LAMICTAL in the
acute treatment of mood episodes has not been established.

Children and Adolescents (less than 18 years of age): Treatment with
antidepressants is associated with an increased risk of suicidal thinking and behavior in children
and adolescents with major depressive disorder and other psychiatric disorders. It is not known
whether LAMICTAL is associated with a similar risk in this population (see PRECAUTIONS:
Clinical Worsening and Suicide Risk Associated With Bipolar Disorder).

Safety and effectiveness of LAMICTAL in patients below the age of 18 years with mood
disorders have not been established.

Clinical Worsening and Suicide Risk Associated with Bipolar Disorder:

Patients with bipolar disorder may experience worsening of their depressive symptoms and/or
the emergence of suicidal ideation and behaviors (suicidality) whether or not they are taking
medications for bipolar disorder. Patients should be closely monitored for clinical worsening
(including development of new symptoms) and suicidality, especially at the beginning of a
course of treatment, or at the time of dose changes.
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In addition, patients with a history of suicidal behavior or thoughts, those patients exhibiting a
significant degree of suicidal ideation prior to commencement of treatment, and young adults,
are at an increased risk of suicidal thoughts or suicide attempts, and should receive careful
monitoring during treatment.

Patients (and caregivers of patients) should be alerted about the need to monitor for any
worsening of their condition (including development of new symptoms) and /or the emergence
of suicidal ideation/behavior or thoughts of harming themselves and to seek medical advice
immediately if these symptoms present.

Consideration should be given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients who experience clinical worsening (including
development of new symptoms) and/or the emergence of suicidal ideation/behavior especially if
these symptoms are severe, abrupt in onset, or were not part of the patient’s presenting
symptoms.

Prescriptions for LAMICTAL should be written for the smallest quantity of tablets consistent
with good patient management, in order to reduce the risk of overdose. Overdoses have been
reported for LAMICTAL, some of which have been fatal (see OVERDOSAGE).

Addition of LAMICTAL to a Multidrug Regimen That Includes Valproate (Dosage
Reduction): Because valproate reduces the clearance of lamotrigine, the dosage of lamotrigine
in the presence of valproate is less than half of that required in its absence (see DOSAGE AND
ADMINISTRATION).

Use in Patients With Concomitant lliness: Clinical experience with LAMICTAL in
patients with concomitant illness is limited. Caution is advised when using LAMICTAL in
patients with diseases or conditions that could affect metabolism or elimination of the drug, such
as renal, hepatic, or cardiac functional impairment.

Hepatic metabolism to the glucuronide followed by renal excretion is the principal route of
elimination of lamotrigine (see CLINICAL PHARMACOLOGY).

A study in individuals with severe chronic renal failure (mean creatinine
clearance = 13 mL/min) not receiving other AEDs indicated that the elimination half-life of
unchanged lamotrigine is prolonged relative to individuals with normal renal function. Until
adequate numbers of patients with severe renal impairment have been evaluated during chronic
treatment with LAMICTAL, it should be used with caution in these patients, generally using a
reduced maintenance dose for patients with significant impairment.

Because there is limited experience with the use of LAMICTAL in patients with impaired
liver function, the use in such patients may be associated with as yet unrecognized risks (see
CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Binding in the Eye and Other Melanin-Containing Tissues: Because lamotrigine binds
to melanin, it could accumulate in melanin-rich tissues over time. This raises the possibility that
lamotrigine may cause toxicity in these tissues after extended use. Although ophthalmological
testing was performed in one controlled clinical trial, the testing was inadequate to exclude
subtle effects or injury occurring after long-term exposure. Moreover, the capacity of available
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tests to detect potentially adverse consequences, if any, of lamotrigine's binding to melanin is
unknown.

Accordingly, although there are no specific recommendations for periodic ophthalmological
monitoring, prescribers should be aware of the possibility of long-term ophthalmologic effects.
Information for Patients: Prior to initiation of treatment with LAMICTAL, the patient should
be instructed that a rash or other signs or symptoms of hypersensitivity (e.g., fever,
lymphadenopathy) may herald a serious medical event and that the patient should report any
such occurrence to a physician immediately. In addition, the patient should notify his or her
physician if worsening of seizure control occurs.

Patients should be advised that LAMICTAL may cause dizziness, somnolence, and other
symptoms and signs of central nervous system (CNS) depression. Accordingly, they should be
advised neither to drive a car nor to operate other complex machinery until they have gained
sufficient experience on LAMICTAL to gauge whether or not it adversely affects their mental
and/or motor performance.

Patients should be advised of the possibility of blood dyscrasias and/or acute multiorgan
failure and to contact their physician immediately if they experience any signs or symptoms of
these conditions (see WARNINGS: Blood Dyscrasias and Acute Multiorgan Failure).

Patients should be advised to notify their physicians if they become pregnant or intend to
become pregnant during therapy. Patients should be advised to notify their physicians if they
intend to breast-feed or are breastfeeding an infant.

Women should be advised to notify their physician if they plan to start or stop use of oral
contraceptives or other female hormonal preparations. Starting estrogen-containing oral
contraceptives may significantly decrease lamotrigine plasma levels and stopping estrogen-
containing oral contraceptives (including the “pill-free”” week) may significantly increase
lamotrigine plasma levels (see PRECAUTIONS: Drug Interactions). Women should also be
advised to promptly notify their physician if they experience adverse events or changes in
menstrual pattern (e.g., break-through bleeding) while receiving LAMICTAL in combination
with these medications.

Patients should be advised to notify their physician if they stop taking LAMICTAL for any
reason and not to resume LAMICTAL without consulting their physician.

Patients should be informed of the availability of a patient information leaflet, and they should
be instructed to read the leaflet prior to taking LAMICTAL. See PATIENT INFORMATION at
the end of this labeling for the text of the leaflet provided for patients.

Laboratory Tests: The value of monitoring plasma concentrations of LAMICTAL has not
been established. Because of the possible pharmacokinetic interactions between LAMICTAL
and other drugs including AEDs (see Table 3), monitoring of the plasma levels of LAMICTAL
and concomitant drugs may be indicated, particularly during dosage adjustments. In general,
clinical judgment should be exercised regarding monitoring of plasma levels of LAMICTAL and
other drugs and whether or not dosage adjustments are necessary.

Drug Interactions:
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The net effects of drug interactions with LAMICTAL are summarized in Table 3 (see also
DOSAGE AND ADMINISTRATION).

Oral Contraceptives: In 16 female volunteers, an oral contraceptive preparation containing
30 mcg ethinylestradiol and 150 mcg levonorgestrel increased the apparent clearance of
lamotrigine (300 mg/day) by approximately 2-fold with a mean decrease in AUC of 52% and in
Crnax 0f 39%. In this study, trough serum lamotrigine concentrations gradually increased and
were approximately 2-fold higher on average at the end of the week of the inactive hormone
preparation compared to trough lamotrigine concentrations at the end of the active hormone
cycle.

Gradual transient increases in lamotrigine plasma levels (approximate 2-fold increase)
occurred during the week of inactive hormone preparation (“pill-free” week) for women not also
taking a drug that increased the clearance of lamotrigine (carbamazepine, phenytoin,
phenobarbital, primidone, or rifampin). The increase in lamotrigine plasma levels will be greater
if the dose of LAMICTAL is increased in the few days before or during the “pill-free” week.
Increases in lamotrigine plasma levels could result in dose-dependent adverse effects (see
PRECAUTIONS: Concomitant Use With Oral Contraceptives).

In the same study, coadministration of LAMICTAL (300 mg/day) in 16 female volunteers did
not affect the pharmacokinetics of the ethinylestradiol component of the oral contraceptive
preparation. There was a mean decrease in the AUC and C,, of the levonorgestrel component of
19% and 12%, respectively. Measurement of serum progesterone indicated that there was no
hormonal evidence of ovulation in any of the 16 volunteers, although measurement of serum
FSH, LH, and estradiol indicated that there was some loss of suppression of the hypothalamic-
pituitary-ovarian axis.

The effects of doses of LAMICTAL other than 300 mg/day have not been systematically
evaluated in controlled clinical trials.

The clinical significance of the observed hormonal changes on ovulatory activity is unknown.
However, the possibility of decreased contraceptive efficacy in some patients cannot be excluded.
Therefore, patients should be instructed to promptly report changes in their menstrual pattern
(e.g., break-through bleeding).

Dosage adjustments will be necessary for most women receiving estrogen-containing oral
contraceptive preparations (see DOSAGE AND ADMINISTRATION: Special Populations:
Women and Oral Contraceptives).

Other Hormonal Contraceptives or Hormone Replacement Therapy: The effect of
other hormonal contraceptive preparations or hormone replacement therapy on the
pharmacokinetics of lamotrigine has not been systematically evaluated. It has been reported that
ethinylestradiol, not progestogens, increased the clearance of lamotrigine up to 2-fold, and the
progestin only pills had no effect on lamotrigine plasma levels. Therefore, adjustments to the
dosage of LAMICTAL in the presence of progestogens alone will likely not be needed.
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Bupropion: The pharmacokinetics of a 100-mg single dose of LAMICTAL in healthy
volunteers (n = 12) were not changed by coadministration of bupropion sustained-release
formulation (150 mg twice a day) starting 11 days before LAMICTAL.

Carbamazepine: LAMICTAL has no appreciable effect on steady-state carbamazepine
plasma concentration. Limited clinical data suggest there is a higher incidence of dizziness,
diplopia, ataxia, and blurred vision in patients receiving carbamazepine with LAMICTAL than in
patients receiving other AEDs with LAMICTAL (see ADVERSE REACTIONS). The
mechanism of this interaction is unclear. The effect of LAMICTAL on plasma concentrations of
carbamazepine-epoxide is unclear. In a small subset of patients (n = 7) studied in a
placebo-controlled trial, LAMICTAL had no effect on carbamazepine-epoxide plasma
concentrations, but in a small, uncontrolled study (n = 9), carbamazepine-epoxide levels
increased.

The addition of carbamazepine decreases lamotrigine steady-state concentrations by
approximately 40%.

Felbamate: In a study of 21 healthy volunteers, coadministration of felbamate (1,200 mg
twice daily) with LAMICTAL (100 mg twice daily for 10 days) appeared to have no clinically
relevant effects on the pharmacokinetics of lamotrigine.

Folate Inhibitors: Lamotrigine is a weak inhibitor of dihydrofolate reductase. Prescribers
should be aware of this action when prescribing other medications that inhibit folate metabolism.

Gabapentin: Based on a retrospective analysis of plasma levels in 34 patients who received
LAMICTAL both with and without gabapentin, gabapentin does not appear to change the
apparent clearance of lamotrigine.

Levetiracetam: Potential drug interactions between levetiracetam and LAMICTAL were
assessed by evaluating serum concentrations of both agents during placebo-controlled clinical
trials. These data indicate that LAMICTAL does not influence the pharmacokinetics of
levetiracetam and that levetiracetam does not influence the pharmacokinetics of LAMICTAL.

Lithium: The pharmacokinetics of lithium were not altered in healthy subjects (n = 20) by
coadministration of LAMICTAL (100 mg/day) for 6 days.

Olanzapine: The AUC and Cyy,x of olanzapine were similar following the addition of
olanzapine (15 mg once daily) to LAMICTAL (200 mg once daily) in healthy male volunteers
(n = 16) compared to the AUC and C,sx in healthy male volunteers receiving olanzapine alone
(n=16).

In the same study, the AUC and C,x of lamotrigine was reduced on average by 24% and 20%,
respectively, following the addition of olanzapine to LAMICTAL in healthy male volunteers
compared to those receiving LAMICTAL alone. This reduction in lamotrigine plasma
concentrations is not expected to be clinically relevant.

Oxcarbazepine: The AUC and C,,x of oxcarbazepine and its active 10-monohydroxy
oxcarbazepine metabolite were not significantly different following the addition of
oxcarbazepine (600 mg twice daily) to LAMICTAL (200 mg once daily) in healthy male
volunteers (n = 13) compared to healthy male volunteers receiving oxcarbazepine alone (n = 13).
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In the same study, the AUC and C,.x of lamotrigine were similar following the addition of
oxcarbazepine (600 mg twice daily) to LAMICTAL in healthy male volunteers compared to
those receiving LAMICTAL alone. Limited clinical data suggest a higher incidence of headache,
dizziness, nausea, and somnolence with coadministration of LAMICTAL and oxcarbazepine
compared to LAMICTAL alone or oxcarbazepine alone.

Phenobarbital, Primidone: The addition of phenobarbital or primidone decreases
lamotrigine steady-state concentrations by approximately 40%.

Phenytoin: LAMICTAL has no appreciable effect on steady-state phenytoin plasma
concentrations in patients with epilepsy. The addition of phenytoin decreases lamotrigine steady-
state concentrations by approximately 40%.

Pregabalin: Steady-state trough plasma concentrations of lamotrigine were not affected by
concomitant pregabalin (200 mg 3 times daily) administration. There are no pharmacokinetic
interactions between LAMICTAL and pregabalin.

Rifampin: In 10 male volunteers, rifampin (600 mg/day for 5 days) significantly increased
the apparent clearance of a single 25 mg dose of LAMICTAL by approximately 2-fold (AUC
decreased by approximately 40%).

Topiramate: Topiramate resulted in no change in plasma concentrations of lamotrigine.
Administration of LAMICTAL resulted in a 15% increase in topiramate concentrations.

Valproate: When LAMICTAL was administered to healthy volunteers (n = 18) receiving
valproate, the trough steady-state valproate plasma concentrations decreased by an average of
25% over a 3-week period, and then stabilized. However, adding LAMICTAL to the existing
therapy did not cause a change in valproate plasma concentrations in either adult or pediatric
patients in controlled clinical trials.

The addition of valproate increased lamotrigine steady-state concentrations in normal
volunteers by slightly more than 2-fold. In one study, maximal inhibition of lamotrigine
clearance was reached at valproate doses between 250 mg/day and 500 mg/day and did not
increase as the valproate dose was further increased.

Zonisamide: In a study of 18 patients with epilepsy, coadministration of zonisamide (200 to
400 mg/day) with LAMICTAL (150 to 500 mg/day) for 35 days had no significant effect on the
pharmacokinetics of lamotrigine.

Known Inducers or Inhibitors of Glucuronidation: Drugs other than those listed above
have not been systematically evaluated in combination with LAMICTAL. Since lamotrigine is
metabolized predominately by glucuronic acid conjugation, drugs that are known to induce or
inhibit glucuronidation may affect the apparent clearance of lamotrigine and doses of
LAMICTAL may require adjustment based on clinical response.

Other: Results of in vitro experiments suggest that clearance of lamotrigine is unlikely to be
reduced by concomitant administration of amitriptyline, clonazepam, clozapine, fluoxetine,
haloperidol, lorazepam, phenelzine, risperidone, sertraline, or trazodone (see CLINICAL
PHARMACOLOGY: Pharmacokinetics and Drug Metabolism).
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Results of in vitro experiments suggest that lamotrigine does not reduce the clearance of drugs
eliminated predominantly by CYP2D6 (see CLINICAL PHARMACOLOGY).

Table 3. Summary of Drug Interactions With LAMICTAL

Drug Plasma

Concentration With

Lamotrigine Plasma

Adjunctive Concentration With Adjunctive
Drug LAMICTAL* Drugs'
Oral contraceptives (e.g., 3§ 2
ethinylestradiol/levonorgestrel)*
Bupropion Not assessed >
Carbamazepine (CBZ) > J
CBZ epoxide " ?
Felbamate Not assessed >
Gabapentin Not assessed >
Levetiracetam > >
Lithium © Not assessed
Olanzapine > o
Oxcarbazepine © ©
10-monohydroxy oxcarbazepine ©
metabolite”
Phenobarbital/primidone © J
Phenytoin (PHT) > \2
Pregabalin > >
Rifampin Not assessed J
Topiramate OFE <
Valproate \2 T
Valproate + PHT and/or CBZ Not assessed ©
Zonisamide Not assessed >

* From adjunctive clinical trials and volunteer studies.

" Net effects were estimated by comparing the mean clearance values obtained in adjunctive

clinical trials and volunteers studies.

' The effect of other hormonal contraceptive preparations or hormone replacement therapy on the

pharmacokinetics of lamotrigine has not been systematically evaluated in clinical trials and

the effect may not be similar to that seen with the ethinylestradiol/levonorgestrel

combinations.

*Modest decrease in levonorgestrel (see PRECAUTIONS: Drug Interactions: Effect of

LAMICTAL on Oral Contraceptives).
INot administered, but an active metabolite of carbamazepine.

'Slight decrease, not expected to be clinically relevant.
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"Not administered, but an active metabolite of oxcarbazepine.
** Slight increase not expected to be clinically relevant.

<> = No significant effect.

? = Conflicting data.

Drug/Laboratory Test Interactions: None known.

Carcinogenesis, Mutagenesis, Impairment of Fertility: No evidence of carcinogenicity
was seen in 1 mouse study or 2 rat studies following oral administration of lamotrigine for up to
2 years at maximum tolerated doses (30 mg/kg per day for mice and 10 to 15 mg/kg per day for
rats, doses that are equivalent to 90 mg/m” and 60 to 90 mg/m’, respectively). Steady-state
plasma concentrations ranged from 1 to 4 mcg/mL in the mouse study and 1 to 10 mcg/mL in the
rat study. Plasma concentrations associated with the recommended human doses of 300 to

500 mg/day are generally in the range of 2 to 5 mcg/mL, but concentrations as high as

19 mcg/mL have been recorded.

Lamotrigine was not mutagenic in the presence or absence of metabolic activation when
tested in 2 gene mutation assays (the Ames test and the in vitro mammalian mouse lymphoma
assay). In 2 cytogenetic assays (the in vitro human lymphocyte assay and the in vivo rat bone
marrow assay), lamotrigine did not increase the incidence of structural or numerical
chromosomal abnormalities.

No evidence of impairment of fertility was detected in rats given oral doses of lamotrigine up
to 2.4 times the highest usual human maintenance dose of 8.33 mg/kg per day or 0.4 times the
human dose on a mg/m” basis. The effect of lamotrigine on human fertility is unknown.
Pregnancy: Teratogenic Effects: Pregnancy Category C. No evidence of teratogenicity was
found in mice, rats, or rabbits when lamotrigine was orally administered to pregnant animals
during the period of organogenesis at doses up to 1.2, 0.5, and 1.1 times, respectively, on a
mg/m” basis, the highest usual human maintenance dose (i.e., 500 mg/day). However, maternal
toxicity and secondary fetal toxicity producing reduced fetal weight and/or delayed ossification
were seen in mice and rats, but not in rabbits at these doses. Teratology studies were also
conducted using bolus intravenous administration of the isethionate salt of lamotrigine in rats
and rabbits. In rat dams administered an intravenous dose at 0.6 times the highest usual human
maintenance dose, the incidence of intrauterine death without signs of teratogenicity was
increased.

A behavioral teratology study was conducted in rats dosed during the period of organogenesis.
At day 21 postpartum, offspring of dams receiving 5 mg/kg per day or higher displayed a
significantly longer latent period for open field exploration and a lower frequency of rearing. In a
swimming maze test performed on days 39 to 44 postpartum, time to completion was increased
in offspring of dams receiving 25 mg/kg per day. These doses represent 0.1 and 0.5 times the
clinical dose on a mg/m” basis, respectively.
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Lamotrigine did not affect fertility, teratogenesis, or postnatal development when rats were
dosed prior to and during mating, and throughout gestation and lactation at doses equivalent to
0.4 times the highest usual human maintenance dose on a mg/m’ basis.

When pregnant rats were orally dosed at 0.1, 0.14, or 0.3 times the highest human
maintenance dose (on a mg/m” basis) during the latter part of gestation (days 15 to 20), maternal
toxicity and fetal death were seen. In dams, food consumption and weight gain were reduced,
and the gestation period was slightly prolonged (22.6 vs. 22.0 days in the control group).
Stillborn pups were found in all 3 drug-treated groups with the highest number in the high-dose
group. Postnatal death was also seen, but only in the 2 highest doses, and occurred between day 1
and 20. Some of these deaths appear to be drug-related and not secondary to the maternal
toxicity. A no-observed-effect level (NOEL) could not be determined for this study.

Although LAMICTAL was not found to be teratogenic in the above studies, lamotrigine
decreases fetal folate concentrations in rats, an effect known to be associated with teratogenesis
in animals and humans. There are no adequate and well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if the potential benefit justifies the potential risk to the
fetus.

Non-Teratogenic Effects: As with other antiepileptic drugs, physiological changes during
pregnancy may affect lamotrigine concentrations and/or therapeutic effect. There have been
reports of decreased lamotrigine concentrations during pregnancy and restoration of pre-partum
concentrations after delivery. Dosage adjustments may be necessary to maintain clinical response.
Pregnancy Exposure Registry: To facilitate monitoring fetal outcomes of pregnant women
exposed to lamotrigine, physicians are encouraged to register patients, before fetal outcome
(e.g., ultrasound, results of amniocentesis, birth, etc.) is known, and can obtain information
by calling the Lamotrigine Pregnancy Registry at (800) 336-2176 (toll-free). Patients can enroll
themselves in the North American Antiepileptic Drug Pregnancy Registry by calling (888) 233-
2334 (toll-free).

Labor and Delivery: The effect of LAMICTAL on labor and delivery in humans is unknown.
Use in Nursing Mothers: Preliminary data indicate that lamotrigine passes into human milk.
Because the effects on the infant exposed to LAMICTAL by this route are unknown,
breastfeeding while taking LAMICTAL is not recommended.

Pediatric Use: LAMICTAL is indicated as adjunctive therapy for partial seizures, the
generalized seizures of Lennox-Gastaut syndrome, and primary generalized tonic-clonic seizures
in patients above 2 years of age.

Safety and effectiveness in patients below the age of 18 years with Bipolar Disorder has not
been established.

Geriatric Use: Clinical studies of LAMICTAL for epilepsy and in Bipolar Disorder did not
include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects. In general, dose selection for an elderly patient should be
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cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

ADVERSE REACTIONS

SERIOUS RASH REQUIRING HOSPITALIZATION AND DISCONTINUATION OF
LAMICTAL, INCLUDING STEVENS-JOHNSON SYNDROME AND TOXIC
EPIDERMAL NECROLYSIS, HAVE OCCURRED IN ASSOCIATION WITH
THERAPY WITH LAMICTAL. RARE DEATHS HAVE BEEN REPORTED, BUT
THEIR NUMBERS ARE TOO FEW TO PERMIT A PRECISE ESTIMATE OF THE
RATE (see BOX WARNING).

Epilepsy:

Most Common Adverse Events in All Clinical Studies: Adjunctive Therapy in
Adults With Epilepsy: The most commonly observed (>5%) adverse experiences seen in
association with LAMICTAL during adjunctive therapy in adults and not seen at an equivalent
frequency among placebo-treated patients were: dizziness, ataxia, somnolence, headache,
diplopia, blurred vision, nausea, vomiting, and rash. Dizziness, diplopia, ataxia, blurred vision,
nausea, and vomiting were dose related. Dizziness, diplopia, ataxia, and blurred vision occurred
more commonly in patients receiving carbamazepine with LAMICTAL than in patients receiving
other AEDs with LAMICTAL. Clinical data suggest a higher incidence of rash, including serious
rash, in patients receiving concomitant valproate than in patients not receiving valproate (see
WARNINGS).

Approximately 11% of the 3,378 adult patients who received LAMICTAL as adjunctive
therapy in premarketing clinical trials discontinued treatment because of an adverse experience.
The adverse events most commonly associated with discontinuation were rash (3.0%), dizziness
(2.8%), and headache (2.5%).

In a dose response study in adults, the rate of discontinuation of LAMICTAL for dizziness,
ataxia, diplopia, blurred vision, nausea, and vomiting was dose related.

Monotherapy in Adults With Epilepsy: The most commonly observed (>5%) adverse
experiences seen in association with the use of LAMICTAL during the monotherapy phase of the
controlled trial in adults not seen at an equivalent rate in the control group were vomiting,
coordination abnormality, dyspepsia, nausea, dizziness, rhinitis, anxiety, insomnia, infection,
pain, weight decrease, chest pain, and dysmenorrhea. The most commonly observed (>5%)
adverse experiences associated with the use of LAMICTAL during the conversion to
monotherapy (add-on) period, not seen at an equivalent frequency among low-dose
valproate-treated patients, were dizziness, headache, nausea, asthenia, coordination abnormality,
vomiting, rash, somnolence, diplopia, ataxia, accidental injury, tremor, blurred vision, insomnia,
nystagmus, diarrhea, lymphadenopathy, pruritus, and sinusitis.

Approximately 10% of the 420 adult patients who received LAMICTAL as monotherapy in
premarketing clinical trials discontinued treatment because of an adverse experience. The
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adverse events most commonly associated with discontinuation were rash (4.5%), headache
(3.1%), and asthenia (2.4%).

Adjunctive Therapy in Pediatric Patients With Epilepsy: The most commonly
observed (>5%) adverse experiences seen in association with the use of LAMICTAL as
adjunctive treatment in pediatric patients and not seen at an equivalent rate in the control group
were infection, vomiting, rash, fever, somnolence, accidental injury, dizziness, diarrhea,
abdominal pain, nausea, ataxia, tremor, asthenia, bronchitis, flu syndrome, and diplopia.

In 339 patients age 2 to 16 years with partial seizures or generalized seizures of Lennox-
Gastaut syndrome, 4.2% of patients on LAMICTAL and 2.9% of patients on placebo
discontinued due to adverse experiences. The most commonly reported adverse experiences that
led to discontinuation were rash for patients treated with LAMICTAL and deterioration of
seizure control for patients treated with placebo.

Approximately 11.5% of the 1,081 pediatric patients who received LAMICTAL as adjunctive
therapy in premarketing clinical trials discontinued treatment because of an adverse experience.
The adverse events most commonly associated with discontinuation were rash (4.4%), reaction
aggravated (1.7%), and ataxia (0.6%).

Incidence in Controlled Clinical Studies of Epilepsy: The prescriber should be aware
that the figures in Tables 4, 5, 6, and 7 cannot be used to predict the frequency of adverse
experiences in the course of usual medical practice where patient characteristics and other factors
may differ from those prevailing during clinical studies. Similarly, the cited frequencies cannot
be directly compared with figures obtained from other clinical investigations involving different
treatments, uses, or investigators. An inspection of these frequencies, however, does provide the
prescriber with one basis to estimate the relative contribution of drug and nondrug factors to the
adverse event incidences in the population studied.

Incidence in Controlled Adjunctive Clinical Studies in Adults With Epilepsy:
Table 4 lists treatment-emergent signs and symptoms that occurred in at least 2% of adult
patients with epilepsy treated with LAMICTAL in placebo-controlled trials and were
numerically more common in the patients treated with LAMICTAL. In these studies, either
LAMICTAL or placebo was added to the patient's current AED therapy. Adverse events were
usually mild to moderate in intensity.
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Table 4. Treatment-Emergent Adverse Event Incidence in Placebo-Controlled Adjunctive
Trials in Adult Patients With Epilepsy* (Events in at least 2% of patients treated with
LAMICTAL and numerically more frequent than in the placebo group.)

Percent of Patients
Receiving Adjunctive Percent of Patients Receiving
Body System/ LAMICTAL Adjunctive Placebo
Adverse Experience?L (n="711) (n=419)
Body as a whole
Headache 29 19
Flu syndrome 7 6
Fever 6 4
Abdominal pain 5 4
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
Vomiting 9 4
Diarrhea 6 4
Dyspepsia 5 2
Constipation 4 3
Tooth disorder 3 2
Anorexia 2 1
Musculoskeletal
Arthralgia 2 0
Nervous
Dizziness 38 13
Ataxia 22 6
Somnolence 14 7
Incoordination 6 2
Insomnia 6 2
Tremor 4 1
Depression 4 3
Anxiety 4 3
Convulsion 3 1
Irritability 3 2
Speech disorder 3 0
Concentration 2 1
disturbance
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Respiratory

Rhinitis 14 9

Pharyngitis 10 9

Cough increased 8 6
Skin and appendages

Rash 10 5

Pruritus 3 2
Special senses

Diplopia 28 7

Blurred vision 16 5

Vision abnormality 3 1
Urogenital

Female patients only (n=365) (n=207)

Dysmenorrhea 7 6

Vaginitis 4 1

Amenorrhea 2 1

(carbamazepine, phenytoin, phenobarbital, or primidone) in addition to LAMICTAL or
placebo. Patients may have reported multiple adverse experiences during the study or at

Patients in these adjunctive studies were receiving 1 to 3 of the following concomitant AEDs

discontinuation; thus, patients may be included in more than one category.

T Adverse experiences reported by at least 2% of patients treated with LAMICTAL are included.

In a randomized, parallel study comparing placebo and 300 and 500 mg/day of LAMICTAL,

some of the more common drug-related adverse events were dose related (see Table 5).

Table 5. Dose-Related Adverse Events From a Randomized, Placebo-Controlled Trial in

Adults With Epilepsy

Percent of Patients Experiencing Adverse Experiences

LAMICTAL LAMICTAL
Placebo 300 mg 500 mg
Adverse Experience (n=73) (n=171) (n=72)
Ataxia 10 10 28*F
Blurred vision 10 11 25
Diplopia 8 24* 49*+
Dizziness 27 31 54
Nausea 11 18 25*
Vomiting 4 11 18*

*Significantly greater than placebo group (p<0.05).

29




TSigniﬁcantly greater than group receiving LAMICTAL 300 mg (p<0.05).

Other events that occurred in more than 1% of patients but equally or more frequently in the
placebo group included: asthenia, back pain, chest pain, flatulence, menstrual disorder, myalgia,
paresthesia, respiratory disorder, and urinary tract infection.

The overall adverse experience profile for LAMICTAL was similar between females and
males, and was independent of age. Because the largest non-Caucasian racial subgroup was only
6% of patients exposed to LAMICTAL in placebo-controlled trials, there are insufficient data to
support a statement regarding the distribution of adverse experience reports by race. Generally,
females receiving either adjunctive LAMICTAL or placebo were more likely to report adverse
experiences than males. The only adverse experience for which the reports on LAMICTAL were
greater than 10% more frequent in females than males (without a corresponding difference by
gender on placebo) was dizziness (difference = 16.5%). There was little difference between
females and males in the rates of discontinuation of LAMICTAL for individual adverse
experiences.

Incidence in a Controlled Monotherapy Trial in Adults With Partial Seizures:
Table 6 lists treatment-emergent signs and symptoms that occurred in at least 5% of patients with
epilepsy treated with monotherapy with LAMICTAL in a double-blind trial following
discontinuation of either concomitant carbamazepine or phenytoin not seen at an equivalent
frequency in the control group.

Table 6. Treatment-Emergent Adverse Event Incidence in Adults With Partial Seizures in
a Controlled Monotherapy Trial* (Events in at least 5% of patients treated with
LAMICTAL and numerically more frequent than in the valproate group.)

Percent of Patients Receiving
Percent of Patients Receiving Low-Dose Valproate®
Body System/ LAMICTAL Monotherapy* Monotherapy
Adverse ExperienceT (n=43) (n=44)

Body as a whole

Pain 5 0

Infection 5 2

Chest pain 5 2
Digestive
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Vomiting 9 0

Dyspepsia 7 o)

Nausea 7 2
Metabolic and nutritional

Weight decrease 5 2
Nervous

Coordination 7 0

abnormality

Dizziness 7 0

Anxiety 5 0

Insomnia 5 2
Respiratory

Rhinitis 7 2
Urogenital (female (n=21) (n=28)

patients only)

Dysmenorrhea 5 0

* Patients in these studies were converted to LAMICTAL or valproate monotherapy from
adjunctive therapy with carbamazepine or phenytoin. Patients may have reported multiple
adverse experiences during the study; thus, patients may be included in more than one
category.

Adverse experiences reported by at least 5% of patients are included.

: Up to 500 mg/day.

¥ 1,000 mg/day.

Adverse events that occurred with a frequency of less than 5% and greater than 2% of patients

receiving LAMICTAL and numerically more frequent than placebo were:

Body as a Whole: Asthenia, fever.

Digestive: Anorexia, dry mouth, rectal hemorrhage, peptic ulcer.

Metabolic and Nutritional: Peripheral edema.

Nervous System: Amnesia, ataxia, depression, hypesthesia, libido increase, decreased
reflexes, increased reflexes, nystagmus, irritability, suicidal ideation.

Respiratory: Epistaxis, bronchitis, dyspnea.

Skin and Appendages: Contact dermatitis, dry skin, sweating.

Special Senses: Vision abnormality.

Incidence in Controlled Adjunctive Trials in Pediatric Patients With Epilepsy:
Table 7 lists adverse events that occurred in at least 2% of 339 pediatric patients with partial
seizures or generalized seizures of Lennox-Gastaut syndrome, who received LAMICTAL up to
15 mg/kg per day or a maximum of 750 mg per day. Reported adverse events were classified
using COSTART terminology.
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Table 7. Treatment-Emergent Adverse Event Incidence in Placebo-Controlled Adjunctive
Trials in Pediatric Patients With Epilepsy (Events in at least 2% of patients treated with

LAMICTAL and numerically more frequent than in the placebo group.)
Percent of Patients Receiving | Percent of Patients Receiving
Body System/ LAMICTAL Placebo
Adverse Experience (n=168) (n=171)
Body as a whole
Infection 20 17
Fever 15 14
Accidental injury 14 12
Abdominal pain 10 5
Asthenia 8 4
Flu syndrome 7 6
Pain 5 4
Facial edema o) 1
Photosensitivity 2 0
Cardiovascular
Hemorrhage 2 1
Digestive
Vomiting 20 16
Diarrhea 11 9
Nausea 10 2
Constipation 4 2
Dyspepsia 1
Tooth disorder 2 1
Hemic and lymphatic
Lymphadenopathy 2 1
Metabolic and nutritional
Edema 2 0
Nervous system
Somnolence 17 15
Dizziness 14 4
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Ataxia 11
Tremor 10
Emotional lability

Gait abnormality

Convulsions

Nervousness

—_— = = NN NN = W

4

4

Thinking abnormality 3
2

2

2

Vertigo

Respiratory

—_
—_

Pharyngitis 14

Bronchitis

AN D

7

Increased cough 7
Sinusitis 2 1

Bronchospasm 2
Skin
Rash 14 12

Eczema 2 1
Pruritus 2 1

Special senses
Diplopia
Blurred vision

Ear disorder

[\ R NS R SNV
O = = =

Visual abnormality

Urogenital
Male and female patients
Urinary tract infection 3 0

93 n=92
Penis disorder o) 0

Male patients only

=
Il

Bipolar Disorder: The most commonly observed (>5%) adverse experiences seen in
association with the use of LAMICTAL as monotherapy (100 to 400 mg/day) in Bipolar
Disorder in the 2 double-blind, placebo-controlled trials of 18 months’ duration, and numerically
more frequent than in placebo-treated patients are included in Table 8. Adverse events that
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occurred in at least 5% of patients and were numerically more common during the dose
escalation phase of LAMICTAL in these trials (when patients may have been receiving
concomitant medications) compared to the monotherapy phase were: headache (25%), rash
(11%), dizziness (10%), diarrhea (8%), dream abnormality (6%), and pruritus (6%).

During the monotherapy phase of the double-blind, placebo-controlled trials of 18 months’
duration, 13% of 227 patients who received LAMICTAL (100 to 400 mg/day), 16% of
190 patients who received placebo, and 23% of 166 patients who received lithium discontinued
therapy because of an adverse experience. The adverse events which most commonly led to
discontinuation of LAMICTAL were rash (3%) and mania/hypomania/mixed mood adverse
events (2%). Approximately 16% of 2,401 patients who received LAMICTAL (50 to
500 mg/day) for Bipolar Disorder in premarketing trials discontinued therapy because of an
adverse experience; most commonly due to rash (5%) and mania/hypomania/mixed mood
adverse events (2%).

Incidence in Controlled Clinical Studies of LAMICTAL for the Maintenance
Treatment of Bipolar | Disorder: Table 8 lists treatment-emergent signs and symptoms that
occurred in at least 5% of patients with Bipolar Disorder treated with LAMICTAL monotherapy
(100 to 400 mg/day), following the discontinuation of other psychotropic drugs, in
2 double-blind, placebo-controlled trials of 18 months’ duration and were numerically more
frequent than in the placebo group.
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Table 8. Treatment-Emergent Adverse Event Incidence in 2 Placebo-Controlled Trials in
Adults With Bipolar | Disorder* (Events in at least 5% of patients treated with
LAMICTAL monotherapy and numerically more frequent than in the placebo group.)

Percent of Patients Percent of Patients
Body System/ Receiving LAMICTAL Receiving Placebo
Adverse Experiencet n=227 n=190

General

Back pain 8 6

Fatigue 8 5

Abdominal pain 6 3
Digestive

Nausea 14 11

Constipation 5 2

Vomiting 5 2
Nervous System

Insomnia 10 6

Somnolence 9 7

Xerostomia (dry mouth) 6 4
Respiratory

Rhinitis 7 4

Exacerbation of cough 5 3

Pharyngitis 5 4
Skin

Rash (nonserious)* 7 5

* Patients in these studies were converted to LAMICTAL (100 to 400 mg/day) or placebo
monotherapy from add-on therapy with other psychotropic medications. Patients may have
reported multiple adverse experiences during the study; thus, patients may be included in
more than one category.

T Adverse experiences reported by at least 5% of patients are included.

1 In the overall bipolar and other mood disorders clinical trials, the rate of serious rash was
0.08% (1 of 1,233) of adult patients who received LAMICTAL as initial monotherapy and
0.13% (2 of 1,538) of adult patients who received LAMICTAL as adjunctive therapy (see
WARNINGS).

These adverse events were usually mild to moderate in intensity.

Other events that occurred in 5% or more patients but equally or more frequently in the
placebo group included: dizziness, mania, headache, infection, influenza, pain, accidental injury,
diarrhea, and dyspepsia.

Adverse events that occurred with a frequency of less than 5% and greater than 1% of patients
receiving LAMICTAL and numerically more frequent than placebo were:
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General: Fever, neck pain.

Cardiovascular: Migraine.

Digestive: Flatulence.

Metabolic and Nutritional: Weight gain, edema.

Musculoskeletal: Arthralgia, myalgia.

Nervous System: Amnesia, depression, agitation, emotional lability, dyspraxia, abnormal
thoughts, dream abnormality, hypoesthesia.

Respiratory: Sinusitis.

Urogenital: Urinary frequency.

Adverse Events Following Abrupt Discontinuation: In the 2 maintenance trials, there
was no increase in the incidence, severity or type of adverse events in Bipolar Disorder patients
after abruptly terminating LAMICTAL therapy. In clinical trials in patients with Bipolar
Disorder, 2 patients experienced seizures shortly after abrupt withdrawal of LAMICTAL.
However, there were confounding factors that may have contributed to the occurrence of seizures
in these bipolar patients (see DOSAGE AND ADMINISTRATION).

Mania/Hypomania/Mixed Episodes: During the double-blind, placebo-controlled clinical
trials in Bipolar I Disorder in which patients were converted to LAMICTAL monotherapy (100
to 400 mg/day) from other psychotropic medications and followed for durations up to 18 months,
the rate of manic or hypomanic or mixed mood episodes reported as adverse experiences was 5%
for patients treated with LAMICTAL (n = 227), 4% for patients treated with lithium (n = 166),
and 7% for patients treated with placebo (n = 190). In all bipolar controlled trials combined,
adverse events of mania (including hypomania and mixed mood episodes) were reported in 5%
of patients treated with LAMICTAL (n = 956), 3% of patients treated with lithium (n = 280), and
4% of patients treated with placebo (n = 803).

The overall adverse event profile for LAMICTAL was similar between females and males,
between elderly and nonelderly patients, and among racial groups.

Other Adverse Events Observed During All Clinical Trials For Pediatric and Adult
Patients With Epilepsy or Bipolar Disorder and Other Mood Disorders: LAMICTAL
has been administered to 6,694 individuals for whom complete adverse event data was captured
during all clinical trials, only some of which were placebo controlled. During these trials, all
adverse events were recorded by the clinical investigators using terminology of their own
choosing. To provide a meaningful estimate of the proportion of individuals having adverse
events, similar types of events were grouped into a smaller number of standardized categories
using modified COSTART dictionary terminology. The frequencies presented represent the
proportion of the 6,694 individuals exposed to LAMICTAL who experienced an event of the
type cited on at least one occasion while receiving LAMICTAL. All reported events are included
except those already listed in the previous tables or elsewhere in the labeling, those too general
to be informative, and those not reasonably associated with the use of the drug.

Events are further classified within body system categories and enumerated in order of
decreasing frequency using the following definitions: frequent adverse events are defined as
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those occurring in at least 1/100 patients; infrequent adverse events are those occurring in 1/100
to 1/1,000 patients; rare adverse events are those occurring in fewer than 1/1,000 patients.

Body as a Whole: Infrequent: Allergic reaction, chills, halitosis, and malaise. Rare:
Abdomen enlarged, abscess, and suicide/suicide attempt.

Cardiovascular System: Infrequent: Flushing, hot flashes, hypertension, palpitations,
postural hypotension, syncope, tachycardia, and vasodilation. Rare: Angina pectoris, atrial
fibrillation, deep thrombophlebitis, ECG abnormality, and myocardial infarction.

Dermatological: Infrequent: Acne, alopecia, hirsutism, maculopapular rash, skin
discoloration, and urticaria. Rare: Angioedema, erythema, exfoliative dermatitis, fungal
dermatitis, herpes zoster, leukoderma, multiforme erythema, petechial rash, pustular rash,
seborrhea, Stevens-Johnson syndrome, and vesiculobullous rash.

Digestive System: Infrequent: Dysphagia, eructation, gastritis, gingivitis, increased
appetite, increased salivation, liver function tests abnormal, and mouth ulceration. Rare:
Gastrointestinal hemorrhage, glossitis, gum hemorrhage, gum hyperplasia, hematemesis,
hemorrhagic colitis, hepatitis, melena, stomach ulcer, stomatitis, thirst, and tongue edema.

Endocrine System: Rare: Goiter and hypothyroidism.

Hematologic and Lymphatic System: Infrequent: Ecchymosis and leukopenia. Rare:
Anemia, eosinophilia, fibrin decrease, fibrinogen decrease, iron deficiency anemia, leukocytosis,
lymphocytosis, macrocytic anemia, petechia, and thrombocytopenia.

Metabolic and Nutritional Disorders: Infrequent: Aspartate transaminase increased.
Rare: Alcohol intolerance, alkaline phosphatase increase, alanine transaminase increase,
bilirubinemia, general edema, gamma glutamyl transpeptidase increase, and hyperglycemia.

Musculoskeletal System: Infrequent: Arthritis, leg cramps, myasthenia, and twitching.
Rare: Bursitis, joint disorder, muscle atrophy, pathological fracture, and tendinous contracture.

Nervous System: Frequent: Confusion and paresthesia. Infrequent: Akathisia, apathy,
aphasia, CNS depression, depersonalization, dysarthria, dyskinesia, euphoria, hallucinations,
hostility, hyperkinesia, hypertonia, libido decreased, memory decrease, mind racing, movement
disorder, myoclonus, panic attack, paranoid reaction, personality disorder, psychosis, sleep
disorder, stupor, and suicidal ideation. Rare: Cerebellar syndrome, cerebrovascular accident,
cerebral sinus thrombosis, choreoathetosis, CNS stimulation, delirium, delusions, dysphoria,
dystonia, extrapyramidal syndrome, faintness, grand mal convulsions, hemiplegia, hyperalgesia,
hyperesthesia, hypokinesia, hypotonia, manic depression reaction, muscle spasm, neuralgia,
neurosis, paralysis, and peripheral neuritis.

Respiratory System: Infrequent: Yawn. Rare: Hiccup and hyperventilation.

Special Senses: Frequent: Amblyopia. Infrequent: Abnormality of accommodation,
conjunctivitis, dry eyes, ear pain, photophobia, taste perversion, and tinnitus. Rare: Deafness,
lacrimation disorder, oscillopsia, parosmia, ptosis, strabismus, taste loss, uveitis, and visual field
defect.

Urogenital System: Infrequent: Abnormal ejaculation, breast pain, hematuria, impotence,
menorrhagia, polyuria, urinary incontinence, and urine abnormality. Rare: Acute kidney failure,
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anorgasmia, breast abscess, breast neoplasm, creatinine increase, cystitis, dysuria, epididymitis,
female lactation, kidney failure, kidney pain, nocturia, urinary retention, urinary urgency, and
vaginal moniliasis.
Postmarketing and Other Experience: In addition to the adverse experiences reported
during clinical testing of LAMICTAL, the following adverse experiences have been reported in
patients receiving marketed LAMICTAL and from worldwide noncontrolled investigational use.
These adverse experiences have not been listed above, and data are insufficient to support an
estimate of their incidence or to establish causation.

Blood and Lymphatic: Agranulocytosis, aplastic anemia, disseminated intravascular
coagulation, hemolytic anemia, neutropenia, pancytopenia, red cell aplasia.

Gastrointestinal: Esophagitis.

Hepatobiliary Tract and Pancreas: Pancreatitis.

Immunologic: Lupus-like reaction, vasculitis.

Lower Respiratory: Apnea.

Musculoskeletal: Rhabdomyolysis has been observed in patients experiencing
hypersensitivity reactions.

Neurology: Exacerbation of parkinsonian symptoms in patients with pre-existing
Parkinson’s disease, tics.

Non-site Specific: Hypersensitivity reaction, multiorgan failure, progressive
immunosuppression.

DRUG ABUSE AND DEPENDENCE
The abuse and dependence potential of LAMICTAL have not been evaluated in human
studies.

OVERDOSAGE

Human Overdose Experience: Overdoses involving quantities up to 15 g have been
reported for LAMICTAL, some of which have been fatal. Overdose has resulted in ataxia,
nystagmus, increased seizures, decreased level of consciousness, coma, and intraventricular
conduction delay.

Management of Overdose: There are no specific antidotes for LAMICTAL. Following a
suspected overdose, hospitalization of the patient is advised. General supportive care is indicated,
including frequent monitoring of vital signs and close observation of the patient. If indicated,
emesis should be induced or gastric lavage should be performed; usual precautions should be
taken to protect the airway. It should be kept in mind that lamotrigine is rapidly absorbed (see
CLINICAL PHARMACOLOGY). It is uncertain whether hemodialysis is an effective means of
removing lamotrigine from the blood. In 6 renal failure patients, about 20% of the amount of
lamotrigine in the body was removed by hemodialysis during a 4-hour session. A Poison Control
Center should be contacted for information on the management of overdosage of LAMICTAL.
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DOSAGE AND ADMINISTRATION
Epilepsy:

Adjunctive Use: LAMICTAL is indicated as adjunctive therapy for partial seizures, the
generalized seizures of Lennox-Gastaut syndrome, and primary generalized tonic-clonic seizures
in adult and pediatric patients (>2 years of age).

Monotherapy Use: LAMICTAL is indicated for conversion to monotherapy in adults with
partial seizures who are receiving treatment with carbamazepine, phenytoin, phenobarbital,
primidone, or valproate as the single AED.

Safety and effectiveness of LAMICTAL have not been established (1) as initial
monotherapy, (2) for conversion to monotherapy from AEDs other than carbamazepine,
phenytoin, phenobarbital, primidone, or valproate, or (3) for simultaneous conversion to
monotherapy from 2 or more concomitant AEDs.

Bipolar Disorder: LAMICTAL is indicated for the maintenance treatment of Bipolar I
Disorder to delay the time to occurrence of mood episodes (depression, mania, hypomania,
mixed episodes) in patients treated for acute mood episodes with standard therapy. The
effectiveness of LAMICTAL in the acute treatment of mood episodes has not been established.
General Dosing Considerations for Epilepsy and Bipolar Disorder Patients: The
risk of nonserious rash is increased when the recommended initial dose and/or the rate of dose
escalation of LAMICTAL is exceeded and in patients with a history of allergy or rash to other
AEDs. There are suggestions, yet to be proven, that the risk of severe, potentially life-threatening
rash may be increased by (1) coadministration of LAMICTAL with valproate, (2) exceeding the
recommended initial dose of LAMICTAL, or (3) exceeding the recommended dose escalation
for LAMICTAL. However, cases have been reported in the absence of these factors (see BOX
WARNING). Therefore, it is important that the dosing recommendations be followed closely.

It is recommended that LAMICTAL not be restarted in patients who discontinued due to rash
associated with prior treatment with LAMICTAL, unless the potential benefits clearly outweigh
the risks. If the decision is made to restart a patient who has discontinued LAMICTAL, the need
to restart with the initial dosing recommendations should be assessed. The greater the interval of
time since the previous dose, the greater consideration should be given to restarting with the
initial dosing recommendations. If a patient has discontinued LAMICTAL for a period of more
than 5 half-lives, it is recommended that initial dosing recommendations and guidelines be
followed.

LAMICTAL Added to Drugs Known to Induce or Inhibit Glucuronidation: Drugs
other than those listed in PRECAUTIONS: Drug Interactions have not been systematically
evaluated in combination with LAMICTAL. Since lamotrigine is metabolized predominantly by
glucuronic acid conjugation, drugs that are known to induce or inhibit glucuronidation may
affect the apparent clearance of lamotrigine and doses of LAMICTAL may require adjustment
based on clinical response.
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Target Plasma Levels for Patients With Epilepsy or Bipolar Disorder: A
therapeutic plasma concentration range has not been established for lamotrigine. Dosing of
LAMICTAL should be based on therapeutic response.

The half-life of LAMICTAL is affected by other concomitant medications (see CLINICAL
PHARMACOLOGY:: Pharmacokinetics and Drug Metabolism).

See also DOSAGE AND ADMINISTRATION: Special Populations.

Special Populations: Women and Oral Contraceptives: Starting LAMICTAL in
Women Taking Oral Contraceptives: Although estrogen-containing oral contraceptives
have been shown to increase the clearance of lamotrigine (see PRECAUTIONS: Drug
Interactions), no adjustments to the recommended dose escalation guidelines for LAMICTAL
should be necessary solely based on the use of estrogen-containing oral contraceptives.
Therefore, dose escalation should follow the recommended guidelines for initiating adjunctive
therapy with LAMICTAL based on the concomitant AED (see Table 11). See below for
adjustments to maintenance doses of LAMICTAL in women taking estrogen-containing oral
contraceptives.

Adjustments to the Maintenance Dose of LAMICTAL.: (1) Taking Estrogen-
Containing Oral Contraceptives: For women not taking carbamazepine, phenytoin,
phenobarbital, primidone, or rifampin, the maintenance dose of LAMICTAL will in most cases
need to be increased, by as much as 2-fold over the recommended target maintenance dose, in
order to maintain a consistent lamotrigine plasma level (see PRECAUTIONS: Drug Interactions).
(2) Starting Estrogen-Containing Oral Contraceptives: In women taking a stable dose of
LAMICTAL and not taking carbamazepine, phenytoin, phenobarbital, primidone, or rifampin,
the maintenance dose will in most cases need to be increased by as much as 2-fold, in order to
maintain a consistent lamotrigine plasma level. The dose increases should begin at the same time
that the oral contraceptive is introduced and continue, based on clinical response, no more
rapidly than 50 to 100 mg/day every week. Dose increases should not exceed the recommended
rate unless lamotrigine plasma levels or clinical response support larger increases (see Table 11,
column 2). Gradual transient increases in lamotrigine plasma levels may occur during the week
of inactive hormonal preparation (“pill-free” week), and these increases will be greater if dose
increases are made in the days before or during the week of inactive hormonal preparation.
Increased lamotrigine plasma levels could result in additional adverse events, such as dizziness,
ataxia, and diplopia (see PRECAUTIONS: Drug Interactions). If adverse events attributable to
LAMICTAL consistently occur during the “pill-free” week, dose adjustments to the overall
maintenance dose may be necessary. Dose adjustments limited to the “pill-free” week are not
recommended. For women taking LAMICTAL in addition to carbamazepine, phenytoin,
phenobarbital, primidone, or rifampin, no adjustment should be necessary to the dose of
LAMICTAL. (3) Stopping Estrogen-Containing Oral Contraceptives: For women not taking
carbamazepine, phenytoin, phenobarbital, primidone, or rifampin, the maintenance dose of
LAMICTAL will in most cases need to be decreased by as much as 50%, in order to maintain a
consistent lamotrigine plasma level. The decrease in dose of LAMICTAL should not exceed
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25% of the total daily dose per week over a 2-week period, unless clinical response or
lamotrigine plasma levels indicate otherwise (see PRECAUTIONS: Drug Interactions). For
women taking LAMICTAL in addition to carbamazepine, phenytoin, phenobarbital, primidone,
or rifampin, no adjustment to the dose of LAMICTAL should be necessary.

Women and Other Hormonal Contraceptive Preparations or Hormone
Replacement Therapy: The effect of other hormonal contraceptive preparations or hormone
replacement therapy on the pharmacokinetics of lamotrigine has not been systematically
evaluated. It has been reported that ethinylestradiol, not progestogens, increased the clearance of
lamotrigine up to 2-fold, and the progestin only pills had no effect on lamotrigine plasma levels.
Therefore, adjustments to the dosage of LAMICTAL in the presence of progestogens alone will
likely not be needed.

Patients With Hepatic Impairment: Experience in patients with hepatic impairment is
limited. Based on a clinical pharmacology study in 24 patients with mild, moderate, and severe
liver dysfunction (see CLINICAL PHARMACOLOGY), the following general
recommendations can be made. No dosage adjustment is needed in patients with mild liver
impairment. Initial, escalation, and maintenance doses should generally be reduced by
approximately 25% in patients with moderate and severe liver impairment without ascites and
50% in patients with severe liver impairment with ascites. Escalation and maintenance doses
may be adjusted according to clinical response.

Patients With Renal Functional Impairment: Initial doses of LAMICTAL should be
based on patients' AED regimen (see above); reduced maintenance doses may be effective for
patients with significant renal functional impairment (see CLINICAL PHARMACOLOGY).
Few patients with severe renal impairment have been evaluated during chronic treatment with
LAMICTAL. Because there is inadequate experience in this population, LAMICTAL should be
used with caution in these patients.

Epilepsy:

Adjunctive Therapy With LAMICTAL for Epilepsy: This section provides specific
dosing recommendations for patients 2 to 12 years of age and patients greater than 12 years of
age. Within each of these age-groups, specific dosing recommendations are provided depending
upon concomitant AED (Table 9 for patients 2 to 12 years of age and Table 11 for patients
greater than 12 years of age). A weight-based dosing guide for pediatric patients on concomitant
valproate is provided in Table 10.

Patients 2 to 12 Years of Age: Recommended dosing guidelines are summarized in
Table 9.

Note that some of the starting doses and dose escalations listed in Table 9 are different than
those used in clinical trials; however, the maintenance doses are the same as in clinical trials.
Smaller starting doses and slower dose escalations than those used in clinical trials are
recommended because of the suggestions that the risk of rash may be decreased by smaller
starting doses and slower dose escalations. Therefore, maintenance doses will take longer to
reach in clinical practice than in clinical trials. It may take several weeks to months to achieve an
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individualized maintenance dose. Maintenance doses in patients weighing less than 30 kg,
regardless of age or concomitant AED, may need to be increased as much as 50%, based on
clinical response.
The smallest available strength of LAMICTAL Chewable Dispersible Tablets is 2 mg,
and only whole tablets should be administered. If the calculated dose cannot be achieved
using whole tablets, the dose should be rounded down to the nearest whole tablet (see
HOW SUPPLIED and PATIENT INFORMATION for a description of the available sizes
of LAMICTAL Chewable Dispersible Tablets).

Table 9. Escalation Regimen for LAMICTAL in Patients 2 to 12 Years of Age With

Epilepsy
For Patients Taking
For Patients Taking AEDs Carbamazepine,
Other Than Phenytoin,
For Patients Taking Carbamazepine, Phenobarbital,
Valproate (see Table 10 for | Phenytoin, Phenobarbital, | Primidone* and Not
weight-based dosing guide) | Primidone, or Valproate™* Taking Valproate
Weeks 1 and 2 0.15 mg/kg/day 0.3 mg/kg/day 0.6 mg/kg/day

in 1 or 2 divided doses,
rounded down to the
nearest whole tablet (see
Table 10 for weight-based
dosing guide).

in 1 or 2 divided doses,
rounded down to the
nearest whole tablet.

in 2 divided doses,
rounded down to the
nearest whole tablet.

Weeks 3 and 4

0.3 mg/kg/day
in 1 or 2 divided doses,
rounded down to the
nearest whole tablet (see
Table 10 for weight-based

0.6 mg/kg/day
in 2 divided doses,
rounded down to the
nearest whole tablet.

1.2 mg/kg/day
in 2 divided doses,
rounded down to the
nearest whole tablet.

dosing guide).
Weeks 5 The dose should be The dose should be The dose should be
onwards to increased every 1 to 2 increased every 1 to 2 increased every 1 to
maintenance weeks as follows: calculate weeks as follows: 2 weeks as follows:

0.3 mg/kg/day, round this
amount down to the nearest
whole tablet, and add this
amount to the previously
administered daily dose.

calculate 0.6 mg/kg/day,
round this amount down
to the nearest whole
tablet, and add this
amount to the previously
administered daily dose

calculate

1.2 mg/kg/day,
round this amount
down to the nearest

whole tablet, and

add this amount to

the previously
administered daily
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dose
Usual 1 to 5 mg/kg/day 4.5 to 7.5 mg/kg/day 5 to 15 mg/kg/day
Maintenance (maximum 200 mg/day in | (maximum 300 mg/day in (maximum
Dose 1 or 2 divided doses). 2 divided doses) 400 mg/day in 2
1 to 3 mg/kg/day with divided doses)
valproate alone

Maintenance May need to be increased | May need to be increased May need to be
dose in by as much as 50%, based | by as much as 50%, based increased by as
patients less on clinical response on clinical response much as 50%, based
than 30 kg on clinical response

Note: Only whole tablets should be used for dosing

* Rifampin and estrogen-containing oral contraceptives have also been shown to increase the

apparent clearance of lamotrigine (see PRECAUTIONS: Drug Interactions).

Table 10. The Initial Weight-Based Dosing Guide for Patients 2 to 12 Years Taking
Valproate (Weeks 1 to 4) With Epilepsy

If the patient’s weight is

Give this daily dose, using the most appropriate
combination of LAMICTAL 2-mg and 5-mg tablets

Greater than | And less than Weeks 1 and 2 Weeks 3 and 4

6.7 kg 14 kg 2 mg every other day 2 mg every day
14.1 kg 27 kg 2 mg every day 4 mg every day
27.1 kg 34 kg 4 mg every day 8 mg every day
34.1 kg 40 kg 5 mg every day 10 mg every day

Patients Over 12 Years of Age: Recommended dosing guidelines are summarized in

Table 11.
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Table 11. Escalation Regimen for LAMICTAL in Patients Over 12 Years of Age With
Epilepsy

For Patients Taking
AEDs Other Than For Patients Taking
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital,
For Patients Taking Primidone, or Primidone* and Not
Valproate Valproate* Taking Valproate
Weeks 1 and 2 25 mg every other day 25 mg every day 50 mg/day
Weeks 3 and 4 25 mg every day 50 mg/day 100 mg/day
(in 2 divided doses)
Weeks 5 onwards Increase by 25 to Increase by 50 mg/day Increase by
to maintenance 50 mg/day every 1 to every 1 to 2 weeks 100 mg/day every 1 to
2 weeks 2 weeks.
Usual Maintenance 100 to 400 mg/day 225 to 375 mg/day 300 to 500 mg/day
Dose (1 or 2 divided doses) (in 2 divided doses). (in 2 divided doses).
100 to 200 mg/day with
valproate alone

* Rifampin and estrogen-containing oral contraceptives have also been shown to increase the
apparent clearance of lamotrigine (see PRECAUTIONS: Drug Interactions).

Conversion From Adjunctive Therapy With Carbamazepine, Phenytoin,
Phenobarbital, Primidone, or Valproate as the Single AED to Monotherapy With
LAMICTAL in Patients 216 Years of Age With Epilepsy: The goal of the transition
regimen is to effect the conversion to monotherapy with LAMICTAL under conditions that
ensure adequate seizure control while mitigating the risk of serious rash associated with the rapid
titration of LAMICTAL.

The recommended maintenance dose of LAMICTAL as monotherapy is 500 mg/day given in
2 divided doses.

To avoid an increased risk of rash, the recommended initial dose and subsequent dose
escalations of LAMICTAL should not be exceeded (see BOX WARNING).

Conversion From Adjunctive Therapy With Carbamazepine, Phenytoin,
Phenobarbital, or Primidone to Monotherapy With LAMICTAL: After achieving a dose
of 500 mg/day of LAMICTAL according to the guidelines in Table 11, the concomitant AED
should be withdrawn by 20% decrements each week over a 4-week period. The regimen for the
withdrawal of the concomitant AED is based on experience gained in the controlled
monotherapy clinical trial.

Conversion From Adjunctive Therapy With Valproate to Monotherapy With
LAMICTAL: The conversion regimen involves 4 steps (see Table 12).
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Table 12. Conversion From Adjunctive Therapy With Valproate to Monotherapy With
LAMICTAL in Patients >16 Years of Age With Epilepsy

LAMICTAL Valproate
Step 1 Achieve a dose of 200 mg/day according to Maintain previous stable dose.
guidelines in Table 11 (if not already on
200 mg/day).
Step 2 Maintain at 200 mg/day. Decrease to 500 mg/day by

decrements no greater than
500 mg/day per week and then
maintain the dose of
500 mg/day for 1 week.

Step 3 Increase to 300 mg/day and maintain for 1 week. Simultaneously decrease to
250 mg/day and maintain for
1 week.
Step 4 Increase by 100 mg/day every week to achieve Discontinue.

maintenance dose of 500 mg/day.

Conversion from Adjunctive Therapy With Antiepileptic Drugs Other Than
Carbamazepine, Phenytoin, Phenobarbital, Primidone, or Valproate to
Monotherapy With LAMICTAL: No specific dosing guidelines can be provided for
conversion to monotherapy with LAMICTAL with AEDs other than carbamazepine,
phenobarbital, phenytoin, primidone, or valproate.

Usual Maintenance Dose for Epilepsy: The usual maintenance doses identified in
Tables 9-11 are derived from dosing regimens employed in the placebo-controlled adjunctive
studies in which the efficacy of LAMICTAL was established. In patients receiving multidrug
regimens employing carbamazepine, phenytoin, phenobarbital, or primidone without valproate,
maintenance doses of adjunctive LAMICTAL as high as 700 mg/day have been used. In patients
receiving valproate alone, maintenance doses of adjunctive LAMICTAL as high as 200 mg/day
have been used. The advantage of using doses above those recommended in Tables 9-12 has not
been established in controlled trials.

Discontinuation Strategy for Patients With Epilepsy: For patients receiving
LAMICTAL in combination with other AEDs, a reevaluation of all AEDs in the regimen should
be considered if a change in seizure control or an appearance or worsening of adverse
experiences is observed.

If a decision is made to discontinue therapy with LAMICTAL, a step-wise reduction of dose
over at least 2 weeks (approximately 50% per week) is recommended unless safety concerns
require a more rapid withdrawal (see PRECAUTIONS).

Discontinuing carbamazepine, phenytoin, phenobarbital, or primidone should prolong the
half-life of lamotrigine; discontinuing valproate should shorten the half-life of lamotrigine.
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Bipolar Disorder: The goal of maintenance treatment with LAMICTAL is to delay the time to
occurrence of mood episodes (depression, mania, hypomania, mixed episodes) in patients treated
for acute mood episodes with standard therapy. The target dose of LAMICTAL is 200 mg/day
(100 mg/day in patients taking valproate, which decreases the apparent clearance of lamotrigine,
and 400 mg/day in patients not taking valproate and taking either carbamazepine, phenytoin,
phenobarbital, primidone, or rifampin, which increase the apparent clearance of lamotrigine). In
the clinical trials, doses up to 400 mg/day as monotherapy were evaluated, however, no
additional benefit was seen at 400 mg/day compared to 200 mg/day (see CLINICAL STUDIES:
Bipolar Disorder). Accordingly, doses above 200 mg/day are not recommended. Treatment with
LAMICTAL is introduced, based on concurrent medications, according to the regimen outlined
in Table 13. If other psychotropic medications are withdrawn following stabilization, the dose of
LAMICTAL should be adjusted. For patients discontinuing valproate, the dose of LAMICTAL
should be doubled over a 2-week period in equal weekly increments (see Table 14). For patients
discontinuing carbamazepine, phenytoin, phenobarbital, primidone, or rifampin, the dose of
LAMICTAL should remain constant for the first week and then should be decreased by half over
a 2-week period in equal weekly decrements (see Table 14). The dose of LAMICTAL may then
be further adjusted to the target dose (200 mg) as clinically indicated.

Dosage adjustments will be necessary in most patients who start or stop estrogen-containing
oral contraceptives while taking LAMICTAL (see DOSAGE AND ADMINISTRATION:
Special Populations: Women and Oral Contraceptives: Adjustments to the Maintenance Dose of
LAMICTAL).

If other drugs are subsequently introduced, the dose of LAMICTAL may need to be adjusted.
In particular, the introduction of valproate requires reduction in the dose of LAMICTAL (see
CLINICAL PHARMACOLOGY:: Drug Interactions).

To avoid an increased risk of rash, the recommended initial dose and subsequent dose
escalations of LAMICTAL should not be exceeded (see BOX WARNING).

Table 13. Escalation Regimen for LAMICTAL for Patients With Bipolar Disorder*

For Patients Not
Taking For Patients Taking
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital,
Primidone, or Primidone, or Rifampint
For Patients Taking Rifampint{ and Not and Not Taking
Valproate} Taking Valproate} Valproate}
Weeks 1 and 2 | 25 mg every other day 25 mg daily 50 mg daily
Weeks 3 and 4 25 mg daily 50 mg daily 100 mg daily, in divided
doses
Week 5 50 mg daily 100 mg daily 200 mg daily, in divided
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doses

Week 6 100 mg daily 200 mg daily 300 mg daily, in divided
doses
Week 7 100 mg daily 200 mg daily up to 400 mg daily, in

divided doses

* See CLINICAL PHARMACOLOGY: Drug Interactions and PRECAUTIONS: Drug
Interactions for a description of known drug interactions.
1 Carbamazepine, phenytoin, phenobarbital, primidone, and rifampin have been shown to
increase the apparent clearance of lamotrigine.
i Valproate has been shown to decrease the apparent clearance of lamotrigine.

Table 14. Adjustments to LAMICTAL Dosing for Patients With Bipolar Disorder

Following Discontinuation of Psychotropic Medications*
Discontinuation of After Discontinuation of
Psychotropic Drugs Carbamazepine,
(excluding After Discontinuation | Phenytoin, Phenobarbital,
Carbamazepine, of Valproate} Primidone, or Rifampint
Phenytoin,
Phenobarbital, Current LAMICTAL | Current LAMICTAL dose
Primidone, Rifampint, or dose (mg/day) (mg/day)
Valproate}) 100 400
Week 1 Maintain current 150 400
LAMICTAL dose
Week 2 Maintain current 200 300
LAMICTAL dose
Week 3 Maintain current 200 200
onward LAMICTAL dose

* See CLINICAL PHARMACOLOGY: Drug Interactions and PRECAUTIONS: Drug
Interactions for a description of known drug interactions.
1 Carbamazepine, phenytoin, phenobarbital, primidone, and rifampin have been shown to
increase the apparent clearance of lamotrigine.
1 Valproate has been shown to decrease the apparent clearance of lamotrigine.

There is no body of evidence available to answer the question of how long the patient should
remain on LAMICTAL therapy. Systematic evaluation of the efficacy of LAMICTAL in patients
with either depression or mania who responded to standard therapy during an acute 8 to 16 week
treatment phase and were then randomized to LAMICTAL or placebo for up to 76 weeks of
observation for affective relapse demonstrated a benefit of such maintenance treatment (see
CLINICAL STUDIES: Bipolar Disorder). Nevertheless, patients should be periodically
reassessed to determine the need for maintenance treatment.
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Discontinuation Strategy in Bipolar Disorder: As with other AEDs, LAMICTAL
should not be abruptly discontinued. In the controlled clinical trials, there was no increase in the
incidence, type, or severity of adverse experiences following abrupt termination of LAMICTAL.
In clinical trials in patients with bipolar disorder, 2 patients experienced seizures shortly after
abrupt withdrawal of LAMICTAL. However, there were confounding factors that may have
contributed to the occurrence of seizures in these bipolar patients. Discontinuation of
LAMICTAL should involve a step-wise reduction of dose over at least 2 weeks (approximately
50% per week) unless safety concerns require a more rapid withdrawal.

Administration of LAMICTAL Chewable Dispersible Tablets: LAMICTAL Chewable
Dispersible Tablets may be swallowed whole, chewed, or dispersed in water or diluted fruit juice.
If the tablets are chewed, consume a small amount of water or diluted fruit juice to aid in
swallowing.

To disperse LAMICTAL Chewable Dispersible Tablets, add the tablets to a small amount of
liquid (1 teaspoon, or enough to cover the medication). Approximately 1 minute later, when the
tablets are completely dispersed, swirl the solution and consume the entire quantity immediately.
No attempt should be made to administer partial quantities of the dispersed tablets.

HOW SUPPLIED

LAMICTAL Tablets, 25-mg

White, scored, shield-shaped tablets debossed with "LAMICTAL" and "25", bottles of 100
(NDC 0173-0633-02).

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place.

LAMICTAL Tablets, 100-mg

Peach, scored, shield-shaped tablets debossed with "LAMICTAL" and "100", bottles of 100
(NDC 0173-0642-55).

LAMICTAL Tablets, 150-mg

Cream, scored, shield-shaped tablets debossed with "LAMICTAL" and "150", bottles of 60
(NDC 0173-0643-60).

LAMICTAL Tablets, 200-mg

Blue, scored, shield-shaped tablets debossed with "LAMICTAL" and "200", bottles of 60
(NDC 0173-0644-60).

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place and protect from light.

LAMICTAL Chewable Dispersible Tablets, 2-mg

White to off-white, round tablets debossed with “LTG” over “2”, bottles of 30 (NDC 0173-
0699-00). ORDER DIRECTLY FROM GlaxoSmithKline 1-800-334-4153.

LAMICTAL Chewable Dispersible Tablets, 5-mg
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White to off-white, caplet-shaped tablets debossed with “GX CL2”, bottles of 100 (NDC
0173-0526-00).

LAMICTAL Chewable Dispersible Tablets, 25-mg

White, super elliptical-shaped tablets debossed with “GX CL5”, bottles of 100 (NDC 0173-
0527-00).

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place.

LAMICTAL Starter Kit for Patients Taking Valproate

25-mg, white, scored, shield-shaped tablets debossed with "LAMICTAL" and "25",
blisterpack of 35 tablets (NDC 0173-0633-10).

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place.

LAMICTAL Starter Kit for Patients Taking Carbamazepine, Phenytoin, Phenobarbital,
Primidone, or Rifampin and Not Taking Valproate

25-mg, white, scored, shield-shaped tablets debossed with "LAMICTAL" and "25" and
100-mg, peach, scored, shield-shaped tablets debossed with "LAMICTAL" and “100”,
blisterpack of 84, 25-mg tablets and 14, 100-mg tablets (NDC 0173-0594-01)

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place and protect from light.

LAMICTAL Starter Kit for Patients Not Taking Carbamazepine, Phenytoin,
Phenobarbital, Primidone, Rifampin, or Valproate

25-mg, white, scored, shield-shaped tablets debossed with "LAMICTAL" and "25" and
100-mg, peach, scored, shield-shaped tablets debossed with "LAMICTAL" and “100”,
blisterpack of 42, 25-mg tablets and 7, 100-mg tablets (NDC 0173-0594-02).

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature] in a dry place and protect from light.

PATIENT INFORMATION
The following wording is contained in a separate leaflet provided for patients.

Information for the Patient

LAMICTAL® (lamotrigine) Tablets
LAMICTAL® (lamotrigine) Chewable Dispersible Tablets

ALWAYS CHECK THAT YOU RECEIVE LAMICTAL
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Patients prescribed LAMICTAL (lah-MICK-tall) have sometimes been given the wrong

medicine in error because many medicines have names similar to LAMICTAL. Taking the

wrong medication can cause serious health problems. When your healthcare provider gives you a

prescription for LAMICTAL

e make sure you can read it clearly.

e talk to your pharmacist to check that you are given the correct medicine.

e check the tablets you receive against the pictures of the tablets below. The pictures show
actual tablet shape and size and the wording describes the color and printing that is on each
strength of LAMICTAL Tablets and Chewable Dispersible Tablets.

LAMICTAL (lamotrigine) Tablets

% <
,4;/0&7 ;47/0/\
07 %%

25 mg, white
100 mg, peach

Imprinted with 150 mg, cream 200 mg, blue
Imprinted with

LAMICTAL 25 Imprinted with Imprinted with
LAMICTAL 100 | | AMICTAL 150 | LAMICTAL 200

LAMICTAL (lamotrigine) Chewable Dispersible Tablets

2 mg, white 5 mg, white 25 mg, white
Imprinted with Imprinted with Imprinted with
LTG 2 GXCL2 GX CL5

Please read this leaflet carefully before you take LAMICTAL and read the leaflet provided
with any refill, in case any information has changed. This leaflet provides a summary of the
information about your medicine. Please do not throw away this leaflet until you have finished
your medicine. This leaflet does not contain all the information about LAMICTAL and is not
meant to take the place of talking with your doctor. If you have any questions about LAMICTAL,
ask your doctor or pharmacist.

Information About Your Medicine:

The name of your medicine is LAMICTAL (lamotrigine). The decision to use LAMICTAL is
one that you and your doctor should make together. When taking lamotrigine, it is important to
follow your doctor's instructions.
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1. The Purpose of Your Medicine:

For Patients With Epilepsy: LAMICTAL is intended to be used either alone or in
combination with other medicines to treat seizures in people aged 2 years or older.

For Patients With Bipolar Disorder: LAMICTAL is used as maintenance treatment of
Bipolar I Disorder to delay the time to occurrence of mood episodes in people aged 18 years or
older treated for acute mood episodes with standard therapy.

If you are taking LAMICTAL to help prevent extreme mood swings, you may not experience
the full effect for several weeks. Occasionally, the symptoms of depression or bipolar disorder
may include thoughts of harming yourself or committing suicide. Tell your doctor immediately
or go to the nearest hospital if you have any distressing thoughts or experiences during this initial
period or at any other time. Also contact your doctor if you experience any worsening of your
condition or develop other new symptoms at any time during your treatment.

Some medicines used to treat depression have been associated with suicidal thoughts and
suicidal behavior in children or teenagers. LAMICTAL is not approved for treating children or
teenagers with mood disorders such as bipolar disorder or depression.

2. Who Should Not Take LAMICTAL:
You should not take LAMICTAL if you had an allergic reaction to it in the past.
3. Side Effects to Watch for:

e Most people who take LAMICTAL tolerate it well. Common side effects with LAMICTAL
include dizziness, headache, blurred or double vision, lack of coordination, sleepiness,
nausea, vomiting, insomnia, tremor, and rash. LAMICTAL may cause other side effects not
listed in this leaflet. If you develop any side effects or symptoms you are concerned about or
need more information, call your doctor.

e Although most patients who develop rash while receiving LAMICTAL have mild to
moderate symptoms, some individuals may develop a serious skin reaction that requires
hospitalization. It is not possible to predict whether a mild rash will develop into a more
serious reaction. Rarely, deaths have been reported. These serious skin reactions are most
likely to happen within the first 8 weeks of treatment with LAMICTAL. Serious skin
reactions occur more often in children than in adults.

e Rashes may be more likely to occur if you: (1) take LAMICTAL in combination with
valproate [DEPAKENE®™" (valproic acid) or DEPAKOTE®™" (divalproex sodium)], (2) take a
higher starting dose of LAMICTAL than your doctor prescribed, or (3) increase your dose of
LAMICTAL faster than prescribed.

e If you experience any of the following with or without a skin rash, tell your doctor
immediately: hives, fever, swollen lymph glands, painful sores in the mouth or around
the eyes, or swelling of lips or tongue. These symptoms may be the first signs of a
serious reaction. A doctor should evaluate your condition and decide if you should
continue taking LAMICTAL.

51



e Serious blood problems or liver problems have been reported with LAMICTAL, so tell your
doctor if you develop symptoms such as unusual bruising or bleeding, severe muscle pain,
weakness, fatigue, yellowing of the eyes or skin, and/or frequent infections.

4. The Use of LAMICTAL During Pregnancy and Breastfeeding:

The effects of LAMICTAL during pregnancy are not known at this time. If you are pregnant
or are planning to become pregnant, talk to your doctor. Some LAMICTAL passes into breast
milk and the effects of this on infants are unknown. Therefore, if you are breastfeeding, you
should discuss this with your doctor to determine if you should continue to take LAMICTAL.

5. Use of Birth Control Pills or Other Female Hormonal Products:

e Do not start or stop using birth control pills or other female hormonal products until you have
consulted your doctor. Stopping or starting these products may cause side effects (such as
dizziness, lack of coordination, or double vision) or decrease the effectiveness of
LAMICTAL.

e Tell your doctor as soon as possible if you experience side effects or changes in your
menstrual pattern (e.g., break-through bleeding) while taking LAMICTAL and birth control
pills or other female hormonal products.

6. How to Use LAMICTAL:

e [t is important to take LAMICTAL exactly as instructed by your doctor. The dose of
LAMICTAL must be increased slowly. It may take several weeks or months before your
final dosage can be determined by your doctor, based on your response.

¢ Do not increase your dose of LAMICTAL or take more frequent doses than those indicated
by your doctor. Contact your doctor, if you stop taking LAMICTAL for any reason. Do not
restart without consulting your doctor.

e [fyou miss a dose of LAMICTAL, do not double your next dose.

e Always tell your doctor and pharmacist if you are taking any other prescription or
over-the-counter medicines. Tell your doctor before you start any other medicines.

e Tell your doctor if you have had a rash or allergic reaction to another antiseizure medicine.

e Do NOT stop taking LAMICTAL or any of your other medicines unless instructed by your
doctor.

e Use caution before driving a car or operating complex, hazardous machinery until you know
if LAMICTAL affects your ability to perform these tasks.

e If you have epilepsy, tell your doctor if your seizures get worse or if you have any new types
of seizures.

7. Howto Take LAMICTAL:

LAMICTAL Tablets should be swallowed whole. Chewing the tablets may leave a bitter taste.
LAMICTAL Chewable Dispersible Tablets may be swallowed whole, chewed, or mixed in
water or diluted fruit juice. If the tablets are chewed, consume a small amount of water or diluted

fruit juice to aid in swallowing.

To disperse LAMICTAL Chewable Dispersible Tablets, add the tablets to a small amount of
liquid (1 teaspoon, or enough to cover the medication) in a glass or spoon. Approximately
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1 minute later, when the tablets are completely dispersed, mix the solution and take the entire
amount immediately.
8. Storing Your Medicine:

Store LAMICTAL at room temperature away from heat and light. Always keep your
medicines out of the reach of children.

This medicine was prescribed for your use only to treat seizures or to treat Bipolar Disorder.
Do not give the drug to others.

If your doctor decides to stop your treatment, do not keep any leftover medicine unless your
doctor tells you to. Throw away your medicine as instructed.

@GlaxoSmithKline

Manufactured for
GlaxoSmithKline

Research Triangle Park, NC 27709
by DSM Pharmaceuticals, Inc.
Greenville, NC 27834 or
GlaxoSmithKline

Research Triangle Park, NC 27709

*DEPAKENE and DEPAKOTE are registered trademarks of Abbott Laboratories.
©2007, GlaxoSmithKline. All rights reserved.
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PHARMACIST--DETACH HERE AND GIVE INSTRUCTIONS TO PATIENT

Information for the Patient

LAMICTAL® (lamotrigine) Tablets
LAMICTAL® (lamotrigine) Chewable Dispersible Tablets

ALWAYS CHECK THAT YOU RECEIVE LAMICTAL
Patients prescribed LAMICTAL (lah-MICK-tall) have sometimes been given the wrong
medicine in error because many medicines have names similar to LAMICTAL. Taking the

wrong medication can cause serious health problems. When your healthcare provider gives you a
prescription for LAMICTAL
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e make sure you can read it clearly.

e talk to your pharmacist to check that you are given the correct medicine.

e check the tablets you receive against the pictures of the tablets below. The pictures show
actual tablet shape and size and the wording describes the color and printing that is on each
strength of LAMICTAL Tablets and Chewable Dispersible Tablets.

LAMICTAL (lamotrigine) Tablets

Z 7
7
740//0*4 e,
%, %

25 mg, white 100 mg, peach

_ _ 150 mg, cream 200 mg, blue
Imprinted with Imprinted with Imprinted with Imprinted with
LAMICTAL 25 LAMICTAL 100 | | aMICTAL 150 | FAMICTAL 200

LAMICTAL (lamotrigine) Chewable Dispersible Tablets

2 mg, white 5 mg, white 25 mg, white
Imprinted with Imprinted with Imprinted with
LTG 2 GX CL2 GX CL5

Please read this leaflet carefully before you take LAMICTAL and read the leaflet provided
with any refill, in case any information has changed. This leaflet provides a summary of the
information about your medicine. Please do not throw away this leaflet until you have finished
your medicine. This leaflet does not contain all the information about LAMICTAL and is not
meant to take the place of talking with your doctor. If you have any questions about LAMICTAL,
ask your doctor or pharmacist.

Information About Your Medicine:

The name of your medicine is LAMICTAL (lamotrigine). The decision to use LAMICTAL is
one that you and your doctor should make together. When taking lamotrigine, it is important to
follow your doctor's instructions.

1. The Purpose of Your Medicine:

For Patients With Epilepsy: LAMICTAL is intended to be used either alone or in
combination with other medicines to treat seizures in people aged 2 years or older.
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For Patients With Bipolar Disorder: LAMICTAL is used as maintenance treatment of
Bipolar I Disorder to delay the time to occurrence of mood episodes in people aged 18 years or
older treated for acute mood episodes with standard therapy.

If you are taking LAMICTAL to help prevent extreme mood swings, you may not experience
the full effect for several weeks. Occasionally, the symptoms of depression or bipolar disorder
may include thoughts of harming yourself or committing suicide. Tell your doctor immediately
or go to the nearest hospital if you have any distressing thoughts or experiences during this initial
period or at any other time. Also contact your doctor if you experience any worsening of your
condition or develop other new symptoms at any time during your treatment.

Some medicines used to treat depression have been associated with suicidal thoughts and
suicidal behavior in children or teenagers. LAMICTAL is not approved for treating children or
teenagers with mood disorders such as bipolar disorder or depression.

2. Who Should Not Take LAMICTAL:
You should not take LAMICTAL if you had an allergic reaction to it in the past.
3. Side Effects to Watch for:

e Most people who take LAMICTAL tolerate it well. Common side effects with LAMICTAL
include dizziness, headache, blurred or double vision, lack of coordination, sleepiness,
nausea, vomiting, insomnia, tremor, and rash. LAMICTAL may cause other side effects not
listed in this leaflet. If you develop any side effects or symptoms you are concerned about or
need more information, call your doctor.

e Although most patients who develop rash while receiving LAMICTAL have mild to
moderate symptoms, some individuals may develop a serious skin reaction that requires
hospitalization. It is not possible to predict whether a mild rash will develop into a more
serious reaction. Rarely, deaths have been reported. These serious skin reactions are most
likely to happen within the first 8 weeks of treatment with LAMICTAL. Serious skin
reactions occur more often in children than in adults.

e Rashes may be more likely to occur if you: (1) take LAMICTAL in combination with
valproate [DEPAKENE®™" (valproic acid) or DEPAKOTE®™ (divalproex sodium)], (2) take a
higher starting dose of LAMICTAL than your doctor prescribed, or (3) increase your dose of
LAMICTAL faster than prescribed.

e If you experience any of the following with or without a skin rash, tell your doctor
immediately: hives, fever, swollen lymph glands, painful sores in the mouth or around
the eyes, or swelling of lips or tongue. These symptoms may be the first signs of a
serious reaction. A doctor should evaluate your condition and decide if you should
continue taking LAMICTAL.

e Serious blood problems or liver problems have been reported with LAMICTAL, so tell your
doctor if you develop symptoms such as unusual bruising or bleeding, severe muscle pain,
weakness, fatigue, yellowing of the eyes or skin, and/or frequent infections.

4. The Use of LAMICTAL During Pregnancy and Breastfeeding:
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The effects of LAMICTAL during pregnancy are not known at this time. If you are pregnant
or are planning to become pregnant, talk to your doctor. Some LAMICTAL passes into breast
milk and the effects of this on infants are unknown. Therefore, if you are breastfeeding, you
should discuss this with your doctor to determine if you should continue to take LAMICTAL.

5. Use of Birth Control Pills or Other Female Hormonal Products:

e Do not start or stop using birth control pills or other female hormonal products until you have
consulted your doctor. Stopping or starting these products may cause side effects (such as
dizziness, lack of coordination, or double vision) or decrease the effectiveness of
LAMICTAL.

e Tell your doctor as soon as possible if you experience side effects or changes in your
menstrual pattern (e.g., break-through bleeding) while taking LAMICTAL and birth control
pills or other female hormonal products.

6. How to Use LAMICTAL:

e [t is important to take LAMICTAL exactly as instructed by your doctor. The dose of
LAMICTAL must be increased slowly. It may take several weeks or months before your
final dosage can be determined by your doctor, based on your response.

¢ Do not increase your dose of LAMICTAL or take more frequent doses than those indicated
by your doctor. Contact your doctor, if you stop taking LAMICTAL for any reason. Do not
restart without consulting your doctor.

e Ifyoumiss a dose of LAMICTAL, do not double your next dose.

e Always tell your doctor and pharmacist if you are taking any other prescription or
over-the-counter medicines. Tell your doctor before you start any other medicines.

e Tell your doctor if you have had a rash or allergic reaction to another antiseizure medicine.

e Do NOT stop taking LAMICTAL or any of your other medicines unless instructed by your
doctor.

e Use caution before driving a car or operating complex, hazardous machinery until you know
if LAMICTAL affects your ability to perform these tasks.

e If you have epilepsy, tell your doctor if your seizures get worse or if you have any new types
of seizures.

7. Howto Take LAMICTAL:

LAMICTAL Tablets should be swallowed whole. Chewing the tablets may leave a bitter taste.
LAMICTAL Chewable Dispersible Tablets may be swallowed whole, chewed, or mixed in
water or diluted fruit juice. If the tablets are chewed, consume a small amount of water or diluted

fruit juice to aid in swallowing.

To disperse LAMICTAL Chewable Dispersible Tablets, add the tablets to a small amount of
liquid (1 teaspoon, or enough to cover the medication) in a glass or spoon. Approximately
1 minute later, when the tablets are completely dispersed, mix the solution and take the entire
amount immediately.

8. Storing Your Medicine:
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Store LAMICTAL at room temperature away from heat and light. Always keep your
medicines out of the reach of children.

This medicine was prescribed for your use only to treat seizures or to treat Bipolar Disorder.
Do not give the drug to others.

If your doctor decides to stop your treatment, do not keep any leftover medicine unless your
doctor tells you to. Throw away your medicine as instructed.

@GlaxoSmithKline

Manufactured for
GlaxoSmithKline

Research Triangle Park, NC 27709
by DSM Pharmaceuticals, Inc.
Greenville, NC 27834 or
GlaxoSmithKline

Research Triangle Park, NC 27709

*DEPAKENE and DEPAKOTE are registered trademarks of Abbott Laboratories.
©2007, GlaxoSmithKline. All rights reserved.

May 2007 RL-2370
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i) D2N-AFNAGEY L SN2z &b, B b TIEZo Xk ) 2 0mERIERITY
HManipwy (([EHYoEK] OEEMR) , LrLERRL, JERNIFUNLTERNIXF O
TN a G ERASORGEEME T L2 BF (B2, WERERE) Tk, ZoR#EHm o
MAEFREX ER T2 REZLND,

EVBHERUVENRS : 7€~ T 0EyEEIL, CANABRE, BEREFEELITE
g, BB ARBRFT TV TR SN, BRAKROVNEEE W N@EFEHEREDOTE N

X UEMENRE R T A —Z 2K 1 L2 1T,

K1 BEEBRELEATANBELS T SEYRE/ NS A -2 FHYE*

. N = CUF : R o
N o | Tonax @ 52750 ML tin @ HIEREN | . =
BN R R R () (h) %ZUf7/x
mL/min/kg)
FLUT A A SEFE R At B 1 Bk
&
Iy 2— ) )LHEERE 179 2.2 32.8 0.44
(0.25-12.0) (14.0-103.0) (0.12-1.10)
32— I)IVRE®RE 36 1.7 25.4 0.58
(0.5-4.0) (11.6-61.6) (0.24-1.15)
VT v BRAR R A B
Z 37 X —)LVH RS 6 1.8 48.3 0.30
(1.0-4.0) (31.5-88.6) (0.14-0.42)
FI VB ERE 18 1.9 70.3 0.18
(0.5-3.5) (41.9-113.5) (0.12-0.33)
N7 alipd AR HO T A
MR
F K — LHEEEE 4 4.8 58.8 0.28
(1.8-8.4) (30.5-88.8) (0.16-0.40)
HNANR2BEL, Tx= A
T2 )NV EE— LT
U R+ 7 aligfk i<
A AR
Z 72— )LH[EEE 25 3.8 27.2 0.53
(1.0-10.0) (11.2-51.6) (0.27-1.04)
INNR=wBEY, Tz=bA
V.7 = )NV EX— LTS
U3 FUBRBATANAESE
Z 72— )LHE[EEE 24 2.3 14.4 1.10
(0.5-5.0) (6.4-30.4) (0.51-2.22)
FI VA NLVKERS 17 2.0 12.6 1.21
(0.75-5.93) (7.5-23.1) (0.66-1.82)

* BRBRIZBWTH LN SN/ T A — 2 O RSZHIL, R & O'CUFIZ DWW T 20%




~40%D, T2 2V T 30%~70%DHEN 3 D% 5= A LTz, SEROFEMIL, &Rk
DPERE/HBE B IESWOTRE LEEERBRICB T 2 EHEN SR Lz, K/37 A —F
EDOTDH v aNOEFIT 2R OISR E/ HBE ORAE OFPH %2 23,

T HINANTPEY, T2 /)2 EE— )L Tx2= b A EORFY I RE, SERNIXECOERMN
FOI VT2 % FRHEEHZENRENT VWS, £/7-. TR Ma X v 2 &80T 5% 0BT
WER) 77 b TR VDOERNIO I VT I A% FREEDZZEDRENT
W5 ( TEERRIEPR  fHAAMEM ) RO EH EOEE - MAEEH] OHEBR) |

BAR - 5 F RV X%, BROFGHELHITRIN S v, GIEh@E@E T ER L 5 HFET
HD FHHINAFTT XL TEV T 41398%) » N AT XA TV T L ITRFEICLDEE
TR, T MY X ATR OGS 1.4~48 B CRE Mg RE IR ET S, TE b
VX DF 2T TIVT 4 A= TIVEEIL, KICEMELCH, HIEBLEERLCH, /22D
FEWETLTYH, WIGHE R ORI EITTE RN X UEERETHDL I ENHERINLTND,

SR AEEHO RN T O5AE R (VA/F) OSFHEETE 0.9~1.3L/kg Th -7, VA/F
WCHERFEITREO ST, TANABE K OB 12 3 T HLA] K O % 5-1% D
VA/F I3FEEL L T,

F/NOHEE Invitro REROT — X I LHX, 7 N Y £ 0% 1~10pg/mL O MR E
(10pg/mL I A ZMERBRICH T D MAETERED b7 7D 4~6 5 TH D) Tk hMES >
RIBER 5% AT 5, 7F NI XromiEs X7 L OFEAITHEE TRV, Z R
JREBHEANL AT D Z LI L o THAI L BERICERO H 2MEEHEZAE T 5 L 135 %
Do, MEEL X7 ETF N X0 L OBARITHREBIREDO 7 2= Vv, 7=/ 3LE
H—)b, NV TOBEOIFEIL L > TREEZ T R odz, 1o, T NI XTI X T
BT TICRHEA L TV DAMOFLTANAIE (WA~ EBEY | Jo=hf Y, 7= /N
EH =) EEER LIRS T,

EYDHE%E : 7 NIX U FFEICT V7 v U BRAGICEI VR EZIT D ERREWIE
REMEZR 2N-Z v 7 v VRS IRTH D, 6 4 OREFIEEHREICC-TE R U ¥ 240mg
(15uCi) ZREOFE L725A. 94%ITRF G, 2%IF#EP SR S vz, RS EIT
REBEDZTE U X2 (10%) . 2-N-Z L7 v UFEiaik (76%) . 5-N-2Z V7 a U fgind
K (10%) . 2-N- A FLK (0.14%) K OF DO [FERBERIMENHY 4%) ThoT-,

HEEF:SERIXTODENMNTDV IV T7S UV RIIHEDER L DHRICIYEEEZIT
b, TERNYXNIFICI N7 0 UBAICIVREESN ST, ZAr o U BinG ikE
IR EFTL2EANCELSTTIENIF U ORNTO I VT T 0 ANREELE ST 5 Al gettn
b5,

HNNR2PE L, Tx=h A2, T /) 2V EX—ILERTY I RE, FFUXUD
RTOI VT T 2% EREIEHLZENRENTWDS ((THE - HE) ROMER EoE
B HAEERIOESR) o 2L A ORI IO OPTANARE I LI BHE D
LELNTZHLDOTHD,

Fio, TR N F U EEATARABERE RN 77 BB TE R XD RNTO
IVT T A ERESELZENRENTWS ( MR EOEE - FHAER OESR) |

AIVNRIEEY, =AY, 72/ NVEZ—ILXETY I FUOOHAXIZIESHRIC
Mhvbhod, NLTOBEDHAIZEYSERNIXVOENMNIOIUTSVRIFETTS
(ThbHbd, SEMNIXUOOEEKERBAIT 2/BULIZEDS) o Lo ->T, T rEER
HALTWARBEFICTIE NI XU 2RETH5E, JENIXFCORNTOZ VT 70 A% |
AXELEFNEHHL VDA TH, 7T N X UroBEEE VT aiBIEftHERE DD
72 EH IR ITHE LR TR B0 (THE - AR KOMER EoEE - fHE/ER ) 0
ZH) .

Tz WNRAAL N, TARXTF U VRFIFTEE L AXRTHIARNEBE S T UHNY |
FETZ AL MI, ZJERNIFUCORNIOZ VT Z A% ERHEER2Y, Y= Nix, 7
N X OEYEEELEZLES TRV (M EOER  #HEEH OESH) |



Invitro RERIC LV, 7oy, 7tk Fr, 7=xrPr, UARY Ko, Lk
UV, FIVROWTNPDHEETFTTI7E M) FURBERF LR, 7T R X0
DERHHTH D 2-N-Z7 V7 v VA RO ERIZH L2 BIEERO o iz, Fi-,
TIRNVTFV L, TFuaeFry, ratFERA e K= g7 EBRXAONT N
DIFETTTE M) FURBERF LEGEICH, 2N-Z 07 v U EBEA RO ARIZ ZIET
WEIDLT NN Tholz, SHIZ, EMFIZ7 Yy —ATOT 770 —VORET —F 1D,
7% b U X NI FEICCYP2D6 TR S LA FANTx L TREBE LTI W2 R ST,

TV = I T U LOEYENRICHEL 5 200 (I EoOBEE - MEER OES
LEYI.

TTREHFNIT I X VORISR 5 2 ol (MEH EoREE - FHAE
HIOESHR)

FT UV NET 7 X — VO ENRRICERRIC R & 7 DB A 5 2 e o T (T
M EOEE - HAEHIOESH) |

BFEFE: 7T N XU OREGHEERILEZDRFEDT A VWA 2T B8 EMRICD
WL, RRAFEHHIAT DAL TV R0,

fthA 2 AR L TR MEREBRE 127 N U X2 150mg, 1 H 2 A& KEHRSG L, ©F R
DIEWYENHE N T A — X H WA GRFOE & i LTz & 2 A, t0d 25%%884E L. CUFIL 37%
WMRLE, 2LV ZE NI FUFACORMEFTET LB 20N, £z, thoiRRT
—ANH T IV AL AECFEEIL, IR PBEY Y, Jx= (v, T /) NLEH
—, VIR TY 77 o EV U ERA L TS BF ICadd-onfRiEE LTI 7 X —)b
ERGLESGAIITAECLRNWEEZLND,

JEELOIME : T HOIEF G AR L TRV E 1T E MU X2 ARG LY
Ay 7% MU XU OMmBEFRE X 50~400mg O£ 5 &/ TG EOHMCE S 72 BN
OO, MOFLTANAIKIZ L DHEFFRIERO TANABE ZG L LT/ 2 D
AR (n=7 KL 8) IZBW T, 7F b U X2 50~350mg, | H2BIDOKEEREEZIT-T2L 25,
T RO AT R R b BB O R BARBIE AN ST,

B . (R15H)

FRLGEN : BRETLEE - BNBARAEEE 24 (I VT F=0 2 0T T4
=13mL/min ; #iFA=6~23 mL/min) KX OMLIRBEITEFE 6 HIZFNENT I 7 X —/L 100mg %
Hila % 5 U 72 Rp D 3 Bh BB 2 fr it U 7o, TH R IR0 O S4B X, 42.9 IR (I8P AN 2 iBF) |
13.0 REfE (MR ENTH) . 57.4 BEfE (BT & BT OR]) Tholdlokt L, @RS Tk
262 Kifi] Td o 7o, 4 R DO MIRENTIZ LV ENIZHFIET 5 7 E b U 20K 20% (#iFH=5.6
~35.1) MrEINTz,

A P, PR N OV O IFRERERE S (Child-Pugh 70%0) %1 5 #kBRe 24 4 l2HoW0
T, 77X —)L100mg % B0l 5 U7 RO SRy B RE 2 554 L. EREAERE 12 4 Of & b
L7, BEEOAFEEEE L, BAKEZEHL TWARD-ES (n=2) LA0FL TWIZAE
Bl (n=5) BDEENTWz, ZERNIFCORNTOZ VT T ZAONFHEIL, TFHGERE
MEEEDRE (n=12) . THEEORE (n=5) . BEETHEAKZEILTORVESE (h=2) |
BEETHEAKEZSH L TWHEE (0=5) IZBWTENFN 0.3010.09, 0.24+0.1. 0.21+0.04,
0.15%0.09 mL/kg/min Td > 7= DIZ%f L, fEFEHEEHRE TIL 0.37+0.1 mL/kg/min Th o7z, 7
E MU X ORI OEEIINTFEEREE N BREO RS, REEDEE, HETREKE
APFL TR WESE, BETHEAZAIL CVWDBAFICBWTENETN 46120, 72144, 67
11, 10048 KFfH] T o 7= DITHkE L, EFHERE CTlI 337 Kl Th o 7o (& GHEEHZ
Wi, TR - H& : IPsReRR SRS ) OESH) |

FEW - PREE N TANAVBEERGE LIz 2 BRI, 7F MU ¥ 2mgkg
EHEIRE LR T I 7 2 — L OEWEEZ MG L7e (10 » H~59 % DEE : n=29, 5
~11 EOBFH n=26) , BHIOBFIIMOTTANPAEZIHL TEBY, 261X7 174
—VHAER G Th o7z, NNEBRFICB T D7 N X UEYERE T XA —F 2K 21K,



2~ I8 D RBE BT D RHEEREEYENEMENT LD, FE RIS OZ VT 7 AL FEITR
BENOGH L TWABHTANAK] Cﬁﬁﬁ“%x TAZERBHLMNE ST, TR X O

HZ7 U7 7 A%, RERE LY

AKX YD BNR

LOFMEVMEZ R LTz, (RE CTHE%E

[ELETE M )R LD )75 AL (KT 30kg KMOIERIT 30kg Bl EDTEHIE Y b L
a7 L, £oT, (K 30kg RIGOBFIKH LTIE, BRSRICESE, FUHTAN
PSR BEE LT B IR 30kg L0 B & bl U CHER T R4 SO%FREE & TR 5 4438

WL nb L ((THE - &) oESR)

E N

T T RATERIC LY REREEBLEZ T ehoT-, Lo T,
HECHELEZRCAEZEHEETLZ2 L, RAICBWTCTZERNIX DI )T T 0 AT
HPLCAMAIET, NRIZBWTH R E L5 2 7,

2 INRTAMEBBRIZHEITI2EDERE/NS A —2DFEH{E

KEBRELETERNIF DPY
INET BN )b 0 72 <R

Cl/F(mL/min/kg

/N B AR PRBRFHL Tinax(h) t,(h) )
kR 10 » H ~5.3 5%
DR, Tk (Y, 7= 10 30 77 360
;§”5§””X@7U*wawﬁ (10-59) | (57-114) | (244-528)
5%]\)?/@%7%&?035975‘/ ; 55 190 .
WX B RENE L TRV ) ; )
2.9-6.1 12.9-27.1 75-2.42
Thﬁhi(Mm)%%%% (25-6.1) (12.9-27.1) 075 )
PV T a D B OIRA R 8 2.9 44.9 0.47
(1.0-6.0) (29.5-52.5) (0.23-0.77)
£ 5~11 5%
INR<wEBE Y, Jx=hfY, 7z ; L6 70 554
;%”E&F”XH7U‘FVﬂwq (1.0-3.0) (3.8-9.8) (1.35-5.58)
TNy, Jz=r Y, 7= 8 33 19.1 0.89
IV E R = LT T IR ‘ ' '
N 1.0-6.4 7.0-31.2 0.39-1.93
el L (1064 1 GO3LD -« )
ST RO TR R 3 45 65.8 0.24
(3.0-6.0) (50.7-73.7) (0.21-0.26)
RS 13~18 B
BN, Tx=h (Y, 7=
SNV E S = VLT Y IR R 11 1 1 1.3
B
NN Tz, 7=
IV E R — VI T Y I R RN 8 I i 0.5
V7 e EIR BE
AUA=1 ke 4 I 1 0.3

* PANRTPEY, T2 /) NV EX— )L T2= A EORTY I FE. FF R OEMN

TFO7 VT T 0 A% FREERZENRINTWS, F77,

TR RuF U EERT DO RHIE

HER) 77 B TERNIXRVDRANTDOZ VT I A% FREEHZENRRENT

W5 ( TERARSRE  AHEAER ) R OY MM EOTER
tmax EIE DR IR E 2 X 2 E DT,

I Rox—znfeEsncnin,

WAEMER) OHZM)

EE Eh65~T6 D EmE 124 (FE 7 VT F=2 7 VT 7 2 A=61mL/min, #iBH
=33~108 mL/min) Z%HRICT I 7 ¥ —/L 150mg % B[ 5 L 7= B D 2Ry Ehhe 2 kst L 7=,

T MU X OWE RIS T 31.2 B (#iF=24.5~43.4 FFfH)

7T T AL




¥JC 0.40mL/min/kg (#iH=0.26~0.48mL/min/kg) T -7,

BT NIX 07 U7 7RI L DRELEZ T 2o T2, LML, HERFED/ L
TuEiE R L T TANAUEBRE (0=77) ZX5RE LZRBRTIE, 77 % — /Lol
CBTAEETHIEL TWRWTE MY XURED N7 7 CEHfE) 2, BrEX v btk
T 24~45% (0.3~1.7ug/mL) FE -7z,

ABZ: 7T NIXVOANTORAOZ VT 7 A%, AANEDIEAANTBVT 25%EL Vil
LTz,

ERERELER :

TADA O HREERRBROBAEIZ LY | HoRIELZRD, Tt svErs, 7
::F4V\71/NWE5~wX17)IF/®wfhﬂ1§%W%LTw6%A$%K
B AL L LT, X \5%{/% LD BHEANKR D2 %D 16 i E TO/NEBREIZE
7% add-on & 5-& LT, Xi i/J\ 12N B D Lennox-Gastaut JEERE DX FEAEIC
5%@m&5&LT@?iﬁ&—w@ﬁ@@ﬁ%ﬁéﬂko

B RIEEZZD., T TIZHNNVEE>, FJT=,L>, T/ IWILEZ—ILRIETY 3
wauf%#1ﬂ§ﬁﬂbru5ﬁ15ﬁkbﬁé' SOR—INBEFRE: 77 52—
HAE G OB, R ELZRD DR AN REE 156 L xt5 L LSzt tkF —EE
*ﬁthi&%ﬁ%ﬁ&:%b\fﬁ%ﬁiénto R 2G4 L THNANRT B I T == b A HH|
BeH2Z T T DO, #igd 5 4 BT >0 2 HIMZ 23T\ T 4 [BILLEO BT S
FEAE, MR FAE R O U ke A h%@%%ﬁbt EERRE L, £T. 717

H—)b (BRI 500mg/H) Xid v ez (1000mg/H) %, IANREBE L L7 =
ﬁF4/®%Tﬂﬁk4ﬁﬁuiﬁﬁ§5Lto%®% WD 4% T X7 X — L FN
NT aEHEAIRGIZET L, £0%O 12 HEIEAR G 26T L,

RERIEROEBZE T Lk, XIIREREEICEA T 256, B2 KT 3d ik Lz,
R—=R2 T A NZEAT D PHEEEI TR O NT I TH D - (1) H B OFERERBOERE, (2)
HET 5 2 HEORKFBERER O, Q)RBRIGEMIH FICAE L TV DRIEXY A 7 L0 \E
DFLWBIEZ A 7 R EMON—RT A VHIFHIZAE Ul o T2 EL ER) OHEBL, (4)
£hﬁ M (GTC) FAEDEKRMINCA BRIt R, ARG MRS, DEEEICES L

TR IRIEREOBREOLR L L,

T 7 H—ARETIE, WEREICHE S L BE OFEIL 42% (32/76) | 7SV B EERE T
69% (55/80) Toh o7z, PHEEMEITHEE LI-BELOET, 7 I 7 ¥ — LHETHRINICEE
(2 (p=0.0012) 1&Aro7z, Fn, PE. NI X D2 FDMEOEITHRE SR oT,

RTHRBEERT I E MM IR EO AL T g e G LT, ARBROWE—0 BiZ S
R E—INVHAEGORMEROZEEERONITHIETHY, +okEDO/ VT afiE
KO ITITE—NPENLTNDEZ EEE®RTDHHLOTIER,

BIARIEZESHANBEICHITES 7&—»L;5MMmE# add-on ¢ 5-38 (flLod>
PLCADARITENEE T D) L LTDT 72— Loasht %%ﬁ#i@%‘%%%
D HRNEE 355 e xtg b Lf:%ﬁm&“itﬂf?ﬁrﬁﬂﬁﬁgi F bbig kB 3wk i
THESL STz, A, %%kf@#fﬂ#hi%IE%HL%%LTwém%##b%f
1 % B2 4RI EOESRIEERB LIZEEERIGLELTEY, Z03RBROHI L2 BT
X 8~12 D= T A R F . IEFTHE Y DL CTAMAIEL VA N EESWTHRE 28153
L7z, 20 o 1 3 BTk, BIEHIMEZRETT. X=X 74 VHIfF 1 5 A2 4 BIELED3E
VER R LT BB, BEFEORBEICNMA T I 74—V 37 7R & BN s L=, kit
3ﬁﬁ@éfm%wf\%Wﬁﬁﬁﬁaxﬁ4V#%E@&E%%Lt#%ﬁ@@@i%ﬁ
FHETEE & U7, PRI i, BRI 2R Y . AiBRICH 1T D ITT £ (Intent
to Treat £f : iR EZ D72 &b 1 B EZIT -2 TORE) OO RIEOLMIZEET 5 b
DTHDLH, N—AT7A T TZQ%’%{’EEET”@EPHME I1EBHTD 3EITHoT=0, ARk
BRI Bk L 7= B %0)/\“7\74’/ BIFAEHEIZ1IEHZY 660 TH-T-,

%1 ORER (0=216) 1377 BRI EHERIATRRT, 24 BOREMHENG D, &



FiIx3EU oo s R L2 s L, ST a@bEHLRnw & & LT,
BFEIX, 7 TR, ﬁ%%;w%gami‘a&%w TR & 500mg/H DT 2 7 Z— )1
DOWTNDOEEERICIEIELIZEI (1T iz, TXRTOMOBIEOR—AT A LB L
t%%ﬁﬁﬁ&@ﬁ%mi\77tfﬁiwa?‘7&—wwmgaﬁim%\?‘75
—/L 500mg/ H #E1T 36% T o7z, FEAEBE DRI T T B ARRE L Higt L7z 500mg/ H FETIE
MEtIcAETH - 7203, 300mg/ HRETIXAE CThinolz,

%2 OB (n=98) 1L, 77 AR HEREM AL GAERT, 14 B3>0 2 >0l
MOEEME & o 2 BIZHEWESIM) 15702 (BIGEMBORIC, 4 B OREY
MEsELL) , BFIEL3FEU oMoy ALFEH L2 &L, v migs i A
L2z &abto7 7 B — )V ORER A EIL 400mg/ H Th - 7=, IHEMIFE ORI 12 8
WZOWTHIHT LTERER., 7T BRI LTI 27 Z— W XD BIEHEE{LOF il
25%DI Th-7- (p<0.001) |

%3 O (n=41) 1L, 77 AR HERZSGRAR T, 121820 2 DOMR OTER
RS20 (BIGEMEI ORI, 4 1B ORI 4 3% Ebt)o%%i3@ui®m®
Pt A i L2 e b Le, BEDOOS L BAFIA AT eBEfH L TEY, Znb
DBEDT 7 X —)VIRARIT 150mg/H TH o712, LSO 28 £ I THZEH) & 300mg/ H D
FIVE—NERHALE, 778RICH LTI 27 X —)WZ K DBEHEEEbo Il
26% DY TH -7 (p<0.01) .

TR DAL &9 mUT, i, M AR ié%ﬁﬁi@#’ﬂﬁﬁé?wiﬂoﬁw
%ﬁﬁﬁfﬁpwﬁﬁﬁlkﬁé S8 —/)LIZk B add-on &L - B REEFE D MR
BEICBIT S add-on HKEHKE L TDT 27 X —1OAME, Tﬂ6ﬁ@$%ﬂ@%(7\
72— NEEn=98, 77 BARBEn=101) X% U-ShiskdkFE 7 7 BRI T E SR
BRIC &L - CTHeNL ST, AL, SEWWN—X?4/%WW& ZORFRTIThI T %
#fﬂﬁmizﬁif@vyx/ W2 T I8 IZHIZ -2 TTI IV X — N XL T T 'RDN
TNNEHELGTHRECEESICEH Y i b, BEICIIERELROV VT a g oo X
&ﬁbtﬂ%ﬁmgiﬂw7ﬂ&Wﬁ%%KﬁlH%k@%ﬁmkﬂ%kﬁ%%%wﬁk
VT aRIERABEIZIZ T BH720 15mgkg K= 750mg/H) &b X oicT¥a v
L7co BOMED T 25HMEEBILZ, 2 TOHDRIEON—AT A4 b OEFRE Lz, ITT
HOGAE. 2 TOMSBERDEOFRAILT I 7 X —NFH 5L 36%., 77 2REIT 7%

Thh, MEMICAEERZETH-T (p<0.01) .

Lennox-Gastaut ﬁﬁ#‘é—"# 7//\ E&U‘/ié‘/( BEICHI1EF308—/LIZk B add-on E’
£ : Lennox-Gastaut JEMEREEZIZRIT 5 add-on R HEHKE L THT I 7 X — LOFZME
~%m®$%&@%(§‘7&—wﬁmw 77t%ﬁm%)%ﬁ%kbt%%ﬁﬁ
7 B AR H B R EGAR I iofﬁiéﬂtﬁ%ﬁi4ﬁﬁ®$5#77ﬁfﬁ®%
FORFETITONN TV AHTANAEIAETOL TR / Nz T 16 Aicbhiz>TT 7
A=V I T T RONT N EHEEGT HRUCEESIC Dﬁf%hto%% (EYNEYQO)
AW7H&@%%%ﬁL\*EE%&ﬁbﬁoﬁmmi . VT eBIRHAFICZ1I S
720 %) smg/kg (e KA E 200mg/H) . V7 o BBIEARAAEIZIZ 1 BH72V 15mgkg (K
& 400mg/A) & 722 K527 A v Uic, ARMED I7- 2505 B 1%, FE OETFEAE (I
TFEAE, REFAE, BEOIA 7 v =—%E, REMNRIEE) OX—ZXTF 4 bR
LTz, ITT HOLGE, EEOEMBIEMDEO P RAEILT I 7 X — VL 32%, 77 &R
BT 9% THY | MEMICAERETH-7 (p<0.05) ., BERIEIX. 78R (9%) I
LT I7 2 —EE (34%) THECEA L, BMEMRBIECOWTHRBEOFR R TH -
7o (Z X752 —VF 36%R . 77 BAREE  10%HEMN)

FERMELBBERMACREFHESIIPERVFEANEEFICHITE5 5082 —/LIZk B add-on &
& R AT REREEREIZEB T 5 add-on G5 E LTDT 7 ¥ —Loaakix
AR O 2 L EO/NRBEE 1174 (T 7 X — N FEn=58, 7T AREEn=59) x5 L L
7= 2 gk 77 B R R T EEREEEBRIC X o THES. Sz, SO N—2 T 4



Rz &b 3EIOBELZRBE LI-BEIL, ZTORITITOILTWAHITANAE 2 Al
FTOLIAAIMAT, 19 XIT 24 BIZHTe>TT IV Z—NXET T ERDWT I
BRI ORUCEELICEY T D, BEICITEEEEG L, ENHEIT, PFREBLT
AATRIZIES & NREBEIZOWTIE 3mg/kg/ H 226 12mglkg/H . BB T DWW T,
200mg/ H 7> 5 400mg/ H O#iPH & L7,

BIEOFET- HFHME 1L, RS RERRBIEOR—RA T4 U NEOEE L Lz,

ITT BEDY6E . RS RE AR IERD RBORREIL, 7 I 72— VEIL66%, 77t
AHIT 34%TH Y | MEIIICHERZETH 7 (p=0.006) .
PABHERESE AU 1 AR (O U CHERPIRIE S LTI 27 X — V2R LB o0,
KA T B2 O DSM-IV 2 I Y CIXE A NEBE X L Lz o0& dtFE 7 2
AR IR T EERABRIC L > CVFES N, 200 BB 1 AR E LD, DSM-IV
DEFIC L D5 DIRIEDFERBA LA SO TERT GRUBRBIAART 60 H LLA) IZR bz B
THO., RER2 DR E LI=DIE, DSM-IV OEFHRIC L 28R CUTEREYR) IREE REREA
BARE SOOI IERT GRERBAGERT 60 HLIN) ICAONIZEBE TH-oT-, EHLL0RBRTH, &
HASRADB RS S (RAEEEL 4~6 [I/4F) &2 23 2B GRBR 1 Tl 404 B 30%, =K
BR 2 TIE 171 Bl 28%) NE N TV,

MER & b, 8~16 BMICHT= A4 —7 v TV ZERIT T, ZDMIZETORFEH
HOBEZR2IZHIE LR b FBFICK LT add-on #5 6 LAXHAIZR G L LTDT
7 Z—NOBEEHE (200mg) ([ZMF-HEWE NIz, 2L TH—7r 7~
OIS LT EFE 1305 B0 9 6 81%I%, 7 X7 #— o HEEHHic—o b L<
IXE UL LS (R U7 B B e b= o mRImdl Al [SSRI | FEE
PR (47 e agie] | Sy, VFourahl) ofkbGesF Tz, H
e a0 L 4B (o, 77 X — VEFIF SN ER SN -BRO 5 B4
S ELEBEO VBBNEGEEND) 1TV CGI BN 3 AP b TWZBEN, 7
TR AR A i ISR & U7 EHEE RGN G 18 » AR ICEAEAICHI D ¥ TohhT,
FEFHMER X TFREHE)  (KokEE [RBARICH - FRE2ETe] [TXT DA E £ TORF
S0, MRS & BILR B 5 &Il S EFR IR MO =1 &G 08 ks
5 E TORHE]) Thotz, [oREFIZ, 5O, Bukig, &REkE, ROEL 6 ORAD
WITNHE O,

RBR 1 OBFETIH, CHEEREICEIY I 7 X —LEAl (50mg/H [n=50] . 200 mg/H
[n=124] . 400mg/H [n=47] ) X7 7% &R [n=121] BNEEENT=, TFI 78—
HRE (200 mg/ H X 58 +400 mg/ H#GRE) 13, ROBEEORIALZESELHTT 7 BRE
HBRELD HEN TV, 200 mg/H#5-8E L 400 mg/ H R GREE ZREC AT L& 2 A, A
BEFEHELTHL, ERBEBICEEDIEV ) Z LTV ERghoT,

RBR 2 OBFETIH, —HEREICEY 77 X —LHAl (100~400mg/H [n=59] ) i
7R [n=70] BEGENTZ, TI7F =T, KROBEORBAZELEHETT I
ALV BER TV, 7372 — VO HEIZRHN 211 mg/H TH -7,

INHOREBRTIE, 5 OIRIE L BRRIEE /31T T, TNENRET D F TOREM &2 HES
HREEIZIT R > TR T2 b DD, —ODRBRERE LIS RICE D &, 9 ofkHEL
BRRREDO EH B2 T, ZTORIAMEZELE LR TTI I/ X — /LT 7R %E LEAS
MENRHY | ZTOEIHAAMCHEERZENPHL N Lo (72720, 5 DIREEICxTT 5 %)
ROEFO>NLVENTHH-T) |

ZheE - R



TADA :

add-on FEEL L TOEFH : 7 X 7 ¥ — ik, #5005 1E. Lennox-Gastaut JEEREIZ I 1T 54
WFEAE, IR RERARRBIEZFRD DAL OVNE 2Ll ) B2 % add-on
EICHES SN D,

HEELEE L TDORFE : 7 X7 X — L, SR IEERD, IA~wEBEy, 7= kA
V. 7 )N ER =L Y RUIAILTaBEONT R 1 FIEZRA LTV SRR
FITHIT 5 HAPRIE~OY D IR ZITHEIC S D,

7 27 BN OREE R OHEHEIT FREOE AT O I S TR0, (DFIHIOE
FE L L CTHEMAT 58, QAR EY, ZJz=h Ay, T/ LEZ—)L 7
2 RUROVNVT a LA OFLIT AN AN S ALY 0 B 2 5546, (3)2 L EDOF
ML T A AIEZ FIRFICH I U CHAEEICO Y B2 5546 (THE - HEl omESHR) |
PHABHERES : 7 I 7 ¥ — VIR0 I RIS E OMERFEIE ZE)S & L, 20 BHXaRokEE
WX U CTIEEER 721 22 T TV DB IZEB W T, K[EE (5 DIRHE, Bolkhg, sEikiE,
RETZEY—FK) BZREATLETORMEZELEDSZ LI D, AMERDEEICRT 5T
7 B — )V DR HMEIIRET LT 70,

HERFRIE L LT T 27 X — Lo 80EIE, DSM-IV O EFEITFE-D < W 1 A E o B
Xl LTI18 » AMICHhI- 0 Ef S oD 7 F Rk BB CyZr s - (TE
PRARER - MR MERESE | OTESM) , 18 » AMZ X TT7 2 7 X — /L O %238 Lz Ei,
BE 2 LICARAlOEMAEREZ EMICHEGT 5 2 &,

=

7 X7 Z = VIIARFISUIZ DRGSR DHBUEOMAED & 2 BEIZIIERTH D,

BAAEE (WARNINGS)
ABRRUBEDIEZETIERLGRPOBKRMEICOINT IESL (BOXWARNING) 1 @
HEEBTH L&,
SEVF=IIZE-oTRYE (BE) ORBLELIN, EQLSLEPHERMNIZCEEX
FEREBELT O BERICESINZHEERICFRT S LIFHELL, LEzAN->T, 554
A—)OBREILEE. REPLEREOBEENHALHICEETETIEESEZRVT. RBOH
HEEZRO-HRATHLETRETH D, ABREHLELTE, BRENEGEFHOTHREICE
B EPKGHUESERXRT C L, FRNABNELZRTCLEZHLETELRIMEELH S,
EELGRSG . //E add-on K5 EZZITTOWDH/NNRTANAVEEEZNRLEL, 70 AT T 4
TIGBE L adk— PR Cld, AT I 74— oG HIEEZLELE LT-EHEREZO
LRI, K 08%ThHh-o7= (16/1983) , ZHHIEBID 9 B 14 BIZDOWT 3 4 D G EERT
ENHRAELT-E 2 A, BZOSHEICEL TR OMERD T, Thbb, 1 4DKE
BHEIT EFLEE OWT I Stevens-Johnson JEBERE TRV EHIE L=, BIORZEREIL 14
B 55 7 EIREREBEREE Lz, 205 1983 Bl 1 BlZRBIZ L D TR wE S,
X5, KEEROZOMOEIZET 2 kO HREBRICW T, <A TH DA KEEH
FEESCHEC & fF O LD W MR EIE 2 BB L - BE blE ST 5,
INRBFIZBNT, AT agie a2 R0 REL, EETEMEENTEERLOH D
FIBIBLDOERIEDNEINT 5 L WO FERNELNTWD, ST a2zt Lz/hRERFEIC
BWTIH1.2% (6/482) DNEELRFEZZREIL TWAHR, N7 ozt L CunianiE
1% 0.6% (6/952) ToH o7,

BEA : T ERGRE LTETRATOBRKRBRICB N T, ABRST 27 X —Lofkhfik
EVEL LT-EERBERRDONTOK, 7I 77— AnEEINTZHRARED 0.3%
(11/3348) Th o7z, BIRMFEESCZE OMOR I EE 2 5R & LZBARBR COEEREE
OFBRT, PIREAZRE L LTI 7 X —ARNREI N NEBEERETIZ0.08% (1/1233)
ThV, addon 5L LTI I 7 ¥ — AP EEINTRANEERETIH0.13% (2/1538) Th
ST, TNHOBRFITHEHNIRO bz oT-, L, RIS T 5 il o R
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WCBWTIE, FUCEBICEET 2T NRE SN TWDEN, ZOEFMBIZEHLOH TOET
ERERRBIRAHEET H 2 1T TE 720,

ABRIZ D 7273 B 389512 1% Stevens-Johnson JEMERE, MR BFEEICE, MAETFEDIEZ, FE
BB R 5 b 00, FE, U o EE, BEmER, il N FHRE R 7 E o2 gk
JERZ D BENR D D,

BB NT, ST uizLAERRIECZ S L, BEETEMEENTBITAOH D
BB ORBOMGERIENRT 5 Z EBFEH I TS, BRICIE, TAhAERSRE L
FIRABRICIB W T A LT gl 7 I 7 2 — 1V OUHEG P ThN T EBE S84 D 5 5| 55
WXV ABEL7=HIIE 6 6l (1%) THo7=DIZH LT, "7 r@gaitHeEd 71774 — 1%
HAI G Sz BE ONTHEBRE 2398 oA, ARBBlix 4 61 (0.16%) THh-o7T-,

ZRUSMC . ABRIZE Lo T=-NEENAEMEENTBITNOH 2 RE B LI
JEGNITTIRATOBRFEHIC LD LTS, 2D 9 5 1 #illE Stevens-Johnson JEBERERR D AEIR
TholeZ EngEINTND,

BRI : & X ICESEN T AEME S TRBENOH 2BHB)S B IEE L T D, HiEEio
—RIE, SRR B R ORI I8 PN (R RE 2 3 Do S lian R4 B RERE E &\ ) BRI
IR AR L O e, IBBUEOFIIER (B 20X, B U U REE) X, BEAEBLL T
WRWEEICHAELIDZEICHEET O ENEETH S, £0 X 9D 8l XIATIERNFE D

BNTZEE., BEZTHONIEE LTI LR, OJRKATHRERARWEREY . 5
R NORGERIETRETH D,

T2 R—=IVIZ K DAEBMAMAAIC, BEXEtOBHER (BAIX, RBE, )/ HIE)
Mo EELEEXNERICERTANE LGN L RUBENREFDOLS BEREZERERL-
BEFESICHYEICHRELBEFAEGS BN LE, BEICHRETRETH S,
AMZBBALE . & X ITBSEH IR ARSI R EN T 1 7 X4 — VG REIZRD b
NTND, Zlifes R4 B 2 BaEH| & OFE « OFLE O FFEEEREMIN, BRRBRTICT
7 BNV T TR NS D 2/3796, /NREBEE D 4/2435 ([ZHE STV D, PR fE
EHRETOZ ) LI THIX, AR CHRE I Tuhieny, JhBRAMENL (compassionate
plea) M OV O HREBRICHB N TEH ., FNICEIHERARIC L AT RRE STV D,
R HIORZHIL, TANAERIRESLEEOBULIE, N> X TA VA EOEERE
FIEGE S THRILLTRBY, TOZ ENEHOFRRNZ/ET L 2RI L TS,

X512, 3BIOEE @5akktE, 3.5B IR, 1R X, ICANAIRIEIZT IV
B — VBB G- LT 9~14 H#IZ Blidas A2 OFRREVE M4 NEEEEGEREN I L=, &
BUNCFZE /IR N T AT 2 F—8 EH/ 27O, F BB AEE S 2 #l 0 BF 1RO b,
m/NREE I AV T e a2 0 L TR, ABREIZ I AR B KO v B
LG %2Z T T, B, TO% T I F—L0EEZfIE L, XEEIEICL Y £TH
Bz,

MEESE : WEUEEMRC L > CTHIATHAMEHOH D, b L IHBBUEEFEREC X 57220
ERDbN D MEEENRE SN TS, IS MKREEICIE, FREkEdD ., amekEd, &
. s LERID . FAUCEAR BB L OIRIFERIENE £ 5,

REPIEIZK BRIE: MO TANATKERRE, 727 =L OEEHLEAPIELARNI &,
TAMABE TR, BIEEENR L 2D RN 5 5, BHRPERE 2 5t 5 & U7z AR C
T, T3 77— NOEGEZERPIELTHOLE L7, 2HOBRENPEIELREL TS,
LD, &9 Lo B ERE OSHE, £ OIENIS BB OZMEK 1 BFEL TR

D, ZNOLRBIEORRZE L by, BEEOBANLEBICEEGE2HIE LA
TR DR WGARERE, 7374 —LOF5EIIDR< &b 2B MM E T TRE L
T sy (THE - AR 0ESR)

FRLOEE

BOBEREDHA: W< OO X bu S U2 G AT HRABERL, MEFTE Y F
VIRE WA SED ( MER LowE  FMAEEM) 0BEZR) o 53748 —LEEhIC, T
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AMAFUEERTHAROBIEDOHAZHMBRXIIPLELE-BERDEFLEALR E5EE%H
WTEIVLELAHDIEEAOND (THE-HE : BHILGEKH : THRUBORITE: 53
S—ILDOHFFREDRE | DEBSE) . 1 B OB AT H (B D BEESE) ORIEWIR] (pill-free
W) P, mEZE N UREDO LN RAEN, BRIZIFT2MHBIFEICLEATHEZEZS
No, 7F )X URE EFICHE AERGIT, OF WV, EEILH, EHE VS TZFHERR
BiasLtExohbd,

EEHMNER (IE4 (BOXWARNING) 1. MHFRI45EE (WARNINGS) IQESE) : A
Bk ONT X 72— VB RIEZ BT 5 EERBEBNPHRE SN TND, FIFECH D HE X
ALTWDD, JEBIED & DD TOBMTCIEMRBBEAHET H 2 L1LTE RV, L, dE
BHENTEW WA, (DL e@EaeftH L b, )7 27 X — L OHEE &

. (3)T 27 X — /L ORI EOMIEIC L > TREBORBOMEBRMIENE £ D EHEH S
TW5, 2L, ZNHDRTFNEED HIRWER LG ST\ 5,

TANAENGE LTEBERRBRICBW T, 7372 — 1V %2&5 L= 2BE DR 10%I125
BINGRD bz, PBMEREEZ XS & LR RERIC B WL, 737 27—V EHEHED
14%ZBRRD bz, 77 X —VICBEET /A 2385 13720, L LT, BEBIXE
HRBHIAHE 2~8 HLINIZRBO B D, LanL, EEE%R (e xide6 » A%) CRBELE
JEBIHME SN TS, Lo T, ANIHEBHREELT 5 £ CoRFEMiLZ, faiitz 7
BT B7DDFEE BT Z LT TER,

O TANAIRICK LT LAAF =B IRBRILOBAEREN G 5 BE ZI1RET D545,
ZD XD RO 72 WVEBE TR, T X — B EHOEE TIIR\WIRE ORBUEE N
R3FZIRHDTHEETLH L,

FEAEDRZBITT I &%/b@&@%ﬁmbf%lﬁl@*f%)ﬂ ED XD 72BN EE X
FEMEENT LD RIBIFICEL D EMEEICTHT 52 LixHKey, LEN->TSEH4
—LOBETEE. BRELEREEOBEEMNHELMIBETEZIHEEERVT. RPOTHA
BMIRZBDO-BRTHIETRETHD, AEZPLELTH, BRELEGZENTHREICES
CEPKMUEERERET L, FENBNELLZRTCLEZHLTELRIMEELH S,

WEICT IV E—NOEEEZZTTEBRIZREOT-OICRERFIESN-BETIX, 737
2 — VTG TRETIERY, 7L, TRENDREDRENSIALNCY AT % LR 5
BIXZ DR TlEZevw, 372 —nNVofh 2 —EhiE LZEBF B\ T, BRGERET
LA, VIRIOHEEAR CREZHBETRENEIDEHET S Z L, FiRloH5 LI, 1K
FHIFINEWZ E, PR & COREHICONT, KV EEREENSMLE LD, KA
FlOF G2 HIE LT D 5 i 21808 L7 BEOGA . IR OHELER & L BRI D
TEPHERINTWD, T I 7 X — O, MOUFHIEOEEEZ T D ( TERRIKR
HppEhhe L WL . THIE - A& oz |
TANABETOMERE :

TADABEIZH I BRETFHDIEAIE (SUDEP) 7 X 7 X —)LViHilRpiOBEZEHIZ, =
A— FRBR (TAMNAERFE 4700 1) 1288 T, 20 Bl OZEIRIE KL YRR AR O 1 R E X
NTW5 (5747 BELE)

ZNBIREFIO—HIX, KB Th ol OFERIENBIE I N> T BIEBEEOET &5 %
%hﬁo:@%t%d%ﬁﬁ?@%fé&&%%?%D\E%&@@%ﬁﬁb%%ﬁkﬁ@
TR TERZ EFES>TWAEN, 71 72— L2 RALTHRNTANAVRBEIZIIT D SUDEP
B ORHEEFPHN (CTANABE SR E LT SUDEP HE 0.0005 7> 5, ﬁﬁl@ﬁuuxuﬁ%ﬁ&
[ER D BERE T AT 2 O BRRRERIZI 1T 5 0.004 X OEHARME CTANABEIC
0.005 £T) Tholz, L LT, @%t%ﬁi%&%%%ﬁoﬂgﬁﬂﬁ\hﬁmﬁ
FREE T I 7 F— D ak— kBRI THE SN BEREOLE & TRIE R ORE I
154 %, 737 % —=NO%5%%F7-H3 To SUDEP #E 1L, (FIERFEF I R EMH T
R TONT, MOFLTADPAKDOEE %51 ) 7= BF BT % HEE SUDEP MEE S FEEI L
TWe, BT &2 &3, MOPITANAIKITT I 7 X2 — L E{LEEENR R 2 Th
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Ly TIUHDTF— AN SREFEITHAIIL LG/ A, SUDEP BENEWZ S IXTANABELE
& LTORETHY, HANZ L AEETIT W ERRBINTND,

TADAEFTRKE: 727 X — B E5RBEFEIIRBT HIBEMBTICRE L7 CAMNAERIE
DOIBLRIL, BKRBRICSIN L T REFHOZWIRERN R D BERH D 2 &b,
HNI B a5 Z ENE LV, RABFE 23436055, el &b 7 HIFXBHAICER
JELMER CEDHERERI LT, 61T, BAICERIN TV DL RIEOLMERE BRIEORE
FESCHUBERAESE) NEHERE STV D,

MiEEEERETOER :

FHTEY—FICHTEIEMEE: 7 X/ A —NE2R 0T Y — ROAMIBRICHW =%
B DOLEEVE R OIS STV,

18 AR ADINE - BEREE - KO DR ECMOKEMRE L A3 5/ R - HFEMBE
TP DEOEHIZL Y, ARBEEMTAOERMENEL 2D, 77 X — VI Y%k
FBRECB T DU OERYENH D0 E 2 IAHTH S, (A EOEE | BROEL
K OBHBPEREE 2 5 B RO OESHR)

KOEEEATD IS BARMOBEICBIT DT 27 X — N0V R OHINEILMES ST
1,\73?1/\0

BRI EIE R RIBIEEEFICfF 5 ERDBEEM - VURMEREE O BF 1L, BURIEREE 0 FLH
OIRADOHERIZD b BT, 9 DiEkR, ARSELROMTSE (AZRMEEESR) BT 5 A
HRH D, ERAPREOE( BriofERoORAEETe) | BEABEFERICONT, FRZA
BB RES I B2 F T AT EERS BE 2B+ L,

Fo. BEITAISEOBEOH 2 B3 1GEBLERICH 5270 A S EM I 2 <3 48
F. EERMNIEZRSEIAZERO ) 27 BNEm . IWETIINEEBIET &,

BE (ROEBEFOREER) ICHERREOE -2k BlizETy) | BEASELDY
174, BESEIZOWTOBEONLEMN 2R, 2RO DERMBEINTZL, BEHIZES
S 2RO D L Hi5EST L Z L,

ERARIRIE DAL (7 RO Z ETe) | ARSER MTALZRELL TV EEICE
W, FRICZDIERPEIE TH o720, ZZRBBL LY | FIBF DO ZvE TORERD —EB
TR T2 HE IR, REP IEOFREME L & TIREGHEOE T2 EET 52 &,

PUORPEREE TlL, BREROREERNH D Z Lnb, BYEEICE LT, @ 27 0/R
FEEBESERT DL, 737X —LOATE L, BEE TOICEBRTE AT 0K
KIROSEAISAZFEIA L, BEHRGOV AT ZHOLT L, NETICTIZ X —LOBER
RN EERESNTEY, 9 bMEInNIEEC LTV ( DREERE] 0EBR) |
NILTABZESCSFGRABE~ADS IV 2—)LOEN (AEDRE) : V7RI 7E
NI DI VT T AR T EIELD, N7k ro7E M) X roikb8T,
PNV TaEEEG L TWRWEEOYEREET 28 (THIE - HEIOEBH) |
BHHEZE T DREBICBITHER: GOHEA AT 2EFICHIT 57 I 7 X —/VORFREE A%
BRIZIR STV D, B, . DEEREREE 72 & 380 O G SO TS 2289 2 B SRR g &
BT HAREICTI VAN ERGTAGAICITEERENRLETH D,

7 R U X0 ERPEIREIL, FFCBT 52707 v s Lk OFE Ok OBEEIRCH D
(TEGRZEER ) OB M)

OPLTAMPAIEEIRA L TR WEEDEBERRA2EE CEY7 L7 F=v 2077
Z=13mL/min) 2B HREBR T, TF FU X ORE(KRD M I LR T BHERE D EH 70
FIHWUIEET D22 e bt eote, Ha NEOBEEEKEEREREICNTHT7 17
2 — VEMHGOFMIN IO E T, TDOX ) REEICHTIRGEITERETRETHY
WL B R EE 2R D B IR R 2R L TiRET 52 &,

JFHSRERS E 2k 5 BEICBIT AT I 7 ¥ — L OFHRBRIZESNTWAETED, FOLH 77
BE SO GIIRMOSERIEZ £ ) ATREEN & 2 (THRARSEE) K O AL - HE) 0EBR) |
BEVMDOAS —VBRESFHEBLEOBES : 7E NI X FRA T =V EEEGT 2720, B

13



FHIZED A7 =0 2B FICE50HMICERE L, MEZRAT 28N H 5, BEKRE
DFHAHT DT LR R BR N Folis S 723, BRI ERICAE L DN BTG E %
BRATDICIEIAR T ThoTe, ST, FERNIXF U EAT =V OREANELEEETYH,
TN L DAERIEAZBRGFOMRE CHRIHTZ 2N E I NAPTH S,

L7eo T, FRICEMMRIRRHEIC L 28R 2 M HREII L 20 b 00, WHFE TR
PRIRICH T DB OV TR L TR LERH D,

BEDEHOER: 7 2 7 X — VOS5 ERLARIC, 5895 T E OMBEUE O Ik SFAER (1]
X, FEL U VONEE) ITEEREFNESICGERT A0 LilWnZ & KOEEILE
DX RERNREI L GAITEBICEMIZHSE Lt hiE e o202 L2 BEITEX

TELZE, 2o, BIEOa > e — RN B L2GAIC b EICHE Lz gl
SRR

Flo, T NOEEIZE - T, dFEWV, IR KO O H AR R I O fE R O
WD FEBLT D A REMEIC OV T HAFICHERE L TBLZE, LENRST, I X —ANR
BE O LD/ UTIEBRE NICH B R PR E 5 2 5 G Il T & 5+ 7 IR AR5
DFFHALDH E T, HOBEEE N ML OBEHEREREBELITDR VWL O, BEITHEET L2 &,

MRS R O AT A S R R BLO TRk, 72, 20 & 5 R IRIEO U IR
DENTHEITE, EMICEBICER T ICEFELEESTLZ L ( TRRIZREE © Mg
EE, AfEZligas e OmSR) |

RRPICEEDR L2356, TR ZFHE L WA GEIEEREIEBEZ D20 ERN D S,
Flo, BLETEL TCWDEE, XIIRAFOLAE b EIREIE AR ITIUIR B0,

R FGBEAT 3R T2 O o e AR V| RO & A U3 IET 256 1%, FIREICH
T ALY LMEFICIBET AL, A Na U A SET AR OB 5EMGIX,. T
T RUFUOMPEFRELZZELIFDLESEI00 LR, A MU 2E864 58 0k
EROFE IR (pill-free IR 2 &Te) X, 7 MU X OMBEHRERELZE L LHSES
Nh Ly ((MEREOEE  HEMER] OEBR) , £/2, 9I 74— n50HK
HOPFHFICEFEFL UIHRRTE B, e 28O 5551, BEHICER
ElIZHET DL OEET S L&,

BENMONOHHATT I 7 X —LORMAETIET 2546, ERECZORZEML, R
HEBHT 256, BRESHRT L LOICEETZEYETHZ L,

BEOLEOOEREZTLLE) =T Ly "PEHTOL 2 rx, 7177 —VERHAT
HANZY —7 Ly hEHGOLLOICHEE LR TE R, BEHOY —7 Ly MIGHE S
ITWVDHAFIZONWTIEIAREROREZD [BEOIZODOEHR] 2Z3MoZ &,

BERBRE: 7374 VomfEhREE=4 Y 7OBERIIM LI TR, TI 75—
L EPUTADAIEE BT OIEHR & ORI EDENREFHIFE BAEH D E L 2 rTaetENH 5 2

EnD (RIS | FRCHEEZFS T 256810, 7 7 X — VRO EO e g
E=Z U U TZEIRENS LV, — RIS, T X7 Z—L EOFER O PR E T = #
U > 7 RO EFE OB A2 B RE L CRIRP L 92 &,

HEER

TIV =N EDHEEROBER LD REIL, £3IZELTWD ([THE - HE) 0ES
)

RBOLIEE - MR 16 Fla g b LR T, = F =L X T4 —/L 30 ugh
WUAR VT AL 150 g 58T HARBEOBHEIKIZE D, ZFE MY X2 (300mg/H) DA
DT O VT T AT 2 5 IZHEIIN L  AUCK O Coa T Z IVE IV 52% K% Y 39%1K T L7z,
AFRERIZEBIT D HE Al BROBHER) o 1 B OKREHFFOMEFZE ~Y X RE
D T ZEITR2ZHEM L, IREBE TREO 7 ZEIXFA Ve A (R DRTEEE) 51
MR TREOK 2 5 CEHfE) 1T LT,

FERNIFL DI )VT I 2% ERH (232 E5H) S8ES (Wi~ Pry, 7=
=hAv, TNV EX =)L, TUI RV 7708V Y) ZRAL T RWZHET
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X, EBOFRVE A (BROBEEE) OWRIEHIM (pill-free ¥R Fic, MiEH 7€ U X
VIREE DR —IBYED ER N BN, T 72— v H A ARSI AT ARSI
FOMBRICHE LZSHAE, SHOIICmEFTE ) FUBENKE L BTN D
%o ZE NI OMPFERRED EFIZ, fERE L THEERFNRAERL A5 ISR ZT
( A EoEE  ROBHTERE OFFH) OEBR) |

A URBRICIH W T, ZMRBRE 16 HlcT 2 7 Z—/L (300 mg/H) & F& FREE 3K % OF %
B LR, ZF =V A N T U — VOFEMENREILT X 7 X — N KBS T anolz
VAR T AR L DAUCK RCopax X Z VE IV 19% & TN 12%1K F L 72, 15 HFSH,
LHE N R b T A — V2 IE LTSS R T - FEAR - SRR 2 JlEH oK
TR E NN, MiFH 7 a7 A7 e U2 JE LSRR, 16 flfP W ogiE iz un T
HHEIR 2RI AT RITER D Hivle s o 7=,

300 mg/ B LIAANO HEIZEBIT 5 T 27 #— VOB, LB RER B\ THEFH RO 72 514
IIRET STV,

ZDOFNVE CEOYPINI T D BRI 72 BT AR Th 53, BEEZN RT3 5 vl e
PREIZTWETE RN &6, AREY (B 0F, FEHim) 23380 bziald, EbicE
BEICHRET S I >BETHZ &,

TR EGATHROBTEREZRA L TWA LTI, B5EZHETI50ER” D
HEBEzHLND (THE - A& BR8N - MR O BT oESBH) |

DI E S BIERERIEAIEFIESE: 7T )X ORYENREIZ T Dok
E VBTSSR VT U TRIRIE O BIIRE R FHMTIIRE S T Wy, e SR NS
VTR WERF AT A RNT O LE, FERIXL DI VT T AR 2{FL FIZ BRE
B, T FRF U OLOREERIT, T X OMBEFREICHEL 52 ol O
ERNBD, LEEN-T, X AN O EHHTIHADOTE N XUo&k5BOFH
IMERNEEZ LD,

F7OEF> - SRS (124) Zxtgl L7172 — 45 11 HancBsh Lz
77 a v CFHER G (150mg &2 1 B 2 [l 5) OG5, T I 7 #—/1 100mg HE 5
B O Eh IR E 5 2 2o T,

HAUNTEES : 7 I 7 2 —VE, EFREODI L A<EEMERREICY LT,
SNREBERIESIN, BRONTZWRET — 2D TIEH DN, 737X =L hR<E
EUEHHLTOWABREICBWNTIE, 737 %=L MO TANAEEZIRA L TV D ERE
L0, dFV, EE, K, FHOBRERENZ LRI TS (TRTER) oEs
FR) o ZOMEMEROEFIZAONTRY, AR P E R E s Ro e kh-4
5537 —IVORBIRATH D, 7T vRxtBEERBRICK T 5086 (n=7) Oy
LTI, FIZX—NVEIINAARATEE LRI FOMBEPEEICEELY RIETE otz
. DO b — L ENTWARVERE (n=9) IZBWTiEAr"~EBE AR EF v R
BEEENEEIN LT,

HNNR=PBE L OENMESIX., 7F M XUOEFINEBORE 2K 40%K F 85,

Felbamate : fFEMEERE 21 44 2565 & L 7= felbamate (1,200mg % 1 H 2 [[#5H) &5 3
7 & —/L (100mg % 1 H 2810 HE&ES) OfHEETIX, 7F MY X 0EpEhRgIsxf
THEROBEEDH 2 EEIA N> T,

EBEAFH - 7 b ) X3V UE R iERRTHEEOMES TH DL, LTEIX, B
FR R & P 3 2 MO 3KA 2 5T BT Z OERICEET 52 &,

HIAUF - G R )FX AR F U LTBE, IR F U200 L
Mo HBFE M LIZHONTDOL N AT T ¢ T/ MEEREICHOWNWTORSICLED &, A
RUF N, TERNIXFVORNTOI VT 7 0 ANTEEE KIT I 20,

Levetiracetam -levetiracetam & 7 X 7 % — /L & O AAEH O v GEME %2 77 & R ) R EL gk
BRCEON-mAOMBETRENOHRET LT, FOME. 7 I 7 % —/LZ levetiracetam D3
WIENREIC 8 % R IF X7, levetiracetam | L7 X 7 ¥ — /L DY BB B A RIF X o T,

15



YFoh EEWERE (0=20) 2% L LZ7F )X 100mg/H. 6 HE OO HZEE
X, UV FULOERMBIREICEE L 5 2 leho Tz,

FSOHFEY EREBEM (0=16) ZXRICHToHFEry (15mgl A1E) L5374
—/L (200mg 1 B 1[A]) ZOFH&ES LIZROA T U FEDAUCK D Cppnlt,. A7 P
ZHEMBEEE L7 (n=16) DAUCK O'Chax & [FIFRE TH - 72,

FURBRICHBNT, 7F M) XU DAUCK D Cpupld. 7 X7 ¥ — /L& B L2 IRE D
AUCK UNCpx & HEHZ L, ZILE ) 24% K N 20%IKF Lz, ZoIfEf 7€ Y Fo R
DOIR N ITERRICEE R ELZ RF I B I HND,

Oxcarbazepine - fEEE B (n=13) % x4tlZoxcarbazepine (600mg1 H 2[\]) &7 I 7 %
—/L (200mg 1 H 1 [F]) % fFH&E L 7= FEDoxcarbazepine x N2 OIETEE TH 5
10-monohydroxy oxcarbazepine® AUC 2 TNC pax . oxcarbazepine Z B 5- L 72 (n=13) @
AUCK U Cppx & HBE L, AEZEITRD N7,

7 CRRBRIC I\ T, e B & %8 Zoxcarbazepine (600mg 1 H 2 [A]) %7 2 7 X —/L(C
BN LD T N X DAUCK U Cnpld. 7 27 #— V& Bl 5 L7 FFDAUCK
RCpax EFREETH o 7o, BRONTZRIRT — 2 6 Tl dH 50, 7 X 7 ¥ —)L L oxcarbazepine
ZOPABG- LTI2RFD A3, 7 2 7 # — )L Xidoxcarbazepine & B 5 L 7§ & bbig L | 587 .
DEWV, TEKE OMEIROFEBLRPZE N EDBRBINTND,

FZT/NWNEZ—I, FYSF2: 7))V EX— LIV I FroBn&ksit,
FTE R R DOEFEIRBOEE 2K 40%K T &85,

Fz=p,s2 T —F, CADABREOEFIREOMIET 7 = = N1 LRI
HONREEERIESR, 7= b OBNMESIE, 7F M) FUOEFREORE %
K 40%IK T =5,

Pregabalin : pregabalin (200mg % 1 H 3 [a]) & OffHE LI, EFIREBOMIES Z €
UX DT 7REICEEL RIT SV, 77 % —)L & pregabalin & O IR ENREFHFH A
TERIZA B0,

YIZr2ES>  BUHEWERE 10028 L LERBR T, 77 % —/L 25 mg Hila#
BEEORNTOZ VT I A%, V778 (600mg/H 5 HRE) #EICE0 205 A
EZEM L7 (AUC 13589 40%1K F)

Topiramate . topiramate X, 7F ~ U X OIMEHREICEEZ MIFI R\, FI7 X —
JUIX, topiramate 25 % 15% EH X H7=,

VL 7O EYENERBRICEB VT, ST a@E &P oS 186 12T 2
72—V EEE LIGEA, ERIREBICRBT 2IEF LT aiEo N7 7 EEE 3 EFLLET
WHJ25% KT L, EORLEE LT, L, HERRERICSW T FIRE~D T I 7 X —
NLOBMFE G, AR OVNEEBEEZEOWTIIZEB W TS IMEF L7 a @RI 2T 5 %
o,

TEEERBR B IZRB W TV T B BROBINEGIX T E R U X2 OEFIRED M JRE % 2 598
HWnsw2, Svrafgy o I s 24— Bk S Lz 1 3 BRTix, Sy e@ickls 7%
UK 7 YT T AOMEVEAIL 250~500 mg/ H O E#PH TR L 720, SHITHEL
THIEHOMMRITFED bivien o7,

V=HYIF:  TArABE BHlZGE LY =% I K (200~400mg/H) LTI 7%
—/L (150~500mg/H) @ 35 HREPEAHZ G TIZ, 7F U X OFEWEIREIZX L E KRS
LA BN T,

TNO O BEHE FFBERIIAFT SFEH  AEICE O TRiH LTV 5 LIS oAz
WT, 737 %= EDFHICOWTOME RIS TV, 7 U F U0
Tl a U BRAICEIVRESND T2, JVvrarBlaa a8 UIET 2 en
HOHNTWEHEANT, ZJE RIS UVORANTOIZ VT TR LERE 5252 LinEZ
S, BRRZDRIZFESNWZTE MU XU OREEOFHE N LENE LivZew,

FD# - Invitro DEBREAES, TI RV FFY o, sarERLa, saYEr, 7L
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FTxtFo, ~aXY R—)L, g7 EBERL, TzxAT, VAR R BT U
RV RUEBHHALTH, ZFMIX D7 U T T ANMETFT 5 A eI 2 & 2VRIR
INTWD ( TERRIEE - SKERE & KM oESR)

Invitro TORBRAEN D, F L LTCYP2D6 IC L » THRE SN A KD 7 V7 T 13T
FERUFUNCESTERTFLZRZWZ E2URBE STV D ( THRREEEL ) OHSMR) |

= 3

X3 —IEDHEERDELD

3 Z—)L® Add-on #EEIZ

Add-on &5 LA T U F oM

A N S erpE

RORELEEE (f] . = F =1 =
ANTOF— /LR VS o J
A RLgL) f
Travd FEAG S AL TV R o
BN o J
YA AR E SN ?
Felbamate RNy QA A VRS
TR F FEAG S AL TV R o
Levetiracetam <~ ©
VF oL YRS I S LTV 2R
TP o =
Oxcarbazepine © “
10-monohydroxy oxcarbazepine
metabolite” <«

Tz )N H = Y

.. Yas J
[N

TJrx=Fr ~ d
Pregabalin o <>
R Sl A S AT e 2
Topiramate o <
AV =] { )
Ny + 7= bV .
RO () DALY PSR <
Y=YIF Al Sh T ©

* add-on % 5- O i R ER K O REg SRS OFBR L v,
i FEREDFEIL add-on £ 5 DGR RER L OMEEREHERE ORER 15 BV o
U7 T ADHEIZ K> THEE LT,
1 FE U X OEYENREIZ KT DML R R ST AR L A IR IR D
AT, BIRRRICB WD CTREMZ2FHIIHE S TnZ2nsy, =F =L X K
TIOF—IIVER I VT AR LV EDHH TR O DAL FEETIEARW & THI

sho,

§ VAR VAN LVIREE DR OIR FARRD bl ( MEA EOEE - FAAE
M 77 2= VORABIERRITGT 528 OHEM) |

I AN RE L OFEEREY (RETLTHRY) |

q BEKTARO NN, BIKWICEERERI T2V EEI 6N,
# oxcarbazepine DVEMEREY) (B G1XL TV eW) |
o B EAPRO NN, BRWICEERZEBIIRRNWEEZLND,

o= HEARERL,

?= FIET DT =2 BRHITVND,

=Y BEERBREEOHEEER : 1,
REM. TERY., SHBERE - FAMHEOTE N X2 2FEFTROBELE—>D

17




VU ADRBENIZI oD T v FOREE (w7 A 30mgkg/H, 7 v b :10~15mgkg/H, %
N 90mg/m? M Y 60~90mg/m*IZHHY) 1B\ T, FEIEITRD bR o7, EFIREE
DOIMFEFRE X, ~ 7 2AOBRTIX 1~4ug/mL, 7 v b OER TIE 1~10ug/mLOEFH CTH -
7oo B MELEER & (300~500mg/H) O MAEHFIREITER . 2~5ug/mL T 575, 19ug/mL
V) ERE LSRRI TN D,

ZE b U X OB RFEMERB (Ames iBR K Ninvitro ~ 7 AU o 7 3 —<3BR) 1BV T
REHEHEALOA I D L FERFETRO DN TR, £, AAloe U k% H
VM2 in vitro e R BUEERER K VT o ME RS Z O 7o B MR IS B W) T R B R R
(HE L O ORBUHE OFENINEERD DAL TR,

7 v Mt b O R KHESEHERF RO 2.4 % (8.33mg/kg/H) | AREAEHBE (mg/m>X

—R) Tt MERHED 04 ETOTE NI XU 2RO#K5 L-RBRICBW T, ZIREE
FEIIRO oz, AFIOE MNZIEREIZHT A EBIIAITH 5,
R . BFRBAEMRE TR T T —C, b MOBIT DEEORKMEEHE (T2 5 500mg/
H) ©oZ7F ) XD 12, 05, 1.1f% (mgm*>—R) £TEZNLTH., B ERY OEIR
YUA, Ty M UBFIIROKEG LIZE A EFEEERITGRD DL o7z, LvL,
REEMWZ 69 2 Bt ) OB 2 ORI Je OV SUTBAL DR IE % & 72 5§ MR IR B tE
VDU AKRT v MIALNEN, ZORETIE Y FITEA Lo Tz, BRI,
Ty FRRTSFIZTE RN XD B F A UBIEL2R—T AEET 5 HETHLITo 72, @
WOb My KMERFHED 0.6 (52 E LT v MEEIICEW T, BHBHEEEO e h
STEMN, FEANBIBAETORIRNERK LI,

Elo EERICKREG LT v MCRWTTEIO R 25~ % 5Bk (behavioral teratology
study) & 3Ehi L7z, A% 21 HIZBWT, 1 HH72 Y Sme/kgbh L& 5 L= REWmo RIx,
I =TT 4= FEEROBRFEEIN A EICE S, BAM TS (rearing) RN HEIZD
o T, R 39~44 BTN L2 iEk ik BB Tl 1 B&H 720 25mg/kgZa % 5- L7 R:E)
VOWIZB W TIIBH T 2 £ COFERBAEE Lz, b0 HEIX, mgm>— 2 DlF
IRHEDZNZE 0.1 f5E 0.5 (5ICHST 5,

TFERUX UL, T v FOKREET, AECHIM. AR L O A A LT, mgm>S
—ADBEFDOE My RKHERFHED 04 (512% LWEZHREG LT84, ZIEE. AR T
AR ORI E L RIT I oo Tz,

LU, GRS (BEIR 15~20 H) ©F v MZ, @% Ot MM KR AE (mg/m?x
—Z) ®0.1, 014, 03 fFEAZFEAOKE LHGE, HEMEELX ORI THA LN, £
Iz T, B E L OREBINEN D U, RSO0 ER (RHREED 22.0 HIZxt
LT226H) Lz, SEEWRIZI HERTXTIZALN, AR TL-o L Z o7, A
BOXLELEONTNEHAED 2O T, 1~20 HOMIZHELE Lz, TOELTH D H HE
BT B CTH 0 BB EEIC L 5 kMO Tl vk o i b,
no-observed-effect-level (VEFIDMREE I 72 L ~UL, NOEL) 12 Z OB TIXRET D Z &N
T& ot

INHOREBRIIBWNT T I 7 X — VIR EZ RS2, ZERNIFIET v b
JRIRDIEREERE (E kOt FOEHTEEE OBEN LN TWD) 2R TS, EEic
B tohoay he— i Bden., BE AV AGRBIIEICE FOKIGE
TR D L IINE BT, REDIEm~OFGI1X, Z OEIERNA REN IR RT3 5
BERGRRMEZ LRI A GAICORITONEREXTH D,

ETHEELIIDEE - thOPLTANAI LR, 7F N X ORECIEENIR b IEIR
M OARENMICLY | BEEZZT L EERH L, ERBIFTOZE U F U REDK
TR, BRI OWATO M REICR S Z ERHRESIN TN D, BIRDEZHEERFT D720,
MEREGPLELRGELH D,

BROEBREK: 7N XU ERALEEEORIICEL, Z0iRGEOE=2Y 7% K5C
T 5720, BMROERRE (BIAIE. BEK. FKER, HERE) NHBATIHEIC. [TE
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U X T intcek)  [FEREE S (888) 336-2176 (EGHEHEEEL) ] ICBEZBET HZ LN
TEph ST 5, B3 H H 1L North American Antiepileptic Drug Pregnancy Registry (2 75 TX
X% [ (888) 233-2334 GEFHEHERD) T .

PMERVHE : b bOSHEOHPEICHT 5T 7 X — L OB3 Mo T,
BEBADKRE : 7T — 4 TlX, ZF IR AHFICBITT D Z AR ENT
Wh, ZORBIZE>TTI I 7 Z—/VITRER LIZARICB I 2 BIIAHATHD Z &b,
7 X7 2= VIR ORFLITHERE S v,

INBADERE :/NEEFIZBW T, 7 27 X —uid 2 BB EOE 5 VE K O Lennox-Gastaut
SEMEREIZ X D R IE, RS MRS TRIE M AR IEIC %92 add-on JEIE L L COHEIG DA TH
%o
18 BE AT O PR 5 B T O & AL ST e,

BEREADERE : TANASPIRIEREEICET 27 7 2 — L OBRKRBRTIE, 65l Lo
BERRELD 3 TRNZ G, HREWERE & L TEIRE TOSRRR D D0 E 9 )T,
HETE 2V, RIS, @A ICR T 2 EREICIIEEPLETH Y W@, T, & O
BEREDIX T, A OHESULFHIER O EZZE L, IEHE L5632,

EIEMA

Stevens-Johnson FEIRBRUhEMHREEEEZSCARRUI IV 4—ILOBREHILEE
WELTIHEELGRENRSIVI—ILEBESICEHELTRELTWS, ThICECHNHES
hTWER, ZOENABIEEHLO TORD-ORBELXEREICHET S5 LIETELR(ME
& (BOX WARNING) |OESR) ,

TAMA

GEABREMTE L L — M EGEFEFEER - A TADABEICH 1S add-on BE - ik
ANIZBIT D add-on e 5-H, I 72— /WZBHE L TH o &b —EKAICBIZE I (25%)
WOT T REGRECRFSOHE CHLNRNSTAEFRIIROLEBY THD : HFEWV,
P, IR, BR. AL, FOL EAK. R, RE, O FEV, B K F. ER. R
HIXHBEMEBEMER A LRI, OFEW, B, K, FHL, 7372~
ZHEHLTWHBREIZBNT, I 7 — LMD TADAREZFH L TWSIRELIVE
BRI A BN, R T —2 b, 27 elBaRHA L CWhaWnWEE Lo A v aigz 0
LTWHEFIZBWT, BEERRZZ2EULRBORIENE N ENRBINTND (T4
B727EE (WARNINGS) | DIEZM) |

T DGR ABRIZEB 1T 5 add-on & 5- & LTT 2 7 X — & &H G5 S -k NB#E 3378
DB, K N%NAEREZICLVEEEPIESN, #EPILICE#ET S H - 86—
HEHLIIRE 3.0%) . DEV (2.8%) . HHF (2.5%) THoT-,

FNIZH T D HERISHRTIZ, ®FEWV, K, . 6, BX, EHhicky 77 %
— NG5 2R ST BSITHE S OMBEEE R LT,

BA TADAEZEE(ZH T BEFRE : L NITBIT 5 HAIEGRBR P IC 7 2 7 % —/Lich
HLTHo &b EMHEICBIE (25%) S, AR CHRRBOBEE TALNR N> HES
GE, WEME, WIEE R WAARER, IEK. DFEV, BR AL, AR, BYYE, KR,
RERAD, B, ARREECH 7=, HAEE (add-on B 5) ~OBITH, 77 42—
B GEINEG) IZBEE L TH o & & EHEICELZE (25%) S, BAZO VT a5 R
B TCIHREOHE THRLNR N HEHEST, OV, IR, WK, EIE, HilEs) R
WoOEM, B, IR, EARL. K. THILAWSRE (OME) | IR, B, ORI, IRIE,
T, U URHE, £ O FEIE, BlEERTH T,

TARETO MK OHEAH G- L LTI I 7 X —AEEEZZFT-RABRE 2006055, K
10% XA EFRICLVFEEGE2FRIE L, BERIRICEBET D - &b RN EERFRIT,
®% (45%) . 58 (3.1%) . EIE (2.4%) ThHol-,

W TADABEICH 1S add-on & - /NEIZxT 5 add-on &5 L LTDT I 7 X —
NAERGIZBEELTH - &b —RAICEIZE (25%) Sh, dRECR W CEFREOHEE TH 5
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N ho e AFEFEGT, BYYE, WM, 592, BE IR, THL20WZE OME) | ©F
VO, IR, WEAKL RER. BBk, MEJE, RUEK. A 7 U WERRE, B TH
-7z,

2D 16 1% £ TOERSY FEE X 1T Lennox-Gastaut SEMBEREIC X D BRTEIED & 2 HE 339 4
. T H—NEERED 42%, 7T B REERED 29% BN HEFRICL V&S5 E2HIE LT,
BHERIEZORN T AEFLTH o &b —RAICHE SN FLIL, 77 7 — &5
BETIIRZ., 77 R EGHEETIIRIEO 2 bo—/LIRROE(LTH > 7=,
THRATOARER Cadd-on 5L LCT I 7 ¥ — K5 E2Z T 72/NEEEFE 1081 HlD 5 5,
I NS%NBEREGICEI O EG 2RI Lz, BHEPIRCEEL TH - &L EHAEIZRD B
THERZIIRE (44%) . BEBEAEIL (1.7%) . Kl (0.6%) Tho7T-,

fﬁ#&iﬁﬁﬁﬁﬁhﬁ#éﬁﬁ$ HH OEFRITA IO TIL, BE ORI N+
DOME T D ERFERIZIB T D EN L IXRR D REMENH DD T, AFEFRORERE T
étbﬁ%«S\&7$®@%%ﬁ%Té EIXTERNT L2 FFEITRH L TRk
JIUE7e 5720, RIS, REN TV D RBIRT, B2 DIREE, RGIEXIIMEE =&t
fOEERRBR N HF O N E L BRI T 52 8IXTE Ry, LiL, 2 O3B
DORRFHE, AT7E DB ERRBR CHRE SR RERICB T 268 HEFRORBLRITIH 5 KA
K OFEEAK T ORI F G5 EE2HET D5 ETo— O®%%&ﬁét%90

BA TADABEICH 1S add-on BELBRBICH T ERETFE - K413, 77 8AR
BRBRIZINTT I/ X — N ERE LERATANALBREDDL & H 2% BT /é.‘f?ﬁ,ﬂ;ﬁf'aﬁ
HIZHH L, 77 B REEL Y LD S D - = OVERDO U A FTH D, ZOiRBRIC
AAGES ﬁﬁ@ﬁﬁ®#1hbh%ﬁ% ?‘7&~w#77ﬁT®w?ﬂb%@m&5L
7. BEFRITEY., BELWLPEETH-o T,

K4 BHATADABETO TS EARAE add-on HEOLEEERICE O TARARBPICH
BLEASERDRRE (5378 LVBEBEOLLGED 2% UETHREL, 7
FERBELY LHHLSEN-FEEER)

73 0&~w%ﬁ%% G °?tf%ﬁ%m B
WEOE B EESY SINT-BEIZBITDIEE SINTZBEEFIZBITDEE
(n—71 l) (n—419)

g

SRR 29 19

A 7T PREERE 7 6

FEEN 6 4

N 5 4

SR 2 1

WG CRTEFRIR) 2 1
WAL %

M & 19 10

N[ - 9 4

T 6 4

HIERER 5 2

R 4 3

WoEE 3 2

B 2 1
ik R

R i 2 0
MR R

DEN 38 13

N 22 6
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Z 72— )L ABhIC & 5 7T 2R B G
WEOE A EEST SINT-BEIZRBITIEE SNT-HEEFEICBITAES
(n=711) (n=419)
fEE AR 14 7
Vb 1 ) 6 2
AR 6 2
R A 4 1
DRy 4 3
NS 4 3
g 3 1
Zy R 3 2
RGP 3 0
L EE 2 1
I 5
BR 14 9
LIRS 10 9
NI K 1 0 8 6
B J& e O g 2
B2 10 5
% ) FEIE 3 )
FERRIE R 2
FEAR 28 7
F 16 5
Lo B R 3 1
WIREFH2S
(LB D Hr) (n=365) (n=207)
A % R 7 6
g% 4 1
LSS 2 1

* ZIH O add-on HEORBROBEIL, TI 7 X — VXL T T ERITMZ T, KD
HLCTADPALED S H I~3FEZ0H : I~y ZJoa=hfv, 7z /5L
A= E 7Y 2 Ry, — AOBENEEBR LB S IERCE O R EFS
BHAELTCOWAEILBLND, LERST—ADBREN 2 DL EOFEES S

ENDHI LD D,

i FI7 8 NFEEBEDODR LS 2% ETHRE SNIAEELP T END,

TIRRET I H—/L 300 O 500mg/ B % LLEk A EEEAIITRBRIC RV T, EEE
WA ONT-EYEEAEERO—HITHEL OMBEEEZ R L (F5ER)

K5 BATALABEICETAREALT S ERERERICEVWVTHENREBEE2RLEEE

R
HAERGZRBR LT BEHEOEG
AHEFER 7R 7 7 Z—)L 300 mg 7 7 Z—)L 500 mg
(n=73) (n=71) (n=72)
K 10 10 28t
i 10 11 25™*F
HE 27 31 547%F
R4 11 18 25"
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HERERERER L -BHEOES
AEFES 77 R Z 7 #—/L 300 mg Z 7 #—/L 500 mg
(n=73) (n=71) (n=72)
A 4 11 18*
* T RARBFELVAEIZE Y (p<0.05) .
+ 7 7 Z—/L300mg IRABEL D AEIZEV (p<0.05) .

ZDIEN, 1%L BB b0, 77 v RBEE RIS L7 7 B REEL 0 SHEE TR
o HFEGIL, WIE, YR, W, S, AREE. TR, SEEGT. MERREE. R
YeThot,

TIV A= NIBETLIHEEFROT 0T 7 A VITB LB TREET, Fin s OFBMED 220
STz, T ERHEHARICBIT 2RO REVIEAANFEOS T 7 V—T1%, FI 74 —1LE&H
BT %@6%_ﬁ%@w D NFERNCH EFER O 2 7l 212137 — 2 5
R+5THD, — I, add-on &G E LTI I X — VNI 7T R&E5EE2Z T =Mt
B kmfﬁiéntﬁ*$%®@i FHEE LV ZhoTe, ZI 74— NVICEHT LA
ERHGOPTHEMEL Y LMl wfum%ﬂzfg<ﬁiéMK% @ﬁi$%ibiw
f%ot(#lw%)(77tfﬁf IR O LN T2) . BEHELORED
VA AV DE S SRt B | S Ol = 42253 = SN %ﬁf'aﬂﬂi&/ug%ﬁiimxof:o

BADEARIEZEEIZHT SEFLERBEICHTSREE:F 61X, fFHL WD L
N BE I 7 2= b Y OERGHFIERIZ, —HERFICBWTT I 7% — VHAIRE %
ﬁoth#A%%@9ﬁ<&%5%ut_mb%h KHREECIXAZ DO LR TIIFRD B
7273 T2 E ONTIER D U A R THh D,

®6 BABIGEETCOEFALBRARICSODTARMEPICRELE-ETERORHE
(T2 IBRABED LG EDL 5%ULETREL, T RELY LH1HH
ENAEER)

T X —=IVOEARLSE | KFAEO LT i BRI
RESHE AEELT IFT-BREICBT2EA L O T-REICBITHEE
(n—43) (n=44)

ot

P 5 0

YL E 5 2

Ha s 5 2
HILZR R

M 1 9 0

HIERER 7 2

M 53 7 2
A AN E 3

(GRS 5 2
Fhi

{oh S ) B 7 0

BHE 7 0

NS 5 0

AR 5 2
I 25 SR

P 7 2
WIRAETEZR R (B D) (n=21) (n=28)

H R IA 5 0

* INHOREBMOBEIIINAVPE L I T 2= A TS add-on &5
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M7 72—V T a BREAR G AT LT, — AOBE D RERPICHE
BOREFREZREL VDAL A LND, LIER>T—ADBEN2 DU EO
AFEFRRIIGENDI LD D,

B D 5%LLEICIRE ST A EFS,

500mg/ H £ T,

1000mg/H .

R A —

T X VIRABED 2%, L 5% AR THRIL, 7 78R EL Y bR Z -1 6E
HRL, KOBEY THoT

2E EIIE,

JEIE#R - BACARR, DN, BRI, EbrEEE,

FCHIR OFFEE  RRYMETRIE,

AERER - EIE, K. O o, B, U B R—TJUE, ST, AT, IRIE,

Sy HE amAﬁ

PPREEF - w I, K& . MR IR,
EE&UWE#:%%%&%%\&%%@E\%HO

HBEEE S - IR S,

B TADABEFICHT S add-on BEDILEFBICHITEREE - RT1X. 774
— /% 1 BH72 Y 15mg/kg £ T, I AHET 750mg/H & 5 S 11725 \%\éf/ﬁﬂ
Lennox-Gastaut JEEHEIZ L 2 BMFEIED/NREFE 339 flF 072 < &6 2%LL RIZRE O b
FEHELDOV AN THD, HESNTAHEFRIT COSTART OHMMGFEZ AW THHELT,

&7 INRTAMAVEEIZHT ST 5RMER add-on HEHRIZE T HARMMPIZR
BLEAESERORRE (SIV2-LBEBHEOILGLEDL 2%ULERUT S+
RELVESHEEICRTELLER)

N e 73 &&»—/V%H&ﬁﬁ L7 7?sz‘>5:ﬂ&ﬁﬁ L
HEIRAEER BEICBIT 5EE (n=168) BHEICBIT DEE (0=171)
el
JEYUE 20 17
FEEN 15 14
THIL Wt (OME) 14 12
iz 10 5
iiyabind 8 4
O e S 7 6
YT 5 4
P N 2 1
AR 2 0
INIiREEA
H . 2 1
EE[ArEA
Mg i 20 16
T 11 ?
M 45, 10 2
(7 4 2
HILRE 2 1
g D fE 2 1
IR EOVIVZAT 2
U L NEIE 2 0
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B s = FI7HE—NLERALE TR ERA L
FRAR AR BEICBT2EE (0=168) BECBT5HEIE (0=171)
AN E 3
FIE 2 0
A
AR 17 15
BHEV 14 4
e 11 3
PR 10 1
TR E 4 2
TR 4 2
B B 3 2
Jed 2 1
Feik 2 1
Bl e 2 1
R EREA
DN 14 11
XS 7 >
S veylI 7 6
Il S e 5% 2 1
KU SR 2 1
R Rg
w5 14 12
TR 2 1
Z D FE 2 1
FERR IR 2R
A 5 1
F 4 1
FEokEE 2 1
T L 2 0
WAIR AT 2R R
B O s
PR i S Y 3 0
BHEBRE D H n=93 n=92
(S8 i 2 0

FABHEEE : 18 » A M7= 2 PUBMEEED — >0 7 7 A% — EE RGBT
%77 Z— )VHEFEE (100~400 mg/ H) I 5 AEFEFRO O H &b AT (5%LL 1) |
TITERELY LZBOONTHAEFLERSICE L O, TN 6 OREROH &1 &1
B (ZORHIZITEF A Z O L T et b b o7) « BEDD < &b 5% LT
RH L, HARGEHM L LR TELBOOLNIZAERERIT, ROBEY TH 5 58/ (25%) |
% (11%) . OFEV (10%) . FHl (8%) . HERE (6%) . T I (6%)

18 » AMICHI= 57 7 AR _HERABROBAE GBSV T, AFEELOTZDHIC
whHERRILE o7 DiX, 77 2 — LV HAIERGR (100~400 mg/H) 227 B+ 13%, 77
Y ARFERE 190 Bl 16%., U F 7 LG 166 it 23% ThH o 72, MO TEWBEETT 27
=N DFEGFIEIZ OB > e AFEEGIT, 82 3%) &8 B BRE=r Y — K 2%)
Tholz, TIRBTORBRIZEB W COUMmEEFOHEEH & LTT7 7 % —/1 (50~500mg/H) 23
B SN EBE 2401 Bl 5 B, K 16% B AFEFROT-OICEGHIEEeoT, #EEHIED
JRIK & 7o To B FERERIL, BB (5%) CER/ #BEJREG-Y—F Q%) ThoT,
| BEFICHT SHBEELEE L TDSIOX—/ILDILBHBEHBRICH 7 EHEHE 18 7
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ARNZHI=5 o077 2RAR T HEEMRABRICEB W T, homEmEoiks kg, 72
7 A —)VERIES (100~400 mg/H) % 7= MBMEEERE D ) B 7R &b 5% ETiA
FEHIRIFICRE L, 7T B ARBEL D BN LD - I8k OER A2 8 ITF LT,

®8 IEIHEEORAETERRELEZZODO TS RMB_EERFAKRICE T, A

BRI RBE L -ATSERORBER (S5 LHAABREEEDOLLTESH 5%
UETHERBRAL, I5RBEIYIHBSELN 2 FEER)

FIVHE—)VERALE TR ERALE
B A ERSY BEICBT 2EE BEICBTHES
(n=227) (n=190)

el

TR 8 6

W 8 >

i 6 3
EE (A

i & 14 11

{55 5 2

g - 5 2
TR R

RHRIE 10 6

AR 9 7

1 PN B SBE 6 4
N 5

R 7 4

N Wik 4 5 3

BT 5 4
FZRE

% (FEEE) | 7 5

* 2O OREROBE X MMOMEMIELJFH L7 add-on #5025 7 X 7 Z—/1 (100~400 mg/

H) XZ7F I EROBEABEICEREINT-LDOTHD, R, BEIIEROEEES 2 HE
LTCWETAREM N B D, LT > CRI—EBEFEN O FOFEERLERHICEAIN TN, Z L
HdH D,

DI L b 5% EDOBENRE LIEAEFRNEENLTWD,

MHRPEREE & 2 Dl aMEELY Gy 5 & IRRRER COEE 23895 DI TR T 0] 0] A
HLELTTII 7 X —NPEE SN NEFET0.08% (1/1233) | add-on &5 & LTT7 17
2 — L3P E SN T NBEEET 0.13% (2/1538) Tho7- ( TR/ E (WARNINGS) |
D)

TN OEEHESOEREE B, RE~TEECTH-T,

5%V FOBEETCHRE LEFOMOBEEELD S G, 7T B REEL RIS EOSEE TRILL

TeDIE, OB TH otz - OFEV, BE, B, BYE, 17V KR, THL
e As (OME) . L TEIEARR,

77 F = NEERZRB WD THHERN 1% U L 5% R TH Y | 77 v RETORR A LA

STEHERERIL. ROBY ThoTz -

L B SR,
DM E R - FE,

HIEEFEF - Fill,

AR OKE - (KERN, I,

BEHR B, AR,

FRER B, O O, T, AL,

a3t
o)
A
&g
i
It
3
CH
M
3
oy
et
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T SRR,

PR RF ;B SlEs,

BRFER  FIR,

ZERDRE DU #IZRE L -FEBR - _OOMFHRIEIBERTIX, 7374105 %
ZERPIELCTH, PRMEEERFE CORFRRORIE, HIEE, XA 772 I8 ITAS
NWizhotz, MiBHERERE 25 L LR T, 7374 — L5 528K F kL
2 SCHRIZ2BDOBENHRIEELRBR L, LOLENREL, b 0MmMEERE CIX, #
BOZKEKTBFEL, THUODRRIEORIZHE LIRS -7 ( THIE - AR ©
HEH)

B EEEEIEY— RV AEELZ G L L “HERIEICL S 77 B R i
SRR AR RER (25 OB T, Mo mRSIEREE 7 2 7 4 — VEAIEES: [100~400 mg/
HI WCEFBELT, & 18 » AMIZbl= > TEBMTHOIT) Tid, AEFFRLE L THRES
AT B R IRA T e Y — OB, 77 2 — A58 (n=227) 285%, VTV
LEEHREE (n=166) M 4%, 77 v REFERE (n=190) 28 7% TH > 7=, PARMEREE O Lhfi xRl
Rz 2 TCHEbEDL L, By (RELEAIEY—F2ET) OHEIX, 77 7—1&5
B (n=956) 5%, UFvLELERE (n=280) 7%3%., 77 BAREHEE (n=803) M 4% Th
277,

EERIZA T, 737X —NVOFEREGIIF LM, @nEE FemimBa i, AEMTE

Ll Tz,
TANAL LLEREBEEZERVZTOMOSIEENREONFHALVIC/NMNEEEETR
ELI-BRAREATHRESIN-TOMODETER : 77 ¥ — /11T 6694 BlOBF IS
S, INHBEEITEFEERR (W< OO0 7T B RGBEERBREET) ICBW TR
BEFRRT — A MEREESNT, AEFREI TR THYERLATHOEIRLZHEEZ AV TGE
FrEnT-, FEFZORIRIIBROD HDHEMEF L0, BUT L2244 7OERIT, &
1IE L7z COSTART B EMFEZ A VWL DO T IV =k &bz, For LI-HEEIX
6694 FliCB T HHETHY , 7 I 7 Z— N RHAPICA EH 1R ERESINTZFERTH
B MESINTEAEFZIILTEEN TS, 2L, RLEFDO ZNE TORSCMOEFT
THT7ZH O, =T THEHREIT VB2, RAIOMEH & HROICEE L2V
D, TR EIBREA LT,

FRE I DIZEBEINIE L, HEOEWIEIZ : THE% (frequent) 113, BH D 1/100 LLE ;
HEEC720 (infrequent) JIEEE D 1/100~1/1000 ; [Fh (rare) JIFHEE D 1/1000 ATl 1278
DONTEERLEERT D,

P2EHRETHL : 7T LULX G, STel), DR, B, Fa - S, B, A%
/H AR,

DMEF  FFETHL W, 1T T, EiE, #iE, SR, Jerh, SR, e
Lok, FEA o PLE, DEME, WEHEIRMRLE, ECG 2., (DAhFEZE,

BF : RETLRL - E, e, BHERMELEIE, BRIk EBRE, REEA, FHKE, #
Ao MAETEIE, RLEE, MEEVEROE . BEMERER. BI0ES. ABE. 2B, AU
mMEFE . 2. i8R, Stevens-Johnson JE{ERE. KIEMERZ,

LR - FRTHO (ETIEE, B, BR, AR, BF0THE, MEREZ%L, e
MRAMEI T, OPBEER, Fa o BB, &2, Ertim, sasE, s, HimtEk
Maoe, Bk, ALV, BiEE., DAK, N, HEE,

AR BF : Fha o FARERIE, BRI T,

MERNY >/VF : FETL - Bk, AmEREAE, FAR-AM, GEREREIE,
T4 T VWA, T TV R BRRZMRIM, HMEREINGE, U 2 NEREEIIE, K
Berbgr i, AR L, R SE,

RRHRUFEEES : HETHL - AST L5, FA 7 a— L AfE, ALP EH-. ALT
FH, BV Ve UMAE, 25E, vy -GTP L& &b,
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BERR  FHETLL R, Ty, B6E, B, Fa - iBkak, BEEREE,
M, JRRE YT, IR,

FEAEF  FEE - BhTL. SEIRT, BETLU - T H DT MR, JEEE, AR R
Wil BEAE, HEEERE, DAXRU— SRE, LR, BE, EihRE, HERETE, U
R—GE, FRIERGE, BidLEis,. EEkEE, I4 7 n—X 2 = o ZRE ZRNIG,
AR, Kt MEARREDE . Bk, AZSUE, FA o /DBOEGERE, M ERIE, BERIRIRE
MARAE, #EHOR T 7 h—1, FRAERINR, AR, B, KOoRR. VA F=— #K
SMNBSREWERE, WD, RFBEAUESE, R RE, JHRIBE. mRiEE, EHE T, HEREREKT,
B LOG, FEME, ARRRR . AERIE. BREE, REERRRZ,

FRRF  FETLL - H VY, FEh: Loo< 0, R,

PR - . BETAL IR, sk, IRE. B, =0, R
B, HNE, F o HERE. RIRREETE . BiFRAL. WRRSSRE. T, BME, BREXN, SE ) REK,
ILiCi=R

DIREIERF : FHETHO SR, HER., MR, A FRT7 2, ARES., ZIR.
RIEE JREHE., Fh - AMEBARE, EALVTALE, ILEBEE, ILEFEY., 71 T7F=
v bS EREA . BERINGEE, RS BARS . oIl o, BARA, BlEE. RESER. R
B, JREYNE, BEE=V TIE,
TMRERVZOMDBRER : 7 2 7 ¥ — L ORKRBRTICHE SN T-AERERICMA T, #o+
ENZB T IR GRS T X 7 4 — ifillih 2 &5 SN BEICTRLORERLE NI
HLEEHRESNTWS, THOOREFLIILDICITTHENTE LT, BER IR E
PR EMESLT D Z LIXREETH 5,

M ER LY o/ VF - SERERIERE . AR BIER I, REFRVE M PN BRI EGERE, PRI MR 1
G BRIV E . PLILERIDE . IR 3Bk

BHEEF - ik

G - A 5 - BT - Bk

BEER IV — T ARG, 5%

T EOEREEF - IR

BEBEFR BB S BEUE RS 2 R T REFICB TR LN TN D,

PRER : N—F Y VIRREF TR DIEIROHE, o s

BEICHENTHOER  BEUERIE, 22, EITERZ P

EMELAR MKRTEFEE
g RFBRIZ BV T T 2 7 ¥ — )L O ELA K OUKRAFME O rTEEMEIXEF S LTV 720,

BERS

EFTOBEREDRER : 79I 77— LIlHOWT 15g FTOBEBRHIPZHREENTEY .,
ZOHHLOBBNIBIEH TH -7, BWERGICI 0L, RIR, FBIEREEM, Eir L
DI, BIE, OEPNREREENIEH LI,

BEBREROXQ : 7 I 7 7 — /LR RAFEHERITRV, BERENEDNTSEE, B
ARSI EDZENRHEREIND, NA XNV A UEERITF 2y 7 L, BEOREL L HE
T O E R X RRIENLETH D, £, LEIISE, B SUIE & Eii T 5,
KOEMEROIZODO—RNERZEB LN, TF M) X UORIITESC)H»THD Z L 2R
ML TRz (HEKEIZR) , hnb0T7E MY XFU0REFELE L TOMKENT
OBFIETHAME TRV, BAEEF 6 flICBW T, 4o MEEITIck Y 7 U £ 03
H20%kRESNTZ, 7172 VOmMERGOERICEAT HEHRIL, B ERE X —
(Poison Control Center) |Zi##&%a & 52 &,

A% - A=
TADA
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add-on EE L THDEMFE : 7 X 7 X —x, 3850 FAE K O Lennox-Gastaut SiEERE D 2% 5
VB, M2 S REMATREIEZRD DAL NT/NE QL) BEIZBIT S add-on ik
WS S VD,

HEEESL L TOR[F 7 7 % —iL, B RIEEZRD, I ~wBE L 7= kA
V. 72 ) RNV ER— L FU I RUUIAALTaBEO T 1 FIERA LTV SRR
FIBITHT I 72— )VEAIRE~OY ) B IC#S S5,

FEIUA—LOREMURUVEDERITREOIFESICOVTEHELIATVEN Q)MBIDE
FiEiE LTEATIEBA. QAANTEEY, Iz, Z/5LESE—L, TV
SFURUNRLTOBUSNDRTANAENS SISV A—IILOERIREICOVERT S5
B, QREULOHARTADLAEFRBICHIEL TS SV A —IILOBEAIREICOYVEZT
558,

PABHRESE : 7 X 7 ¥ — /L3006 1 RREEOMERRIEZ IS & L, 20O BIEEER s E
2% L CHEHERY 2R TRR 221 TV D BREICB W T, KokEE (5 ofRiE, Bk, BREuRE,
BATEY—F) B¥BTILIETONEMZESEDLZ LICH D, ARSEEDIRRIZEBIT
57 7 B — )V OFINEITHEL STV,

TALALETEEEEDEETORE - AEICET 2 —RNER: 7 I 7 % — L OHEYIH
P& K OV ST HESE i & 2 8 L7256 S MoPT TANAIRIZKR LT LV — 3%
BARBLOBAEREN H 5 BE T, BEE CTRWRBOMBHRENSEKT 5, FEH I TIIW R
B, ()77 58— vramploffiES. 2)7 27 % —VOHEEYHER G O,
3)7 X7 X — VORI EOBIBIC L > TEE TEMEENTBEZNOH 535 % 38l
THEMRENEE D EHEH E N TS, LML, 2O DRTNED BV WER S s =
TV 5 (M5 (BOX WARNING) |OIHZM) , L7eh-> T, #ESERGIEICEEICED 2

ERHEETH D,

TV E—NERHWEBREOIHRRIZEBWT, BZOLOICREGERIELIEEFETIE, 73
72—V OFHGZERTRETIERNEENTWS, 2720, PRISNDEESENHS
INZ Y A7 & BEDEAIZZ ORY TiXRw, 737 24— L0 2 —Edfik Lz BEICE
WT, RGERET DG, PIRHEEHE TG Z2H/ATXENE I DEHETDH I &,
AR OF 5-LIK, R AR T HIZRWVIZE . PIEHER AR CoRGHEBICIZ, L oiEE
RECENME L 705, AAOBE G2 F1E L T D 5 YR 2% L7 BB DA, PlROHE
PR LG HIECEY Z EnfEiRsn T s,

SIO8—IDINo O BIAL FFEXRILIAFT SEFIZEMRE L HE : ML
DOEE ] OMESEHOHEIZB W TEH L TW A UNDEANZSNT, T3 7 % —L L DFFH
IZOWTCORFHZRFHIITRFT STy, ZE R X IR V7 v U Blasic kY
RSB0, ZVvr o BaEEFEIHETS Z ENMmbNTVWAEANL, T7F F
VX ORNTO7 VT 7RI LA 5252 LB 0., BRFIZIESW =T
E M) FUOEGEOFMENBLENE LIt

TADARIIRBIEESEEE(-HT S FEMERERE: 7T ) X ORFE EoMmEhE
FERPHIIMEN. SIL TV, T 27 X — )L OFEIXRIRNFITFESNT T Z &,

T H—=NOFREINE, MONFHEOEEEZZ T2 ( TEREE : JKENRE & Y3
DHESH)

TR - &) O EROE LRI 52 &,

HE G - ZMRUBOBHER  BOBHTEFZREL TOEXKEICS S I4—/ILDRE
FHETBEES A X U EATARAMTERIITE NI X2 VT I 0 AR ER
ERDLZENTRENTVEN (R EOEE  HEMER) OEBR) | =2 e F 25
I DRROGBHERRZEH L TN D EWHEBIET T 27 ¥ — L OHEEEE 28T 5
VEIR, LER- T, BIRGT 25 TANASE (F 11 2R) 2KV, £hth
OHEIZWHEIEZ LIZR - CT I 7 X — e 5T 528, A Na U286 58 0k
AR L T2 MEIC DWW T O add-on FERFOMERFFH EIZOWTIL, FREsM,
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SEOR—/IDRFEHEDHG: (1) T FATEFEET SEOBERERHL: 13
~BVEy, Jxz=hAY, Tz NN EX =L TUIRCNFV 77 BV ERALT
WRWEHENR—FEDTE ) X OMBERRELZMERT 272012, 1ZEALVEDIERITT 27
2 — )V OMEFFH R R AR RO 2MEREEE CHET L2 2 RN BEIIRLIGAR D D
( MEH EoWE - FHEEN] OHEZBR) . 2) IX FATCFEH T SEOBEREREH
BB ST NUX U RMBHECRE L, ISP, Tz kA Y, Tz ) NLEH
— b, VIR I 77 B BRI L ORIV TE, —EDOT7E MY F
VDOMSEP I 2T 572012, 3L A EDRERITT I 7 Z — /L OMER: T & 2 #E5E B
FFHED 2EEES CTHET I ERAMBEIIRLIGARND L, BE5EOHEIL, BREIC
JE U, R EZITDR0 K D miE 50~100mg/ H 2 B ALZ, $& 1 REHER OB 5% B AR LAk
T DL & LRILEHICHOLINETH D, HEBEOHEILZ, TNETOIE N Frolm
PERRE IR EZB XD 2 DR NE S, RSN EORIG B A5 LT
INRETHL (K11, F25ZH) . 1 EMORAE A (B O RLESR) ORI/ (pill-free
WD Hiz, 7 U XU omERRE ORI —mED ERNEZ SRR H Y T
27 Z— O EZREHMETSUIAREHIMFICEE LSS, SHICT7E RN F ol
ERRENKELS ERT2A8EMERDH D, 7 NI X OmERREED EFT, R E LT,
DEV, EEBKR, GO LD e FERFSESIESEZT ( MEH EORE  FHAEH 0|
ZH) o RE AL (RRAEEEE) OREEWIR (pill-free W) i, I FICLD
HERERPFHRNTHRI LG EI2IE., AR EOREI NS EL 25000 L,
FIVE A (B ORERTEER) OREIIRT (pill-free #AR) (2R - 7= I EFEE IIHELE S nue
HNNRPE L, Tx=h (Y, T /)X —)L, FUIRUTY 77822020
2T F—=NERAL TS EMEICHONTIE, 727 % —LOABEOHFHEILLER VY, (3)
IX PO FEFT SEOBHEERBFELE : 1V \~EEy TJo=hfV, Tx= /N
neg—n FUYIRCFV 77 B CEIRIL TR WEHER—EDTE Y XD
MAEF PR ZHERFT 272012, 1T EAEDRERITT 2 7 ¥ — /L ORERF B % 1% DR SEOF
RED S0%RREE CWET D Z ERMBIIRDIGENH D, T7I 74— NLOREEOWEIL,
BRI ST T N Y X OMIETRENR AL NOMEEZ RS RWRY . 2 HB LD 1
AREED 25% &2 B2 s ( MEH EOEE  HHEMEH] OHESBR) , 937 X2—1 L
HNNRPE L, Tx=hfYy, Tz /)X —)L, FUI NI 77822020
ZTIVH—NERAL TS LHETIZ, 737X —VOREZHRHET 08T/,
MR UIMDEILEBEFRER LN EAGTEZL : 7T M) X OEYEREICHT D1l
D RIVE VREESE TR VE A FRFIE O BIZ OV T, B2 FMIIMRE S Tuneu,
T AN TR RWEF 2 VZ A NI O E, TEMNIF DI IT T RE2E
bz bR S, 707 AF o OLOBEHE T, 7F )X OMFETREICEER 5 2 72
Mol DHENH D, LTN->T, TuF AN OREFHTAEEDT IV HZ—LD
B BEORTIILE L NWEEBZ BND,

FpEEEEE - ITHREEFERF ~ORGRBIIR SN TS, BE, PEEKONEED
FFBERSE 2 HR o 24 BN 3BT D RS EBR IC S & ( TRRRSEE ) oEBM) | WIZHE~
D —AHEREH EANEE SV D, BRE ORI F R 2OV T, HEOFEITLER N,
MW R, WS R, R RS, KT E0FL TORWHRER ) b BT O e
BT 25%., MEKEZADEL T2 HE OFREREREFEBE TR 50%MET & Th 5, Ty
& MR AR, BEYRIOSE THEBETI2MLERS L0000 LR,

EREEFEE : 71 77— VOMHAEITX, BEOHTANAIEEICEK S ZE (B
L) o FLULSBEENMET L2BE TR, #MFFHEORES IR L Ebh s ( THR
W) OEEMR) , 77X —LOEMERGPICEHIA T EEOBEREREREICE
JARBRIIA T THLTED, ZOXIRBE~OT I 7 X —VEGITEEIZITY Z &,
TADA

SISO —)LIZE B add-on FFE - AHIT 2~12 % DEE L. RBABBEEICHTD
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AR OHELTEE HAEIZHOWTIRR D, ZOFMEEOZNZNIZENT, JFHT 2 TAAK
\Z X > TR R HERE GIE 2R T2 Q~1R2EOBREICHONTIEE I, REEBI5E
FIZOWTIEE 11 228) , NREFICHT 007 vfiEl o HIZ O W TORELEIC
HOL EHRREHIZTOWTIZ, K 10I1TRLTWD,

2~12 FEDEEF  HERE G LA RT A4 %K 9ITRT,

TRLOVIFHER O HE (F9) 1%, KRR CHEHSNT-HEL RS Z LITHER
THZE, L s, HEEHEIIFERBR THW-HELRIUTH D, ¥IBE KT 6
P, I ER D72 BRI THALAITIR T T 20 Tldn it #ill s b 7=
D, BERRBRCTHWEHELI VDWW EL . X0 BRAMEEN RIS, LR
ST, MEFHEIZET 2 COMMITERKRRBROLGA LV BRMEST 5, ZEOERK ET
X, BEZEOMEFHEIGET 2 E Il Oy A2 545 L bbb, K 30kg K
OBEICEB T DAL, FERAE OO L TP TADAIRIC D B, R R

(ZHE S0%FEE £ THEMTA2XLENRH 50 LivZewn,
SEHR=NFaTF7INT4RNR—VTEOTRERFORLOAMIE 2mg THY .
ERZZTDEFBRRAT AL, EHLE-EBREENFEROAMIC—HLEZWNES., BEEDH

HEVYETTH 2L HEVNEOREERYT 5,
TILEGRDOTERY 4 XDOEBAIZEE L T,

#9

(SEOE—=NLFa7IILTaRIN—Y

akz) RV TBEEAHEHR OESE)

2~D2BDTADAVBEIZCBITASS 92— ILOEEL O A Y

NV Taligzib LT
WHEE (10 OFE
BEICE S B EIEE
Z )

TN EE, Tx=
MY, 7=/ 3LEH
—), U IR, L
A=1 VNG N WiV
HEFH LTV 5 HE*

ST afgEEE LTV
W, AR PEY. 7=
=hAy., Tz )R LEX
—n, TV IFRrEREL
TN D

1 KO 2 A

0.15mg/kg/B % 1 B4 5-
L 2 oy EIE G- X
HoETTho bl
WIE R BRI WD
(F 10 OIREBRFICHK
SPGB

0.3mg/kg/B % 1 [Bl#% 5-X
1% 2 pEIRE, wmEIIE)
DEETTH o & BITVE
R EERZ WD,

0.6mg/kg/ B % 2 SrElfe -,
e ST U G SRl
ITWFERRREEARZ WD,

3RO 4 A

0.3mg/kg/B % 1 [Hl# 5
2 rEIE G BT
HoETTho bl
WIE R BRI WD
(F 10 OIREBRFICH
S FEHREER)

0.6mg/kg/ B % 2 4rEI#
B W8I0 BT
o L bHIEWSER R FEA %
Hwns,

1.2mg/kg/ B % 2 &I 5
WEIIUI VBT T o & b
ITWSER TR EER 2 V5,

538 B DUREMER?
MEET

K 1~2 BT ONTF T
WO X HICHET S .
0.3mg/kg/H TR L.,
DEDEEITE D BT
THo b biTWERR
BEAE W, ZOREZE
NETELELTNE I
AR&ISBmT %,

- 1~2 20T TR
DEHI>TWHET D
0.6mg/kg/H THH L, Z
D BEOEIZE Y T T
Ho & btV sER R EEH
ROV, Zo®EEZNE
THRELTWE 1 HA&E
\ZIBIN %,

B 1~2 T 2T TR D
L O ET D« 1.2mg/ke/
HTHEHEL., ZoEDOHK
U0 ETTH o L BTy
SERDERE W, Z0&
EENETELELTWEZ 1
HHEZEIZBIT 5,

1~5mgkg B (&% K
200mg/ H % 1 [H#5-X
X2 EIRE)

PV a R B G
I = )vEBINE

45~75mglkg/ H (& K
300mg/ H % 2 ZyElfe )

5~15mg/kg/ B (F K 400mg/
A% 2 mnE&E)
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594 % 54613,
3mg/kg/H,

1~

IR 30kg A
DBREFITBT
% MEFr B

ERRZhRIZ DX 50%
BREEFCTHENTsZ L
DB END D,

ERR S BIc K-S E . 50%
BEFTHEINTLZ LN
MG RN D 5,

BRIRZN R E D X | 50%F2
EETHEMNT 52 L PG
BREEND 5,

BEE : BRREREZ RV CHERSZIT

* VT BV RN A M U EEHETAOROBERL TE NYXCORNTOZ VT T
VAHEERESEDLZENRENRTHWS ( (A LEOREE  MEER] OEER) |

£ 10 NLTOBERELTNS 2~12 BOTALABRBICETAHERE(CED @i
BEiES 1H 5 45EB)

D KE T 7 X —)L®D 2mg §E L Smg HED i b Y 22 H
HeabEEZHWT, 1 HEZRET D,
ULk LT 1 O 2308 3440 B
6.7kg 14kg 1 BB XIZ 2mg 1 H 2mg
14.1kg 27kg 1 H 2mg 1 H 4mg
27.1kg 34kg 1 H 4mg 1 H 8mg
34.1kg 40kg 1 H Smg 1 H 10mg

12 BEULDEE - HIER5ETA RTA4 0 2F 11ITRT,

®1l LEBUEDTALAVBEIZBITESZIVS—IILOETHELO A Y

N7 ofgprsEE LT
W5 EBE

TN EE, Tx=
MY, 7= /3)LE X
—, FUI R,
Ta LU DH T

SN TalEre b LT
W, B RR<=¥ry, 7=
=rfY, T/ 3LEH
—), TUI FUE&RE5L

R L TWAHEE* | TWHEE
1 ROV2 B 1 HEBEIZ 25mg 1 B 25mg 1 H 50mg
C 100mg/ H
34 E 1 H 25mg 1 H 50mg (2 435182 5)
ssm s | 0 2RI O i~ mmaom T | 4 1~2 BT o T
HEET % £ = 50mg/H #8589 5, 100mg/H # ¥ &9 5,
100~400mg/ B (1 [A1#%
X032 mnEEs) .
BE OMEEH | NV aEREAE G 225~375mg/ A 300~500mg/ B
= Z I F—)LEBNE (2 HrEIE5) (2 HrEIEG)

53 5 %461 100~
200mg/H,

* VT U BV RN A A U EEGHETAOROBERL TE NYXCORNTOZ VT
VAHEERESEDLZENRENRTHS ( A LEOREE  MEMER] OEER) |

16 BLULD TADABEIZEIFBEHNNTEE>, Fx=,1r>, FZT//VNEZ—/L,
TYIFORIENNTOBDOT AL L FHEDadd-on FEENS 53 05— L EFEEAD
FEF - RBITLIALOIT—UT, T30 X — LOAM BB BT 5 HIE 22595 O &Rk
EREFNIL DD, TR REEHNHERICITON DRI T T, 727 X — VEAIEE~OY) Y
X BB CERTDHZETH D,

HAWRLEE LTOT 72— L ORESEHER A 213 500mg/H TH O 2 0EI L THEET 5,

BB % K TERIEDN R T D502 T2, T 27 Z— )L ORI &I NS ZE D% O
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FHEHE & 2 8hE L CidZe by (1245 (BOX WARNING) | OIEEM)

HANNTEEY, TJx=p,1, T/ IIWNESZ—ARIET IS F2EDadd-on FZE
NESSOZ—LEFEIADEE - R 1L OHA RTA LN LTER->TTI T HZ—LDH
% 500mg/ H £ THERL ., SN CANARO HEE 4 8B LL LT T 1 B EIC 20%9 5
WEL, FIET2, AT CANAKDOEEEL U X L%, BRI G B AR R 57
BRERICES <,

L FOEDadd-on FEENS 5SSO Z— L EBFEFEADERE  FAPRIE~DOLEE T 4
BETITY (R 12BR) |

[

®12 16RBULDBEICE TS/ TOEED add-on FiEN ST 2 I 2 —IILEFIRE~D
£E

I HF—)b A v a=1.7

AT 71 | RILDOHA RTA I L2 - T 200mg/H F THE & ZIETER UHEZHMER:

(T TIZ200mg/HZARA L TV AEEZRL)

AT w72 200 mg/ H % HEFF i 500 mg/ H AT OFE|EA T 500
mg/H & ClE L, 1R
2T 73 300 mg/HICHEE L, 1 3 R#ERE [FIRFIC 250 mg/ H ISP L, 1 38 H
MERF
AT 74 1 B 2 100 mg/ H 97> 500 mg/ H F CH{ & ik

DNUNTEEY, Fz=Zp,r>, FZT/IWVNEZ—I, FYS FORU//LFTOBLISID
HTADAEEDadd-on BEENS SIS VX — N EFIFEEADEE : 1 \~vEBL L, 7=
Ve H =L T Ay, U I RORONLT aBUANOHLTTAAIKE O add-on
FEDND T 7 X — VHEPRIE~OEEIZHOWT, BRIl A RI4 2 5285775
ZEIEFTER,

TADANIZH T BBEDHIFAE -5 9-11 TR LB HOMEBREIX, I 72— 10K
DN S IVT2 add-on BEH-O T T B AR HEEB CHER SN EE LU A B E TS,
NLTOBERBESIZI LAY, Vo= hf Y, 72 /) N EX— L FFY IR
CEMBRTAEAOH LY A L OBEICE O TIE, 700mg/H E W) EHEDT I 7 Z— LR
add-on BIEDMEFFHE L L THEA SN TV, ALTOBOARA L TV EFICTEBWT,
7 X7 Z—/VOMEFFHEIL 200mg/ H 3MEH STV 5, R 9-12 ITHRE I N TV D HERFH &
DEOREZEGT 5 2 & OFSIXHEGRER T STV,

TADABEICHT BBREBIUTGZE NMOHCANAEE T I 7 X —LEZHFHAL TS HE
FIZBWT, BfEay b — OB UIHEEELOBREIE(PBDO LN GE, VY
AUHORH TCAPAET R CTOFMEZ BT 5 Z &,

T 7 X — VIR IEOWREN e SN E ., BatEo s WG E PRI LT
hiﬁ%ﬁw%é%@%\mﬁ<k%2ﬂﬁ#ff(1 _o%mym>&wm I ET S
ZEBNHERE S NS (MERA EOEEIOEBR) |

NN EE Y To=pg To NN EZ— LT T I N DA )T I 2
L — L DS FHRT 5 FEZ BIS, T IO )T T E | F DL F
TS EEZL 5B,
ﬂﬁﬁﬁi.i‘ﬁa%w%mmtﬁﬁﬁﬁ@EMi AMER T REE TR U CEEERY 2R TR 5
AT TV DBFICBNT, Aok (OO%M\h%@\%ﬁﬁ@\ﬁéiEY—P)ﬁ
%ﬁ#éif@ﬁﬁ%ﬁ%@é:&ﬁ%éo?i&&—wmﬁ%%%mzmmga(?%b
VXDORNTO7 VT Z U ARKTFTEE L9007 afil OfFHTIX 100mg/H, 7'\
a7 R VX UV ORNTD I VT T A% EREEZ IR~ 72=F
A, TN —)L FYUI R I 77 B EOHFHTIZ400mg/H) Th
%o ERRFER CIT ARG Thie® 400 mg/ H £ TOHBEDPHRFT SN TWDH 23, 200mg/H &t
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RT 400 mg/ HIZ L » TRHEMBIMEN D DT TIERNWZ BT (TEERRBR « Wk
BESE | DIESM) , LEEN->T200mg/HEZBZ D HEIIHESNR, I 74—k 5
TR A REAR L LT, R BIORLIHEGEICLER s THths LD, HENLENL
L7zl mkstdEofk 52 ik Lizfa, 7374 —VOoRHEEZHE T L, ST
o5 A RIEL-BEORE, T I 72— L OMAEITERER CHEEOES T2 BT
T2fEICT52L (F14BR) , ISP, Zz=hfY, T /)L EZ—)L,

TYVIRUXITY 77 o BV OBRGERIE LSS, T 72— OfEIIEVO 1M
XZEOFEF L L, TORIIBER CEETHO LN s, 2T TEYICTD (R 145
) . 737 2—1OfEIEIER EOXLEICGEC T, HEMAE (200mg) (ZHRET 5 £ T,

ZOH%H I LTI AT TH Zuy,

FIV A —NAEERIC, ZA ST U EEAT Dk AT OG22 Biis X351k L
TIEEAEDREICH LT, AREZHAGS LATNERLRNZ x5 (( THE - HE 4
72 EEM] - MR O OB © 7 2 7 X — )L O#EFFHABORE DESR) |

FO% MAEZEBM LTSS, 7374 —1VOREBEZHEI LTI 200w b H 5,
Bric, v 7 nigz B Lizsaiclt, 737 24— 1VvofEE2EE LT sy (T
IRSEEE - MHEAERH OmSH) |

IBEOV AT PNEMNT 5 L E2RET 570, 77X — VOHESEHIHH &R & 2 0% OliiE
BEBZRNE (ML (BOX WARNING) | OHESM) |

®13 WBHEEEREICHNI SIS —ILBER

N7 u@giERAY | ST aeRAES. b
TN EBE Y, T | AR EBE Y, T2 b A
N Ta@pzlALT | ==, 7/ 200 |, Tz /) 7V EH—)L
W5 BET X =, TUI RN | FVI R FV 77>
TV 77 0BVt ER | BVt ERAL TSR
LT *
1EHE & 2H0A 1 HFBXIT 25mg 1 H 25mg 1 A 50mg
3EE L 48H 1 H 25mg 1 H 50mg 1 H 100mg (/&I 5)
SHHA 1 H 50mg 1 H 100mg 1 H 200mg (/&5
61 B 1 H 100mg 1 H 200mg 1 H 300mg (4&I4#%5)
7 H 1 H 100mg 1 H 200mg 1 H 400mg ¥ T (5E# 5)
* FREAERICRI LTI TERARZEEE « FRA/EM ) KO MEM EoEE - FAE/EH]

DIEZH,

TN RBEY Tz, T2 VX =L U RVERY 7 BV
X, FERNIXUVORANIOI VT 70 A% ERIEDZENRREINTND,

T T RBIEITE NI COERNTOZ VT T AR TIEDLZ EBREINTWVD,

K14 MEAERSHILR, DEEEEEEICHTES I 75— IREIBREZE"

‘v HNNRTEBE Y 7=}
HINNR=EBE S Tx= S . :
kA 7:://§/V:1;‘& rsovragEokidil |42, T2 NV E X —
. FUI R, VT (3 . FUIRUUEY 77
\ , Uy ARG

7 UV

Dﬁéiif%< ] Ao 3 0D BAEDT I 7 H—L BAEDT I 7 X —)1
P A& (mg/H) H& (mg/H)
100 400
f = ] —
1B EE%%%%Q v 150 400
23 H ﬁﬁ%%;%gﬁw 200 300
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HIEDT I 7 H—)L

33 B LR B 200 200

*OMHEAERICBE LT TERAREREE - FRAAEM ) KON M LR - fHAEEM ] OFE
Z,

IR EE S, Tz, T2 ) EEZ =L YIS RUVERY 77 oY
YNE TERNIFUCOENTOI VT Z A% FEHIEDLZENRRENTND,

I 2T aBRIEITZERNIFCORNTOZ VT Z AR TEIEDL T ENRRINT
l/\éo

BETOT I 7 NFBEHME LN DOVICTRENIONTL, BxD5ZENTED
IO+ ANELNTWRY, T 7 X —LOAMMEICBE LT, D205 TS O &
F xR & L R R BRI T BN T, 8~16 3 R ORE AT K D AMEIE IR i &
IR ONTZBEET I 7 X —NFHERELT T2 REEREO 25 50N EELIZE D
. xE 76 HIC O D IFEBIOFROA A BE LR, 20X RHEEHRIEICA Y v
FRBD D Z ENFEA &S ( TERRRER - Bk RESE | OESR) . LirL, BEZEHM
ICFFERM L C. MEEREE O LBV 2 R T REX Th 5,

BEREE TOHRULZE - MOTTADAIRERE, 77 2 — Mo TH#EE 22288
ik L7gnz &, bl FREERRBR Clx, 737 X — Vo522 IEL T, HFEES
DOFBR, BIEE, XA T2 EICBIEIHR NI o To, BUBRMEREE 2 x5 & L7 iR BR
T, 737X —NOE5EERTIE LT SHRIZ, 2HOBENEIELRBR LI, Lol
RNE, FNHDERETITZEDIENT GEBOSKEE T FEE LT, 0 NIERER A )
ELEAREER STz, 7172 — oG 1kiEda e 2 8 0T (1#EEIoXx
#150% D) BRERICHE T NE TH D, 12720, ZeMo RMins, mHIcHkE5 o kR
WEREATR, EORY TR,
SEOR—NFaTFINTARR=VITVEDEE : 737 X —NTF 2T TNT 4 A=
TOEEX, FOFFHETFTLTH, HEBLTH, KUIFRLIZT7L—Y Y 2 — XML T
HEW, HELEGAICIE, T LT 325720, VEOKIIFHR LT —Y P a—
AuirZ &,

TIVE=NF 2T TNT 4 A=V T)VEER S 5720121, DEOFRIE (74—
AT = UM, UTEERINR HRLEE) ZBEICMZ 5, K91 5. BENERICHETHIT. &
WaFEE, 2BEEOICRHT D, HLELZERDO—FZEITZRTT S5 EDRNL 527
5= 4,

% -

SIU49—)LfE. 25mg

F, E#H Y. "LAMICTAL" K OM25" & LI L 7= JEREER], 100 8EA Y B
(NDC0173-0633-02) .
25°C (77° F) THREIT B &, 15~30°C (59~86° F) ME1E L I-BFITHH (USP BE)
S3949—)Lf. 100mg

e, El#EdH 0 . "LAMICTAL" X 100" & ZIFT U 7= JERIEEA], 100 88D o
(NDC0173-0642-55) .

J294—)LE. 150mg

7V — L, EfRH Y. "LAMICTAL" X OM"150" & ZIED L 7= JERUEER], 60 SEA D B
(NDC0173-0643-60) .

J 2945 —I)LEE. 200mg

H, EHRH Y . "LAMICTAL" X O"200" & ZIEN L 7= ERIEEA], 60 BEAD B
(NDC0173-0644-60)

25°C (77° F) THRET S &, 15~30°C (59~86° F) MEE L= THa (USP BER)
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SEDE=NFaT7INT4RIR—=VTIVEE, 2mg

HambA 7R T A b, "0 EIZLTG" & ZET L 7= HAEEHR], 30 8EA Y BV
(NDC0173-0699-00) . [E#% GlaxoSmithKline (273X L TL 72 & m (1 800-334-4153)
FEVDA—=NLNFaT7INT 4 RIR—=2T L. 5myg

Hta)HA 7R T A R, "GXCL2"E LI L=k 7 vy RRIGERI, 100 5EA D B
(NDC0173-0526-00) .

FEVA—=NFaF7INT 4 RIR—=TILER. 25mg

Hfa, "GX CLS" & ZIFD L 7o aFs AL EEHRI, 100 8EA D B> (NDCO0173-0527-00) .

25°C (77° F) (USP M) TRETH &, 15~30°C (59~86° F) MEELT-BHMTH

7l (USP 1)

NILTOBBRAROEERAS I VA —ILRE—4—F v b

25mg. Ffa. ERRAD OFRMEERIT, “LAMICTAL” & “25” OZIHINSH % 35 AN 7
UAK =y 7t /a5 Tu% (NDC 0173-0633-10)

25°C (77°F) THREJT B &, 15~30°C (59~86°F) MEME LI-BRITH A (USP 8) .

AUNIEEY, D= bf 2, T/ NILEZ—IL, TYIRURIEY 7V ES VIR
H. "UV7OBEBRAPOBEERATII VA —ILREZ—42—F v i

25mg i, EIRRAD O fERIEERIT, “LAMICTAL” & “25” OZIEIZNGH Y . 100mg 1%
Brta, B D OJFREERI T, “LAMICTAL” & “100” OHIEIRH 0 . BiE 1L 84 SEAV .
BEFV4EEAND DT Y R —Ry 7@l 7p 5T % (NDC 0173-0594-01)

25°C (77°F) TRET B &, 15~30°C (59~86°F) MErIR. EXL-BRATHA (USP
sH8) .

ANWNRTEEY, Jx=bA >, T/ NLEE—)L, FUS KO YI7UEDIUXRIT
NLVTOBEBASBERSSVZ2—ILRAE—E—%y b

25mg XA, EIRRA D OJFRIEERIT, “LAMICTAL” & “25” OZIHIZNH Y . 100mg 1&
BEta, EFRA D OJERIEERI T, “LAMICTAL” & “100” OZIEINH V. BiE 1L 42 AV .
BEIWTZTEEANO DT Y AL — Ny 7@ L5 T% (NDC 0173-0594-02)

25°C (77°F) TEHRET B &, 15~30°C (59~86°F) ME 1R, EXLI-BFFTLHLA (USP
BH) ,

BEAER
PLFORNFITBRE IR TSN —7 Ly MIGEE#iEN5,

BEO-HDEHR

532 —N®(SENF) §iE
FGIPF—NAB(FENIRL) F a7 T NTFT AR~ T NN

FI7EZ—NHRIELLLT SN TNDZ L LT RERL TIEEN

TV 2=V ERRED A RID TN N2 | TIVZ— VML ST Db 6T &L Tl
DEAFNDGRS THITESNDHZEN D ET, R T35 é"ﬂlﬁﬁﬁﬁ‘é;k XY, HEER R EN AT
HABEMED DY ET, 3@726710)35/’“!275>?iﬁ5'~/1/7&%ﬁb7”_ B RO FITER L TTES0 Y,
o WHFHAETOZTVHAMDIENTELNHERL TITZSUY,
. Ebb\%ﬁl EPESNT N E DD FEAEMCHERB L TITZEW,
o EUTWSTEEAE TRLOKEME L TIZEW, HIITIVZ —NEER NTF 27 T NT 4 AR —

T NVEESHID | RO A X AR OBl —R 2R TWET,
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SZV98—) (SERIXY) 8

A <, 4,
@} 3 f’/o)
0%, 9% 574

25mg, A 100mg. ke 150mg, ¥ J—Lf& 200mg. Hf
LAMICTAL 25 LAMICTAL 100 LAMICTAL 150 LAMICTAL 200
CHMSATLSD. | LHMEhTNG | EHMIATOS, | cHMEhTINS,

ST8=) (SEMIXY) Fa7INT A RIN—TILER

=
2mg. A 5mg. B 25mg. B
LTG2 EZIEpEN T | GXCL2 LZIEEh | GXCL5 &RIEIEh
W3, T3, T3,

FZI7 X —NERHTHENC, 2OV =71y e XIBHRALTEIY, LT, H®wMN
Bbo TWHHAIHA T, BELATENEHRICLLI V=7 by bbBimALZEN,
OV —7 Ly MIX, HRIEOEICOVWTOFERDE LD THRIBEINTWET, bR
WERBEDDLET, 2OV =Ty bEHETREVWIICLTLEEY, ZOU—71L v b
2T 72— VZONWTOTRTOFRNEIH SN TN DDITTEDL Y THA L, FREIK
MRTD2MEN R 725D TEHY A, T7I 7 X —LZONTINZTERMB S,
TIRE T EA B EE 0,

HET-DFICEET H1EH :

BOLZENIT I/ X —N (FERNIXY) T, FI7X—NEHEATLINENI. &7
e ERER ROV LZLTT, T MNIFUEZRATH & XITE, FREORETRICL
T2 o TWETEL Z ENREITT,

1.BLE=DEDEH :

TADABEFRIF : 7 27 2 — )VTHIMTHERT 50, UM OFEHF & —FE AT 5 X
INCENRESNTEATHY, 2 EOBESADORIELIGFETHZ ENERNE > TED
£,

FHEEEZRIF - T 37 X — VTR [ BIEEOHERE L LCEHR L. 20 T
AR BEE D= O\ EHE VB 2% T T D 18 UL EoBE S AICBW T, ATt
V— RPRBETHETORRZESELZEIZHD T,

SR NRE R RS EREISOETHT2012F I7 2 —LERA L TWAHEEA. oA
MERRIRPELNLRNT ERH D 7, & &XIT, D UTPHBRMEREE OFER & LT,
SRT-AFEESTHIERCHZRELTLER LT5EZ2RTTLH b LNLEFA, b
L. BH5BBRES L2 WVIEZENLSND L X THI ) SOBEBCHILN D > 12551, BEHIZ
HEEIZHSEHE DT DIFEBEICITo T EV, Fo, BEEPICHRRENEL LY,
e IERN BN TGS IO HYEICH LTSN,

IO EIERT HBREH SN D WL O DHANZ LV NESLH RO BREES
HEITADPINTHNET, 77 7 I/MNESH RO o BUHRMERREES 5 SREOR D
FEE DOIRIFIITAR SN TV ER A,

2.3 OZ—/LFMREL TIEWOITGDA -

WEIZT I H— Izt LTT VAT —RIGHRENT- Z 3 H 53R LT <
72X,

BEBELLIFAILL S L UEIERA -

@ TIUX—FE, IFEALEDEREBESAT, RERBERSRAWERZETEY, 79374
—VORATES EONDEIER & LTIE, dEWV, BEFE. T A B XIER, HiE
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goxm, R, R, EH, ARGE, Rk, B2RHV 9, 7374 —LDORHT
L Z DAREMED H D EIER T, 2N b H 0 3, K72 D0 5 2O EIHEHCHER
DRELTSGE, &5 0Eb o LFE LVMEREAVLE L SNDGEITIE, BIREIC T
TEEW,

0 T3V X—VIRATICREBNHIEZEDITE A CITRERWD LR EEORER TR, A
FHIMCE o TEIABRRLBEREBERRECEEZ T2 ERNH 0 £3, BEOKBN
KO EEREBIZRDINENETHIT L EIETEEHA, TN EHNHREINT
WET, ZOXIREEREENNXIZEALEDEA, TI 7 X4 —VERA LED TH
58 HMUNICE E TWET, EERLEKNE, RALV/NRICZEETWET,

& EENHRLTVDIZROEBATY : (1)7 27 Z—L%& /L7l (DEPAKENE® (/31
Zufig) XIIDEPAKOTE® (U urav 27 2F Y wn) ] E—FEICRALTWAL
A, QIR LD TZERIC, FRENMLE LRIV EEDT I 7 24— H#EZRA L
7256, Q)FERENLT INT-EU LT I 7 X2 —1LORHAEEEN L% E,

o HERVKREBOEEICHAIDLT, CATS. B, UUNROEL, ORXIZBEDOAE
HOEH. BXIIEOENEZRR LS. TCICEMIIBEATLESL., COKSGE
RIEBFELGRIEORDDOKENL LLWEFADT, EMEHLE-OREZHEHL, 53
93 —)LOBRRAZHEITEIMENEZRELLELSTEEY FEA,

® T IUX—NOEGIZEDEERMIKES UIFEZENHRE SN TND 2, il T
PRV AT L, LW AR, =55, IS, B XUIRE OB A~OE K X
BB RY & W o TR SR B L 7258113, ERNBE 2 TTEE Y,

LIFBRVBEIBADS SO Z—ILDRE -

RTICEBIT 5T 7 X4 — VOREITBRF S TIIAHTT, &REDERL TWDE5A.
TR A2 FHE LTV A A, ERN A TLEE, 7377 —1LO—ITRFICBITL
FIN, ZOZERFIIRICEZDEEBIARHTT, LENR-T, dRENFAEE LTS
BE. ZOZEIZOWTEMEMAKEL, 7372 —LDORMAERTDXREDENEZIRET D
VENH Y £9,

5. BIFRRIEFDHDZMEH A /L EHIDEE :
®  HTIE UL E OO LR AT CHIOME R ZBRE T LT 28551, LT ERICHE

RLTLEE, 2O OEFOBMEIIFIEICE Y, HAEER BFlxX, HFW,
FEE O K AN, B BNREBETLI0L L, ET 7 X — LV ORERETT D
»H LNER A,

® T3 X— )V LERHTEIIEDOMO YRR VE CAIORBAY, AEFER UTARESE
(B 20X, AEfEii) 23380 b zmAlE,. EHICEREICERE L T E I,

6. 73S X—/IDEAEE -
® T IV X—)F, EREDHETREFHEICTF> CIRHTD2ZENEETT, 737 4—)1

DEENL, DHNATORTIIER Y FH A, ERENG R T-OER OIS EESW)
T 7R A RET 2 £ C, ZHAMXIIE» Arnb bbb £7,

0 FIRENERLIEHESCHEU EOTZ I 74—V ERALZNTIEIWN, MIH0h0H
HTT7I 72— NORA%Z LD LA, EIREICEK LT EIV, EREICHREET
W, IRAZFEB L2V T7EEN,

@ T IUX— % 1ERKASINTYH, KRIZ2EIZEATIENTERA,

o LMD THBEE AR L TV A AL, WO T EIEE & AN s 2
TLIEE, F2, MoK ORM %I 28541, EMICHERED > 2B L T2
E\,

® (OPFLTADAIKITH LT LIILF —BE XIS R OBAEEN S 2 551 XERZ D
EExE2TTIEEN,

® TIREDIETRNLWVWERY., 77 X — L HOEAN SR Z LD THIWITEE A,

®  HIOEHL ITHME TR MM OBIEEZ T LRIIC, TI 77 —ABED L) IeffEET
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DREINCEET DN E I DAL ETIFEE LT EEN,
0 TANAMBEIADELE., BIEROEL o720 HTLWEOREIENE X 25513 FE
EIZZDOBEELBA T XN,
1. 530 8—/LDRF -
T A —NEEIIRETICFDOFE EFMAIAATL IS, SERIZKTe & ERANOITIRY F
7
FIVTHE—=NTF 2T TNT f A= TIEEIL, TOFEEMBIAATH, BWATH, KX
TN T L= V2 —AENPLTIRAL TO N EWERA, ZORAIZRATESA. A
AHBRLT LT D7DV BEOKIED =T N—Y TV 2 —AERATLIZEN,
TIVE—NT 2T TNT L A=V T NEERRRT IO, 2y 7P IR T — I AR
T8RN D BEDWRIR (7 4 — A7 — 2 1 R UTEERIN IR DFEE) 22 £7, 89 1 0k,
BAINZERICHNTL, BETOLE2EZ T TITRAL T ZE N,
8RDEEZ :
T 7 H = VTERES B DY 72 57 WIGETICSRIR CHRE L T2, 3Tt
DFORNPLVGFTIRE LE L X 9,
ZOII BT ORIESCTBMEEREEDIRFEA L LT, bA-fHHE LTl sn=t0T
T, D NI E HIF TUIWIT A,
FIRENZOEORMEZTIET 5 Z &L Z2RE LESGAICIE. EREOERNBIRWVIRED | 7%
DOIERAFELRNTLEE, T RO LBV IS LTI ZE 0,

Y GlaxoSmithKline

Manufactured for
GlaxoSmithKline

Research Triangle Park, NC 27709
by DSM Pharmaceuticals, Inc.
Greenville, NC 27834 or
GlaxoSmithKline

Research Triangle Park, NC 27709

DEPAKENE & O DEPAKOTE (& Abbott Laboratories 0§k pat% ¢4,
©2007, GlaxoSmithKline. All rights reserved.
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SUMMARY OF PRODUCT CHARACTERISTICS

Product Summary
1. Trade Name of the Medicinal Product

Lamictal Dispersible 100 mg

2. Quialitative and Quantitative Composition
Lamictal Dispersible 100 mg contain 100 mg lamotrigine.
Lamictal Dispersible 100 mg are white, multifaceted, superelliptical tablets with 100" on
one side and ‘GSCL7’ on the other.

3. Pharmaceutical Form

Tablets for oral suspension/Chewable tablets.

Clinical Particulars
4.1  Therapeutic Indications
Epilepsy: Monotherapy in adults and children over 12 years of age:

Simple partial seizures

Complex partial seizures

Secondarily generalised tonic-clonic seizures
Primary generalised tonic-clonic seizures

Monotherapy in children under 12 years of age is not recommended until such time as
adequate information is made available from controlled trials in this particular target
population.

Add-on therapy in adults and children over 2 years of age

Simple partial seizures

Complex partial seizures

Secondarily generalised tonic-clonic seizures
Primary generalised tonic-clonic seizures

Lamictal is also indicated for the treatment of seizures associated with Lennox-Gastaut
Syndrome.



4.2

Posology and Method of Administration

Administration

Lamictal Tablets should be swallowed whole with a little water.

Lamictal Dispersible tablets may be chewed, dispersed in a small volume of water (at least
enough to cover the whole tablet) or swallowed whole with a little water.

To ensure a therapeutic dose is maintained the weight of a child must be monitored and the
dose reviewed as weight changes occur.

If a calculated dose of lamotrigine (e.g. for use in children and patients with hepatic
impairment) does not equate to whole tablets the dose to be administered is that equal to
the lower number of whole tablets.

When concomitant antiepileptic drugs are withdrawn to achieve Lamictal monotherapy
or other antiepileptic drugs (AEDs)/medications are added-on to treatment regimes
containing Lamictal consideration should be given to the effect this may have on
lamotrigine pharmacokinetics (see 4.5 Interaction with other Medicinal Products and
other Forms of Interaction).

Restarting Therapy

Prescribers should assess the need for escalation to maintenance dose when restarting
lamotrigine in patients who have discontinued lamotrigine for any reason, since the risk
of serious rash is associated with high initial doses and exceeding the recommended dose
escalation for lamotrigine (see section 4.4). The greater the interval of time since the
previous dose, the more consideration should be given to escalation to the maintenance
dose. When the interval since discontinuing lamotrigine exceeds five half-lives (see
section 5.2), lamotrigine should generally be escalated to the maintenance dose according
to the appropriate schedule, as though initiating therapy (see section 4.2).

Dosage in monotherapy

Adults and children over 12 years (see Table 1)

The initial Lamictal dose in monotherapy is 25mg once a day for two weeks, followed by
50mg once a day for two weeks. Thereafter, the dose should be increased by a maximum of
50mg-100mg every 1-2 weeks until the optimal response is achieved. The usual
maintenance dose to achieve optimal response is 100 - 200mg/day given once a day or as
two divided doses. Some patients have required 500mg/day of Lamictal to achieve the
desired response.

The initial dose and subsequent dose escalation should not be exceeded to minimise the risk
of rash (see Special Warnings and Special Precautions for Use).

Children aged 2 to 12 years



There is insufficient evidence available from appropriate studies in children, upon which to
base dosage recommendations for monotherapy use in children under the age of 12 years
(see Therapeutic Indications).

Dosage in add-on therapy

Adults and children over 12 years (see Table 1)

In patients taking valproate with / without any other anti-epileptic drug (AED) the initial
Lamictal dose is 25 mg every alternate day for two weeks, followed by 25 mg once a day for
two weeks. Thereafter, the dose should be increased by a maximum of 25-50mg every 1-2
weeks until the optimal response is achieved. The usual maintenance dose to achieve
optimal response is 100-200mg/day given once a day or in two divided doses.

In those patients taking concomitant AEDs or other medications (see section 4.5) that
induce lamotrigine glucuronidation with / without other AEDs (except valproate) the initial
Lamictal dose is 50 mg once a day for two weeks, followed by 100 mg/day given in two
divided doses for two weeks. Thereafter, the dose should be increased by a maximum of
100mg every 1-2 weeks until the optimal response is achieved. The usual maintenance dose
to achieve optimal response is 200-400mg/day given in two divided doses. Some patients
have required 700 mg/day of Lamictal to achieve the desired response.

In those patients taking oxcarbazepine without any other inducers or inhibitors of
lamotrigine glucuronidation, the initial lamotrigine dose is 25 mg once a day for two
weeks, followed by 50 mg once a day for two weeks. Thereafter, the dose should be
increased by a maximum of 50 to 100 mg every one to two weeks until the optimal
response is achieved. The usual maintenance dose to achieve an optimal response is 100
to 200 mg/day given once a day or as two divided doses.



Table 1 Recommended treatment regimen for adults and children over 12 years of age

Monotherapy

Treatment regimen Weeks 1 +2 | Weeks 3 + 4 Usual Maintenance
Dose
25 mg 50 mg 100 - 200 mg
(once a day) | (once a day) | (once a day or two
divided doses)
To achieve

maintenance, doses
may be increased by 50
— 100 mg every one to

lamotrigine
glucuronidation

two weeks
12.5 mg 25 mg 100 - 200 mg
(given (once a day) | (once a day or two
Add-on therapy with 2|5 mg on dividehd_ doses)
valproate regardless of any alternate To achieve
concomitant medications days) malnten_ance, doses
may be increased by 25
— 50 mg every one to
two weeks
This dosage 50 mg 100 mg 200 - 400 mg
regimen should (once a day) | (two divided | (two divided doses)
be used with: doses) To achieve
phenytoin maintenance, doses
carbamazepine may be increased by
phenobarbital 100 mg every one to
primidone two weeks
or with other
Add-on | inducers of
therapy | lamotrigine
without | 9lucuronidation
valproate | (see section 4.5).
With 25 mg 50 mg 100 - 200 mg
oxcarbazepine (once aday) | (onceaday) | (once a day or two
without inducers divided doses)
or inhibitors of To achieve

maintenance, doses
may be increased by 50
— 100 mg every one to
two weeks

Note:

In patients taking AEDs where the pharmacokinetic interaction with
lamotrigine is currently not known (see section 4.5), the treatment regimen as
recommended for lamotrigine with concurrent valproate should be used, thereafter,
the dose should be increased until optimal response is achieved.




The initial dose and subsequent dose escalation should not be exceeded to minimise the risk
of rash (see Special Warnings and Special Precautions for Use).

Children aged 2 to 12 years (see Table 2)

In patients taking valproate with / without any other anti-epileptic drug (AED), the initial
Lamictal dose is 0.15 mg/kg bodyweight/day given once a day for two weeks, followed
by 0.3 mg/kg/day given once a day for two weeks. Thereafter, the dose should be
increased by a maximum of 0.3 mg/kg every 1-2 weeks until the optimal response is
achieved. The usual maintenance dose to achieve optimal response is 1-5 mg/kg/day
given once a day or in two divided doses.

In those patients taking concomitantAEDs or other medications (see section 4.5) that
induce lamotrigine glucuronidation with / without other AEDs (except valproate) the
initial Lamictal dose is 0.6 mg/kg bodyweight/day given in two divided doses for two
weeks, followed by 1.2mg/kg/day for two weeks. Thereafter, the dose should be
increased by a maximum of 1.2 mg/kg every 1-2 weeks until the optimal response is
achieved. The usual maintenance dose to achieve optimal response is 5-15mg/kg/day
given in two divided doses.

In patients taking oxcarbazepine without any inducers or inhibitors of lamotrigine
glucuronidation, the initial lamotrigine dose is 0.3 mg/kg bodyweight/day given once a
day or in two divided doses for two weeks, followed by 0.6 mg/kg/day given once a day
or in two divided doses for two weeks. Thereafter, the dose should be increased by a
maximum of 0.6 mg/kg every one to two weeks until the optimal response is achieved.
The usual maintenance dose to achieve optimal response is 1 to 10 mg/kg/day given once
a day or in two divided doses, with a maximum of 200 mg/day.



Table 2 Recommended treatment regimen of Lamictal for children aged 2-12 years (Total
daily dose in mg/kg bodyweight/day)

Treatment regimen Weeks 1 + | Weeks 3+4 | Usual Maintenance
2 Dose
0.15mg/kg | 0.3 mg/kg 0.3 mg/kg increments
*

Add-on therapy with valproate
regardless of any other
concomitant medication

(once a day)

(once a day)

every one to two
weeks to achieve a
maintenance dose of
1 -5 mg/kg (once a
day or two divided
doses).

Add-on
therapy
without
valproate

This dosage 0.6 mg/kg 1.2 mg/kg 1.2 mg/kg increments
regimen should be | (two (two divided | every one to two
used with: divided doses) weeks to achieve a
phenytoin doses) maintenance dose of
carbamazepine 5 —15 mg/kg (two
phenobarbital divided doses).
primidone

or with other

inducers of

lamotrigine

glucuronidation

(see section 4.5).

With 0.3 mg/kg 0.6 mg/kg 0.6 mg/kg increments
oxcarbazepine (one or two | (one or two | every one to two
without inducers divided divided weeks to achieve a

or inhibitors of doses) doses) maintenance dose of 1

lamotrigine
glucuronidation

—10 mg/kg (once a
day or two divided
doses) to a maximum
of 200 mg/day.

Note: In patients taking AEDs where the pharmacokinetic interaction with lamotrigine
is currently not known (see section 4.5), the treatment regimen as recommended for
lamotrigine with concurrent valproate should be used, thereafter, the dose should be
increased until optimal response is achieved.

* If the calculated daily dose in patients taking valproate is 1 to 2 mg, then 2 mg
lamotrigine may be taken on alternate days for the first two weeks. If the calculated
daily dose in patients taking valproate is less than 1 mg, then lamotrigine should not
be administered.




The initial dose and subsequent dose escalation should not be exceeded to minimise the
risk of rash (see Special Warnings and Special Precautions for Use).

Itis likely that patients aged 2-6 years will require a maintenance dose at the higher end
of the recommended range.

Children aged less than 2 years
There is insufficient information on the use of Lamictal in children aged less than 2 years.

Women and Hormonal Contraceptives (see sections 4.4 and 4.5)

(a) Starting lamotrigine in patients taking hormonal contraceptives
Dose escalation should follow the guidelines recommended in Table 1 above (see
sections 4.4 and 4.5).

(b) Starting hormonal contraceptives in patients taking lamotrigine

For women NOT taking inducers of lamotrigine glucuronidation such as phenytoin,
carbamazepine, phenobarbital, primidone or rifampicin, the maintenance dose of
lamotrigine may need to be increased by as much as two-fold, according to clinical
response (see sections 4.4 and 4.5). For women taking lamotrigine in addition to inducers
of lamotrigine glucoronidation, adjustment may not be necessary.

(c) Stopping hormonal contraceptives in patients taking lamotrigine

For women NOT taking inducers of lamotrigine glucoronidation the maintenance dose of
lamotrigine may need to be decreased by as much as 50%, according to clinical response
(see sections 4.4 and 4.5).

For women taking lamotrigine in addition to inducers of lamotrigine glucuronidation,
adjustment may not be necessary.

Pregnancy and post-partum
Dose adjustment may be necessary during pregnancy and post-partum (see section 4.6).

Elderly

No dosage adjustment from recommended schedule is required. The pharmacokinetics of
lamotrigine in this age group do not differ significantly from a non-elderly population.

Hepatic Impairment

Initial, escalation and maintenance doses should generally be reduced by approximately
50% in patients with moderate (Child-Pugh grade B)) and 75% in severe (Child-Pugh
grade C) hepatic impairment. Escalation and maintenance doses should be adjusted
according to clinical response.



4.3

4.4

Contra-indications

Lamictal is contraindicated in individuals with known hypersensitivity to lamotrigine.

Special Warnings and Precautions for Use

There have been reports of adverse skin reactions, which have generally occurred within
the first 8 weeks after initiation of lamotrigine (Lamictal) treatment. The majority of
rashes are mild and self limiting, however, rarely serious potentially life threatening skin
rashes including Stevens Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN)
have been reported (see Undesirable Effects).

The approximate incidence of serious skin rashes reported as SJS in adults and children
over the age of 12 is 1 in 1000. The risk in children under the age of 12 is higher than in
adults. Available data from a number of studies suggest the incidence of rashes
associated with hospitalisation in children under the age of 12 is from 1 in 300 to 1 in 100
(see undesirable effects).

In children, the initial presentation of a rash can be mistaken for an infection, physicians
should consider the possibility of a drug reaction in children that develop symptoms of
rash and fever during the first eight weeks of therapy.

Additionally the overall risk of rash appears to be strongly associated with:-

High initial doses of lamotrigine and exceeding the recommended dose escalation of
lamotrigine therapy (see Posology and Method of Administration).

Concomitant use of valproate (See Posology and Method of Administration).

Caution is also required when treating patients with a history of allergy or rash to other
antiepileptic drugs as the frequency of non-serious rash after treatment with lamotrigine
was approximately three times higher in these patients than in those without such history.
All patients (adults and children) who develop a rash should be promptly evaluated and
lamotrigine withdrawn immediately unless the rash is clearly not drug related.
Lamotrigine should not be restarted in patients with previous hypersensitivity (see
section 4.3).

Rash has also been reported as part of a hypersensitivity syndrome associated with a
variable pattern of systemic symptoms including fever, lymphadenopathy, facial oedema
and abnormalities of the blood and liver. The syndrome shows a wide spectrum of
clinical severity and may, rarely, lead to disseminated intravascular coagulation (DIC)
and multiorgan failure. It is important to note that early manifestations of
hypersensitivity (e.g., fever, lymphadenopathy) may be present even though rash is not
evident. Patients should be warned to seek immediate medical advice if signs and
symptoms develop. If such signs and symptoms are present the patient should be



evaluated immediately and Lamictal discontinued if an alternative aetiology cannot be
established

Specialist contraceptive advice should be given to women who are of child-bearing age.
Women of child-bearing age should be encouraged to use effective alternative non-
hormonal methods of contraception.

Effects of hormonal contraceptives on lamotrigine efficacy:

Systemic lamotrigine concentrations are approximately halved during co-administration
of oral contraceptives. This may result in reduced seizure control in women on a stable
lamotrigine dose who start an oral contraceptive, or in adverse effects following
withdrawal of an oral contraceptive. Dose adjustments of lamotrigine may be required
(see sections 4.2 and 4.5).

The effects of co-administration of other hormonal contraceptives and hormone replacement
therapy have not been studied; they may similarly affect lamotrigine pharmacokinetic
parameters.

Effects of lamotrigine on hormonal contraceptive efficacy:

An interaction study demonstrated some loss of suppression of the hypothalamic-pituitary-
ovarian axis when 300mg lamotrigine was co-administered with a combined oral
contraceptive (see section 4.5). The impact of these changes on ovarian ovulatory activity is
unknown. However, the possibility of decreased contraceptive efficacy cannot be excluded.
Therefore, women should have a review of their contraception when starting lamotrigine,
and the use of alternative non-hormonal methods of contraception should be encouraged. A
hormonal contraceptive should only be used as the sole method of contraception if there
is no other alternative. If the oral contraceptive pill is chosen as the sole method of
contraception, women should be advised to promptly notify their physician if they
experience changes in menstrual pattern (e.g. breakthrough bleeding) while taking
Lamictal as this may be an indication of decreased contraceptive efficacy. Women taking
Lamictal should notify their physician if they plan to start or stop use of oral
contraceptives or other female hormonal preparations.

As with other AEDs, abrupt withdrawal of Lamictal may provoke rebound seizures.
Unless safety concerns (for example rash) require an abrupt withdrawal, the dose of
Lamictal should be gradually decreased over a period of 2 weeks.

During clinical experience with lamotrigine used as add-on therapy, there have been, rarely,
deaths following rapidly progressive illnesses with status epilepticus, rhabdomyolysis,
multiorgan dysfunction and disseminated intravascular coagulation (DIC). The contribution
of lamotrigine to these events remains to be established.

Lamictal is a weak inhibitor of dihydrofolate reductase hence there is a possibility of
interference with folate metabolism during long-term therapy. However, during prolonged
human dosing, lamotrigine did not induce significant changes in the haemoglobin



4.5

concentration, mean corpuscular volume, or serum or red blood cell folate concentrations up
to 1 year or red blood cell folate concentrations for up to 5 years.

In single dose studies in subjects with end stage renal failure, plasma concentrations of
lamotrigine were not significantly altered. However, accumulation of the glucuronide

metabolite is to be expected; caution should therefore be exercised in treating patients

with renal failure.

In patients with severe hepatic impairment (Child-Pugh grade C) it has been shown that
initial and maintenance doses should be reduced by 75%. Caution should be exercised
when dosing this severely hepatically impaired population.

Interaction with Other Medicaments and Other Forms of Interaction

UDP-glucuronyl transferases have been identified as the enzymes responsible for
metabolism of lamotrigine. There is no evidence that lamotrigine causes clinically
significant induction or inhibition of hepatic oxidative drug-metabolising enzymes, and
interactions between lamotrigine and drugs metabolised by cytochrome P450 enzymes
are unlikely to occur. Lamotrigine may induce its own metabolism but the effect is
modest and unlikely to have significant clinical consequences.

Table 3 Effects of other drugs on glucuronidation of lamotrigine

Drugs that significantly | Drugs that significantly | Drugs that do not
inhibit glucuronidation | induce glucuronidation | significantly inhibit or
of lamotrigine of lamotrigine induce glucuronidation
of lamotrigine

Valproate Carbamazepine Olanzapine
Phenytoin Oxcarbazepine
Primidone

Phenobarbital
Rifampicin

Ethinylestradiol/
levonorgestrel
combination*

* Other hormonal contraceptives and hormone replacement therapy have not been
studied; they may similarly affect lamotrigine pharmacokinetic parameters.

Interactions involving AEDs (see section 4.2)

10



Certain antiepileptic agents which induce drug-metabolising enzymes (such as phenytoin,
carbamazepine, phenobarbital and primidone) induce the glucuronidation of lamotrigine
and enhance the metabolism of lamotrigine and may increase dose requirements.

Sodium valproate, which inhibits the glucuronidation of lamotrigine, reduces the
metabolism of lamotrigine and increases the mean half life of lamotrigine nearly two fold.

Although changes in the plasma concentrations of other antiepileptic drugs have been
reported, controlled studies have shown no evidence that lamotrigine affects the plasma
concentrations of concomitant antiepileptic drugs. Evidence from in vitro studies indicates
that lamotrigine does not displace other antiepileptic drugs from protein binding sites.

There have been reports of central nervous system events including headache, nausea,
blurred vision, dizziness, diplopia and ataxia in patients taking carbamazepine following the
introduction of lamotrigine. These events usually resolve when the dose of carbamazepine is
reduced. A similar effect was seen during a study of lamotrigine and oxcarbazepine in
healthy adult volunteers, but dose reduction was not investigated.

In a study in healthy adult volunteers using doses of 200 mg lamotrigine and 1200 mg
oxcarbazepine, oxcarbazepine did not alter the metabolism of lamotrigine and
lamotrigine did not alter the metabolism of oxcarbazepine.

Interactions involving other psychoactive agents (see section 4.2)

In a study in healthy adult volunteers, 15 mg olanzapine reduced the AUC and Cmax of
lamotrigine by an average of 24% and 20%, respectively. Therefore an effect of this
magnitude is generally not expected to be clinically relevant but may be important to
consider in some patients. Lamotrigine at 200 mg did not affect the pharmacokinetics of
olanzapine.

Interactions involving Oral Contraceptives
Effect of oral contraceptives on lamotrigine:

Systemic lamotrigine concentrations are approximately halved during co-administration
of oral contraceptives. This may result in reduced seizure control after the addition of an
oral contraceptive, or adverse effects following withdrawal of an oral contraceptive.
Dose adjustments of lamotrigine may be required (see section 4.2).

In a study of 16 female volunteers, 30 mcg ethinylestradiol/150 mcg levonorgestrel in a
combined oral contraceptive pill caused an approximately two-fold increase in
lamotrigine oral clearance, resulting in an average 52% and 39% reduction in lamotrigine
AUC and Cmax, respectively. Serum lamotrigine concentrations gradually increased
during the course of the week of inactive medication (e.g. "pill-free” week), with pre-
dose concentrations at the end of the week of inactive medication being, on average,
approximately two-fold higher than during co-therapy.

11



4.6

The effect of other hormonal contraceptive products or hormone replacement therapy has
not been evaluated although the effect may be similar.

Effect of lamotrigine on oral contraceptives:

Co-administration of 300mg lamotrigine in a study of 16 female volunteers had no effect
on the pharmacokinetics of the ethinylestradiol component of a combined oral
contraceptive pill. A modest increase in oral clearance of the levonorgestrel component
was observed, resulting in an average 19% and 12% reduction in levonorgestrel AUC and
Cmax, respectively. Measurement of serum follicle-stimulating hormone (FSH),
luteinising hormone (LH) and estradiol during the study indicated some loss of
suppression of ovarian hormonal activity, although measurement of serum progesterone
indicated that there was no hormonal evidence of ovulation in any of the 16 subjects.
The impact of the modest increase in levonorgestrel clearance, and the changes in serum
FSH and LH, on ovarian ovulatory activity is unknown (see section 4.4). Vaginal
bleeding was reported by some volunteers (see section 4.4). The effects of doses of
lamotrigine other than 300mg/day have not been studied and studies with other female
hormonal preparations have not been conducted.

Pregnancy and Lactation

Fertility
Administration of Lamictal did not impair fertility in animal reproductive studies.
There is no experience of the effect of Lamictal on human fertility.

Pregnancy
Risk related to antiepileptic drugs in general

Specialist advice should be given to women who are of childbearing potential. The need
for antiepileptic treatment should be reviewed when a woman is planning to become
pregnant. Sudden discontinuation of antiepileptic therapy should be avoided as this may
lead to breakthrough seizures which could have serious consequences for the woman and
the unborn child.

The risk of congenital malformations is increased by a factor of 2 to 3 in the offspring of
mothers treated with antiepileptics compared with the expected incidence in the general
population of approximately 3%. The most frequently reported defects are cleft lip,
cardiovascular malformations and neural tube defects.

Multiple antiepileptic drug therapy is associated with a higher risk of congenital
malformations than monotherapy and therefore monotherapy should be used whenever
possible.

Risk related to lamotrigine

12



4.7

4.8

Epidemiological studies involving in total approximately 2000 women exposed to
lamotrigine monotherapy during pregnancy cannot exclude an increased risk for
congenital malformations. One registry has reported an increased incidence of facial
clefts. Other data sets have not confirmed this finding. Animal studies have shown
developmental toxicity (see section 5.3).

If therapy with lamotrigine is considered necessary during pregnancy, the lowest possible
therapeutic dose is recommended.

Lamotrigine has a slight inhibitory effect on dihydrofolic acid reductase and could
therefore theoretically lead to an increased risk of embryofoetal damage by reducing folic
acid levels. Intake of folic acid when planning pregnancy and during early pregnancy
may be considered.

Physiological changes during pregnancy may affect lamotrigine levels and/or therapeutic
effect. There have been reports of decreased lamotrigine plasma levels during pregnancy.
Appropriate clinical management of pregnant women during lamotrigine therapy should
be ensured.

Lactation

There is limited information on the use of lamotrigine in lactation. Preliminary data indicate
that it passes into breast milk in concentrations usually of the order of 40-60% of the serum
concentration. In a small number of infants known to have been breastfed, the serum
concentrations of lamotrigine reached levels at which pharmacological effects may occur.
The potential benefits of breast feeding should be weighed against the potential risk of
adverse effects occurring in the infant.

Effects on Ability to Drive and Use Machines

Two volunteer studies have demonstrated that the effect of lamotrigine on fine visual motor
co-ordination, eye movements, body sway and subjective sedative effects did not differ from
placebo.

In clinical trials with lamotrigine adverse events of a neurological character such as dizziness
and diplopia have been reported. As there is individual variation in response to all
antiepileptic drug therapy patients should consult their physician on the specific issues of
driving and epilepsy.

Undesirable Effects
In double-blind, add-on clinical trials, skin rashes occurred in up to 10% of patients taking

lamotrigine and in 5% of patients taking placebo. The skin rashes led to the withdrawal of
lamotrigine treatment in 2% of patients. The rash, usually maculopapular in appearance,

13



generally appears within eight weeks of starting treatment and resolves on withdrawal of
lamotrigine (see Special Warnings and Special Precautions for Use).

Rarely, serious potentially life threatening skin rashes, including Stevens Johnson syndrome
and toxic epidermal necrolysis (Lyell Syndrome) have been reported. Although the majority
recover on drug withdrawal, some patients experience irreversible scarring and there have
been rare cases of associated death. (See Special Warnings and Special Precautions for
Use)

The approximate incidence of serious skin rashes reported as SJS in adults and children
over the age of 12 is 1 in 1000. The risk in children under the age of 12 is higher than in
adults. Available data from a number of studies suggest the incidence of rashes
associated with hospitalisation in children under the age of 12 is from 1 in 300 to 1 in 100
(see Special Warnings and Special Precautions for Use).

In children, the initial presentation of a rash can be mistaken for an infection, physicians
should consider the possibility of a drug reaction in children that develop symptoms of
rash and fever during the first eight weeks of therapy.

Additionally the overall risk of rash appears to be strongly associated with:-

High initial doses of lamotrigine and exceeding the recommended dose escalation of
lamotrigine therapy (see Posology and Method of Administration).

Concomitant use of valproate (See Posology and Method of Administration).

All patients (adults and children) who develop a rash should be promptly evaluated and
lamotrigine withdrawn immediately unless the rash is clearly not drug related.

Rash has also been reported as part of a hypersensitivity syndrome associated with a
variable pattern of systemic symptoms including fever, lymphadenopathy, facial oedema
and abnormalities of the blood and liver. The syndrome shows a wide spectrum of
clinical severity and may, rarely, lead to disseminated intravascular coagulation (DIC)
and multiorgan failure. It is important to note that early manifestations of
hypersensitivity (e.g., fever, lymphadenopathy) may be present even though rash is not
evident. Patients should be warned to seek immediate medical advice if signs and
symptoms develop. If such signs and symptoms are present the patient should be
evaluated immediately and Lamictal discontinued if an alternative aetiology cannot be
established

Adverse experiences reported during Lamictal monotherapy trials include headache,
tiredness, rash, nausea, dizziness, drowsiness and insomnia.

Other adverse experiences have included diplopia, blurred vision, conjunctivitis,
dizziness, drowsiness, headache, tiredness, gastrointestinal disturbance (including

14



4.9

vomiting and diarrhoea), irritability/aggression, agitation, confusion and hallucinations.
Very rarely, lupus-like reactions have been reported.

There have been reports of haematological abnormalities which may or may not be
associated with the hypersensitivity syndrome. These have included neutropenia,
leucopenia, anaemia, thrombocytopenia, pancytopenia, and very rarely aplastic anaemia
and agranulocytosis.

Movement disorders such as tics, unsteadiness, ataxia, nystagmus and tremor have also
been reported. There have been reports that Lamictal may worsen parkinsonian
symptoms in patients with pre-existing Parkinson’s disease, and isolated reports of
extrapyramidal effects and choreoathetosis in patients with this underlying condition.
Very rarely, increase in seizure frequency has been reported.

Elevations of liver function tests and rare reports of hepatic dysfunction, including
hepatic failure, have been reported. Hepatic dysfunction usually occurs in association
with hypersensitivity reactions but isolated cases have been reported without overt signs
of hypersensitivity.

Additionally, arthralgia, pain and back pain were reported commonly during the clinical
development programme for lamotrigine in bipolar disorder.

Overdose

Symptoms and signs

Acute ingestion of doses in excess of 10 — 20 times the maximum therapeutic dose has been
reported. Overdose has resulted in symptoms including nystagmus, ataxia, impaired
consciousness and coma.

Treatment
In the event of overdosage, the patient should be admitted to hospital and given appropriate
supportive therapy. Gastric lavage should be performed if indicated.

Pharmacological Properties

5.1

Pharmacodynamic Properties

Mode of action

The results of pharmacological studies suggest that lamotrigine is a use-dependent blocker of
voltage gated sodium channels. It produces a use- and voltage-dependent block of sustained
repetitive firing in cultured neurones and inhibits pathological release of glutamate (the
amino acid which plays a key role in the generation of epileptic seizures), as well as
inhibiting glutamate-evoked bursts of action potentials.

15



5.2

Pharmacodynamics

In tests designed to evaluate the central nervous system effects of drugs, the results obtained
using doses of 240 mg lamotrigine administered to healthy volunteers did not differ from
placebo, whereas both 1000 mg phenytoin and 10 mg diazepam each significantly impaired
fine visual motor coordination and eye movements, increased body sway and produced
subjective sedative effects.

In another study, single oral doses of 600mg carbamazepine significantly impaired fine
visual motor co-ordination and eye movements, while increasing both body sway and heart
rate, whereas results with lamotrigine at doses of 150mg and 300mg did not differ from
placebo.

Pharmacokinetic Properties

Lamotrigine is rapidly and completely absorbed from the gut with no significant first pass
metabolism. Peak plasma concentrations occur approximately 2.5 hours after oral drug
administration. Time to maximum concentration is slightly delayed after food but the extent
of absorption is unaffected. The pharmacokinetics are linear up to 450mg, the highest single
dose tested. There is considerable inter-individual variation in steady state maximum
concentrations but within an individual concentrations vary very little.

Binding to plasma proteins is about 55%. It is very unlikely that displacement from plasma
proteins would result in toxicity. The volume of distribution is 0.92 to 1.22 L/kg.

The mean steady state clearance in healthy adults is 39 = 14 mL/min. Clearance of
lamotrigine is primarily metabolic with subsequent elimination of glucuronide-conjugated
material in urine. Less than 10% is excreted unchanged in the urine. Only about 2% of
drug-related material is excreted in faeces. Clearance and half-life are independent of dose.
The mean elimination half-life in healthy adults is 24 to 35 hours. UDP-glucuronyl
transferases have been identified as the enzymes responsible for metabolism of lamotrigine.
In a study of subjects with Gilbert's Syndrome, mean apparent clearance was reduced by
32% compared with normal controls but the values are within the range for the general
population.

Lamotrigine induces its own metabolism to a modest extent depending on dose. However,
there is no evidence that lamotrigine affects the pharmacokinetics of other AEDs and data
suggest that interactions between lamotrigine and drugs metabolised by cytochrome P450
enzymes are unlikely to occur.

The half-life of lamotrigine is greatly affected by concomitant medication. Mean half-life is
reduced to approximately 14 hours when given with glucuronidation-inducing drugs such as
carbamazepine and phenytoin and is increased to a mean of approximately 70 hours when
co-administered with sodium valproate alone. (see sections 4.2 and 4.5).
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5.3

Clearance adjusted for bodyweight is higher in children aged 12 years and under than in
adults with the highest values in children under five years. The half-life of lamotrigine is
generally shorter in children than in adults with a mean value of approximately 7 hours when
given with enzyme-inducing drugs such as carbamazepine and phenytoin and increasing to
mean values of 45 to 50 hours when co-administered with sodium valproate alone (see
Posology and Method of Administration).

The results of pharmacokinetic studies of lamotrigine in 12 healthy elderly volunteers
aged 65 to 76 years and 12 young volunteers aged 26 to 38 years following a 150mg
single dose revealed that average plasma clearance was about 37% lower in the elderly.
However the mean clearance in the elderly (0.39 mL/min/kg) lies within the range of the
mean clearance values (0.31 to 0.65 mL/min/kg) obtained in 9 studies with non-elderly
adults after single doses of 30 to 450mg. A population pharmacokinetic analysis with
both young and elderly subjects (including 12 elderly volunteers from the
pharmacokinetic study and 13 elderly epilepsy patients enrolled in monotherapy clinical
trials) indicated that the clearance of lamotrigine did not change to a clinically relevant
extent. After single doses apparent clearance decreased by 12% from 35mL/min at age 20
to 31 mL/min at 70 years. The decrease after 48 weeks of treatment was 10% from 41 to
37mL/min between the young and elderly groups. To date there have been no specific
studies of lamotrigine pharmacokinetics in elderly patients with epilepsy.

There is no experience of treatment with lamotrigine of patients with renal failure.
Pharmacokinetic studies using single doses in subjects with renal failure indicate that
lamotrigine pharmacokinetics are little affected but plasma concentrations of the major
glucuronide metabolite increase almost eight-fold due to reduced renal clearance.

A single dose pharmacokinetic study was performed in 24 subjects with various degrees
of hepatic impairment and 12 healthy subjects as controls. The median apparent
clearance of lamotrigine was 0.31, 0.24, 0.10 mL/min/kg in patients with Grade A, B or
C (Child-Pugh Classification) hepatic impairment respectively, compared to 0.34
mL/min/kg in the healthy controls. Reduced doses should generally be used in patients
with Grade B or C hepatic impairment (see 4.2 Posology and Method of Administration)

Preclinical Safety Data

Teratogenicity

In reproductive and developmental toxicity studies in rodents and rabbits, no teratogenic
effects but reduced foetal weight and retarded skeletal ossification were observed, at
exposure levels below or similar to the expected clinical exposure. Since higher
exposure levels could not be tested in animals due to maternal toxicity, the teratogenic
potential of lamotrigine has not been characterised above clinical exposure.

In rats, enhanced foetal as well as postnatal mortality was observed when lamotrigine

was administered later during gestation (day 15-20). These effects were observed at the
expected clinical exposure.
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Animal experiments did not reveal impairment of fertility by lamotrigine. Lamotrigine
reduced foetal folic acid levels in rats. Folic acid deficiency is assumed to be associated
with an enhanced risk of congenital malformations in animals as well as in humans.

Mutagenicity
The results of a wide range of mutagenicity tests indicate that Lamictal does not present a
genetic risk to man.

Carcinogenicity
Lamictal was not carcinogenic in long-term studies in the rat and the mouse.

Pharmaceutical Particulars

6.1

6.2

6.3

6.4

6.5

List of Excipients

Calcium carbonate PhEur

Low substituted hydroxypropyl cellulose USNF

Aluminium magnesium silicate BP

Sodium starch glycollate PhEur

Povidone K30 PhEur

Saccharin sodium PhEur

Blackcurrant flavour Regulatory Release Spec F1799 RRREL
Magnesium stearate PhEur

Incompatibilities

None reported.

Shelf Life

3 years

Special Precautions for Storage

Store below 30°C. Keep dry. Protect from light.

Nature and Contents of Container

Lamictal Dispersible 100mg Blister pack of 4 x 14 tablets.
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6.6

Amber glass bottles with absorbent cotton wool wadding, fitted with polyethylene snap-

fitting caps containing 56 tablets.
Not all pack sizes may be marketed.

Instructions for Use/Handling

None

Administrative Data

7.

10.

11.

Marketing Authorization Holder
The Wellcome Foundation Ltd
Glaxo Wellcome House

Berkeley Avenue

Greenford

Middlesex UB6 ONN

England

Trading as

GlaxoSmithKline UK

Stockley Park West

Uxbridge

Middlesex UB11 1BT

Marketing Authorization Numbers
Lamictal Dispersible 100mg

PL 00003/0348

Date of First Authorization/Renewal of Authorization

6" September 1999.

Date of (Partial) Revision of the Text
1 March 2007
Legal Status

POM
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#il BB E IE 2R
SYANAE 21|
Y a=]. HNNR<E AVl i
Trx= kA Y FXH NN
7Y RN

Tz /)N )VEH—)L

R SV S

TF =)V AT TUF— L
S VIR IV A L LA K

LD TR VT R N VR VR A SRR IEIZ O W TR D E i S LTV ey, T
F Y X OEYEREIC RO EBE L 52 52 LN TFREINS,



AED HIL DHEEER (142) OBEBSE)

HRBFEERE L FET LN OO TANARE Wlz2IE, 7=~ v, IR
By, 72 /LR =R T Y 2 RY) T, TR RUX DSV n U A AR
LTT7E RN X2 EEL, NERSEZNSEIB8ZARH 5,

sAnZafgF NI ULE, JERNIFUOIvaoginagEREL. 7E M) F N
WEWD S, TE M) X ORI A 2 fHEERT D,

HDOHLTANAKD MBFEFIRE DB HRE STV DD, iR I W T, 7
ERY X URHFHPITANAED MAE P REIC KT TR D 5o 7=, Invitro
MEBTIE, 7 MU LMOPITANAIEL O TH VX7 FEE OEHITERD S
Mol

ANNR=BEURATOEREIC, 7F X285 L84, R, B, B,
HEV, FERSCKH L EOFIHREROFELENRE SN TWD, ZDOMKIGTIEY 7
MR~ B OREEEZWET D Z LTI VIERT D, FfERESN, @R AICT T
FUXR AT HINAREBE L EHHLERBRFPICALN TV DN, HEOREEITFSE
Y AN QAVAIAN

FEFERR AT FE R U 0 200mg & A% 2 4 L8 F B L 1200mg & BEH L7235 BRIC s T
FELHANANPENEITE N XL ORBICEEL 52T, S RN ELEAF L
N ORBCEEE G 272 o 7,

MFEMEEOHEEER ( [42] OIEESR)

fEFER A DORBRIZB N T, AT P 15mg DEEGIZLY ., 7F U 20 AUC KT
Cmax [XENENFEE) 24%, 20%00 LTc, Z OB ORI, BRARICRHETIZZR N
EEbNEN, —HOBRETIIEZBETLH I ENEETHLINL LR, TR X
200mg DL, AT o E U OIEMEIREIC L KISR0 T,

g2ORFELEOHEEER

ZE N X NTHT DR O RETEIE DS

2 TE M) X RER, BOBEEREGE PRI T 5, 2070, ROBEEOMR
MBI ICRIEa > b e — L 2B b S 2 ATRetEe, B Ok 3E o F L I RIEH 2358
BT 2aElErnb s, 7 NI XFUCORHERSINLEL R0 Lty (142 O
ZH)

LR 16 Bl x5 s LI2RBRICBW T, = F =LV A N T V4 —130ug/ LR/
NFARULL 150 ugx G BT HEAROBTERAZRALIZEZA, JF NI F O
027 V770 2038 2 512 EF L. AUC, Crad T IVENFH) 52%, KT 39%IK T L 7=,
B ORI 2B W T, 7 B U F oo MmiEP IR 4 12 EH L, IRIRIR
TR CIXOFHIIM & el U ORI 2 5l EJ/ LTz,

LD RV VR SR AR L A FERIEICOW L, FERR RN H 508 9 ix
Sl STV R,

ARSI T2 7 F R U FU0@hE

R 16 Bl xfgl L=RBRICB W, 7 Y X2 300mgE &5 LIZgATE.
R HBHER O Th D = F =V X b7 VA — L OEY BRI E L 5 2 Rino Tz,
VRINAVFARNLAORKRAZ VT T ATH T EF L, AUC, Chaxld TN E T
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19%, MOV 12%IE F Lz, M7 e r 27 a U EERE LY .. 16 flh W ogiiE |
BOTHHINRITONTE LW D RVE U OFEUIR S N2> 7203, BBRPICHIE L7
M{EFSH, LHE O A F T VA —/VRE LV | —E D EE TINE DO R E AAEHEO I
DOWIINRENT=, VRIAVFANLAOZ VT T2 ADHT 7 EF LR OMIEFSH &
OLHOZEALA, SR OPIMERICEET D2 NENIAATH D (4.4 BIR) . —H oW
B CREHMAWE Sz ((T44) omEBMH) , 7% MU X2 300mg/H LSO HET
OB N O D &R LV E VAN BT 2B I STy,

46 BREUVERAPDBEE~ORE

HTERE
YO ETERRICBNT, T I 7 X — VOB E5IIEMEZE D) o7-, & bDOASE
BEAND T 74— )V OB BT 2 MatiddThit Ty,

bEiR
— KRR T APAIREBEE LY 27

PEARD FREMEDS & 5 BE TR L THMBYR T RAA 22 $ 5 & ThHh D, BEPIEIREZ
RIE L7z & X2iE, TADPABROLENZ RETXETH D, ZROHFTANAEED
ki, BE LRI E > TRAIRKER E R D QR EZ S SEZ I Lan
WRET HETH D,

TREFEDOU A7 1L, — I AOTOTHEINLHEETHHK 3%, TANAE
WEZIT TWDEEHOFHIT 2~3 @< 25, &b ERESN-BEITNEZ, O
MEFHE, HREXBETH 5D,

BT At A SR D AR L AR B~ SR AIB O U 2 2 IR, LI=dis T,
ATHECHAUTHAEIEE (T 5 <% Th B,

FERIFULEELZY X

HRPIC T N Y K2 OBMBEEZ T 728 2000 B2 OV TOEFHEN I, R
POV A7 OEMERRSNT D Z LT TE TR, 1 SDOREICE T, ABHED
BEEDOBMZHE L TWDEN, tMOREDOT —ZNHIXZ 0 X5 RFRIIESh T
W, B ERR CIIRABERALN TS (53] OEER) |

H L, HIRFIZTE N X OIRENLE LM« 5854, ATRERRVIEAEZHAWS
ZEPHERE LD,

ZEMIF IV E FrERRE ORI LEHWEEEZA LT, LT,
M b, BERIREDOBICEDRIB~DI A= DY 27 OWNEZ5I & 2T, MRz
REE L7c & & SARIROINCIT, BERAEINT 5 Z L 2B BT I b L,

FEIR T OB AL T F b U F RE R OSUIERR I B HE 2 2006 Lz
W IR O T E MY FOMIBEPTRENED L2 OWREDR DD, TF MY F AR
T OITLIHIZ R DY 2 R E B AT 9 RS TH D,

R=2

AW O T E MY FoREITOVTE, FRBROENTWD, FHT—#06, 7F b
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4.7

4.8

U X AXIMIE FIRE D 40~60% N HRFABITT D2 LRI NTWD, BHEZIT TV
HHARDOLETIE, HEERANEZY 95 L~V ETIMEFRENEL W, Z0D7-
D, FHANZHOWTTIAIRITE Z Y 5 2BWEHDO U 27 2F 2 TEETDHZ L,

BESEOEERUVHBORERERNIHT S8

EREEIC LD 2 >ORER T, MR R IERGHEE, IREkESR), (RIRIESE) L B R
RICTE N X URRITTEEBIZIZIT TR EDET RS T2,

FE MY FUOBKRET, OFEV, B L Vo EMRTFRIREO B 5 A EER P RE
INTWD, TRTOHFRTANAFTIFRIEITEAZERH D 72D, L TANAICHE
FTOREDOMBIZONWT, BEFEMEHRT D Z L,

ElER

add-on 50 "EHEHEMRBEBR TIZ. 7 N XU BREBREFEORK 10% KO T 7 B R&E5 A
FDOSWIZRIENELTZ, 7 N X UEEDOHRILICEST2RBITBED 2% ThH - 7-,
BB F B BRI T, — NGB 6 8 MREILINIZHEL L, ZERY ¥
YOG FIEIC XD EET D ( TRBIZREE R OFRBIZR M EoEE ] OEBR) |

F T, Stevens-Johnson JiEBEHE & O FEER B EESESE (Lyell JEMERE) %5, HEE TH
MCSERB R SBENN S DB NHE SN TWD, KEHITHFEEFIEICE Y EET S
N, BEICL S TUIARFMHHEORIEZ R T ZERH Y, TR COIFE - & 556
LD (TR ERROENREH EoEE) OESH) |

AR N 12 &2 2 5/ To SIS & L CTHE Sz EE R OFRBLFIL 1000 Al
1 ANDEIEGTHD, RAICHRT 12 mRo/NE xRz ofmtir kv Em< s, £
BORBRNO AT TE DT —Z 2L, 12 RGO /NE O ABEINR IS LB RFEIE D
BI#RIT 300 A2 1 A7V L 100 A2 1 N EHERI SN D (TR DS K ORI O
DIEF | OHEEBMR) |

NERTIEL FEZ OOMIER 2R YYE L 3R2 LT WO T, BRI A IO 8 M M D /]
JIZAEC 2 RBLRO T, YISO R ZEET 5 2 L.

Z DIEN IS & kT BAERIEIL FRE ORI < B4 5,
7% M FroiRbG R E <RI E LB TV (k- &R 0E2R)
A Tuafigl ot THE - &) OEEHR)

3B a iR 5B (AR OVNR) I OWTITTHLNITEHE L, F892 & 3 o B
BHLNIHETE LHEERNT, 7F M) FUrRGZELICHTIETD Z L,

BT, BN U RHE., B, iR BEE & OB RERE 2 F Lo fl 2 O 2B HEE
Ra2AE D IWMBUEIEGERE & LT HHME SN TWD, = OEMERE TR H 7 5 R 0 TE B 4 R
L. FAUCHEFREM S NEEBEGRE (DIC) RO REICEDL Z 3D 5, WEUE
OFMIER (B ZIE, B, U U 8EIE) 3R EEDRVWI LD LICEETD
ZENHEETHD, BEIEL. TOL D RIEROIEIRNEEL L2 5E, T A ER
DBEEZITHEIOIHRETL L, OO RRERVIERNBER LIZEE., BEIC
DWNWTTHRITEHET L. BIORIER T DR SN2 WEAIZIET I 7 2 —ofth %
FIET5Z &,

7 27 Z =)V ORI G O RRRRB RIS S VBRI, B, 97 RE, 3E
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b, OFEV, HIREORIR2 B - 72,

oA FFRIIT, EE, B, FIEE, O Fv, BIR, 8. Ko%K FhEE (&
RO EEe) | SENE S BORME, R, B 5L, AR TH o7, EWICE
AU —T ZRBOE D WE STV D,

WBUEIEGERE 2 0 O /DRI AR RE DR E ST D, T ISR ERBD
AE. FAMERECE, B, f/REAE, JLERBAERN S 05, £, HFFICER
(CEAR B, BEERIERE S @SS TWD,

F v T REE, K, IRIR, KR 25 EilERES L RESh 0D, 7317
= R—=F Y VPRI L TV A EBEFICBNTN—% 0 Y VIERZES S L
WOHELH D . ZID DOBE TIEHERINE R~ DB OBBH T 7 F—E bRl #
HEINTWD, FEFICENCRIEEED EAPRHREI TS,

FFRERERR A LA S OY FAUCIF AR 22 S L ATRRER T il S STV 5, FTFHERER T
(308 F R EUE OGS 2 PR 5 2% BIREZIBBUE DIER 2 R 72 0Bl b il Sh T b,

SHIT, BAERE. WA, WEREIL, DBMEEE ST 5 T E b Y & ORI %
<HEFSNTVD,

49 BERE

Bz & ER
FZE M) FUORKBEHNED 10~20 FLL EZBEREG LR HE S Tnsd, i@
ERGICKVIRE, K, EiEE, BEXRA SN,

&
WEERGOBRIZIE, BEE ARSI, MU IRREEZTOR TR bRy, HEC
I UEEEEITO 2 L,

REPNR
51 BAFRH

ER#F

FEHEBR AR IC L 0 L 7 F MU FAXBAAKAFENAT T v RV 2 BEARAEMEIC IG5
ZEDRENTWD, TF b X T BRI 35T D Rrei 7e SR 38 5t & SE
P OVBAARFEMEICPE L, 7 0¥ 2 U (TAMARIEORAIC T fkE %2 £i-47
) OWMFLEREAIEIT S, 0. S I UIBTHERIGENENM N— R T 5,

EhE

AFURCARAR R k3 2 3K O B A BT % 3RO EHERERE 12 T b U ¥ 240mg &
BE LIRS, TR EDEI RN T, —F, T == kA 1000mg KO T £
£ 10mg Z 5 LI R, 22 B T R 5 B e OVR BRI B 23 &,
PRARBEEN ORI K OF L SO B0 RS LT

FTo, AT EE L 600mg DOfFHHEIR G K D BRZAT o 7o AR o 722 L R E B

AR K ONRERIEE) 23 PR S A, — O CTHRIIRE) & oM L=, T R ¥
150mg & O 300mg #% 5-DFE R 7T B AR & ORICEITFRD b ho Tz,
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5.2 EVBREFRE
7% b FFREDOERIGE N SR S, AERYEIEE L RITZED bR,
A HZOMAETIRED B — 27135 2.5 K% Th 5, BE TITRKNREIZET HIF
FHECRCIRIE S 2 NIRITIT B L 22\, KYBERITER L 2R RO HER G&ETH
% 450mg F THUBME A RS, EHAREO R RIS 2\ AEDR & 505, EENT
REIRIZE A S LRV,

MmAEH X7 L OFEGRIIF 5% CTh 5, MIEX 7 TOBEBBNEEORINE /25 2
Elx7e <. OAAEFET 0.92~1.22 L/kg TH 5,

EFRETDY VT T v ZAOFHEITEFS A T 39=14mL/min TH D, 7E LY X
FECRPFA~TERY X =TV a @ik LTt g, RPICRE(IKE
L CHEE S5 DX 10% A0 Thd 5, FEE I P X4 5 3K BHEME 13K 2% Th 5,
7 VT T A LRI GBI L, BEEERR N T O T IR 0 S 1 24~35
B TH5H, UDP-Z L/ =)L N5 A7 = 5—PNTE M) FRENCEEGT HEEE
ThHdHIEDRHALNTIN TS, Gilbert IEEREEE TOREBRITISVN T, FEHD BT
D7 VT T ATIEFE 3 ba— Uit g U 32% 300 L7203, = OEIE—RER O#
FNTH -7,

ZEMUX T, HEREFNICOTICESR#ZHFE TS5, LrLiens, F LY
XN AED OPEIREICES 2 L0 ) LT R, T—F b, T MU X
ILF b7 v — A P-450 BERIZ L » TR SN A 3 & ORI AERIZAE CEvZ &8
HH b,

TERNYXONEINIIOFHERICL Y RESEBEZITH, IV EE LT 2= |
AWV e CERAETFHEMIEAZ R LS E IR, SEEEEENE 14 K
MM 5, £l sv7ai@r bY v AEORPHH LZBICE, SEEEEENER 70
RiEICsER 5 ( [42) T45) OIEBMR)

EEMELZZZ V7 7 2T 12 A FO/NETHRALY bE< | 5l D/NE T b
FVMEZ R LTz, AR EBE LR T 2= M DK ) REEREHEVEEA 2 5 S
BRDZE MU F o OEENIE, —MRANT/NETHRAL Y SEEE 7 RH T Sv T
BT N UL E ORGP LIGEITIT T 45~55 BFRICIER 95 ( THliE - &)
DIEZMH) |

65~75 ik D 12 4 O E i GREE K 26~38 %D 12 4 DO EEE A x4 L L1-FF k
U & 150mg O HRI B G2 X 2 Sy BYRERRER 2 5566 L 7=, SEImE s U 7 7 v A X g
FHTRIZTWE o7, L LR D @i IcB8i 2827 U 7 Z > & (0.39/mL/min/kg)
X, FEE T 2o g & Uiz 9 akBR 1572 30~450mg D HEI G DO s VT T v A
OFIPH (0.31~0.65mL/min/kg) (ZFENT, HFEE., milnd CEpIRERERICSM LT
12 £ O &SRS K O BEAIR G RRRICS M U 13 20O &EEm CANABRE) OliE
G LA 2L —yar PK O TIE, ZFRNIX D7 )T T 0 AR
BHROH DT A LN o T, BEIEGZIZITRNTO 7 VT T 0 A% 12%B0 L
72 (20 7% : 35mL/min, 70 7% : 31mL/min) , & 5- 48 B [H O 1L 10% A3 : 47mL/min,
ElnE : 37TmL/min) Th > 7z, BUEE TIZ, @l CANAUBETOIE MY F0iEY
BRI, FriCEBRI LT,

BERED TAPAEEIZTE N F G217 LRBRIT R, BARERE TOHREER
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Bz X AYERERBRIC L > T, FF N XU OEMBENEEITIT & A CELZ T /20,
FHER 7V v oBIGEHAO MAERREIIR 7 V7 T 0 AORIC XL 0IFIE 8 512N
TAHIENRENT,

HiE i b5 O JE BN RERER 7Y, 24 4 OEIEEE O R DIFREEFBE 2 XFR1T, 12 4 OfEE
WERE 2Rt E LTiThbe, JE RIS UCORNTOZ VT 7 A0 RfEIX, 7L
— R A, B, C (Child-Pugh 73¥8) ®HEETZ 4 031, 0.24, 0.10mL/min/kg T -7z
DLl L, R E T 0.34mL/min/kg TH o7z, 7 L— KB KN C OFfEERE
(L, wE, WS EAEETSZE (THE - A& 0ESR) |

53 RifRR R 2T —%
B RE
F oL U TOARM - A FIERBRICE W T BATEERIZ A DI TR0,
SR DOIRERAD & BT OFALOBRIEN, TH SN D HRRERE L F U MEWRERET
o, BERIEEGIESE IS Lnb, e o @ik & CORBIIT->Tn
RN, BERBREEL ETOTE M XU OEATIEIZHANI R > TH RN,

Z v MZRBWT, R #ZE (5 15~20 H) 27 MU F U 25 L2 L EICHE
BT R LRI RGN L, ZONBIT TSN IBRREBEETHLALI
TW5b,

P ERR CTIE. T7F b U XN X DATEMEEREEIZ OV THHMNZ > TRV, 7FE b
VX NET v FOMBFOERERE 2D S8 5, ERORZIZAMTHEM T 2% Ktk
WOV A7 OHIMEREERH L EEZHND,

ZTERHYE
JREI R MERB O E, I 7% — L0k MNIXHTABEIGEBIEIZ RS-
7=,

R
7y PR URERBIZ LIEREEBRT, 737 2=V OREMLITRD bR o7,

SE|PREIR
6.1 FmY—%8

77 X — VB

HLpE

fHimtrmo—2x

RE RV

HIVRF VAT NALZ—FF N A
fgfv gk = o — (E172) EEC Requirements
ATT YR TR T L

FITH =) T 4 AN—TILEE
FREE T LS 7 I
KEHEE o re ko —2A
TARY TR T LTIV =T A
HIVIRF L AFINALZ—FF I 7L
AE Ry K30
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WA Iy il Ny AN
Blackcurrant flavour
ATT VU~ TR T N

6.2 BEER

A=Y

6.3 AR

7 7 Z—/VEE 25mg

Z 2 7 X — /L& 50mg

Z 3 7 X — /L& 100mg

Z 3 7 X —)LEE 200mg

TIVH =) T4 A= T 2mg
TITH =) T 4 A= T )L 5mg
FI 7= T 4 ANN— T )L 25mg
T HF—)v T 4 A/N— 7L 100mg

6.4 RELOEMNLEE

7 7 X —)VE 25mg

7 7 Z—/VE 50mg

Z I 7 & —/LEE 100mg

Z 3 7 X —)LEE 200mg

TIVH—I T4 A= T 2mg
TIVH =) T 4 A= T )L 5mg
FITH =) T 4 A= T )L 25mg
T H—) T 4 A= 7L 100mg

65 RROUEERUVARE

7 7 X —/VEE 25mg
42 §E

7 X 7 & — /¢ 50mg
Z I 7 X —)L&E 100mg
Z I 7 X —)LEE 200mg
TITH =) T 4 A= T )L 2mg
FIV B =) T4 A= T 5my

TV =)V T 4 A= T )L 25my

T IV B =) T4 A= 7L 100mg

6.6 BELRURYIFWNLEDIEE

L

15

34F
34F
34
3
2 4F
34F
34
3

30CLL T Clym L, Wl a o &,
30°CLL N Tl L, Woleafr>Z &,
30°CLA N CHyk L, Walgafr>Z &,
30CLAT Tl L, Rolafr>Z &,
REICET 25 B FE T 20,
30°CLA N CHFk L, Wzlafr>Z &,
30°CLA N CHyk L, Wl afr>Z &,
B0CLAT Tl L, Rz fr>Z &,

PVCIT V=0 L AN TYRAZ—r_y 7 21 X

PVCITIVI= A RAN TYRE—Ny T 42 §E
PVCI7IVI=UL KA T AKX —sv 7 565
PVCIT V= IhA)L T AH—svy 7 56 8E

30 BEA D @™ HDPE R b L
PVCIT V=L R"AV T Y RAX
—/Ny 7 28 B

PVCITVI= L AL TYRAK
—/Nw 7 56 §iE
PVCIT/VI=U L KA TYRHK
—/Xw 7 28 B



BTET—4

7. RFEABERGE

The Wellcome Foundation Ltd
Glaxo Wellcome House
Berkeley Avenue

Greenford

Middlesex UB11 1BT

Trading as
GlaxoSmithKline UK
Stockley Park West
Uxbridge

Middlesex UB11 1BT

8. BFERRBES

/)

7 X 7 Z—/VEE 25mg : PL 0003/0272

Z I 7 Z—/ VEE 50mg : PL 0003/0273

Z X 7 Z—/VEE 100mg : PL 0003/0274

Z X 7 Z—/ V§E 200mg : PL 0003/0297

T I X =T 4 A— T )L 2mg : PL 0003/0375
T X =T 4 AX— 7)1 5mg : PL 0003/0346
I B —)VT 4 A/X—7 )L 25mg : PL 0003/0347
I X —)VT 4 A/X—7L100mg : PL 0003/0348

9. ZEBH /ARBEHH

10.

11.

s B —/LEE 25mg : 1997 4E 8 H 27 H

7 X —)L§E 50mg : 1997 48 A 27 H

s 5 — L 100mg : 1997 4F 8 H 27 H

I #— )L 200mg : 1999 4E 9 H 6 H

R H—VT 4 A= 7L 2mg : 2000 4E 12 H 18 H
TFIVH—NT 4 A= T 5mg : 1999 49 A 6 H
FITH—)VT 4 ANN—T7025mg : 1999 4F 9 A 6 H
FIVH =T 4 A= 7)L100mg : 1999 49 A 6 H

5141 141 74

NN NN N

XEHRETH
2007 4¢3 4 1 H
HHIX 5

BT AU TR FE
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1.6.3. HEPET—E2I—F



Pagel 64




1.7.

1.7. RERMZ—ER
FRERAE L LT, MCADPAKD 9 &, PNEEHAT AP ABE Zx5 L LARIOSII
mmERBRIcs T sxmEcsH s Y =2 F (.
m nz<oaregs s (N N
> (I I ) ot o ~— b
(N N - o s R B EorESEs . A

EXfEE L TENRTE LT-1~410777,

1.7 -p.1



zd- 11

®17-1 EER®R (J=YIF) LORZE-AE. Bk - DR, ERLOZTEOHRER

— 4 JE MU F
R4 | 7372 —nL"8/EH 2mg. T 2 7 #—® g/ smg.
(B4 | 7272 —n"8E 25mg. T 2 7 #—/L° §E 100mg
(50 « AI AT T4 RS
TR -
EHH
AR -
il =
B X5y —
a==
e
&= o N
Cl §
Hy NH»
KRR | 7 2—1%8 M 2mg: 18EHh T MY ¥ 2mg 2 & H
o 75 —LCE/NEH Bmg : 15EH T E U ¥ bmg &2 S A
T8 — N 5E25mg : LEEF T E b U X 25mg A A
7 37 & —)V®5E 100mg : 1§ 7 E kU ¥ 100mg % &4
WHe | LOBITADATETHIRENBD N2V TANABED T
- | ERREIEICRT 2T ANAIE E OOF L

WA FEAE (R ER G )
R B R AE
Lennox-Gastaut JEEREIZ I 1T 5 25 1E

V=3I R

LT



ed- .1

e,

ZJE R F

ik

i==A

N (27 % —)VhE 25mg, 7 X 7 & —/LE 100mg)

o v aigt N U AEFHTASE
WE, FE M) XL L TRIO 21T 115 25mg % FFE H 12
BOfs L, o 2@RIZ 1A 25mg % 1A O#&% 535, %
D%IE, 1~2 MM 25~50mg O T 5, #ERHEIT
1 H 100~200mg & L. 2[ENZHE L CRAFKEGT 5,

3 vTagE A L niga

OAAID 7 N7 a U BBIAA ZFHET DAY 20HH+ 254 ¢
HWE, 7EFEMIF L L TRAO 218MIE 1 H 50mg % 1 [Al#
OG- L, wo 2B 1 H 100mg % 2 B2 5E L TR D%
54 %, okt 1~2 @M IR K 100mg 3O 32,
HEFF BT 1 H 200~400mg & L, 2[EN25% L TR R 54
%,

QLS DOHIT A AIEED 20T D55
N ralgpr v v AEFFHTAEEICHED .,

N A(Z 27 =B N 2mg, T R 72— v EE/N A Bmg,
7 7 X2 —)VEE 25mg, 7 X 7 X —/LEE 100mg)
sovTafgl MU AEFRT %A
WE, FERN) XL L TRMO 21EMIT 1 H 015mg/kg % 1
ERE &G L, ko 28X 1 H 0.3mg/kg & 1 [al# 053
%, TO%IE, 1~2#ME ik K 0.3mglkg oM 45,

LT



pd- 2T

— kA

FERUX

Mis MERFIIEL, 2L 7 m @) U U LIIMATARAO 77 1
&

VIR B RS A 20T 545413 1 A 1~5mg/kg
L. AEIOZ VT v A AFHET DAY 20HH LT
WRWEAIE 1 H 1~3mg/kg & L., 2[ENZ0E L CRRO#& 54
5, ¥, LHHEITRK 200mg £ TET 5,

VT aiEF MU U LB LARWGS

OAKIO 7N v CEEA % S DAY 20T 554
WE. TE YR L L TR 28I 1 A 0.6mgkg % 2
EHCAyE L CRAFE L, ko 238X 1B 1.2mgkg % 2[5
CHEILTRAOKRGT 5, ZO%IE, 1~28MEICRK
1.2mg/kg oMt 5, MEFFHEIZ 1 H 5~15mgkg & L. 2
[N L CRR N G35, 72383, 1 H A EIXH K 400mg £ T
LT 5,

QLS DHLT AP AIEE? 20T D546
ST aE st N U AEHHTLEAICHES,

H1) ZJx=hAr, ISP, Tz /X —)L FUI R,
ZOMARO TNV T v L BAGEHET HEA ( FHEER) omEs
)

H2) Y=%I K I \XF bETv—F, ZTOMAAFOI VI B
BRFU A T3 LB A T S 72 W U 5 0 TR WA ( T3R4EL
e OEBMR)

LT



gd- /T

— kA

ZJE R T
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s rUF rUF rUF rUF
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LT OBF FUDLEHFALEVNES :
(1) FEOTLYOUBASEFETIENE "26RT 55
P
" -
WHE, FENIFUL LCRO 2 EMIZ 1 B Somg % 1 EIRE
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BRI, S aliEdh U v Az TERFOT LY 0 U8
52 FETIEANTE4RATIHEIT1H 1~Smgke & L,
AHOTNY O UBAREFHET IERE "EHRALTLEL
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(1) fBEHERCA
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B R (hr)
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AV X DT oY = LE,VL\/ A .
aEE S | ey | EERS | N A
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i s 48 232
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O ‘ B X ok 30 330
b i IS Gy | 070~982)

Bl Cnax Tonax t AUC,., CLtF Vd/F

(mg) (ng/mL) (hr) (hr) (ug-hr/mL)| (mL/min) (L)

25 | 6] 0.338+£0.031 | 1.7+0.8 | 37.9+11.1 | 152+ 4.9 [29.7749.12| 91.0+8.1

50 | 6] 0.718£0.049 |2.5+1.2| 35.0+4.7 | 33.7+5.9 |25.33+4.09| 75.2+4.8

100 |6 1.488+0.261 |2.3+1.4| 30.5+3.3 | 59.9+12.1 |28.79+5.65| 74.249.2

200 |6 3.075£0.336 [2.541.0 | 32.4+5.5 |136.1433.2]|25.64+5.69 | 69.849.3
ST R 7
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5. BHEEERECSTIEDEE OEAOT—%)
EHEREREERE 12 Bl (Z LT F=r s UT TR Y
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BN % 4 R ENE L7256 ANICTFEET L2 7E R X0
I 20% B BATIC KV REE T,
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6. FREEEEBECH T EMEE CLEAOT—%)
fERERR N 12 B X OFEZE B3 24 BlIC 7€ b U F 2 100mg &
HERAOKREG LD T N X ORMEIE T A —F %
PAFICAR LT, HEEEAREIZBWVT Cuy DK TAAD
NzboOD, o T A —2 TIIIEERA & OMICHEE 27
BB o T, EEFMAEE CIT@ERRR A & g LT
Crnax X toy IS DIRT 2= FIZFENRH B, AUC)M Oty
IREK 7 LTHI 2 fi5, BEKSD D TR 4 580 L, CL/F 138K

72LT23, KDY TIBITHED L,

F 4 IPRREREREICBIT 2 7E M X OEYBIENRT A—X

TR AR NI B
Cet 5215) JFAsEAE TEAK7a L I
(n=12) (n=12) (n=7) (n=5)
Child-Pugh
S _ A 5 ¢
Conax 1.61 1.34 1.48 1.65
(nug/mL) (1.14-2.53) (0.99-1.81) (1.22-2.26) (1.12-1.84)
tinax 1.00 1.00 1.00 2.00
(hr) (1.00-8.00) (1.00-4.00) (1.00-4.00) (1.00-9.52)
tin 32.16 35.99 59.68 110.13
(hr) (22.27-49.29) (30.16-89.08) (34.79-145.12) (50.11-158.14)
AUC,., 69.07 70.60 110.72 248.86
(pg+hr/mL) (38.77-98.09) | (47.86-215.75) (73.53-225.35) (73.72-368.62)
CL/F 0.338 0.312 0.237 0.103
(mL/min/kg) (0.267-0.593) (0.165-0.443) (0.114-0.356) (0.061-0.260)

e (FEPH)

1. BREICBTAEYER ClEAOT—%) P
EiE 12 fl (65 Wl b, 7V T7F=v 7 U T TR Y
6lmL/min) 125 U ¥ 150mg & HEREO&KE LR, 5
E MU F D Chaxs AUCon t12 LN CL/F O (R )
134 42.35 (0.40) pg/mL, 93.8 (21.0) pg-hr/mL, 31.2 (5.4)
WK O 0.396 (0.063) mL/minkg CToh o7z, Ziubix, fEFE

MABHEICT T R U X2 150mg 2 B AR ARG L7ZEEO Coy

AUCos .\ tin X ONCL/F ONEfE (BEHERZE) . & %2.45 (0.18)

ug/mL, 117.30 (24.61) pg-hr /mL, 31.2 (6.4) FFE. 0.313 (0.087)

mL/min/kg & BRI 72,

8. MEEH UMEADT—%)

() "AFafEr Y oas
fERERR A B ST a i) Y v A 500mg (1 H 2 [\])
L RF 50mg, 100mg KO8 150mg (1 H 1 [8) ZFAEHHH L
WD ZE MY X O EREL LLTFIC R Lic, f@RERRA
WCAFI D B % AR A BEG LI O & e, v 7o
e U U AFRREOZE R XD tpld 2 U ETH
. CLYF 12 12 U FThotz, £/, MEh L7 ok
PRI E I SN b DD —EDMEAITHR ST, D
BRI A HERF L T,

£ 5 HEFERACAVT BT N ULLETE RN F RO LCREO
ZE N X OEYBEHRE AT A —XF

A Con Com | To | Ta | AUC, C%& VA/F
58| " (ugmb) |(gmL)| () | (o) |(ug-hr/mL) (“‘/tg‘?‘“ (Lkg)
S0mg 3.45 2.53 1.83 75.3 66.7 0.17 0.94
+0.61 +0.46 | +0.98 +14.1 +10.9 +0.03 +0.10
6.78 5.02 1.96 69.6 132.5 0.17 0.88
100mg |18
+1.13 +0.97 | £1.00 | £14.3 +22.6 +0.04 +0.09
150mg 9.44 6.48 2.02 69.6 178.2 0.20 1.03
+1.71 +1.52 | £0.96 | +14.8 +37.1 +0.05 +0.18
T e

Q) Vr7rrevy
TR A BMIZY 77 B> 600mg (1 H1E) 25H
MG L= A ICAS 25mg Z AR O#&E L0 T £
MUK OHBNTOI VT T AMEED i 1TENEN
5.13L/hr B2 O8N 14.1 BEfChH -7, AFIEMEZE S (77 8R
5 ARBES- 0B FICAHK 25mg ZEEIREO#KE) LzIEo

1.8.1.

FINTFT DT VT T AMERD tip 1TZFNEI 2.6L/Mr KLY
BYKEHETHY ., V77 v EVORiIRGIZEY 7E Y
XL OHENTOT VT T AMETERBIZEM L, tp 1 3AE
WHEME L,

(3) mEFEn - U hFELRAE
B A 265 L LIZRBRICBW T, AFl oy -
U R FeABEEORESIZEY ., T MY X 0MAF
EENK SO%IE T L7 'Y,

4) VARY R
fEEERR A & x5 L L7-RBRICHBW T, A#] (400mg/H) D
REEGIL ) ALY R HEEGRE (2mg) OIRYEIREIC
FRRRICRIE & 72 DB E 5 X e noT=, U ARY R
2mg & 7 MU X UMK G%, 14 4 12 BICER D
HHiTo, FE MU X UHEMBLHCIIBEROHRE TR <
U ZARY R BB S T 20 Bl 1 BITEIR2S 2 DT,

(5) OB (2 F =LA b T VA —1 30ug LR /L
HA B LI 150ug S )
TEEERR A L MEIZARFH 300mg & % MBERE SR A DR L 72 I
BERZE R U XD AUChas KON Coa FEARAI O B 55
DZNEI 48% N 61% T Y | R DMEEER & OPFHIC X
DR T R Y X PRI L NET Lz, £ 0REE
FIREEWIM (7 B ik, ARFIOMFREDR A IZ EF-
U, IRBEKE T BRI IR O SRR SRIR F J0IT & Bk L T894
2L otn, Fi2. LRI AF AR LD AUCya KO
Conax VI OV BEE SR BB 5. D Z M 81% K% 1R 88% T dH
ST, —hH, ZFZNTRARNT A =D AUCoq 1 E#E D
WA HE B 50D 93% Td > 7273, Coax \EWIT A B R
RhsoT-,

(6) &7 ¥
HERERR N BAEICAHE] 200mg (1 B 1 [|) AT oHFES
15Smg (1 A 1[RE) #KEES L-RoEFRE (56 AR)
WZBITATERNY XD AUCip KN Cux 17 FE R Y F
B G-RFDZZEI 76% K O 80%IIE T Lz, £72F%F
MU X UPEAEERO AT P E D AUCo4 M Y Chax D
P EMEITA T e B 5 R T o Tz,

(1) =%k
TANABEIZBNT, KA (150~500mg/H) &>~ =+
I K (200~400mg/F) % 35 ARPFA L72FF, ZE MU X
v DOIRYENREIC B A G 2 e o2 ),

(8) W AR F
KB TG OAFH & TR F o DR 5427 34
BIOTANAUVEBEICBIT DL ha AT T 4 7ok
W, ARRCTFUEFETE NI OBNTOI VT T
AN 5.2 2o 1219,

9) FEIT~—1
TAMAMBEIZBN T A AL FET~— b (5 : 400mg/
H) EOPFHIZTE N XU 0EFIRERED AUC, Chrin.
Cox \CHBEH 2 I2no 7217,

(10) v AFV
TR A BIEIZ S AF 2 400mg (1 B 2[R % 5 HREH
B LU= B IZARK 25mg 2 HIEHR O£ 5 U7 R & KB
L (78R 5 BRGSO BICAKRF 25mg & BRI O
BhH) LEEOTE N X OBYEIHE T A — X |ZHHE
RIFETH NI T2,

(1) VFos
fEEERR A B MEICAA 100mg (1 B 18] & EAZ V2 R
UFon2g (1 H2M0) %6 HMRERDRS LIz L
KN g) F o DGR U F v Ao Ky dhE
NI A= BIZHERET B LN D 5T,

[B& &K RBE #]

<ERIZTHEVTEE S n-ERERRBRO FEE>

L. NI T DA R OB FEAEIT X % Add-on #5512 &

B TANRER (T EEREGR)

MEFERRIZ A VT el N U U APFHEREIZIE 150mg, SV
alET R U T AIEGFHEBEICIE 300mg LB L ORRELTE
Wi U7z, ARNMERERT S GUERNZ I B ik ik ' ROt
BIAFRUN T D B BMRYGEE I T D LB Th oz,

1.8°p. 6



1.8.1.

. Fe A& A
. [JE TE
B[ 2% HE | w,
b4 ik U e K HY, i Wilcoxon
FE b
10 20 16 26 12 3
) %'/ 87 0, 0, 0, 0, 0, 0,
e (1%) | @3%) | (18%) | Bow) | (14%) | (%) 50,0119
7ok 89 8 13 9 34 23 2
REE 9%) | (15%) | (10%) | 38%)| (6%)| (%)
% % ]
JiE
. Wl ||| E|E
=3l R
FEAERY e 1;2 w |l |z|w| % R
IS i HE
ZERMIF 23
54 % g 66 | 6 [17 [ 9 |22 (10| 2 | o,
1E e 18
T7EARE| 66 | 6 | 12| 7 [20 [ 20 f 100
EhUF 3
B R R TLOL 320 ] 0 @
RFEAE b e 2
TIEABE || LT o g
Lennox- TERYF 4
Gastaut URE el 3312 2] % cew
i o 1
DR | FoeREE | 16| 1 0 1110 4]0 ©%)
S 0

2. /NI BT BER D FEAE K ORI AEIC*T 95 Add-on $5-(C
5 =R ($gfﬁtt$m§5ﬁ)
MEFFR RISV a i) b Y v AOFHEEICIEN 1~5Smg/ke/
H OovZagr ) orz20 L, ZJvr e @lugdsmd
% 3K & IO O BEITITH 1~3mg/kg/ H) | A‘/w"nﬁz‘# k

U w7 LG EEITITAY 5~15me/kg/ A tfxéi IRELTE
M L7z, A% iﬁﬂfﬁ%ﬂﬁ TR D BEKARIERE 1P LW
EINEANZ BT D Ik R UGE j:U\T@&io‘ﬂ ThoT,
V%S e
- S Fe A& A Wi
£ ES)| R e HE | Wilcoxon
g | O | | TR M| ke
FE R
A (112%) (?S%) (zlf%) (2118%) (1%%) (33%)
HE p=0.0009
V= 3 NERE 2 20 3
srpe | B2 @ [T e | o | e | @w)
¥ % i
JiE .
; \ Wl || R E|E
=i % ek
FEAER BehaE g)g wle|lw|z|w|x g2
& &= fig
ARYES 12
moawe| cwr [P0 eew
1E ———
V=PI R 14
4 3ol s]6f 2] ge
ARYES 12
W gt L0 I T R R 2 T O [
RRIE =51 1
- o3 falalo] g
Lennox- S+ L S
Gastaut 7%\/])&; Flalsluls|elaln ( 412‘:/)
JiE o B °
O &My | S=YIR 5
i 2 salofsfe|ufrzfol o,

3. ENEEERBRICR T D R EIEE ORI R
(1) HEOENCEDRBEOREREDORBE (L7 afg
F R U AR BRE)

KRR FEHAREOCTO#ROBEIHAR) L &mOHETER
HLUE-ENEERER Ov7aligdh s Y o LAHEBE) To3x
550D i RS E DR BLERIT 10.4% (18/173 i) T - 7= DIkt
L.2v7afig) b U o A0 HRE IR CREHETHRSG L
7255 = AR REBR TI% 2.9% (3/102 f5l) TH o1,

FETE 5 0 M O

e AR I )

AR THRE L

5 ARG AR 102 3 (2.9%)

AR @' T

125 U= PR A 173 18 (104%)

(2) FEWERRRERIC

FEWERE) DFHLE
IWT?@M‘Sﬂtﬁﬁ}\&@“/J\ﬁTAm)A/%%%ﬁ%k 2
TR OV AR AR BBRIC I\ T, 547 IR 3 41 (0.5%) 2R
FEREEARAEERE (Stevens-Johnson JEERE) 23380 Hiv, Wi
LoorTafEr b v AR L, ARAR FIEHEROE

OHOWEAE) LvEVWHEZRS LEERATH- = (R
A 233560 161 (0.3%). /MR 212617 261 (0.9%)),

B 5 K REHEIRAEERE  (Stevens-Johnson

<BHIHWTRESH-ERKRHEROFE>

1. BRAICET DE0HIEICxT 5 Add-on 512 L 5
0 A N PR 202D
HEFPMIELE 400mg/H (AT wigT 1Y U LIEDEH) 72D
K ORE U CENME L7ofE R, AFIEIC 3T 238 EHERD 21T
TIEARAHELMB L THEBEICRE N T, o, HMEHEL
300mg/H (v afgs b Y v AFEGH) T 150mg/H (N
N7afpt N v APFR) E7ed X O FE LT LR
ARFNBEOREVEE R RIZT T RRE S el L CTHEL ;|—17I)‘

STz,

ZHEEMmZ

S U AL
B TEOVEC | s
400mg 88 259
150mg 213 300mg 41 26%%+*
ED: 7T eREDE, 1E2): AT T b U v AHHOSA
ok p<0.001

2. NRIZBIT D ERIEICRT 5 Add-on #5128 D
{TRER] HeieitEr 2
MRAELEZ ALV ol MU U AOFHBEICIEN Smekey H
(K 250mg/H) ., ~Sv7afigd Y o AIEGHEE TN
15mg/kg/ B (B Kk 750mg/H) & 725 X 5 8% € L CHEM L7 iR,

ZEEmRIE

KAIBEC 3515 B R ARSI SR 7 5 b AR & bl L CA S
WZE Mo T,
. o SR
et AR g
T U X 98 36%**
7T AREE 101 7%
5 ; p<0.01

w

. Lennox-Gastaut SEMERE (3~25 i) (21T D EMEIEICXT D
Add-on #5285 "HE *ﬁlﬁﬁﬁ?ﬂttﬁxﬁﬁ =
MERFAEZ VT afiE) Y U AJFHBE I Sme/ke/ H (5
K 200mg/ H) ., v uafid bV o AFEGHBREICIEN
15mg/kg/ A (Fe K 400mg/H) & 72 % & 9 F%E L THME L 72k A.

RANFEZ BT 2 REEERDRIZ T TR L L L THEIC
Emo Tz,
o b Py
BEH P s
A Es 78 32%*
7T AREE 89 9%

* 1 p<0.05

REAIEIE (2~557%) |
RN A TR ] e i 2
MERFAEZ VT aliE ) ) U AGFRBF T, 2~12 mICi
9 3mg/kg/H (B k 200mg/H) | 12 s&BIZIE 200mg/ H, 7L
o g b U o AIEPEHEBE T, 2~12 icix 12mg/kg/H (&
K 400mg/H) . 12 mziE 1Z400mg/H & 725 K HF%E L CHEMEL
Tof R, AHIREC LRNEBEERD RIS T R AR e L

&

W29 5 Add-on H 512 L5 —HE

1.8 -6p. 7



THEIE» T,

— T EE
i . B s f
ZE MU X BE 58 82%**
77 v R 59 43%
% p=0.006
5. WEAMRPRBRIRIC I B TS R O R sk

WA CElE SNz TADAVBEERNG L LZ Add-on 512X
% T HEE MG 8 BRI T D HE A R E ORI RT

LT LBy Tholz,
B R E ORI (FEBER)
R ST agr | N Fagr b e
FU YA | U v AFEGER o
i) % 0/16 0/30 0/46
fifﬁﬂéﬁ A (0%) (0%) (0%)
Ay 20 /N 0/8 0/4 0/12
I (0%) (0%) (0%)
KBMELVE | B 0/27 4/605 4/632
WHETESL [ A (0%) (0.7%) (0.6%)
ToHEAME IR B | /N 3/95 2/82 51177
20) ~23) ,25) ~27) L% (32%) (24%> (28%)
B2 0/43 4/635 4/678
e A (0%) (0.6%) (0.6%)
e /I 3/103 2/86 5/189
) (2.9%) (2.3%) (2.6%)
) ENARHE (WIEH &R O 0% Ol &)
[ % £ E]
1. EsMER

BERETCADATMET MIB W CTHURBIER 2 /83 2 &2V s

T3

(1) ~TAKQT v b OERERREZ KT 2 2,

(2) Y (XrFLUThIY =L 4TI PURD
6 7- dimethoxy—4 ethyl- § -carboline-3-carboxylate (DMCM))

X0~ U RTFHI S D BRI & 3 5 290,

(3) 7 v MROA X OWEHIZIIT D BRIV FEZF ST 2 1
-a—%) 31)

(4) )ﬁ’f)lﬁi*&@/ﬂ?g%/l\)/77/l\ BWT, ¥R
THAEE PN L, IR & AR D P Y, Fiz,
WS KU 7Ty MZBWTER v KU v F DAL
T2 P,

(5) AfhE {EH’J’C/\/Z’PA@J%-’ET/V (MR~ 7 AR T
> M. EL ¥ U A, lethargic ¥ 7 A) O TAMAARREIEZI
92 3939,

(6) 7 v MZHT DRt EBREEERIET < . WREEE (H
VR R E 2R3 EDso i HUERER 0 EDSME_(DJ:K)
., 7= b VT AL LD b EVEEZTRT P,

2. {EFR¥EF

Na® F ¥ RV & B EARER D D BRI IHI 5 Z &1

o TR A LZEMSE, 7 NF I V% OEEY MWNE%%
OFEREEZ IR T 2 Z LIC K D UEBER AR T LEZ LT

6 37), 38)0
(BRI S BEEHAR]
— A . 7% bk U &% > (Lamotrigine)
b4 : 3,5-Diamino-6-(2,3-dichlorophenyl)-1,2,4-triazine
%\%K : C9H7C12N5
SR : 256.09
= :
Cl /N\N

Cl

H N \\N/JL\NHZ
PR HE~EEAROMERTH D,
SR (logP) : 0.4(pH1.2, 1-4 27 % ) —)V /KFR)

8.0(pH6.0, 1-4 2 ¥/ —/ /IK%)

1.8.1.

(ML EDEE]
AENIHBAHIND OEEEE LTV D728, BEMZ IR AR T
RAFT D LR E LV, [RANTUERIC LY a0 A R
HELDZLRDD, FARBEDONTHEIFMERN LRV &, ]

(&2 #]

F 27 Z—L BN 2mg 140 §2 (14 £ 10) PTP
77 H =N Sme : 140 8 (14 $£X<10) PTP
7 3 7 & —)LEE 25mg 140 &£ (14 $EX 10) PTP
Z 3 7 Z—/LEE 100mg 1140 §& (14 $EX 10) PTP

[ & x #]
1) Wolf P., et al.: J Epilepsy, 5, 73-79(1992)
2) Yuen A. W. C., et al.: Br J Clin Pharmacol, 33, 511-513(1992)
3) Binnie C. D., et al.: Epilepsia, 27, 248-254(1986)
4) Jawad S., et al.: Epilepsy Res, 1, 194-201(1987)
5) Anderson G.D., et al.: Clin Pharmacol Ther, 60, 145-156(1996)
6) Morris R. G., et al.: Br J Clin Pharmacol, 46, 547-551(1998)
7) Yuen W. C., et al.: Br J Clin Pharmacol, 26, 242P(1988)
8) Magdalou J., et al.: J Pharmacol Exp Ther, 260, 1166-1173(1992)
9) Green M.D., et al.: Drug Metab Dispos, 23,299(1995)
10) Fillastre J. P., et al.: Drugs Exp Clin Res, 19, 25-32(1993)
11) Marcellin P., et al.: Br J Clin Pharmacol, 51, 410-414(2001)
12) Posner J., et al.: J Pharm Med, 1, 121-128(1991)
13) Ebert U., et al.: Eur J Clin Pharmacol, 56, 299-304(2000)
14) van der Lee M.J, et al.: Clin Pharmacol Ther, 80, 159-168(2006)
15) Levy R.H., et al.: Ther Drug Monit, 27, 193-198(2005)
16) Weintraub D., et al.: Arch Neurol, 62, 1432-1436(2005)
17) Doose D.R., et al.: Epilepsia, 44, 917-922(2003)
18) FHIEEFRIZA « BEAKSFIHEEE, 11, 117-134(2008)
19) KHBFBEIZA : TAMNAMIGE, 25, 425-440(2008)
20) Messenheimer J.A., et al.: Epilepsia, 35, 113-121(1994)
21) Schapel G. J., et al.. J Neurol Neurosurg Psychiatry, 56,
448-453(1993)
22) Duchowny M., et al.: Neurology, 53, 1724-1731(1999)
23) Motte J., et al.: N Engl J Med, 337, 1807-12(1997)
24) Messenheimer J. A, et al.: Neurology, 65, 1737-1743(2005)
25) Matsuo F., et al.: Neurology, 43, 2284-2291(1993)
26) Schachter S.C., et al.: J Epilepsy, 8, 201-209(1995)
27) Sander .W.A.S., et al.: Epilepsy Res, 6, 221-226(1990)
28) Miller A. A., et al.: Epilepsia, 27, 483-489(1986)
29) Cramer C. L., et al.: Life Sci, 54, PL271-275(1994)
30) Dalby N. O., et al.: Epilepsy Res, 28, 63-72(1997)
31) Wheatley P. L., et al.: Epilepsia, 30, 34-40(1989)
32) Otsuki K., et al.: Epilepsy Res, 31, 101-112(1998)
33) Stratton S. C., et al.: Epilepsy Res, 53, 95-106(2003)
34) De Sarro G., et al.: Neuropharmacology, 35, 153-158(1996)
35) Smith S. E., et al.: Epilepsy Res, 15, 101-111(1993)
36) Hosford D. A., et al.: Epilepsia, 38, 408-414(1997)
37) Xie X., et al.: Pfliigers Arch, 430, 437-446(1995)
38) Leach M. J., et al.: Epilepsia, 27, 490-497(1986)

[BEHFER %]

TS5 e AI AT T4 UHERSHE

T151-8566 HHIEAXTEL 7 & 4-6-15
HAB— o T B F—

Tel : 0120-561-007 (9:00~18 : 00/+ H#.H 2 <)
Fax : 0120-561-047 (24 W32 {T)

T5U Y AIRT TA UHRE
HOTHR B X TBR o 45 4-6-15
http://www.glaxosmith kline.co.jp
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1.8.2.

1.8.2. ik - R (X)) RUTDOHRTEIEH

1.8.2.1. RheE - R (F)
MOFLTANAIETHD 2R DBRBD LR N TANABRE O TR T 55 TAMN
AR & DO E
o RAE (ML IEE &)
R IEL I IEAE
Lennox-Gastaut JiE AR IZ 31T 2 R AE

AIFE (ZF MU F2 LUF, LTG) &, A OERRGER BT & 0 50 AT 5 A 20

DRDHHINTEY , RMOEERAEBRICEBNTH IREEBLRBIEL G el BIEICR L, B
IR RBAEMHN R 2R 2 E R STz, £, BRBIEICOW T, KL OV O
IRFBR BRIV T SRE R ARFIEICKT L CRAFZRBIEMRIN R EZ R 2 L BRI
(1.82.33 M)

Eo. AN T 2 EMETANA DRI T 5 Lennox-Gastaut it i C I3 AN RS %
EERICHED T L AR E LY | BIEOEHIIATEE 2 IEE T S -0, BB, RHAR
DFFICEEM SN D05, WA OREREGRE CTlX, Lennox-Gastaut SIEfEREE IZ LTG % add-on
5 LB SMRIEICRT 2 BIMMERRO G TR Y . R TORKRBRAEIZIB T 5T
Ao ARAERNHID R TS RS & R EE Ch D Lz S e (1.8233 %)

L7edi-> T, FEHEER QOMFRA B HEE) O - R (%) ZHEMRETL. Bk
LT NEZBE 2 722068 - IR () ITEE LT,

WA EGERFOZhEE - 2 (2)
fOPLT AP AT TR RHRBBD LR TANAD FRBIERIC BT 5
PLCAMAIELE DOFH

(1) I FAE

(2) fFE

1.8.2.2. TADADER. FERVER

TAPAE, TSEIERFRICEVEZDEBHEOMOEERTH Y | KIEOMRSHIIE O
F7p B |\ Z ok D REEOFRIE (TADLAFIE) ZFEHE L, ZHUCEIRITE ATZRRR X
WA LORFEZME) L) LERSNTEBY?Y | ZoLAERIT, BIEERCRKERBT S
FAE R OVERRIER Th b,

TAMARIEORIERNL, Ty (AL BN J1E1 KO TRMFE (R IR
L) | ICKRBIEN TSN (£ 1.82-1) . TAMLABEIL, T 5 ORIERZ HM T
A LTV, [AUBELRE UM (R) EABND LW @A LR E a1 %,

1.8 -p.9



1.8.2.

% 1.8.2-1 TAMAREOEIRSE
SIRSCHK 3) & —HRck &

ABSE O RAE G 720))
L. 5 (s, B ZME BAEHEL 0 3AE (BN 5 5)
C. o IRMEA% LI AR
A RIFEAE
B.3 47 u=—3%{F
. ey N C.IHMRFAE
. 2RI (EREM: XTI A ) D RETEE
ESRIE R CFEAE
F Wi JRIE (CRSZFEAE)

M. EFROSFEICE ENRODEEARGE TADAIIE
IV. i

HOYRIETIX, CADARIER 5 & Z AR OM@F 72 FHIER S (A5 2 KM
B THEED IR L CTFEE L. £ DOEAL ORI L - TRIBER N BT 2
DT, FEEENLEHE T D RERE D RIEIRCI I 2 bR BN D = & 25 E 35 (K
1.8.2-1 : £[X) , EiRIEENeWGHE % THME D RBIE | BEfERD O 256 % AN
SFRAE] . BIZWE D DREBOBIME~ERT 2554 [ e IE] & LTHH
ENb, INOORERMITIEE TH - TH, HMEORIEN DEMER I RIE~EERT S
WFR 2 LG 0 IR 2 7r 97— (Compound) FEIEE SN TEL ., ZORIERED
BT, KB 5 TADATE OZERIE « RGO E O CE X 220

— 07, EMFEIEE. BRI OBRZGICHEHEER N IZ CDN S B ZIAEN TS Z & 2R
BIETHY, W, YIRBEOEBMEKLN SO, EEEpEXmEchs (X 1.82-1: 4
) . SESIEICE, M SOIIEREMEORIEN G £, TOFER B DOITIL, KRIFIE,
FEBIRMIAE, I A7 v =—FME, BRIEIE, SRERME, REFRRREIE. BOFME (R
BAE) mENRBITOND, o, HOBIELITRERY | B R D RERNEOF
(Combined) L2252 EbHdH0, FIERE « BIEMI KO BIZIR D | L TADAIKIRE
DRREE2 DY

LAVAN
- A _I.'-":_\..'-L T
. i, AT VARTAL
:;. o .\' { “"1“..'\. .l|:'|II .-". p!
4 . [ ot T
LD u I <~ o |
I . .. = -III.-._IJI.-.‘. :l. - E";:-‘I H""q,]j—,.- 1
o L
! I :.::: ::
|I ] Iu |
! LR
T T | ettmin
e || BB Rk
LR R B o V1 OB
L B \J
Iy _.l

SIHSCHR 5) X 2-5 A Hni
H1.8.211 HoIRHE () RUELBREE () ORREXE

1.8 -p. 10



1.8.2.

FRAEHNC R SN D TAD AL, SRS BEIICHFK L, BEMICE > THRIENHH
LTV EBE R OBEICRIFT 2 BH DT bND, REICERT 2 TANABREIL,
SR CEFINCRIR T D BE L0 D7 BTADABED 20~25%% L5 . 728,
TAMADRIERNT, Fli L & HICBRBIEN LD RIEZFFOBHEOEIENE E > T E,
ZOMWEBRE > TEELTL 5,

— 7 INRTADAIE, TR ISR 7R & MG 2R3 2 & (BUF, k)
NIEH SND, FEEIRIENE T A AMERIED X 5 2285 T Ads AVFVE R OB 72 i 55 73
Wi 2 &, BIEIC L D72 & THRICHIRICERNA L SIET TR TANAMEME (3§
TEIE) DRMBEERIK T2 &2 L, FrPEEim o ENE L EHEIND, MiET 5 &,
A8 A AT HEZe F CICRIMEERE MR F LT 2 W) | 4D TIRAIZR I &£ 5 . FRICENMET
A DR C & % Lennox-Gastaut JEERE TP E 2 & RICHES T L 2R E L, %8
TEOFHITAATRREZRET 2720, R, RENRENERESND, T0H, fx D
REEAZ T, ATRESIC, TANAFRIEDORRE B S L T b b 00, ORI
FAEDIREN RN TND Z &, OIEFIERFIEDNEWBE N GFET 52 L&, OTTEHRE,
HMEEZHA L CODIEANREN L, REORERS D,

1.8.2.3. R EARHL

1.8.2.3.1. JEER PR SUER A

LTG IXE A HIEO BT T L Th 5 R KEBREEAR (w7 AKOT v ~) D icsnTm
FIEMZ R L (262211 2M1) | BEEZEFREBR (T v bROA ) Y 2B THHIER
ERTZENREINTND, o, HHESDBIEOBMET L Th D EL~ 7 A DR,
BEHES 3 ZAE N IR 2L BIEOBMET LV Th O RkEEX > R v 7T v hoFx
KU 7 RIEZIHIL (2.6.2.2.13.1 210262214 8) | FIZEEX RV 7Ty o
XU R REERMEIT D ZERBESHTWSY ., ZASDZ N5, BERICBWT
WHE AL RIEE ST BB L CTHEZICTh 5 Al RIR ST,

LTG (T &R IEOBE T LT 5 DBAR v 7 20 ROVGEP 7 v MV oofci % ikl
D ENMEEINTWD, Fio, MERRBIEOBMET L Th H R NEREERR (vv
ZKROT ) D (262211 BH) KO PTZ FHHREERR (2.6.22.12 2HR) 1230 CTHH]
ERMZRL, 47370209 RIODMCM #%"Y igER B (= 2) 128\ CHIfIEM
ERTZENRRESNTND, 25D EnG, MEMAIERIER EOSRREEICAZT
O D AREMEN TR ST, LTGIEIRMBIEL NI A7 v =—RIEOBMET NV EEZ LN T
W5 PTZIZ &% twitch OFEBERHZ 6 L CIEMBENER 2R S0 72hy (2.6.22.1.2 ) |
B D KIFEIEDOEM T T /LT D lethargic (Ih/lh) ~ 7 A D KAFFEVERRECE 26 L CHIHIE
HaRTZEBPMESN TR | KMRECH L THAEDTH D RN E X b,

LTG OPUEREER OB R < . Fei T, D7 < & B 24 R t: £ CTIXER N
Bt T Z L WESN TS ™, B2, LTG ITHEEIEM 2R3 8T, S5 M OGS
K EORWER 2R S @i EsnTng 710 |

1.8 -p.11



1.8.2.

—J7. LTG %, mtkEEx > KU 72T BT, 2 RU 7 O-MEbIH Lz 2
EMD (262213220) | BRIZEBWNT, TADAFMEOEECHEIT L IETE 5 A
PRSI NI,

F72. LTGITHAE T v b O PTZ #HHEERBRICE W T HIE(EH 2R3 Z L 03liE &
nNTEO D | NETADADIRRICHHHTH 5 aTREMED RIE S LTz,

LTG O TANAEWET MZEBIT 53R BRAHE 2 BEFOFL CAMNAIRE g3 25 & #5038
YEOEW)ET )V Th 5 R EBIHERICE T 5 LTG OMHIER X PHT X O'PB £ U & 58
ZEBRESNTEY Y | BHERORIEOEHET NV Th D EL ~ 7 A8 B @i
FIX PHT 2 ONCBZ LV b3 7- (2.622.1.4 2) | #0VER ORE R IEO B
ET VT H D RNERAEER I 1T 2 IR E MR AR HIEH O EDs fEiX. LTG=DZP
=PHT < CBZ<PB<VPA<<ESM DJIETH % Z L NWEEINT WS 7P, RERMRIECEIYE
TNV T D PTZ FREAERBR I T 2 iR E P R I /EH O EDs fEI%. DZP<LTG=
PHT=PB<CBZ<VPA<<ESM T % Z L NHES N TS P, HIZ, GEP 7 v MIBWTH
i U7= LTG OIEWEREIE. PHT OV DZP ICH T %2, 1.5EF@ < 'V | PHT #&HiE Rk
xR 7Ty MO L THOPUERER 2 R"T 2 EARE S TN,

£1.8.2-2 TALILAREREZEBTAMAEYMETIL
2.622.1 % 4 & —Epch s

FEAER #hiyE T v

oy FAE S KB A

By SR —

BEHEL D FAE EL~ U ADERE, X RY VIRIE

IR RAE EANINe (3
ETENE

R B AT B KR R

PTZ %8 A5 M AR A 8 BB I
RAPRNE,/ I A7 n =—F{E PTZ 5% twitch DI BLIE

PLEDORGFENS . LTG IZEERIZB W TRRA KL OVNRORE % 72 2 A4 7D T VRIEDIRR
WCHEHTHY . TADAFEMEDOESCH#EIT 2B IE T 2 lREM: &R S iz,

1.8 -p.12



1.8.2.

1.8.2.3.2. A TENE L BRI
a. BA

AFTIE, R TADNARBE Zxtg & LT Loyl T/ARE (2.7.63212H) (1
BT, BEFOFITANARKIZ LTG O KR - HEZSE L LT, WEsAmMIZIHES
TR CHEEIEIZ LV add-on 65 LA IER OV 22 RS Uiz, £7o. AiE DHERBRO
FARIZ BN T, Induced group (RO ERMRFBIRE TH L 7NV 7 v U BaEZ5H5 T 55T
Aoin/uBE [CBZ, PHT 72 &1 OffHf) KT Balanced group (VPA [Z/L7 v gt & % L
E] ROV 0 UBREAEFET P CANAKOGERE) & HICHE L AR DR
WZIEDOFHEI TR ® H 41, Balanced group I3 Induced group O -5 ClRIFEEE O M AE hREAE &
NHEZEZLND L L BT, N TOEYENRRRAE L RO A GO TND Z &b,
Induced group (2351 5 HERIGHEZRFTT 5 Z £12 XK V| Balanced group @ H &5 E 3 AT HE
EEZ, THOBREIE TR (2.7.6.3.1.1 2H) 1238\ T, Induced group O A % X HIT
LTG add-on ¢ 5-kRf DGR EEMEFFH EARRE L, 1 H300mg (1 H2[E : LT, 1 H&E) T
D &I LT,

AHE - ARz AV ISR (BUF, LTG-2-03 3R : 2.7.63.122 M) Tk, E
ik L 7= Induced group O #7259, Balanced group (15 » F &%, B MAHRBRICHIT 5
MAEH LTG IRERGEL 5. Induced group D8 TH D 150mg, 1 H 2[0) HEDHIATA
MABE R, 7T RRAR TEER, WATHFLEIC XY LTG % add-on #5- L7z
fER, daER (THEWUGE) T TH8EE) LHESNTIEFIOERIE) 13X LTG ¥ 34%, 77
TR 24%THY | FEFHEAE & LI RKEREGERE OHESMIZBWT, 778 ks
EHARTHRICENTZEEDRNRO bive (p=0.0119, #* 1.8.2-3) ,

#1.8.2-3 RRREBHREE (LTG-2-03 FHER)
53.512% 7-1 k%

RARE | ek | Bam | &% | oodE | Ak L | WetE | B
TR | 89 30) 13(15) o10) | 34G8) | 23Q6) @ =0.0119
LTG R 87 10(11) 20(23) 16(18) 26(30) 12(14) 36) C
pesme | e | damse | OO g
7“—7Jmf:ﬁ$‘ 89 2124 4~25 p=0.1353
LTG I 87 3034
FAS fEfr et 4

FESMPN I IE B 3 5 El A (%)

1. Wilcoxon “AEAME

2. ERSEE) T g SHESIhIIER OEIE
3. Fisher OB RE

1.8 -p.13




b. /MR

1.8.2.

R RIS DARRABR DR T8, pRAGR IS AR & 2017 L ¢, /NEEEE TAD AR
%19 % LTG add-on # G-RFOMEFF R A IRE T D 72012, #SVEGRRME - HEZZHICH
& - HEEZHRE LB IR (27.632520) 2% L7, DREHRTANABE TSR
RUEZAETDHRENL L MRE LT, BRBEIHAROE EBRETHS VPAREH Sh

DHENLN,

L7Zi3>C, /DR TR

FUBRIZ WO THUIRRR IIIER TEAHRAER & 32720 |

Induced group 7217 T72 < VPA % )13 % Balanced group }2 O® Inhibited group (VPA H.A|{FH
B) =& OTHRE LIoRER, DNREHA TANAEBFIZ LTG % add-on Bt 5- L 72RO H EN

R EH, BRI SRR N & AR LT,

IR EERGAER (LA, LTG-1-02 385 : 2.7.6.3.1.3 M) Tix, BEFIETH % ZNS % %I
ELHER, WATHMEEIC XL Y, LTG % add-on %5 L7-f55HE, TEGEA & L~
A UGEE OYESAIZIB T, MBERICAERZDRD b (p=0.0009) ., EFIX
LTG Bf 44%, ZNSFf24%TH V. LTG add-on #% 5-OF %01, BEFETH D ZNS L [FIFRE

HLIFENLULETH D Z EABGRES L, HIZ

FED 90%CI : 7~33%, p=0.0092 : % 1.8.2-4)

#1.8.2-4 RRREBRREE (LTG-1-02 HER)
53.5.1.3 % 7-1 & — 8Bk &

BIERL TS Z EREnz (KERD

e H5RE HE B e %E O I ik R AE e
ZNS Ff 82 3(4) 17(21) 17Q21) 22(27) 20(24) 3(4) —0.0009
LTG B 86 12(14) 26(30) 1821) 1821) 9(10) 3(3) P
R N i e I
ZNS ﬁ 82 2024) 5~35 7~33 p=0.0092
LTG 86 38(44)

FAS fRHT %15

FEIPIFIE G5 2 EIE (%)

1. Wilcoxon _AEAME

2. MEREE) X3 TeE) LHE SNIER OFIA

3. Fisher OB RE

1.8 -p. 14




1.8.2.

<AFHTEHEL-BEREREBEOELH>

FEIAR SRR O D . BRABEE CAMNABREIZX L LTG % add-on & 545 2 LIz

EV0. TR THEREELZ R L, RURAMERHE S (27.63.12 28) .
Fo. NEEHECTANABEIZKH L LTG % add-on %5925 Z L2k v, BEFITH D ZNS
EHRTHRICENZEENA DL, ZOEPMEILZNS ERBES LIXZnU EThHD

eI N (2.7.63.135H)

PLEo X o1z, ARFRCTEME LA XIZ/NE O R T A M ABEITIT 5 B R BRAE D>
5. LTG @ add-on & 51X B2 B 0MEE 7253 Z LR SN0, OTADAZREIED
FAERNT TERyFE) RO TRfRIE) 1I2KBISh, 2D ORI ITR/RL B2 5N
T2 & (1.8222H) | OQTANADEMDIRIFITKENT, FHIFAUZE R H LW ILHEED)
RPLCADAEDOMBEDEPRBRIICH O TWD Z L (25131 58) | @kEKR UK
EIC BV IR R AR 2 3. TE%E] . [Lennox-Gastaut SEMEREIZ 35 1T 5 2%
1 &bic, T2EEE ©56 HREMMAIEE] OPBEZEHSL T2 b, KR
THROLNTERRRBRAEEICB W TH TR IE o THREFEIE] & O [Lennox-Gastaut
JEEREIZ 1T B 23 E] 12 LTG @ add-on BEG-BHE R TH 2 GOV TR 2 403
W DT, WS OFAMEENE T o D HMEHE DR (PR O 50%B %) 2R L, i
S DGRBS & & bR LT,

B, 18221TR L K oz, HMSUTEHER A BIEO R OEWL, KIKIZH T2 TA
DTS 8 BT ZERIRY « FERIRZARIBRRBE OB WCIB X", — (Compound) HIETH
L EOBEEN D, W TIE. OF S RIERE (R FAE +EHET 3 E + RIS b
FAE) . OFHFAE (HEME S RIEHEHER 2 HAE) . @ kM2 b IED 3 I/ T
TRIEHERDRZEH L TV D20, AORBRICBO T HHEs &R, b 3 i
DFAESTFANZ DV TIRAFBEE D &2 B LTz,

1.8 -p.15



1.8.2.

1.8.2.3.3. AHRRVBNOEATANAICHT ZERERANOEDEDRE

<#HFE>
2.54.7.1

a. A

ARFRO LTG-2-03 HERIZ I 1T D0 FAEIT KT DR F 4 | [A—OMFFHEL S
LR T A Th DI PR2-0SHBROAAR & & IR L7 (£ 1.8.2-5)

MR IZ BT, LTG 300mg (LTG-2-03 #lRD VPA PFRBIZIL 150mg) A HMEFRFHE & L
T add-on %5 U TZBROFEIEB LD R (FP Rl e OF 50%80R) 13, R E %
BrRE[FIFRE Ch o7z, LTG-2-03 SREROBRPILHETIL, P42-05 RBRICH AR TR—2 7 1 U H)
DFNEBEE DRV VERF HALAAINLD Z ENRFHETH - 72728, LTG-2-03 FRER AL A AFUES]
D 5B, P42-05 REROEAEITHERL U7 ER] (N— R T A HIOFAEBEELDS 4 THFIZ 4 =12
B ZhhH UMEHT L7oRE R, LTG 300mg #5-HEIC 3510 D 3 FAE AR O R AEH LR 2
(FFofiE) 1%, P42-05 5RO 500mg #F (31.8% [H/IMHE-463.6%., FKME 95.2%] ) (ZIZ&iE
RN OO, 300mg B (22.9% [F/IME-259.3%. FKAE 93.9%] ) L0 L&l (27.3% [&
/IME-388.5%. HKAE 100.0%] ) ZR L7z,

1.8 -p. 16



1.8.2.

%% 1.8.2-5 FHEEERDVE (LTG-2-03 B U P42-05 5tE8 - 9 H1E)
5.3.5.12 % 7-3,7-4, 53.5.1.4% 16,17, 18, 19,20, 5| HCHER 17) % G.15 2 k%

S f g | TSR F
A/\%E E‘KW = EN iE ¥ E}‘ X e §l DRI o -
BV | BRE S | R BB | SEBIER (o o) L (%) P N e
(/ML RKAE)
. 0.0
TS RBE| 66 6.3 26%
e PR 1LY (‘1318'270‘0100'0) p=02181 p=1.0000
¥ 6 . 0,
L TG.03 LTG Bt 65 9.0 (-600.0. 100.0) 25%
N 9.7 )
) o TR REE| 45 9.0 (4479, 1000) | 27%
A SENE HERE FH - 273 p=0.1267 —
D, . 0,
Leff LIGEE® | ST 122 1 (5885 100.0) 2%
b e 13.6 )
T eREE| 67 32 (2680, 82.7) 18%
G =R X 229 — 0, —
P42-05 | #EFFHEH | 300mg BE 65 3.0 (2593, 93.9) p=0.696 20%
. 31.8 ~ )
500mg 59 29 (4636, 95.2) p=0.031 34%
7T eREE| 60 6.5 ; 1?'(?00 27%
e R (. 1000) |, 47995 p=0.8372
LTG Bt ¢ 61 9.5 ; 19.8 25%
LTG-2-03 (. 1000)
b e 16.7 )
) o TIeREE| 42 9.6 (1830, 1000) | 29%
SN TR HEFR = 3 p=0.5630 —
RO LTG#£® 48 12.3 : 25%
(B 24E) (-388.5, 100.0)
e e 12.9 )
TS RBE| 63 3.1 (2680, 82.7) 17%
< =R 2 240 — 0, —
P42-05 | #ERFFHEHRT | 300mg B 63 3.0 (:255.6. 100.0) p=0.544 27%
. 35.7 ~ )
500mg #f 57 24 (4636, 95.2) p=0.044 33%
7T e REE| 18 2.0 (7'1f(')%0) 17%
A A — 6 p=0.0160 p=0.6906
¥ 6 . 0,
16208 LTG &t 18 2.8 (1100, 100.0) 28%
TTEREE| 4 16.3 (_86";7'00 0) 0%
— bk MERF B '39‘ T p=0.0233 -
. - V6 . 0,
EfEALFEE LTG#F ! 83 (-23.1, 82.7) 1%
b e 8.8 )
TIeREE| 22 0.2 (:600.0. 100.0) 41%
4 E=R A 0'0 — 0, —_
P42-05 | P& | 300mg B 24 0.3 (:300.0. 100.0) 21%
. 23.9 )
500mg Ff 17 1.1 (-100.0. 100.0) 41%

LTG-2-03 #AB% : FAS fif#fr %14 (Full Analysis Set) . P42-055%# : PE fif#r x4 (Preferred Efficacy Analysis)

1.
2.

NR—=2 T A HORVESE « BALIX LTG-2-03 3RB& A3 [0/4 8, P42-05 7Bk A3 [/ 48
LTG-2-03 35k : Wilcoxon “FEAME
P42-05 3B KM LT BB DX — 2 A IS OB & Sy U AT
(—ET T LD 75 B REE L i)
FEVEHBEIE S 50% LA 38 U= JE B o El 4
Fisher O B RE
R=R T A VI OFNEHE % P42-05 HERDILHE (R— R T A U HAOIIEBE DS 4 W 4 RIS 1) (CHEIL L 72 fE B %
Fhit U 7= bt
1 H 300mg %7 2 %5 (VPAPFRGITIE 1 H 150mg % 2 #5-)
FEYERIR O FEAEHE A 0 D 7= 0 HHAREE

723, LTG-2-03 RERD 7 7 B RBECI T 5 50%/DFix, P42-05 5RO 300mg AEL D b

EEE R L, 77 BREELD 5 10%mVMEZ R LTZ, LTG-2-03 B 77 v REEICE T

1.8 -p.17




1.8.2.

HR— AT A U ORIESEEIL LTG 300mg &% SRR TR o722 v, R—2 T A
> D FEAEBEE DIEND 50%IH DRI KT T ELRFT LI, ZORER, LTG-2-03 #EkIC
BWTHE, XR—R T A HIORIEHEE D 72000 0 [BI2L_E~2 Bl £ T OBEEE T,
LTG Bt & 77 B ARBEED 50%JA RIZFEFEE TH -T2, RX—RA T A VHIORIEAEEE N 7 [A]
Ul b/ BOEEER T, LTGEN Y 7 BRI CEE R L (K1.82-2) , R
(2, P42-05 ARBRIC IV Tik, RAEE R C 300mg B K O 500mg #ED 50%I80/ 031 iﬂ&f“fz%
D, WIS 77 ERBELY bEfEZ R L2y, mBEERE Tl 300mg #2377 B ARRICE
RTEAEER L, 500mg BN 77 B ARBHZ AR TEEZ R L (X1.8.2-3) .

B L, LTG-2-03 KON P42-05 sBRIC IS 1 DARBEE g L, [A—fEm %2R~ LT
BOT, RBERE CIXAREENC KD 1 EIORIEOA D 50%8D I RIT T HENRKE N
7o, AROIEMTMA T, TANAFIED BREBOREE KX < ZF - vl felE 2 Rg X
iz, —J5, EHERE T, TANARIEOBREEO 5D 1 BEIORIEDOH D 50%H0 2
WCRIETRHENNS L 2 b7, FFHEZ1T O IIT@E CTh 5 LB T,

HAREB O A Z I WRSEB IV T, LTG-2-03 B LTG BED 50%80 Fix,
P42-05 FBRIZ I\ TREFH PRI B 2DV 72 500mg FED 50% 03 L FIfFEE ThH > 7=
ZENDL, ARBIZBWTH LTGITA THH Z LRSIz (27332211 2H)
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1.8.2.

100.0
900 r
800 - - T T oo oo
I i
% 600 —
A
T e I i it
2
o
© 400
300 -
200 - --- -1 - -
100 - --- --- - -
00 : :
oEL L 1B E 2@ L 3ELLE 4E L E sELLE 6ELLE TEU L
1355 2[E i KIGE S AE 5[E K 6 a5k i HGES
R—ZSAVEOFEHEEVE) BLTGE OT5tRE
(e A T12%)
N—RAT7 A N N N N N N N
PR 05 (R OFPAE | 1EELE [ 2@ | 3EELE [ 4B E | SESE | 6FEELE 7 IS -
g (i) U 1 EA | 2 BRI | 3R | 4EREE | SEIRE | 6 MR | 7 MR
5 14 14 9 9 0 4 1 14
LTG ¥ 50% 80 15K 3 4 2 1 0 1 0 5
50%384 R (%) 21.4 28.6 222 11.1 — 25.0 0.0 35.7
i 5 21 20 5 6 1 11
7 %Jz* 50% 0 il 5 6 3 2 0 T
50%384 R (%) 23.8 30.0 60.0 333 0.0 0.0 — 9.1
7= 7 fih

1.8.2-2 REHEERIE - R—XS54 VEIOREHBER

(LTG-2-03 :RER : &P RELK)

18 -p

.19




1.8.2.

100.0
900 [~ T TS oSS R I il
800
F T R I il
# 600
)
T i o
S
K e e R I il
300
200Fr-—~----""" Whr-———=4-"" """ - il P el I ey -
100 [
0.0
OE L 5 2B E 3EUE 4ELLE SEME 6L TEME
MEE S ] 3B K i EIEES 5[EI K 6[E Kl TEIFRE
R—RSAEDFEEHEEVE) [300med  [@500mel O FS5tAR
(FEEhET13%)
N=ATA . . . . . . .
e 100 5% (L OFIPALE [ 1AL [ 2[@EAE | 3EIEALE [ 4RIBALE | SEIEALE | 6RILLE 7L
g (i) SES LIRS | 2 BRI | 3 MR | 4R | SR | 6 IR | 7 IR
iE 51l 0 16 16 13 3 3 1 15
300mg B | S0%JE %K 0 6 3 0 0 1 1 1
50%3E0 #(%) — 37.5 18.8 0.0 0.0 33.3 100.0 6.7
iE (51l 1 21 8 7 3 5 1 17
500mg | S0%I K 0 9 3 1 0 1 0 6
50% I8/ H (%) 0.0 42.9 37.5 143 0.0 20.0 0.0 353
] iE (51l 0 16 16 9 10 2 1 16
7 7?;* 50% 0 il 0 T 2 2 0 0 T 2
50% I8/ H(%) — 6.3 125 222 0.0 0.0 100.0 25.0
BT R AT

B]1.8.2-3 RMEFERIE . R—X 54 VHOREHEER
(P42-05 SER : B9 FEL2H)

DL by ARER R OSSN OEGIRRBR RS2 5 . LTG @ add-on £ 5-F¢ D F&VEINHIZh BRI IAH &
WA THERETH Y | AFRICBWTH LTG # add-on HHT 52 L2k v, slAEBSFENE
WZxf U C R ZRFEIEMSIh R A2 3 EHEEZ LT,
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1.8.2.

b. /MR

ARFRTINE L7z LTG-1-02 BRI 1T D3 FAEDRAEM R % | LTG-1-02 75k & [F]
—OHEFFHEZ EZORERT V1 o Th HEF: 105-040 SR DRlAE & & IR LTz (&
1.8.2-6) .

LTG-1-02 } % 105-040 FABRIZ BT, LTG % 5~15mg/kg OMERFH & (VPA JEHFITIX 1
~5mg/kg) Cadd-on $5 L7-#EHR. LTG-1-02 5BRIC BT 5 LTG BEORIEHEE R D= (ke
E KON 50%B02R) 1, WTRORMESFICBW T, [FRBROD ZNS BE X 1T 105-040 75
® LTG BRI TR E 2 7R LT,

% 1.8.2-6 FHEHERAVE (LTG-1-02 XU 105-040 HER : $h4o 1)
53.5.1.3 3 7-5,7-6, 5.3.5.1.8 % 13, 14, 16, 17 & —HBek %

- — TR T
i | pd | e | wre e S TR0 [ s | 5% [ o
(/ML e KAHE) W3
ZNS 33 13.7 « 361‘50 0 39%
LTG-1-02 | 4% i 1) « -0 )| 504253 p=0.7943
- . . 0,
AN LTGH | 29 2891 (1938, 100.0) 34%
o
= SRR | 101 10.1 (650 3)2‘8100 0 24.7%
105-040 | #E4=7 FH #: 4 — 44“ 5 . p=0.012 p=0.004°
LTG %% 98 7.4 5273 100 0) 45.2%
ST ZNS B 25 6.7 « 451'(5)0 0 44%,
FPIITENE L TG-1-02 | HEk TR 7 1000) 103465 p=0.5607
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L. BHERTHL 7TRILLE HIZBWNTEH LTGHN 7 7 BRI CEfE 2R LT

(X 1.8.2-5) .

FON & AR, IRAEE T CIXARENC L D 1 RIOFBIEOAF DN 50%ID 31T KIF T AN
KREWD, AROINIIMA T, TANAFIED AREB O EE K&  ZF o alratkEn
REENT, —F, @BEERE T, TAPAFIEDOBREED 56 1 BIOFRIEOHEDR 50%
BRI RIETHED NS 2D 720, FEHIAAT 5 IZIT#@i Th 5 & B 2T,

HARZEB D 252 I < WEBEE B ICBW T, LTG-1-02 #BR D LTG #Fi%. ZNS Bt L [
FREE D 50%8/ 0% &7~ L, 105-040 iBR O LTG #HIE 7 7 B RBHC AR THEEZ R L2 &
5. NRIZBWTH LTGIXED TH D Z L ARE T,

B, HERFHEE CORE A A G LRGSR, 105-040 38R CILImbi A il S &, HE
FEHEICEEL T D 12825 L TV 2 Okt L, LTG-1-02 Bk Tl 541 024
MEEZR L TLTG DR EEZFRICHEIE S22 BRT VA o ThoT2720, HF A ERE
2> 5 OFFAMEAR 1T 4 W & - 7=,

L7=M > T, AREOEERAERIZFHBV T, LTG @ add-on % 5-12 K 2 FAEHE /D HI1X
INS £ RE S B2 DO T2 IR TORE D -T2 b 0D, +7&ED LTG %1&5
L 7o I A & e TR BIFBERD BRI E L mEN R SN2 2 &0,
LTG-1-02 FRERAGE DS/ N4 T8 VE I 645 LTG add-on # 5- O RIEMFIZN R A2 S ET 5 H D
TlEWEHEZE LT,
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AFTHENM L7z LTG-2-03 3R IZ I 1T 5 MBI ARIEIEOFIEMEER D F (R I DY 50%
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1.8.3. Rk -HE () RUZORTEIRRD
1.8.3.1. & - AE ()
A (727 Z—)VEE 25mg, 7 2 7 #—/LEE 100mg)
oV alEs N U AEIRT 54
W, ZERNIF L U TRIIO 21EMIE 18] 25mg 2@ BICR DG L, kD 2

ERIX 1 H 25mg % LIalfR O 595, 0%k, 1~2 8 EIC 25~50mg 3>

W15, MEFFHIEIZ 1 A 100~200mg & L, 2[ENZHHEI L TRAKGT 5,

oo TaEF N U LAEHLRWEGS

(D) AROZ N7 0 BAE EFHET DAY 20T 5548
WHE, ZERN)F L L TRAIO 2EMIZ L H 50mg 2 LEREA&ES- L, RO 2
X 1 H 100mg % 2 [N 0E L TR 535, 20k, 1~28MEICK
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(2 (O DSOBLTADAKEED 20T 254
ALVTafEF )Y AEHATHEITES,

MR (T 27— g/ N 2mg, T X 7 Z—gE/ N Smg, T X 7 Z— LEE 25mg,
7 X 7 ¥ —/VEE 100mg)

VT RS N U AEFRT 5

WE, ZE RV UL LTRAMO 2IERIZ 1A 015mg/kg Z 1 EREOHE L, kD
2 MIZ 1 A 0.3mg/kg & 1 EIRE A5 5, £ D%, 1~2 I K 0.3mg/kg
FTOWHET 5, MEFFARIZ, ST a@Eth MY U AT TRAIO 7V a U
BEFETHIHHED 2T 25A1E 1 B 1~5mg/kg & L. AHID 7 L7 v g
B A FHET ZHEY Z0PH L TR0 AT 1 B 1~3mglkg & L. 2 [BIZ4E
LCRO#EG3 %, 728, 1 HHEITHRK200mg £ TET %,

ooV Talgpt N U AEFR LBRWES

(V) AFNDOT NI v A EFET LAY 2R 2548
W, 7YX L L TRYIO 2EMIZ 1 B 0.6mgkg % 2 [BII25rE L TRA
Feh5 L, ko 238X 1 B 1.2mglkg % 2 [ANCEI L TR OB ET 5, D%,
1~2 BRI R 1.2mglkg 3OS 5, MEFFAH&EIZ 1 A 5~15mgkg & L. 2
[EZE L CROKE G5, 78, 1 AH&EIIREK400mg £TET 5,

(2 (1) PSOBTANAIEE? 20T 554 ¢

sVTalgRF b U Lz A,
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PUCTADNAFRIZ LD TADAIRRIL, BIEMHIIR & BIERRBIH DONT o ANEET
HU ., flxOBFIZBITARELADHEELRDL D, WHEIC LB 21T 2N
HTHD,

AFTIX, WIMIB T HAE (T RUX LV LT, LTG) Ok - HEOEFEZ#EE L
THRBR A I L7 BT, AMICBIT DR - HEEZREL TWDL I &b, ARETHE, XU
DIZHIMZ I T 5 AL - HEORERIEZFLH L, AICB T 2 Ak - HEOBRERILIZS
WTIE, T E R ONME F1E) & THERFAH &) 120 TRtk L 7=,

72, WBINMCB T D EYERERBR O A S . LTG O IRMERIZOFHPL T A A K OFELE
R VBHER BT D 2 LR R INATND (27.22225H) |

LMo T, BT CANAEKDMAE LY (BRI TANAIRT L—T5 ) DN
\Z& D, LTG add-on & GO HABFAHNMLETH D Z L b, AL OMES CTIEOFHITTA
AT V—7"% Induced group, Balanced group & ! Inhibited group @ 3 )fF 7 v — 712451
TR L7z BB R (C D & . LTG add-on B¢ 5-0e D ik - HHEZ . VPA 20T 2546
AT VPA ZOFH LW BT 1T TRRIE LTV B, AR TS U 7=l R s BR AR 12 DV T,
FIZZINHD 3T N—T1THT DA - ZEMEORFREE R~ LT,

2B, LTG & OFEMMAMERNH LN TRWIITANAEKD LB EZ T 25615, NS
BT, VPA 20T 2356 L REBRO AL - AR TEREMTONIZZ &b, RMOERK
RERIZBNTY LTG & OFEWI EAEA N S TRWICTADAED 2 E R 5541,
Baanced group & [RIfROHE - HETHR 5 21To 72,

1.8.3.2.1. BB ITA % - REREORERE

FNEHE TADAVBEICKT % LTG add-on & 5-ROFIIHE (LLF, 1 H&) X, VPA &
B L7224 (Induced group) 1 100mg (1 [E] 50mg. 1 H 2[8]) . VPA %t 9 % #4 (Balanced
group % O Inhibited group) 1% Induced group @ - & L 50mg (181 50mg, 1 H 1[#]) & LT,
1991 4F |2 R [E THRAMNI AR I 17z,

LosL7eds b, MBS TN L 7= SRR IZB W T, LTG IR T % &5 2 b b K Ekk
ERREEH LTV, HEETOAERZIC VPA OHEZHEH L7284 (Inhibited group) @ LTG
OV ELZAGEHAEOYE (1A 25mg, 1 A 1F) LKOV4# (18]125mg, fRH) & L.
R T S H7- H34-105-C88 ikl (2.7.6.3.2.7 B MR) DOfk 5. M GREE DI L7~
T e, 198 FICHIE - HENEE I (R 1833) . £O®%DO R4 VIZBIT 5 LTG #
R TORERIGHED 12BN\ TH, ALY ZEHREEORRAZ ST Z L2
RIBENTWD (27421416 %R) |

0GR CANAIEI L—T

+ Induced group CLTG D77 m Vi G & ik 4 5 KA % OF

- Balanced group LTG D7V v VR G 2 E T D25 TANAFEKR O VPA & O
XL LTG ~D BN &) TR W I T A AT B O G

« Inhibited group : VPA % HAIOFH
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1.8.3.

k. KEICRBT DHERF &I, WA CHEME L 72 P42-05 BRI 2 BRI KGR E N0,
1 HOMEFFHEIZR > Tn 5,

& 1.8.3-3 FRKIZEITSH LTG O - HE : A
1~2 3 3~4 3 HMERE A =

1991 47 B[ 7K 2 50mg(1 H 1 [[]) — 100~200mg(1 H 2 [a)
VPA 1993 4 g [E 8T 100~200mg(1 H 1 3% 2 [a])

fhA 1 1994 =K [E KGR 12.5mg 25ma(l B 1 [ 100~150mg(1 H 2 [[])
- (1151 25mg % % H $:5-) me( = 100~200mg? X |+ 100~400mg

= (1 B 1 X% 2H)
VPA 1991 4 JE[E KRR 100mg(1 H 2 [A]) — 200~400mg(1 H 2 [[])
¥ 1993 e [EZE & 200~400mg(1 H 2 [[])
FEOEH [ -=22 25221 somg( B 1fE) | 100mg(l B 2fE)  |-----SSo--o- v S
1994 A2 K [EKGE S0mg(L A 1171) 100mg(L i 21) 300~500mg(1 H 2 [a])

KE R OSEECBT Do Mk - A& L6 Iz L

1 AP mChtdk
1. LTG L OEYHEEANRH LN TRV TADPAROLE AT 254813 VPA FHO A - HEICEL S
2. CKENCET D VPA HFIOEH R OMER: &

—J7. INEREHRE T AN AR
%4 (Balanced group & OF Inhibited group) i 0.2mg/kg, VPA % ffH L 72\ 54 (Induced group)
I% 2mg/kg & L T 1994 FFICERFNZBWTAR S NTo, £D%, KETOHFEIZBWNT, /ME
BT 2 EERRBZORIENRNLERTEH OO TIE AW EOfEfiE% T, REMEY
BB FHIRET 21T o 1ok (27.23.1.2312 M) | VPA OFFH -« JEOFRIC D 637, FIH
MEZSI & T, WiELs LES 2 & & L, 1998 F I KE TR A EIZ SV T VPA Z0f
M3 554613 0.15mg/kg. VPA Z0f L7aWA1% 0.6mg/kg & L TEGE S 4L, 2EEICRB W T
£ 1999 FFIZ[AERDEE T (£ 1.834) .

-
—

%4 % LTG add-on £ G- DA X, VPA 203 5%

#® 1834 ERICKEITHLTGC ORE - A& : MR
1~2 3 3~4 3 5 LI HERTH &
1994 4F- 0.2mg/kg 0.5mg/kg 1~2 LI 1~5mg/kg(1 H 1 Xi% 21=l)
e E KR (L H 1[=) (LB 11=) 0.5~1mg/kg "D & 2K 200mg
VPA | 1998 FEK[EKR 1~5mg/kg(1 F 1 33 2 )
v ARSI =
prpt (RO FRIEEE | 15mgkg | 03mkg 1~2 7 ic - 5mg/iigj;j§01mgsmg/kg3
1A1M? | @A 1@E?2 . SRR ~ -~
2008t kAT | an ) 03makg 7o (1A 13X 2[E)
B K 200mg
1994 4 2mg/kg 5mg/kg 1~2 &I 5~15mg/kg(1 H 2 [al)
VPA e[ AR (1 A 21m) (1 A 21[m@]) 2~3mglkg O i %K 400mg
FHOEH | 1008 4K [EAGR | 0.6mglkg 1.2mg/kg 1~2BZ LI 5~15mg/kg(1 H 2 @)
1999 E3E[EZE | (1 H 218) (1 H 2[=) 1.2mglkg §° O & K 400mg

KE R OSEECBT Do Mk - A& L6 HIziifk Lz

1 A5 TR
1 LTG L OFEMARANEMN A L TRV TADARED 22 B3 25413 VPA B O ik - HEICHEL S

2. KREIZBWTIT1IA 1 2H
3. RENCIT D VPA BAINEHR o AR H &

B N TRED

SR E R LR AR SRR IS W OO RS B G R ORI 50O LTG
P AUCq168 & O Crrax D FEIED LD 95% (K EIIL, W41 b AR RIS O FFA RN
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1.8.3.

THY, LTGC OHEMENREIIRFOEELZ T nEE 2N L (27126 50) b,
BRI, BEEOEE R EOBREGIEZOWNTIE, A, /DR E BITERICRE I LTV,
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1.8.3.

1.8.3.2.2. AFBICH T 20 AERVHIESEZDOR TR

WM N TIE, REEEDRBAABHSE A0S AEL25& TIF TR, A
BWTH, WEIMIYE U TR & FhE L 7=,

RE, AW TEM L725F THRBRORGE2 B LTG 1% 256~200mg D x5 & DO T
IOy ENEZ R L, ER O 512 X 2B RE I XA 0BG RE & LTl B RiE
WEA LN o T (276211 )

<BAEATADAD>

AR LB 0 . AFICBT 2HHEORE X, X UOICEBANSHE LN HHRE IR
HCIM L - ERIRRBR G & 35 2 Ll X v iThivz,

B RTHIZE TAHRRER (LT, LTG-2-01 3R) ORI YIED D BEICHESN CTILL RS O ¥
BUXLTGHE AN N2 LRIV TU e, Eo, RELOH T HRRIZIBWT 3R E
DRBLL T2, Zhba iz L, LTG-2-01 # 5% ClZ, Induced group, Balanced group &
(AN R AR ER T FYE - A& (Induced group : 1171 50mg. 1 H 2[A], Balanced group : 1 [a]
50mg. 1 H 1) KOARIOHE 1 FHERER COME 5RO R - A& (115 50mg, 1 H 2[A)
N R, W AESOMg (15 25mg, 1 H 2[A]) TLTG % add-on &% 5- L, Mkl kv s
I Je V22 A 2 MR A BT LT, 2 OfE R, Balanced group 3 5], A5 F5 58I H 1A
BRIED G SN TR WO IFRIL CTANAIR L —F 1T E 70 LT, #5911 (13
~17 HH) I[ZREREE (25 26XEE) B%BLL, BREoRERPIIh (276321
M) .

WO NS TR (LLF, LTG-2-02 3 Bk) Tid, LTG-2-01 &5 T& b= g
i LTG 2 ) 5, Balanced group (3 Induced group O - & ClRIFEE DI RE NG LD &
E 2722 D VPA OBFHBZ RS LT Induced group 0 Z TAHI D F B A AT HE & |7
L (1.8323%M) . #HHEIX 100 & T 300mg # & 12 50mg 7> 5 LTG % add-on #%5- L |
WHEEIC L0 AR OB ARG Lz, 2 OfEE, EETIER Vb oo, 100mg B 4 4,
300mg #f 7 Bl R EREE ANV FEEL L, 300mg BED 4 FlIX A LOHIE S, TEBRIRO# G
&Nz, b AflomIEESIX, #4585 B BICEI L 16l R 508 (20~42
HEH) Thotz, —FH., AHEFRICL AP IEFIIMEEF CTRE 21T 0 > 72 (100mg # 8
% [12%)] . 300mg #f 12 f5] [18%] ) . T O DOFERAEHE x5 & HeFFH & 300mg %24
PEICRIRED B D D TlE7 < . Z OMiElE (100—300mg ~D#itE) 23Kk E W2 & RN
Mz ER TR S D LRI (2763.1L12/) |

5 & e & FEh L 72 sRGE AR LR (LUF, LTG-2-03 &Bk) ORI 4 e, OMslCcIk
LTG DRI & M QMR 23 R BE S R BLO BRI T Th 2 L O RR SN2 &

(27421416 M) . ORI LTG-2-02 3Bk 300mg BEIZ BT, #HERFHARICEIET S £
TR JEREENFIL L JRBRIEO G203 1k SPLTIER DD 72 < 2o 72 2 & v D LTG-2-02
BRI 1T WA, 3725 Induced group TOWIFEHIIZI51T % 100mg 7> & #EF FH & 300mg
FCOWEL, FITESCHICHEE ST LERNH L LB LN, i, ATIE, T
51 & T 724181 F &1X Inhibited group (267225 &5 %, LTG-2-03 iABR Tl ih i o B4R
7% Balanced group O #JH &% 25mg (18] 25mg. 1 H 11[a]) & L. Induced group IXAiFH &
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1.8.3.

[T 50mg (L[E125mg, 1 H 2[E]) & LT, ESCHTHHEIEHZ LIk Y, LTG % add-on
B h LTIEBEOAMER WVE B ARG LTz, T ORER., REREEN 4F1%BIL, 2055
Balanced group @ 3 B EE L HIE Sz, TS DIEFNZ I 5 R JEREEDOFBFIL. B
BG40 (14~62HH) Thotz, 2B, ZNOEEIFDOI L 26 (AT 4 —T
e Va Y AEBERER OIS & 1) 1T LTG O ENHERAZHZ TBY., 209
LRB R U LR RV HEREZB X T\ (276312%H) |

PL D & 512, LTG-2-03 35k Tl Induced group (23517 2 A1 & 0% EICIZMEE VW2 &
DHER S 723, (DBaanced group Tl LTG-2-01 3B & v b IS &5 & FF, Witikz
RE LI b LT EEREERENRILTBY ., 3fIF 20ITHEDOHL - HEL
WA L CORVEFITRILLI-Z L. @ FA VICHIT 5 LTG #5461 TOREKIGHE Y 12k
WT, PIHEDSI & FIF R OWHEIEO B LIZXK Y, LTGadd-on &5 ICERTH EEZH
NDRGHESE BICEERAT 4 —T A« Vg v AEGERER EOFRBMER L7- 2 &

(27421416 2H) | @RAEHE TANABEIZEIT 5 LTG ORW BRI, A& OV
TREETHD ERBINTWNS Z L (27.231.2225H) PHEERINLTWD,

DDA E 2 D & REORNER TANABIFIZLTG & add-on 53 254
IZBWThH, Wb LRk, IR TRGZHM L, Hx ORFICHLERMERHEICEIET S
F TITRECD il e O3 e I AN Ch 5 &5 2 B OREVEMROBLAEN D,
WIMZ B W TE L SN B WA Z B AT 5 XX TH D LR L7 (R 1.833),

T 2T, REREERBLOMGRIESE O VPA B 2 X150, st & RO A &L O
Wi )71 % - T LTG O AMEIC DWW THRETT 2728012, #7212 LAM107844 5k 4 F2fi L
Tt B A B M OV 5513 2 TS E i L = A IR ORBRICH AT, B2 (AT 1 —
TUR eV a Y EERER EOEERIRIE 2 ETr) ORBIERAMZ D 2 LA AHE & HIE L
7= (2742142 Z8)

FICHE - HEORUE, FRCyHELR A EO KRBT 2B <CT2oic, LTGIZXK iR
PR OB HEHY — L 2 LT, B 0HICIRAT 288412 1 v MC LB - 35—
BRDOY —NVThD TAZ—2—Xy 7| TEMICHEA 2 EEET e Y —v TR
W — ) ZEATH L L LT,

<INREEATAMAD>

N TARER (LLF, LTG-1-01 5B%) OBt 4EE, OLTG OFIIHERE WSS, O
LA &2 B2 T E L% A. OLTG OR@MAIET 5 VPA LT 5 Z &3, LTG
add-on £ HIZRR T2 LB X G HERERBEOMLRRAE T TH D Z L PRI TN

(27421416 8) , 7o, EETIX., TNE TORKMEHRERN D, KBRS ORBLIE
KT 2R EE S 572012 VPA FHFFO I &2 HIIKSRE L, &5 FEEEER O
LT B0z, I EE VPA OOF R SUTIEJFHEED 2 /3% — 25586 L T 1994 427K
WINTo, AFUIZBWTH, ZOWMNIB T 20 HEO S| & T R OWMHEEO LE LIS
WTHRET LR, NEEEAR CTAD VRS TIIERBIE2 BT 2 BENEL . SRFEIELHE
DRI TH D VPA BMEHINDLAENE N Enn, LTG-1-01 Bk Tk, #IHAHE
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1.8.3.

% 3ODOPFHPLTAMAZE T V— 71245 1) Induced group C 2mg/kg. Balanced group C 0.5mg/kg.
Inhibited group C 0.2mg/kg & L C LTG % add-on #5- L, #iEEIC K 0 ARFRIZEBIT D MR &
RBINTHET LT, T ORER. RJEREED 741 (Induced group 2 5], Balanced group 1 11,
Inhibited group 4 f51) 1ZHIL L., ZDH 5 3FITIHERIEORENFIEI NN, AT 14—
VAV a Y EERENREBL U LENTEE S HE SN, £, TG REREEORD
REHIE, 582 N OV121 HHIZHI L- 26l &2Frsx, BHGUH 2~29HH) Tho7z, =
NoHOFRERN G, VPA JFRBITIL., B0 K EREERBUCER AL O LENDH DL EE X
BTz, B R ERENEEL LI 760 5 B 2HNIAI &R HE &2 2 T\ - (276325
ZH)

gl & foe & FEh U 7o/ NS AR beleakli (LU, LTG-1-02 3k) TiX. HiifH LTG-1-01 kR
DENMER OLEMEDORRFEE & b2, W TORE L RESRRLRNEB T LA
BB ATHE & R — & L, WiEiEIC XV LTG add-on #% 5B DA 0tk K V2 vt 2 et LTz,

ZORER, FZJEREED 6 6 (Balanced group 5 51, Inhibited group 1 1 : 6 {59 1 %1% ZNS
IZEIDAFT B2, ZNS & LTG Ol 7 3 & G- ZAVTER]) IZRBL L7208, Wb 58]
H (9~30 HH) TR L, £lo, AT 4 —T VAV a Y U JEERE%Z%B1 L 7= Baanced
group @ 1 FINERE L HIE S iz, 7k, RIEREENRI L 6 B> 5 H 2 FlIXFIH &2 K
ERABL TV (276313%H) |

LTG-1-02 BRAL T 14, KE K OB E Ty Eh e 2RI -5 X | W1 & & O IR
MEIETIFohn (1.83215M) . AMIZHWTH LTG H 512 L 5 RS O BLNGE
SN2 EnD, PIHIHE R OWEIE I SV CTHMBG L7z, LTG-1-01 L OV LTG-1-02 75 1>
S LNTZMAEF LTGIREICOWT, WO MM LTG R 4 F v CREER Sy B e g
e LA R, AR OVEA O/NRICERIT D LTG ORMEEEILFRE TH D & & 21

(27.231.232%M) . Lo T, AFIZBWTHBEOREMEAEL I, Mok & [FEk
IR E TG ZBME L, #x OBFITHNERMER A RICENET 5 F TSRS REE LD
Fy 7R N L E T D LB X T,

Z 2T, RIGREERBLOMEBRIENE VPA JFHBE 2550z, WA & RO A &K O
WHE 7% DT LTG O RMEIZ DWW THRETT 5729012, #i7ciZ LAM107844 7k 4 FEfi L
Tk B A B S OV 5513 2 TS E M LA ORBRICH AT, B2 (AT 1 —
TUR Vg Y EGERR EOEERSRB A S te) ORBIEEZIZ D Z L0 AEE L HIET L
7= (2742142 %8) |

UUbEDZ et RRIZBWT SOOI &L O E (£ 1.834) #EAL, VPA
O %] (Balanced group & OF Inhibited group) Ti3#J#1 &% 0.15mg/kg (1 H 1[8]) | VPA 3
OB (Induced group) TlX 0.6mgkg (1 H 2[0]) ERE LT, F7/=. LTG & OMWMH HAE
RO TRWIICADPARD A Z IR T 256 OUII A &EIX, VPA JEFRABNCHES Z & &
L7,
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1.8.3.

1.8.3.2.3. AFBICH T 5HEFREORERRL
<BA#ABTAMA>

AILOBERERN B MEIZ LTG (25~200mg) Z HilE# G- L7285 [ FHRBROAE R, tma ITH I
DO LT LT~25 K L 1ZIEF—ETH o7z, T2ty KO CLIF b FE 5 &2 b 5T,
IFE—EDOEER LTz, AUCo7n KO Co (T G- EIZHES THIML, & b G558 L DM
BB SERD BT, BIZ, LTGS50mg 2 1 H 2\, 10 HIER NG LR, tyeld
#7 31.0 Rffl, AUCq121% 30.1pg-hr/mL TH V. T4V 51X LTG 50mg Hi[a #8555 & b~TH S
MIREWNTI A BN - T (27.2221158)

LTG-2-01 3ABRBRAAARIIC Ikt L 7= s iR 3k ¢, #EFFH & & L T Induced group C 200~
400mg, Balanced group < 100~200mg @ LTG % add-on #5345 = L2k v, 77 ARIZk
RCHER TADATEEMFIRERZRBD 5N TN Z E0 5, LTG-2-01 3B CTlX, #EFh ok
F# &% H\ T, Induced group C 400mg. Balanced group ¢ 200mg £ CTHilit L. LTG ¢ add-on
B GREIZ BT DA 30 K O M 2 W A OISR L7z (2.7.6.3.2.0 2 R) . 2 O#ESL, Induced
group O HAEOH 5% F7-/& (1 H 300mg ﬁ~400mg L) 1280\ CefRUGERE MK -
7208 (F 1.835) . ZIUXRHRENE ORI HA IR GBI I, DERB R+ L
ZZONTIERNCB W THEENMTLILS LV ) afh%’ﬁT*M’ YNCEDHDBDEBZ BT,

# 1835 RKESBRNEE : ZR#ERASERN (LTG-2-01 HER)
5.3.5.2.10 # 15-10 # — k&

S I R T
g | ) HE ] e

PFHBLC A /uﬁL e AR ] = .
e P FEBIEC | e
~100
100 j#4~200
Induced group 200 B ~300
300 #~400
400
~50
50 #~100
Balanced group 100 8 ~150
150 4~200
200

W !

100%(1/1)
6096(3/5)
40%(2/5)
25%6(2/8)

[ wN P o
| oo oo
| oo oo

75%(3/4)

O~ OOO|OC 00U U

[ S
o | | |
o | | |

B IWERREAT 5
1 TEEWEEE) T e &HDE SRTER OFIE (%)
—ﬁ LEPECHOWTIE, LTG @ add-on # G (SR T 5 L B2 b AEHEL L LT, #
K. FEIED WV, HE, BERNEHEICRILEZ D, 2D 4 FRPREBL L= 20
@%\éfﬁﬁﬁﬂ Z R ERICHE Lz, T OfE%, Induced group TIX LTG A &I DD
ZAEVN, VREDPE D F N OV AN R BE IS FE B9 DA 2358 8 B 417223, Balanced group Tl
INHDOFEROFBFEL LTGC OF & L OREIIERO btk o7z (& 1.8.36) .
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#* 1.8.3-6

1.8.3.

FTHEEBROREKR : REBAER (LTG-2-01 HER)

5.3.5.2.10 3 16-7, 16-13 % —ek %

< Induced group>
FEBLIRE & (mg/ H) ESXES ~50 50 #~100 | 100#~200 | 200#~300 | 300#A~400 | 400
SEBI 27 26 26 23 10 16 0
A EEG R 21(78) 6(23) 5(19) 6(26) 5(50) 9(56) 0
fEEHR 14(52) 4(15) 1(4) 1(4) 3(30) 5(31) 0
FRELE D F 8(30) 1(4) 2(8) 1(4) 1(10) 3(19) 0
i 5(19) 0 0 0 2(20) 3(19) 0
JEI5 1(4) 0 0 0 0 1(6) 0
< Balanced group>
FEULRE ] 2 (mg/ H ) EXES ~25 25 ##~50 50 #~100 | 100#~150 | 150##~200 | 200 it
IEIR 14 0 13 9 2 8 3
A EEG R 8(57) 0 4(31) 2(22) 0 0 1(33)
fEEHR 2(14) 0 1(8) 0 0 0 0
W35 4(29) 0 2(15) 1(11) 0 0 1(33)

LTG @ add-on % 5N T 5 £ B 2 D, EHEEICRE LEAEHRITOWVT, JRRE L OREBMENEE SNTE

B & b CR BN &R R

SE BT IE A~

FEANPY IR B2 569 5 1A (%)

AP CADAE I N—T 5 LT LBl 5Te

F72. BFRABITADAIE T L—TFRNC LTG O & & AP o RR A S L2 fE 5, i\
TN—T L BITHRIEOEYEREZ R L. EOMEPRD b (K 1.831) . MiET LTG
TREE D 53R D 7= R E AR O X 1%, Induced group 7% Balanced group D) 1/2 TéH 0, AFRTH
HES &[4, Balanced group M #5813 Induced group D& L 45 Z & T, [RIFEE O i
LTGIRENEOLND EE X BT, L= - T, Induced group IZBWTHERTEEITH Z &
IZ & v, Baanced group O H EFXEIXFIRE & & %, KFHD LTG-2-02 35 Tl Induced group &
FERGE LTz,

® Balanced group
+ ¥ {E (Balanced group)
Balanced group

y=0.016x + 0.7057
R?=0.6412

o Induced group
X FE#{E (Induced group)
Induced group

MmIFRLTGRE (ug/mL)
£
1

¥ °
b -8
: 8 o y=0.0081x +0.2916

8 -

5 * 9 R2=0.425

& g
0 N T T N 1
0 100 200 300 400 500

LTG5 & (mg/kg/H)
5.3.5.2.10 [X] 19-1 % ik

H 1831 TEREBICHETA2OEDLTCEELBSEDMERFE (LTG-2-01 HER)

1.8 -p. 39



LTG-2-02 ik CiL. LTG add-on # G-REDF I, Z24E R ONGEKR =

;2] 0N TEEE KT VPA Off B (Balanced group i3 Inhibited group)

LTG DI REl

1.8.3.

EAER 2 RE T 5

Z BRSO L C VPA JEOF I (Induced group) D A% %t 4 & L HiTAH LTG-2-01 38 @ Induced group
TITAEFEROBBU L, HERF A & 400mg 205 200 & 5 T 300mg ~ DI E B 3% 0 - 7

Z s (535210 %M)

Bl A Ol

BEARE] ) .

F7.

SN T, RS
SR, 100mg B 24%, 300mg #f 43% TH 0 | EEERHIC

. KA EREAD 100mg £ ¢ (LU, 100mg £f) |
% T (LLF, 300mg ) it LZBRo RS Z it L7- (2763112 H)
BAENED SN (p=0.0184 [Wilcoxon —
B

BOLNRPoT-b DD, 300mg FElEEEE R L (&R 1.83-7) .

e FEREAY 300mg

Z DFER.

K 1837 HRRERBEE (LTG-2-02 HER)
53511 % 7-1 &% —HBkZ
O vk T R B T B IR R o
100mg # [ 50 48) | 8@16) | 1020) | 2142) | 7(14) 0 |p=00184| 1224 | 13~38 | 60672
300mg B 37 9(24) 7(19) 9(24) 9(24) 3(8) 0 ’ 16(43) | 27~61 '
EES it xf 4

FEOP B
1. Wilcoxon —AEAME

92 EFIE (%)

2. TERSE) T %) &HE SHOEFOEIR (%)

3. Fisher O EEHERE

—h. "7

POV
PEDF UV, B, BB ORBERN 300mg HETHRETH-7=bDD (7 1.838) |

. BEHESLH 100mg B 49%, 300mg BE 65%IZFEEL L, IR, FE)
IRBRHE D

HIEIZE - 72 A EHERORBRIT 100mg & 12%, 300mg #f 18% & K& &I /2ol &
P25, 300mg FED L EMENFHCHIBE & 72 5 b DO TIE WV EB X bz,

® 1838 EFLEFTER (LTG2-02HE : WTFhADETHRIEE 5%LLE)
5.35.1.1 % 16-5 % — &Rk
AEFERA 100mg #£(N=65) 300mg ¥ (N=66)
HEHEFRREBE 32(49) 43(65)
fE R 7(12) 14(21)
ZEIED E 5(8) 14(21)
A 0 5(8)
Btz 3(5) 7(11)

FEANP A E

Tt 2 EE (%)

IO ORERERE 2. HHETADABE KT 2 MR TIX, BIEEEH 2 WOITFIE

DIRE « TIPS E D L&A
5. TADAFIEOMBIZIRNZ
k425D TITRE EDOE
PR MHEFF &% 300mg & L, LTG-2-01 #AEk(C

. BWEHREBRZMHT2 2L bHETH D, LLaen

LWMERHEOHREIZEY . TADPADESR LEAIO®R 5 %
B+ % Induced group O i

Balanced group O iR = i #EFF FH &1d 150mg & HEE L7z,
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1.8.3.

RAH D LTG-2-03 7kl Tl LTG-2-02 7R piiAix 2 24 (2 | Induced group (3 300mg = T, Balanced
group 1% 150mg £ THHE S, 77 R A% & L7z LTG add-on $% 5 D @i 2 FGiE L 72

(27.63122M) . TofR, dER ( [FHSGE) U TdEE] &HE SNITER OFIE)
IXLTG R 34%, 77 B ARFE 24%TH V. FEFHMIHEE & U 7ol iR UGEE OYIE Sk
WT, 77 BREE EHATHEICENTCSGE RO b7z (p=0.0119 [Wilcoxon %
ARE] ) o ET2. OFHBLCTANAIE T V—TRNCHEFF & & dGER 2 ET L7 f5 5%, Induced
group Gl 100mg #~300mg, Balanced group Tl 150mg ¥ TOMERFH EIZFBUV T, BEEEN
mfEZ s Lz (& 1.839) .

F 1839 RELBRUEE:: REHEFAEN (LTG-2-03FHER : LTG )
5.3.5.1.2 % 13-20 & —&pekZs

it Y53 e THE R FH & " £ ) e
PRI | BRI i | 0 | ww | g% | m | ome | R | s
~100 7 0 0 1 4 1 1 0%(0/7)
100 #8~200 5 1 1 1 1 1 0 40%(2/5)
Induced group 200 #~300 22 1 6 3 7 5 0 329%(7/22)
300 #B~400 0 - - - - - - -
400 #4 0 — - - — - — —
~50 9 1 2 0 3 1 2 33%(3/9)
50 #~100 9 2 1 1 2 3 0 33%(3/9)
Balanced group 100 #~150 33 5 9 10 8 1 0 429%(14/33)
150 #~200 1 0 0 0 1 0 0 0%(0/1)
200 # 1 0 1 0 0 0 0 100%(1/1)

FAS i < 2
1 TEWIGE) IR L HE S NIER OEA (%)

—J7, BAERMEIZOWTIL, LTG @ add-on 5 ICERNTH EEX NI EEHRLE LT, H
IR, FEEO £V, B, SEA T T RN TEAEEICRBE L2 0D, Zhb 4
FRDRHL L 72 2451 0 S BUE ) 2 FEBLR BRI L 72, % O $, Induced group, Balanced
group & HIZHI A DIK A ER ERFIC, TN DOFEENRFEE LT, WIhno 7 —71280
THAFFERORIEL LTCOREER L OMEIIRVWEEZ b (£ 18310) , £z,
RO E R ILICE ST EFROFBBRIL, LTGHE 14%, 7 7 R 8% L KX 7 ElX
2, LTGHOLZEMT a7 7 A MIFFICHE L D2 b O TIERWEE X bk,

PLb, WGEERBR OGRS . AFTO LTG add-on $% 5-FF o & & L T Induced group

C 300mg. Balanced group T D 150mg W% Z L2k V| RAFRAIMERSE L, A
FELRIFTHD Z ENRENT,
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1.8.3.

® 18310 FLAEBRORFERE : ZEEAERN (LTG-2-03 HER)
5.3.5.1.2 % 14-6, 14-14, 14-15 % — ik E
< Induced group>
J& 3 F B (mg/ H) ESXES ~50 50 #~100 | 100#~200 | 200#~300 | 300#A~400 | 400
SEBIEL 34 34 32 28 23 0 0
B HEFLIBEIK 18(53) 10(29) 11(34) 3(11) 4(17) 0 0
fEEHR 8(24) 4(12) 1(3) 2(7) 3(13) 0 0
FEED E 6(18) 3(9) 2(6) 0 1(4) 0 0
SER 5(15) 3(9) 2(6) 0 0 0 0
B 2(6) 0 1(3) 1(4) 1(4) 0 0
< Balanced group>
FEBLREH & (mg/ H) LS ~25 25 8 ~50 50#8~100 | 100#~150 | 150 #8~200 | 200 &
SEBIEL 53 51 49 45 35 2 2
B HEFLIBIK 32(60) 14(27) 8(16) 14(31) 4(11) 1(50) 1(50)
fEEHR 10(19) 5(10) 1(2) 3(7) 1(3) 0 0
FRELE D F 0 7(13) 3(6) 0 3(7) 0 1(50) 0
SHIR 2(4) 2(4) 0 0 0 0 0
HEAR 3(6) 2(4) 0 1(2) 0 0 0

LTG @ add-on &5 ITIEK T 2 & B 2 bh, @BEICREI LI-AERRITONT, 1R E DRIRBGEA S E S TE
B16 & o0 THE B H RN IR

FEIMPNIE GRS 532 B (%)

S BASTAE A~ 5115

2%, LTG 4 M add-on ¢ 5- L 7=fnd o 3 3Bk (LTG-2-01, LTG-2-02 % O LTG-2-03
Ak 0 27.6.31.1,27.6312 X 276321 M) IZBWT, LTG OAHMENGRD bALISEHR]
DI b, BHRETHICLTG 0BG E2THY5 Z LI L WIERNE{LT 2 RBZARH Y, 2o
RBFFEN RN EDRERFNL, RGBT L CLTG O EAHkE L T\ s, Zinb 3
FRER IR G T, 722 25 EMfl 4 B 5 L Tl 400mg & C o &7 2 vl &
LTERY ., U5 TI% 400mg OFGHI13FE L TV 5D,

RANERB G (LT, LTG-2-05 5k : 2.7.6.3.2.3 2R) (21T L7z 134 5l O 144
B OB (LERRHE) 22% & LTKR 1.8311I1TR LT,

Induced group Tl 200~400mg DF G-HiIA3% < | A& Bl Ot =13 200~300mg
5 U728 CRfE% 1~k L7z, Balanced group Tl 100mg 8 ~150mg D% 551532 < | s
R UGE FE O UEER I 100mg B ~200mg & 5 L7 f@ TRifE4 < L7z, 7233, Induced group
“C 300mg #~400mg % £ 5 U728 COLFERIIMO I T 18% & (K- 7223, ZAUEH
BREMTONIZRER, BIERAIRMEONEHA RGBS, RN R L%
2 LNTIERIZB W THENMThbN 2 EICERT b0 EE 2 bnT,

7235, Induced group Ti%, 200mg A O EHHNZ BT HkERITE < . KA E) O iy
LHERFH B EIE T A RN 072 2 B35 D B IEF L AFAE L7223, 1Z & A & OJERFIE 200
~400mg F COHPFH THELG INAIEN RSN TS Z &b, LTG-2-03 iBRIZE T 5 ik
ERUGEE ORESMICIBNT, T TR ERERENRO LIV, BEMEICIER N
& IIHERR S A7 300mg A& HHULM T KERF &% 200~400mg &5 Z ERmEEITH D EE T,
¥ 7=, Balanced group Tid, 200mg % i % 7= 5B BN T HBGERITEm Mo 7208, AHEFS
DIEBRNE N0, HERFHEIT 100~200mg &35 Z 8@ ch s L EZ T,
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1.8.3.

F 18311 HRESRNEE—1 FEEM : FHOEFAEA (LTG-2-05 HER)

TR R mg B) | e | Edae ] g [ ovdek| AL | B [HEsse]|  dagk?
< Induced group>
~100 2 0 1 0 1 0 0 509%(1/2)
100 8 ~200 Al 14 2 3 3 4 1 1 36%(5/14)
200 12 3 3 2 1 3 0 50%(6/12)
200 f~300 42 7 11 10 8 5 1 439%(18/42)
300 #8~400 34 1 5 8 14 5 1 18%(6/34)
400 #8 1 0 0 0 0 1 0 0%(0/1)
FA G A7 B AR (200 i) 16 2 4 3 5 1 1 38%(6/16)
FA Rk £ £ 4 P (200~400) 88 11 19 20 23 13 2 349%(30/88)
FH FA AR A R (400 ) 1 0 0 0 0 1 0 0%(0/1)
< Balanced group>
~50 0 — — — — — — —
50 8 ~100 A 1 0 0 0 0 1 0 0%(0/1)
100 1 0 0 1 0 0 0 0%(0/1)
100 #~150 16 5 5 6 0 0 0 63%(10/16)
150 8 ~200 5 2 1 2 0 0 0 60%(3/5)
200 #8 3 0 3 0 0 0 0 1009%(3/3)
FA G A7 B AR (100 A 1 0 0 0 0 1 0 0%(0/1)
FA R £ £ 4 FF (100~ 200) 22 7 6 9 0 0 0 599%(13/22)
F S Ak HH I8 (200 ) 3 0 3 0 0 0 0 100%(3/3)

FT 2 BT - PFRPLCADAIRT L — 708 LAEREMIIN CE B SN IEGNIEF 2 B RV 72
1 CESE) T T &HE S UIER O EIE (%)

—J7i, LTG-2-05 B D 1 FRFFHMIZ IV T, LTG @ add-on # 52K 35 &£ B x Hivd
HEHEGLE LT, IR, FEE Fv, BEREHEE 5%l L) ITRB LR, Zhb 3H
GNFEBL U T 2B O3 BE A 2 FERIL CAD AR L —TBNCRa Lz & 2 A, [RIRRE D3
BHEECTH-7- (7 18312) , £7-. LTG D EHILICE ST A EFLORRKIL 7% TH
0. ZTORBERIENRBREME CRERETH--Z D (276323 2M) | LTG add-on
P50 400mg £ TORRMEIZBAFTHD LB 2 B,

& 18312 ELHAFTHER—1FRITME : StARTADAETIL—TR (LTG-2-05 BAER)
5.3.5.2.11 # 14-10, 14-15 & — ek &

AEFRA LTG ¥ (N=134) Induced group(N=108) Balanced group(N=29)
B EFRREBUL 70(52) 53(49) 17(59)
ZEIMED E N 22(16) 18(17) 4(14)
fEIR 15(11) 12(11) 3(10)
[R5 7(5) 5() 20)

LTG @ add-on #H5IZEEKRT 2 &5 2 S, WBEEEICHIL L AEFRICONT, IRBRIEE ORREBEGENEE S NTE
Bl & TR
FEONN IE 15K 569 % 15 (%)

VL EDFERDG | REBORNEHR T ANABFIZKT 2 LTG OMFFHEIL, EHEHAETH
% 300mg (VPA ff Fi#1]TlZ 150mg) % /1.0 & L. Induced group Tl 200~400mg. Balanced group
Tl Induced group M- T 5H 100~200mg & R E L7z, 72k, BIbO &R0 A ClIEZ
JEFEEORBLZ B L, iR LE LICA DT VPA OERBIC I T 2 MR &l o Hik %
1H 1~2EEAERLTEY, BEOZEMMEROBLENG . ARIZBWNTHINAOE (&
1833) #EATHRXTHD LML,
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1.8.3.

<INREEATADNAD>

NRIZEBWT S, ST TAPAIEE OJFHIC L EERBITIZL L, ZORMEITRA &
[FEk T o7 (2722225%M) . /o, WA T/NRBEFEZG L L TER L7 7 >ORIR
AR B O MAET LTG IR 2 F W CTREERTEE MBI BT 21T o TR 3, /NRIZEBIT 5
HBENRERHEIIR A L AR TH D B 2 b (27.231231%) |

AFTIINEEE CANABE xS L Uiz LTG-1-01 RBRIC BT s & R o HELEHE
F#FE (Induced group 5~15mg/kg. Balanced group 2~5mg/kg. Inhibited group 1~5mg/kg) %
MAWT, KEICRIT DR R 2 R LAME R OV et imat L. (276325 5H) .

LTG D& & A RIEDBRZME L72fi R, WThO R TANARRT LV —T 12k
WTHMIEOREYEIEZ R L, HE s mEHREOHICIEOMENRED bz (M 1.8.32:
535212 /) |

y =2.3685x + 0.2616

R?=0.8471 Induced group

o
[ ) Balanced group
A

14 - AN Inhibited group
g y = 0.7374x + 0.5833 — ~— "Induced group
12 ! R2=0.6306 Balanced group

----- Inhibited group

m#FHRLTGRE (ug/mL)

. y = 0.4876x - 0.1629
O.— 2
S~ & R?=0.7555

0 2 4 6 8 10 12 14 16
LTG# 5= (mg/kg/B)

5.3.5.2.12 [X] 20-1 % sk
H 1832 TEEREICHEITA2NEDLTCRELESEENERFR (LTG-1-01 RER)

Fio, TRTOURPICAMDAIT N—T% 515 & UTo e i BRGSO UGEE R IT 46% T
HY . NEER T ANABEICHT D LTGC OFIMENRIE Sz, FIZ, Induced group (233
J o8GR T T RO B SR E OSERIT45~57%L BIif/e b D TH Y  Balanced
group TlE 2~3.5mg/kg A, Inhibited group Cid 1~3mg/kg A5 (235 1) D iR I H D> - 72
e KRR CTHOWZANAOHEERERFH BEOR5I2 LY . AIZBNTH BAFRTAN
ARIEOIMHI RN GO D L& 272,

— 05, BEMEIZOWTX, LTG @ add-on B GIZEKT 5 L B2 b b AHEHELLE LT,
R, %55, HEIMED T OREMHEEICRI LIS, 2 b 3FRNEEL L =20 ORBUEH R &
OFATT T ANAIE 7 NV —TRNTHRE LTz, & ORES AR & ONVEB)ME D F i3 Induced group,
%6321 Inhibited group TEBEEICHKIL L2 DD, 1FL A EDELENEE IHEETH-
7oo Fz, MAEH LTG EEOMFHZIE VT, Inhibited group TIEfld 7 L— 712 e THESE
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1.8.3.

MeRFH & ERRAE OB 51210 LTG O MR & < 72 N A itz (5.35.2.12
) | AEFROBIRIEHE (Amgkg LLF) TEL, MO 7 V—7TIELTG O# 5
B OWMEARBEIIZED bNRhoT- (3R 1.8313) , B, BBREOHEEDRILICEST-F
EEDDOBIFILI %N THoT,

® 18313 ELAEFROAFENRE : HEEAERN (LTG-1-01 FHER)
5.3.5.2.12 & 16-7, 16-13, 16-14, 16-15 % — &Rk 28
< Induced group>
EHE H = (mglkg/ H) B ~2 2iB~4 4i8~5 5i8~10 10 8 ~15 15
iE il 30 25 28 17 23 6 0
A HEHFLREBUIE 23(77) 5(20) 16(57) 6(35) 12(52) 2(33) 0
fEHR 9(30) 0 5(18) 1(6) 2(9) 1(17) 0
FFELE D F 4(13) 0 0 1(6) 3(13) 0 0
W5 2(7) 1(4) 1(4) 0 0 0 0
< Balanced group>
EHE H = (mglkg/ H) B ~05 05i#8~1 1H~2 2#~35 | 35#~5 5t
iE il 24 14 18 18 19 11 4
HEELREBIGIK 14(58) 6(43) 4(22) 2(11) 7(37) 3(27) 1(25)
fEHR 3(13) 1(7) 0 0 2(11) 1(9) 0
ZEIED E 1(4) 0 1(6) 0 0 0 0
i 1(4) 0 1(6) 0 0 0 0
< Inhibited group>
EHE H = (mglkg/ H) B ~0.2 02##~05 | 05#~1 1#8~3 3#8~5 5@
iE il 21 15 18 18 14 4 1
A HEFELIBIK 15(71) 6(40) 7(39) 7(39) 4(29) 1(25) 0
fEHR 4(19) 1(7) 0 2(11) 1(7) 1(25) 0
W5 3(14) 0 2(11) 0 1(7) 0 0

LTG @ add-on BRI T 2 £ B 2 S,

6 & o THIURF AR RR
FEONN IE 5K %69 % 15 (%)

B ISR BL LA HFERICON T, 1RRIE & ORERBMR G IE S TiE

Gl & & I L7z LTG-1-02 B Tl LTG-1-01 kB & [Fl— DRk - AEE L7-b 0D,
Inhibited group TOHELEHERE ) & ERRAFITIZIV T LTG O MR 23 & < 72 D8 m 233
LNTZZ D, LTG ORZEMER OAE NI IRE A MO 7 —7 LRk E 52 & 2EE
L. Inhibited group i+ & R % 5mg/kg 7> 5 3mglkg (28 H L, BEfFHRCTH 5 ZNS %
KPR L L C LTG add-on Bt 5RO G20 R VL 24 Mt Lz (27.63.13%H)

T ORER, B AMYCERE OHIES AN T, WEERICAE B ZNRO bz (p=0.0009

[Wilcoxon “FEAKME] ) . ceERIE LTG B 44%, ZNSHEE 24%TH Y . LTG add-on £ 50
AL, BEFEETH D ZINS LRIFED L IIFNU ETH D Z EBRGES ., FICA RIS
BERTNWD Z EIWRENT (BERDFED 90%CI : 7~33%, p=0.0092[ Fisher D EHEMERE])
B, PEFHILTADAIE T V— T O AR B0 D i B BGEE 2 & 1.8.3-14 TR LT
2. LTGEETIE., WFNOBHHHI CANAIER I N—TTh | FefHeR B MK B o JEF
ICBWTHWERNE -T2, UL, LTG-1-02 ERICE T 2 ENECITbN 729,
BRI CEE LTESIN D o lzmd EEZ bR (2741253R) |
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1.8.3.

% 18314 BRLBHEE: BEEEAEN (LTG-1-02 HER)
5.35.1.3 # 1521 % —

|-t N ?"z | =& =N Azp[ ==
PRHILE LA gl el I I I I R
5 il 1 0 0 0 1 0 0 0%(0/1)
Induced group 5~10 Aiifi 12 0 6 2 3 1 0 50%(6/12)
10~15 5 0 1 3 1 0 0 20%(1/5)
15 #4 2 0 1 1 0 0 0 50%(1/2)
1 A — — — — — — —
1~2 Kl 2 1 0 0 0 1 0 50%(1/2)
Balanced group 2~3.5 R 16 6 5 2 1 2 0 69%(11/16)
35~5 13 1 3 2 4 2 1 319%(4/13)
5 0 0 3 1 0 0 0%(0/4)
1 Al 2 0 2 0 0 0 0 100%(2/2)
Inhibited group 1~2 ¥ 12 4 6 1 1 0 0 [ 83%(1012)
2~3 5 0 0 1 2 2 0 0%(0/5)
3t 3 0 2 1 0 0 0 67%(2/3)

FAS figthir k42
HEHMT T A LS E R T — &
1 [EEMGE) UE T &HE SNTIERIOEIE (%)

—Ji, LTGIZERT D EEZEZ NI AFFL L LT, HIR, FEIED V@SB EL
L7y, 1IZE A EORFERPBREIPEE LHE SN, Zhb 2FENEBLL =26
DFEBUE 2 OFHLT A AHE T )V —TRNTHGET L 72#5 3. Inhibited group (238 TH G- &2
Img/kg LA T D JE Tl &5 & O I WA EFEE G OBIME R 234 547223 Induced group,
Baanced group CIEHHE I OIKH E#& GBI 2 EFLORIE L &< &L Ok
7R BB R B o 72, £ 72, Baanced group THELEHERFH B A 272 1 BB W T LTG
WCENT D EEBZ LN AHIR, ZFIED E W EORENED b, K5I HEESES
MRS DMANIIARI L O CREEToH O | BUE U 7oMeR H EEPHN TiX, LTG IR
%5 &E A DNHAFEFROREID M EEAFHNIENT DB ITFED b es-72 (3% 1.8.3-15),
B, BBREOBRERILCE T HEFGZORIEIL, LTGEE 11%, ZNSHE: 6% TH - 72,

DL EDFEFL NS  ARFR O/ N R T A ABE TR 5 LTG O#ERE A & & LT, Induced group
Tl% 5~15mg/kg. Balanced group Tid 1~5mg/kg. Inhibited group Tl% 1~3mg/kg % add-on ¢
B2 L2k, RFBRTADAFIEDOMBIZN R GRD v, ARMITKE 2B
EFEZONT, 2B, LTG-1-01 3 BRIZH VT, VRPA JFAIBICH L 1 A 1R G 217> T D
Z &L AT VPA DERBNC B T DR HE DR G 7iEL 1 H 1~2EE LTNDHZ &b,
HETs e RfkE Lo (R 1.834) .
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1.8.3.

# 18.3-15 ILEEFZOHRBEKNKR : REBHAEN (LTG-1-02 RER)

5.3.5.1.3 3 16-13 % — k%

< Induced group>

J B F R (mg/kg/ H) ~2 2#~4 4H~5 5#~10 10 #8~15 158
SiE 5K 15 19 12 18 7 2
A EFLFBBI 6(40) 6(32) 3(25) 11(61) 4(57) 0
iR 2(13) 1(5) 0 2(11) 1(14) 0
FEIED E 0 1(5) 0 3(17) 1(14) 0
< Baanced group>
FELRH = (mg/kg/ H) ~05 05#~1 18~2 2#~35 35#~5 5t
SiE B3 31 38 38 34 17 5
A E LRI 11(35) 9(24) 15(39) 11(32) 3(18) 1(20)
fGIAR 3(10) 2(5) 4(11) 2(6) 1(6) 1(20)
FEED F W 0 0 1(3) 0 0 1(20)
<Inhibited group>
JE B F R (mg/kg/ H) ~0.2 02#~05 | 05#~1 1~2 2#8~3 3
SiE 5K 16 20 22 21 8 3
A EFLFEBBI 3(19) 5(25) 9(41) 8(38) 3(38) 0
iR 1(6) 2(10) 1(5) 2(10) 1(13) 0

LTG @ add-on 5 1CHEEKT % & E 2 Hh.,

Bil6 & CTHEBUF BRI IR
FEIMPNIE GRS 532 B (%)

B IC B L TZAFRRIC OV T, R & ORRBIRAEE SHTE
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1.8.3.

1.8.3.2.4. AR VENOBERRERICEH T2 EHEORT
<BAH#AETADABRE>

INFE TR EBY | KIORNEE TADARBEICHT D LTG OHMFFHEIX, £
FHEEE Th D T ERE | ZRICREL TS, 77205, LTG add-on 5O F%h
PEDVR &7 300mg & U B G L7- LTG-2-05 iRBRIC 1T D ERICKSE | LTG
DR % 200~400mg (VPA {1 Tld 100~200mg) & 7%7E L7z,

E7o. OTANAFIEORIERIL TEFME] KOV TRRFEME] IR, Zb D3
BMFITRER D LEZLNTVWASZE (1.8228H) | @ TANADEMIBRIZBWT, &
FAEBNCH 2N 8 DU NI 2250 T A AR OMAE DRI L Tnh Z & (25.1.3.1
ZM) | @FEEEKUCKEIZ B W TIEARRBRARE 2 5T, [E85%1E) . TLennox-Gastaut
SEBREIC I DM ME) L &bl TRERFEE 096 TREMMAIEE] O LZ TG L
TS Z END, ARTHROLNTRRBRAAR I TS TESRIE © TREFREE
KON TLennox-Gastaut SEEEEIZ 331T D EMFENE) 12k 25 LTG @ add-on 513G 20 Th 5 0>
BWNZOWTHRFTT 20BN H D, L LR, AFTHEE L KRR (LAM107844 31
Brabr<) X, SFOARMIZIBIT 2 HEOEKFHBRICB W T ST Tk e
) ZAMEOFERHMEE A & U CEMESAZHEL TRV, ik L TMa5E | HRE
MRFEME) O TLennox-Gastaut JEMEREIZF31T 5 &%) (2% LT LTG @ add-on % 5034
BhToDNEPTONT ORI B E T K O ITRERE A RE L T,

— 77, WAMNEEARRRERIZ IV Tk, AR & I3 e 0 SRS 3 (Fh il & O 50%7) 5)
MO EEFMEE & L, TR o TREMAFEE] KO TLennox-Gastaut SiEf%
FEICB T 28T I1E] 1S9 5 LTG DRAF2RAMMENREINTND, £z, BT 5T
FAN—Rarvv U ATA RTA4 BN TH, LTG LA 2R IERIZ T 2L CTAMA
HELTRWVIHMEZZITTD (25.142H) |

L7, ARECTHL L R DRI B2 TE L2 LTG-2-03 BBRICH W T, JEBIE R H 5
FREERELR ST BB (BT Oy 284 - HERR 0 BB+ IR L RIE) OiifEE
REEL LT, WS ER—DREUETH D RBIEHERD R (PRl & O 50%3R) & sho

FIRRBR AR & & IR LTz, £, A CTRE LR B4 C LTG % add-on % 5- L
TN ORI RBR R IZ 36 1T D AR BB ORNE LS E L L TRT e e L,
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1.8.3.

OXRBRUBNMB T HHFHE 300mg ORIEMFIZIR

AFD LTG-2-02 K O LTG-2-03 5Bk | #E4h 0> P42-05 5Bk (235 1T D 0 SBAE AR DR VEAEFE
B HEEFR 18316128 LT (254712M) |

LTG 300mg @ add-on $ 5-R¢ 1235 1T 2 FAEBREE R o R gLl ARHS 2 35 T4 4 20.0%

(f/]ME-600.0%. fx KfiE 100.0%) . 29.8% (f/IMHE-188.9%, fx XfE 100.0%) . P42-05 7l
T 22.9% (Fc/IMifi-259.3%, KM 93.9%) TH Y. FERETH -7z, iz, LTG-2-03 LY
P42-05 7Rk D LTG 300mg £ 5- Tl gk & I 7 7 B AREEE ORICAEE R ZITFRO i/
Do 77, 50%IE RIT ., ARFR 2 3RO LTG 300mg add-on #5-1 T4% % 25, 39% CT&H V) . P42-05
FRER D 300 & OF 500mg BEOFLE (20, 34%) ERIFEECTH -7,

LTG-2-03 3Bk DB HLUE TlL, PA2-05 BRI R TR— 2 5 o o H D FEMEBEE DM EH]
HAAAND Z ENAHETH 72728, LTG-2-03 FRBMLA AFVIERI D 5 5, P42-05 kB D F&
HEZHERL U 7S] (N—R T A IO FAVEREE DS 4 BRI 4 B2 1) ZdhH U CgdT L 7= #%
. LTG-2-03 3B LTG 300mg % 5-HEIZ 35 1T 2 5B FAERARIT KT~ D B A E - (R
JfE) 1%, P42-05 iR 500mg #E (31.8% [f/)MiH-463.6%, fix KE 95.2%] ) (ZIE KT 72w
DO, 300mg i (22.9% [ fe/ ) MIE-259.3%. e KME 93.9%]) L ¥ & & (27.3% [ fx /)M E-388.5%,
RAE 100.0%] ) /R L7z, —F., LTG-2-02 i BRIZEI 0 1) S vz & Tl & S
HFHA T o T72.300mg BETIHIE & A K OIEFIA 300mg £ THIE STz, P42-05
AR SBEFIHE E DT VA L TholzZ E0n [/ Ul EDOT A1 TR G S 72 LTG-2-02
B > 300mg FE D ks & VS O P42-05 7klk & LbEg 35 & LTG-2-02 3Bk LTG 300mg #£iZ

BT DI FAERARIT KRS T D R (FPfi) 13 29.8% (F/IME-188.9%, i KAH
100.0%) T v, P42-05 iR 500mg Af (31.8% [#Hx//ME-463.6%, #x KAH 95.2%] ) (213K
X2t oo, 300mg #E (22.9% [/ MiE-259.3%, e KMl 93.9%] ) LV b EfEE R LT,
F 72, 50%EV 1% 39% T, P42-05 iR 500mg BE (34%) L [RfEETH -7,
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1.8.3.

& 1.8.3-16  HEHMERAE (LTG-2-02, LTG-2-03 RV P42-05 RER : o HELME)
5.35.1.1% 7-3,7-4, 5.35.1.2 % 7-3, 7-4. 535145 16,17, 5|3CHk 2) % G.15 2 —ck %

- T N— TR
RERE S | GRS | BSEE | (i Jﬁ‘@i‘) T 42 (%) b 2 0% | 95%CI* | s
# (B/IME., HKE) Wb RS (%) R
38
vepern | 100mgE | 47 85 715 | 6~28
LTG-2-02 mﬁ%ﬂf b ('200';‘) 8100'0) p=0.0182 p=0.0208
’ 300mg B | 36 7.7 (1885, 1000) 14(39) | 23~57
: 00
e | 7T EREE | 66 63 : 17(26)
*ﬁ*%% " ( 1318'270‘ 0100'0) p=0.2181 -18~15 | p=1.0000
3 - .
LTGE:T | 65 9.0 (6000, 1000) 16(25)
: 97
e | 77 EREE | 45 9.0 12(27)
LTG-2-03 ""Hj;fﬁ)? " (72309 | p=01267 - -
3 - )
LTGEET |51 | 122 (3885 1000) 13(25)
: 23
e | 7T EREE | 30 9.0 ] 8(27)
m“j;;? - ( 447'25 2100'0) p=0.5536 -32~22 | p=0.7558
3 s )
LTGH:® | 23 95 (605, 900) 5(22)
A 136
7R | 67 32 (2680, 827 12(18)
P42-05 m&ﬁﬂf | 300mgnt | 65 30 (_259.232'993' o | P06% | 1320) - -
500mg# | 59 29 . 46;’61'895_2) p=0031 | 20(34) - -

LTG-2-02 #BR : EESHRIT X4, LTG-2-03 3Bk : FASf##Txi%:, P42-05 A5k : PE b <15

FEINN I RE GRS 569 5 E1A (%)

1L R=RATA HOFIEEE « BALE LTG-2-02 K& O LTG-2-03 3R A3 [m1/4 38, P42-05 7R 3 A1/

2. LTG-2-03 ik : Wilcoxon “AEAME
P42-05 ikl MR LT R OR— AT A I D OB E SO (—IREBET VIC LY STk
AR L )

3. RAESHEED 50%LL B L iEBOEI &

4. LTG-2-03 #ABRIT7ED 95%C

5. Fisher OB B2 =RE

6. N—RATA ORI % PA2-05 RERDILUE (N—R T 1 VHIOINEHE N 4 N 4FLIE) (8L L7
JEM A Al U 7 AT

7. 1H 300mg %y 2 5 (VPA fF{ICIE 1 H 150mg %y 2 #45-)

8. HT-IpfidT, N—AT A HIOFRIEME % P42-05 REROIEUE (N—R2 T 4 HIORIEFEEN 4 BRI 4 BILLE)
WZHEL L, D VPA SEOFF OJER & Sl U 7= it
9. 1A 300mg%y2#&s

2. LTG-2-03RERD 7 7 v REHC T 5 50%ID Ri%, P42-05 Bk 300mg AE L 0 &
EiEERL, 77 8REELIY BH 10%@u\1p RLUTZ, LTG-2-035BrD 7 7 B RBEICEBIT 5
N—=2 7 A W ORNIEBEE L LTG 300mg ¢ G-ERIZ LR TR o 72 2 2, X=X T A U H]]
DFEAEBLE D1END 0% I K IT TR E L T LR LTG-2-03 BRIV Tk, ~—
AT A W OFNESEEE DD 720 0 [BIRL E~2 [B1A5,/l & CORSEEE T, LTGREE 7Tk
REED 50%/D RIZFEFLE Th o728, N—2 T A VHIOINEREEEN 7 [BILL b8 o s s
JE T, LTGRHEN 7 7 B ABEC AR TEEZ /R LT (K 1.8.3-3) . [AEkIZ, P42-05 R BRIZH
WL, A 8 G 300mg B KUY 500mg B 50%IE 0 RIXFEIFEE TH Y . Wb 7T R
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1.8.3.

REXL D bEEEZ R LA, mdEE g Cld 300mg BE3 7 7 B REEIC N CTIRE % 7~k L. 500mg
N7 7R TEEEZ R LT (K 1.834) .

LTG-2-03 } U" P42-05 3BRIC I3 1 A RMHE 1L, [l — Oz s LT b3, (KHERET
IXEAREEC LD 1LIEIORIEOH D 50%J80 RIC KITTHEN K Z WD, AROFIC
Mz T, TADARIED AREGOREL KE S ZITFAREENA R Sz, —J7, Mk
JETIE., TADARIEOHRERD 55 1IEIOFIMEDA BN 50078 212 K IF T BN/ &
72 D7, FRFMAEIT O I CTH D L E X T,

H RSB D BB %2 110 < W B EE T2 38U T LLTG-2-03 3B D LTG RED 50%iH0 213,
P42-05 3R ERIZ 3\ THEFHZAVICAH B 22 D3R X 4u7- 500mg BE D 50%08 /0 3 & FIFEE CTH 7= 2
END, AIFIZBWTH LTG XA TH D Z LA/RENT (27.3322115H) |

100.0
90.0
L e
74O
4 600 —
2
$ 500 [~ - - oo oo oo oo oo oo
S
© 400 [~ oo T T T T oo TS oo oo oo oo
300 -~~~ "-"=g—]" """~ [~~~ [~ T T oo oo o= -
200
100
0.0
oE L 1B E 2| E 3ELLE 4E L E sELE 6ELLE TEU L
MEES 2[R 3[R 4B RH SEFRH 6[EIR & TEFRE
R—RSAVH O HAESEE(/E) BLTGE O F5tke
(% T13%)
Lo AT ek | 1S | 2E L | 3ERLE | 4FESE | sERL | 6L \
&E’ﬁi Eﬁ@z‘%{ﬁﬁ};ﬁ: 3 y 3 3 3 N 3 7 E"U‘J:
(i) LIRS | 2[R | 3 | 41EKR0 | 5EERE | 6 BRI | 7 B
SEBI% 14 14 9 9 0 4 1 14
LTG & 50%008 A 4K 3 4 2 1 0 1 0 5
50%)8 2 (%) 21.4 28.6 222 111 — 25.0 0.0 357
N SEBI% 21 20 5 6 2 1 0 11
7% 1 sl il 5 6 3 2 0 0 0 1
50%08/ #(%0) 23.8 30.0 60.0 333 0.0 0.0 — 9.1
Bri- 7oAt

B 1.83-3 REFEEBLE: R—XS54 VHOREHEER
(LTG-2-03 :RER : & RELK)
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1.8.3.

100.0

50%5 4 &

3EMUE 4ELLE SEME 6L TEME
4[] K HEES] 6[E Kl TEIRE
R=RSAVEDRAEHEE(/E) m300mei¥ H500meRE O FS5tRE
(it ET13%)
N=ATA . . . . . . .
s 100 5% [ ou; 1u; 2u;: 3u;: 4u¢ 5u;: eu‘k 7L
(i) LEIRNG | 2EIRE | 3B | 4B | 5EIERM | 6 IR | 7 BRI
SiE B4 0 16 16 13 3 3 1 15
300mg ¥ | 50%Eb ik 0 6 3 0 0 1 1 1
50%)8/ 2 (%) — 375 18.8 0.0 0.0 333 100.0 6.7
SE I3 1 21 8 7 3 5 1 17
500mg | 50%I8 B4k 0 9 3 1 0 1 0 6
50%084 2 (%) 0.0 429 375 14.3 0.0 20.0 0.0 353
N JiE 115k 0 16 16 9 10 2 1 16
7 ;;Z [ s ik 0 1 2 2 0 0 1 4
5096050 %(%) — 6.3 125 222 0.0 0.0 100.0 25.0
Bl 7 fRkT
® 1834 HEHEEBIVE: R—XS54 VHOHEHEER

(P42-05 SRER : S RELWE)

LTG-2-03 5ABR Tl LTG OMERFH &N 1T 5 G &A 5 L T3, VPA FEGF
MBITIE 200~300mg D FEFH TOFE-HIA % < | P42-05 i B OHMERF FH &I 5 LTG DF
B)¥e L, 300mg #EC 291.Amg (#iPH : 194~304) TH o772 Z LD, WRBRICKEIT 5 LTG
300mg @ add-on #G5-HIZIIT HMEFFHREIIRE S B SR 0EEX b,

Fo. WTNORER G FRIEHERAD ROPRAETIL, LTG300mg & G- L 77 AR L D
MICAEBRETRD DNz, RBRTV A VRN T TR Exti e U7 WATRER LG
BRChy ., BERBEEZRHTATEODEFIBNRRE LTV EEZLLNT,

— 5 DB TTRRETRTRE /R 7 1 A A — R —Lhilg A& T2 /R O H34-035-C86 7Rl TiE. LTG

300mg ZHEFF B & L C add-on &5 L 72BROER A B AEICR T 2802 L TR, 20
BiEa# 1.8317 127z (276316 &) |
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1.8.3.

H34-035-C86 %ﬁ%ﬁ@f?tﬁ&%ﬂ;ﬁc:ﬁﬁ% LTG #:5-8#1 (300mg add-on #% 5-31) DIE1EAE
f#?ﬂwgﬁ@%@#&ﬁf 1% 20~46%Tdh V| I RAERR K OE 3 3A4E (AR S F81E + H3 4
L 5E) IZBWTIX, 77 BREEHIC t«f LTG & 5N RAEHE DA B 728 13588
Ewmto Jkri ALBIECIIAE B RZTRBO LN -T2 b 00, BIEHEERDROZED
HEEMIT 45.8%, 50%I8/ 03 =Ml (53%) Z/n L= &b, “IRMESBRLIEIEICHST 2

LTG ORIEMEIZNREZEET H DO TIH RV EHELE I,

#: 1.8.3-17 REHEEBADE (H34-035-C86 RAER : EoFHE)
SIHSCER 2) # G.10, G.11, G.12 & — k%

iE | FEVEARE (Y B[ [=1/H]) B HEEE (%) 50%
FAEo 4R 1 LTG 7R YAl (%) o 95%Cl e b s 4
| gsm | ogem | GodE gk | 7 ’
o FAERE 41 2.7 35 26* 23.89° | 11.46~34.58° | p<0.001° | 22%
ROy VE (R -+ 1) | 39 25 34 (_8326 78) 2045° | 554~330° | p<0.05° | 21%
ZRPEARALIEE | 17 03 0.6 (_8050100) 458" | -0.014~71.06° | ns® 53%

B RN AR 6 G2

n.s. : not significant

1. 77 uRBESEEICHT S LTG 58 O FERE D3
Hodges-Lehmann # & &

ST - IR E T L

FEVEBIEEAS B0%LL_EJgid U 72 e D EIA

5.3.5.1.6 (H34-035-C86 #fi) A5 51H
SR e/ IME, T RIED TR L

FOUA W

UL EOFERNS . LTG300mg AR & L LCaddon 534252 L2k v, LTG-2-03 &
O P42-05 FRBRIZ 3 CIRIRREE O FAEIHIN R 2~ 2 &, W TNT H34-035-C86 kiR D it 5
WHHEE N BEOREN T TR KL L0 b HE] :ﬁht%ﬁﬁfﬂﬂ%m%%f LizZ L aEET
D& ARHITBWTH LTG 300mg @ add-on #% 5-1%, 535 AEICx L C RAF 38 ER I 2h %
o EHERE LT,

QiR EHADR I
AR &k 0 | LTG-2-05 55k Tld, AHUTIIT 5 LTG 200~400mg % add-on 4% 5- L 72
RGO TWND Z EnD, AFOMERFHE EIR & L7 400mg (2 oW T, 7 8 A4 —/3—
PEBRIZ X0 B L 7S 00 PA2-06 SABRIC 35 1T D RIS X T~ D i A % 1.8.3-1812R” L7z
(276.3.15%H) |
P42-06 FABRIZ 351 5 T HEER £ 13 150~400mg O & CTooAf L. 88 il 67 14143 400mg
@&“5%& T, 7T e RGN 5 LTG & 5- 3 O EAEE I8 DO 22 OHEEAHIX
\%’véf’ﬁ IR O A3 384 (BURIER 20 F8AE +EHEER /3 38 4F) 1238\ T 23~26%, 50%]#4 3
TRMERRIRLIIER G 19~22%TH Y . LTG 400mg (23 1F 5 EB 45 3BT %69 2 3 VEM
ﬁ%IJfJJST%z’)\m EhTwb
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1.8.3.

& 1.8.3-18 REFEBAIE (P42-06 B : B FME)
5.35.15% 15,18,22, SIHCHk 2) # G.10,G.11, G.12 % — k&
FEAEBRE (A [E1/38]) W E HEETE 2(%) otk 50%
RIS | SRS R TG | FoeR | FRED | | amect | nfr | Wb
54 HE5H | ME, BoKIE) | T
24.8
B 53 88 24 31 23* | 13~32* 19%
R (2001 944 p<0.001* |
MEFEHIESY | 88 - - (_233'3\' 94.9) 25" | 14~35° 20%
. 25.0
SR &5 87 22 2.8 (:209.1. 94.4) 24* | 14~34* -~ 21%
(FRAL+BHE) |, . B B 24.3 N '
MY 87 (2333, 100.0) 26" | 15~37* 22%
. 0.0 — — —
RRL: i W 03 02 (-4000. 100.0) 21
B 3L I — 0.0
MEFPAEIS | 29 - - (4000, 1000) | ~ - 21%
B RS XE 52

1. 77 eRBEEHICHT D LTG H 5 0 F Ve E R 3=
2. Hodges-Lehmann # & &

3. FEVEBEEE N 50%LL Eigi) LT Efl o ElIE

4. 53515 (P42-06 B A 55(H

T, WIMIBWTCIHEER T THRE L 27 B oA (276331 2M) Tk, 677
B LTG 2% add-on #% 5- v, #EFFHE & LT VPA GFHFITIX 100~200mg, VPA FEGFH 6
TlId 200~400mg O#iFH TL < OIEGITE G- Sz (B 1.8.3-19 : BT AT . 27 skBRik
BRARIC I 1T DK R BIER O REBHE R F 4K 1.83-20 128 L7, BFERITK
% 50%j 0 =R 13 LT < . VPA GERIAICIE 100~200mg.  VPA FEOF A CiE 200~400mg
DO EFPAIZIBNT, BAFRFBIEIHEIN RN IR STV D,

& 18319 EBEHESAEINOENR : VPA O - kSRR (27 BEBRHIERE [B5] )
5.3.5.3.1ref % 5 % —{ kA
BehEmg/H) VPA 1 (N=217) VPA EfFH (N=460)
100 il 19 6
100 39 28
150 49 12
200 95 72
300 5 163
400 3 156
400 # 0 9
Z D, 7 14
# 18320 REBERAILE 27 ABRGERE [BHH] )
5.3.5.3.1Uref £ 7 % —{k A
Fofim 1~12 38 13~24 38 25~36 i 37~48
JEBIE | 5000803 | JERIEL | S0%IRDER T | JEIEL | 50%iE R | EFIE | 50%6E) %
ERASFENERIR 401 30% 291 43% 229 45% 186 52%
oy FEAE (M HE) 361 29% 264 40% 207 43% 168 50%
IRV E 180 42% 129 53% 99 49% 83 52%
SR R 93 38% 67 46% 60 55% 44 52%

1. FE{ESEE D 50%LL LI U7z iE Bl o E &
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1.8.3.

PLEDFERNG | REBD NG T AN ABEITKRT 2 LTG add-on & G- DffERi HE & L
C. Induced group T3 200~400mg, Balanced group i3 Induced group @ ¥+ T & % 100~200mg
G2 LICE0 . WA LR BAFRASMERSGOND & O Ll L7z,
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1.8.3.

<INREEBTADAVBE>

INREHR TADABFIZR LT, BABHR TANARE & FERIC, AIBIZHBT 5 LTG O
MEFFR R TR AISGEE ) Z2RICRELTEBY , /NNRICBWTIEIARA CHEM L 72 Hhigik
Bk D RkAE 2> 5 | Induced group Tl 5~15mg/kg. Balanced group Tl 2~5mg/kg. Inhibited group
TIE 1~3mg/kg OHERFAEIRIZH VT, LTG add-on #5- OGO LT\ 5,

L7y o T, EGIED & DRI ST B RBIERIR (BATER 0 F81E + B 0 R4 +
TIRMERRRAEIEAE) O Al K O Lennox-Gastaut JE R REIZ 35 1T B B RIEOE 2 RFE & LT,
KHR LM O BRI AAE 2nd 2 & & LTz,

ORI FELE

R A B9 2/ NREHE TADABRE 255 L LTI 0> 105-040 FUERIZ 35V T,
Induced group 57 51| 47 51]1Z 5~ 15mg/kg. Balanced group 18§l 4=l {Z 1~5mg/kg. Inhibited group
23 il 22 Bl 1~5mglkg O#iFE T LTG 23 add-on #: 5- S 1172 (2.7.6.3.1.8 & #1) , & 7=, Inhibited
group I3 1F 5 g G &3 2B 5 T 2.1mglkg TH 0 . £ < DIERIAS 1~5mg/kg D #iFH T
LTG 7% add-on #¢ 5- &7z (3 1.8.3-21) , AFLD LTG-1-02 ilBRIZ IS 1T 2 ffds FH B Ol X
# 1.83-14 (/R L72AY, 105-040 iR & [FEROHIPHAN THR G- S TWiz B2 bhT,

F 1.8.3-21 LTG OFHFEE : REMHFAER (105-040 3ER)
5.35.1.8 % 29, 31 & —#{k 2

DERFLCADASE | kR B o 55 1 (1~ 18 i) HE s P L) (7~ 18 i)
ot (okg/F) [ Rl [ PE b mgkg T) | ek | PEEG Rmgkg )
5 A 10 36 7 76
Induced group 5~10 19 8.1 11 o1
10 @~15 28 114 R 137
158 0 0 2 152
Balanced group 1~5 18 3.0 17 3.9
Inhibited group S 1 05 0 0
1~5 22 2.1 2 76

ITT fif A5 52

LTG-1-02 &% OF 105-040 FABRIZ 55 1T % W FEAE R O FEABB D 5 2 & 1.8.3-22 1R LTz
(25471 %R) |,

LTG-1-02 iR D LTG BETIE. P fifi 16.7% (fx//Mif-193.8%. fH KfE 100.0%) TH Y
ZNS BEZ R TR > 72012 L, 105-040 5B& D LTG BE Tl 44.0% (F/MiE-527.3%, fix K
fi 100.0%) TH Y, 77 B AEEE OMICHEZENRD b v, BAERIOFVEBEE R D 3 42 X —
AT A CHORIEHERNC IR LToRi R, BARLEHOREZZ I WEBERIZRB VT,
LTG-1-02 i BR D LTG #ElL ZNS B & [RIFLE D 50%]0 % 4 7~ L, 105-040 iRBR D LTG BEIL
TRRBECHARTEEEZ R LI 0D, ARIZBNTH LTG XA THD Z LR Eniz

(25471 %81) |

1.8 -p.56



1.8.3.

BT, LTG-1-02 ikBR IS 331 DR B TORE A2 Mt L7-#E R, M4 105-040 5
B & LT LTG ORIEMHI R 25§ 2 70 O WM, T2 b b BN EL o722
& B IR BO P RAE~EE L T 5 ATREMEHELRE STz,

L7235 T, LTG-1-02 3BREGE 1L, /NEEHE TA DA DOEHIEIZXT 5 LTG add-on %
HOREMGIDIRZTET HHOTIE RN EHER LT,

F 1.8.3-22  REHEEFRAIVE (LTG-1-02 B U 105-040 RER : S0 HELEK)
5.3.5.1.3 % 7-5, 7-6, 5.35.1.8 % 13, 14 % —¥#Bk 2
o Y 1 RS %
RERE | FRAGARE | G5B | AR ™ Hh (%) o L SED 95%CH| 4,
=R 2 ik 3 N 4
(P e fiE) M. R D) R E 50%5 /) % %) TRE
ZNS #f 33 13.7 % 361150 0 39%
LTG-1-02 | £ ik ¢ o ) | p=04253 30~22 |p=0.7943
LTG Bt 29 289 (-1938. 100.0) 34%
. 12.8
77 v R 101 10.1 24.7%
105-040 |7 A Bt ('650'2;' 0100'0) p=0.012 - p=0.004°
LTG i 98 7.4 (-527.3. 100.0) 45.2%

LTG-1-02 3Bk : FASFRENTx4:, 105-040 3R : ITT AT 15
R—=2 T A WORVESESE « WAL LTG-1-02 7ABR 23 E1/4 ¥, 105-040 35k 73 [B1/48
LTG-1-02 3B : Wilcoxon A=Ak . 105-040 3Bk : Cochran-Mantel-Haenszel 1 i&

Fisher O ELEE =R

5.3.5.1.8 (105-040 k) A 551H

1
2.
3. FEAEBHEEDS 50%LL s LT SE Bl o FIA
4
5

s FRYEIR OIS DS 0 D 7= O F H A RE
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1.8.3.

@Lennox-Gastaut FEIXEEICH T DM FE

WAL C Lennox-Gastaut JEMERERE 2 %05 & L7z 105-123 5ABRIZ 51T D e fE B o (R B 5|
LTG ¥k hma # 1.83-23 2R L7122, WINOHHIITANARE T L—T BN THIK
R0 53, Induced group (2 5~15mg/kg, Balanced group (2 1~5mg/kg D#i T LTG
A SN TE Y LTG-1-023BRICF 1T DR A RO & AR Th 5 £ B2 b7z (53519
ZH)

#F 18323 LTGOEYHREE : KAEH (105-123 HAER [#FHEH] )
5.35.1.9 % 12 % — k&

PERPLCAMDAIET V—T 1A (kg) JEBIEL P G- B (mg/kg/ H)
Induced group ~2 10 116
25 itd 15 9.3
Baenced group 15~25 26 36
25 it 24 3.6

ITT fEMT RS GREFF I BUNCBIET 5 £ Tle ik L7ER 2 BR<)

LTG-1-02 3k~ 5 Lennox-Gastaut SEMERFE LR 2 flitH U 72 it X O 105-123 BRI 1T 5 4
FERIE (I A7 v =—FAE+TREFEAE + IREHIEE+ 1 5AE) OFIEREER R4 3
18.3-241Zr L7 (25473%H) |

LTG-1-02 RABRICH 1T 5 LTG D fi1% 35.3% (H/IMiE-169.4%. i Af 100.0%) . 50%
P #R13.39%, 105-123 78R (2 31T 2 LTGHED 1 JfiE 1% 35.2% (5 /I ME-1093%, A KX fiE 100.0%) |
50%J8/ 0 #1E 39% & WITTIDE G [ARRE CTh o7z, £7o, maBe bICifE L oMIcHE R
ZEMFRD HAL, ARIFBIZBNT B ES & [FRIC Lennox-Gastaut SEGEREIC 31T 5 2 ERIEITK
L LTG add-on £ 5-OIEAEMGI IR 235580 7z,

#+ 1.8.3-24  HAEHEERAVE (LTG-1-02 RV 105-123 Bk : X EHHE)
5.3.5.1.9 % 16, 17 % — k2%

FE(EHIEIR D

\ . | rEE =5
RS | FEmREY | BeSRE | ERIEK rf 111 (%) 50% o=
I B2 EREK | 4
() N BRIE® | JEBIEC | e s 9%;)0 e
7.0
verem | ZNSHE 32 1136 32 | 13%
LTG-1-02° m“jf* G B 51(3’0-0) p=0.0293 2~50 | p=0.0219
LTG ¢ 31 137 (1694, 1000) 31 | 3%
R 146
weremm | 7T R 89 135 84 | 20%
105123 | R il (1647, 98.1) | 0054 i p=0.014°
# \ 35.2 ' '
LTG 78 16.4 (1003, 1000) 74 | 39%

LTG-1-02 3Bk : FASFRENT*4:, 105-123 3R « ITT MM 15
AEERE I 47 v —RERERE+RERREFBRAORIEL AR L CER
1. R—=2T A HIORIEHEE  BALE LTG-1-02 3AER )3 E1/4 38, 105-123 3RER A3 61/

LTG-1-02 #XB& : Wilcoxon “EAMIE, 105-123 75k : Cochran-Mantel-Haenszel 1 &
FEAEBEFE DS 50%LL I L fE il oA
Fisher o [ HEffe 215
BT R AT
5.35.1.9 (105-123 #5k) AL 551 H
: JEHEHARI OIS VEBEEE 28 0 D 72 B AR HE

TN NS I NI AREN
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1.8.3.

D DREHER D& L A O/NREE T AN AUBE I % LTG add-on $5- DR H &

% . Induced group T 5~15mg/kg. Balanced group T 1~5mg/kg. Inhibited group T 1~3mg/kg

&

RIETDHZ EICMEITNWEE 2T,

&L (Partial Response to Agency’s January 10, 2001 Approvable Letter for Supplemental New
Drug Application Seeking Approval of LAMICTAL for Adjunctive Treatment of Partial Seizuresin
Pediatric Patients.)

&R (Item 8, Section G, Integrated Summary of Effectiveness Data. [Document
No.THZZ/91/0255])
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Lamictal Tablets, 2mg, 5mg, 25mg and 100mg Module 3 Quality
770« AIRT T A RS, GlaxoSmithKline £
HPNER (198 4F~200 =017 (20M ] %GET)

& AE GEEARRBRRE )

B
42111

42112

42113

42114

42115

GW277841A OHLTAMNALEA

L
[20M 4 W A ~20M 4l ]

A study of Standard Antiepileptic Compounds in the Mouse pentylenetetrazole
(PTZ) Infusion Model.
Glaxo Wellcome Research and Devel opment Ltd.

g (198410 ~ 1904 Il ]

Lamotrigine Blocks Electrically-Induced Seizuresin Amygdala-Kindled Rats
Glaxo Wellcome Research and Development Ltd.

FEPER (198 4 A ~ 19817 oM £ R 8ET)

The Antiepileptogenic-like Effects of Lamotrigine in the Rat Amygdala Kindling
Model
Glaxo Wellcome Research and Devel opment Ltd.

fvErs (198400 ~208 4 Il

A Study of the Acute Effects of Antiepileptic Compoundsin the EL Mouse
Stimulation-Induced Seizure Model.
Glaxo Wellcome Research and Devel opment Ltd.
EE (19 A ~198 5 Il H ]

1.12 -p.1
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4.2.1.1.6/ref

4.2.1.1.7/ref

4.2.1.1.8/ref

4.2.1.1.9/ref

42121

42122

4.2.1.2.3/ref

42131

1.12.

A study of the effect of repeated (26-28 days) administration on the anticonvul sant
potency of lamotrigine in the mouse and rat.
The Wellcome Foundation Ltd.

g e [198 A Hs ]

Interaction of the antiepileptic drug lamotrigine with recombinant rat brain type 1A
Na" channels and with native Na" channelsin rat hippocampal neurones
Pflugers Arch 1995; 430: 437-46.

INF 3L

Pharmacological Studieson Lamotrigine, A Novel Potential Antiepileptic Drug: 11.
Neurochemical Studies on the Mechanism of Action
Epilepsia 1986; 27: 490-97.
INF i

Effect of lamotrigine on anovel model of epilepsy
Cytobios 2001; 106 Suppl 1: 75-83.

I Fm 3L

Biochemical studies with Lamotrigine
The Wellcome Foundation Ltd.
HPEE (1904 I # ]

Lamotrigine o — % F i B

I
tpvzekt (ol A ~ 190 =01 (oM 4 M A ) ]

Studies on the effects of lamotrigine on the eye pupil (mouse) and in tests of
gastrointestinal propulsion (mouse/rat) and local anaesthesia (guinea-pig/rabbit).
The Wellcome Foundation Ltd.
Hge (198400 ~198 40 A ]

GI267119X: Effect on hERG Tail Current Recorded from Stably Transfected HEK -
293 Cells (GlaxoSmithKline Study No. V26253)
GlaxoSmithKline

gkt (208400 ~208 <~ Il

1.12 -p.2
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42211

42212

42221

42222

42223

42224

42225

1.12.

Lamotrigine Potentiates the Antiseizure Activity of Some Anticonvulsantsin DBA/2
Mice
Neuropharmacology 1996; 35: 153-8

A method for the determination of 430C78 in plasma by high pressure liquid
chromatography
The Wellcome Foundation Ltd.

HEe (198 4 Il ]

Determination of lamotrigine in human plasma, saliva and urine using high-
performance liquid chromatography with UV detection.
The Wellcome Foundation Ltd.

AR 1917 ~ 198 0

Plasma levels of 430C78 in the male CD1 mouse following a single oral dose of
430C78 at 10mg/kg.
The Wellcome foundation Ltd.

AR (198 40 ik ]

Studies into the effects of 430C78 on gastric emptying in the rat and mouse.
The Wellcome Foundation Ltd.

EEE (1904 I A ]

Studies into the absorption, metabolism and excretion of (**C)-430C78 in male and
female Wistar Rats following oral administration at 4mg/kg
The Wellcome Foundation Ltd.

s (1984 A ]

The analysis of tissues derived from a 30 day oral toxicity study of 430C78 in the
male Wistar rat (Department of Pathology Experiment 9441).
The Wellcome Foundation Ltd.

g (198l ~l ]

THE PHARMACOKINETICS OF LAMOTRIGINE IN THE MALE WISTAR RAT
FOLLOWING THE ADMINISTRATION OF SINGLE INTRAVENOUS, ORAL,
INTRAMUSCULAR AND SUBCUTANEOUS DOSE OF LAMOTRIGINE
ISETHIONATE

The Wellcome Foundation Ltd.

R (1984 I 5]

1.12 -p.3



R
4.2.2.2.6/ref

42227

4.2.2.2.8

42229

422210

422211

422212

1.12.

Lamotrigine Absorption, Distribution, and Excretion
Antiepileptic Drugs. 4th ed. New Y ork: Raven Press; 1995. p.877-81

INF LR

THE RELATIVE BIOAVAILABILITY OF LAMOTRIGINE (A430C)
FOLLOWING A SINGLE ORAL DOSE ASTHE FREE BASE, ISETHIONATE
OR MESYLATE IN THE MALE WISTAR RAT AT 4mg kg AS BASE

Wellcome Research Laboratories

ekt (1984 Il ~ 198 =17 ]

THE PHARMACOKINETICS OF LAMOTRIGINE IN THE MALE PIGMENTED
(PVGIC STRAIN) RAT FOLLOWING ORAL ADMINISTRATION AT 4MG/KG
ASBASE

The Wellcome Foundation Ltd.

AR (1984 1] ~ 198 17

ANALY SIS OF KIDNEY, HEART AND PLASMA SAMPLES FROM A STUDY
EXAMINING THE EFFECTS OF REPEATED ADMINISTRATION OF 430C78
ON KIDNEY FUNCTION IN MALE ALBINO AND HOODED RATS
(PHARMACOLOGY PROTOCOL 30; PATH EXPERIMENT 10142)

The Wellcome Foundation Ltd.

R (1984 Il ~ 198 4F 1D

THE ANALY SIS OF TISSUES DERIVED FROM 30 DAY ORAL TOXICITY
STUDIES OF 430C78 IN THE MALE AND FEMALE ALBINO RAT.
The Wellcome Foundation Ltd.

FvEs (18 4 B3 #is ]

Studies into the absorption, metabolism and excretion of (**C)-430C78 in the beagle
dog
The Wellcome Foundation Ltd.
R (1084 A ]

Plasma levels of 430C78 in the conscious beagle dog ; correlation with
cardiovascular effects
The Wellcome Foundation Ltd.

R (1984 Il ]

1.12 -p. 4
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422213

422214

4.2.2.2.15

422216

42231

42232

42233

1.12.

Electrocardiographic effects of 430C78 and 583C80 and the associated plasma drug
levelsin the conscious beagle dog
The Wellcome Foundation Ltd.

gk (198410 ~ 198 -1

DISPOSITION OF UNCHANGED DRUG AND TOTAL RADIOACTIVITY IN

CYNOMOLGUS MONKEY S FOLLOWING INTRAVENOUS OR ORAL

ADMINISTRATION OF *C-430C78(LAMOTRIGINE) AT 10mg kg ASBASE
Wellcome Research Laboratories

R (1984 A ~198 =l A ]

THE PHARMACOKINETICS OF 430C78 IN THE CYNOMOLGUS MONKEY
The Wellcome Foundation Ltd.

FEPER (198 4F I 30

The pharmacokinetics of 430C78 following multiple oral doses to the cynomolgus
monkey
The Wellcome Foundation Ltd.

fge (1900~ A ]

The distribution of radioactivity following the oral administration of (*C)-430C78 to
male albino and pigmented rats at 4mg/kg.
The Wellcome Foundation Ltd.

FvEs (14 A ]

A QUALITATIVE WHOLEBODY AUTORADIOGRAPHIC STUDY OF THE
DISTRIBUTION OF RADIOACTIVITY IN MALE ALBINO AND PIGMENTED
RATS FOLLOWING THE ORAL ADMINISTRATION OF *C-LAMOTRIGINE
(430C78) AT A NOMINAL DOSE OF 20mg kg‘l

The Wellcome Foundation Ltd.

R 1o F1H ~198 5l A

Studiesinto thein vitro and in vivo affinities of the anti-convul sant triazines 288U51
and 430C78 for ocular melanin.
The Wellcome Foundation Ltd.

PR (198 4E 0 R
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42234

42235

4.2.2.36

4.2.2.3.7

4.2.2.38

42239

42241

42242

1.12.

Studies into the in vivo affinities of the anticonvul sant triazines 288U51 and 430C78
for ocular melanin: Part 11.
The Wellcome Foundation Ltd.

EE (198 4 WA B

A QUALITATIVE WHOLEBODY AUTORADIOGRAPHIC STUDY OF THE
DISTRIBUTION OF RADIOACTIVITY IN PREGNANT WISTAR AND
PIGMENTED RATS FOLLOWING THE ORAL ADMINISTRATION OF (**C)-
LAMOTRIGINE AT 4mg-kg™.

Wellcome Research Laboratories

R (1984 A ~ 1984 Il A ]

A study of foetal and maternal levels of 261C78, 430C78 and folate in the pregnant
female rat following the oral administration of triazine at the maximum electroshock
EDsp.

The Wellcome Foundation Ltd.

FEER (190 4 T s ]

PLASMA PROTEIN BINDING OF 430C78

The Wellcome Foundation Ltd.
gk (198 51D 3

Studies on the accumulation of [3H] 430c78 into kidney cortex slicesin vitro
The Wellcome Foundation Ltd.

g (19010 ~A]

KIDNEY LEVELS OF 430C78: SEX, SPECIES AND STRAIN DIFFERENCES
The Wellcome Foundation Ltd.

EE (1984 DA ]

PROPERTIES OF A DOG N-METHY LTRANSFERASE ENZYME SYSTEM
WHICH CATALY SES THE CONVERSION OF 430C78 TO 583C80
The Wellcome Foundation Ltd.

FEe (194l s ]
SPECIES DIFFERENCES IN THE IN VITRO METABOLISM OF 430C78

The Wellcome Foundation Ltd.
gk (1941 A 3]

1.12 -p.6
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42243

42244

4.2.2.4.5/ref

42246

4.2.2.4.7

4.2.2.4.8

42249

1.12.

A STUDY TO INVESTIGATE THE SPECIESVARIATION OF IN VITRO
METABOLISM OF LAMOTRIGINE BY DOG, HUMAN AND CYNOMOLGUS
MONKEY HEPATIC CYTOSOL IN THE PRESENCE OF (14CH3)-S-
ADENOSYL-L-METHIONINE.

The Wellcome Foundation Ltd.

g (1984 Il ~ 198 -l

RATES AND ROUTES OF EXCRETION OF RADIOACTIVITY FOLLOWING A
SINGLE ORAL DOSE OF 14C-LAMOTRIGINE (430C78) AT 10 AND 30MG.
KG* (ASBASE) IN THE MALE AND FEMALE CD1 MOUSE

Wellcome Research Laboratories

vkt (1940 ~ 198 40 ]

Lamotrigine Chemistry and Biotransformation
Antiepileptic Drugs. 4th ed. New Y ork: Raven Press; 1995. p.871-5.

INFRICHR

URINARY AND FAECAL METABOLITE PROFILING BY HPLC IN SEVERAL
SPECIES FOLLOWING ADMINISTRATION OF LAMOTRIGINE (14C-A430C)
The Wellcome Foundation Ltd.

R (198410 ~ 198 - Il A ]

A PRELIMINARY STUDY INTO THE DISPOSITION OF (14C)-430C78 IN THE
CYNOMOLGUS MONKEY FOLLOWING A SINGLE ORAL
ADMINISTRATION AT 20MG BASE KG™

The Wellcome Foundation Ltd.

HEEE (198 4= B 5

Analysis of Cynomolgus monkey and rabbit urines for metabolites of lamotrigine by
high-performance liquid chromatography thermospray mass spectrometry.
The Wellcome Foundation Ltd.

R 194170 ~ 198 1

The effects of 430C78 and 288U51 upon hepatic microsomal drug metabolising
enzyme systems: A comparative study with four standard anticonvulsants
The Wellcome Foundation Ltd.

R (194 ] 5]
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42321

42322

4.2.3.2.3/ref

1.12.

THE EFFECTS OF CHRONIC ORAL ADMINISTRATION OF 430C78 UPON
RAT AND MARMOSET HEPATIC MICROSOMAL DRUG METABOLISING
ENZYME SYSTEMS. CORRELATION WITH THERAPEUTIC AND TOXIC
PLASMA LEVELS

The Wellcome Foundation Ltd.

FENEE (198 FlH S

THE TRANSFERENCE OF RADIOACTIVITY VIA THE MILK OF THE
LACTATING WISTAR RAT FOLLOWING A SINGLE ORAL DOSE OF *C-
LAMOTRIGINE (A430C) AT 4MG KG'ASBASE

Wellcome Research Laboratories

wvgsr om0~ A ]

An acute single-dose toxicity study in rats of orally and intravenously administered
430C78.
Wellcome Research Laboratories

gkt (1984 D7 ~ 198 40
A 13 Week Oral Toxicity Study of BW 0430C78 in Cynomolgus Monkeys

I
tNEE (198 F0 A ~198F0 A ]

Ninety Day Oral Toxicity Study of BW 0430C78 in Charles River CD Rats
Burroughs Wellcome Co.

AR (198 410 ~198 4 Il ]

BW0430C78 ® CD 7 v hZEIi+ 5 90 Akt 0 bmmiE (TTEP/84/0071,
HERE S5 TOX238) T — Z (kI3 5 M EHiRMT
]
HErR (1905 ~1H (194l A %G

A 90 day dose range-finding study of oral 430C78 in the Wistar Rat.

Wellcome Research Laboratories
HgE [1oM 41 5]
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42325

42326
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42328

4.2.3.2.9/ref

4.2.3.2.10

423211

Report of a 30 day oral toxicity study of 430C78 in male Wistar (COBS) rats over an
extended range of doses.
Wellcome Research Laboratories

e [198 4 0 #s ]

Six Month Ora Toxicity Study of BW 0430C78 in Charles River CD Rats
Burroughs Wellcome Co.

R (19810 ~ 198 17 ]

BW0430C78 ® CD T v MZI1T % 6145 H IRk 0 # 5.5 M35
(TTEP/85/0001, BT 5 TOX239) T — X (%13 5 K etfidtr

R 19140 ~17 (95 BASET)

A 13 Week Oral Toxicity Study of BW 0430C78 in Cynomolgus Monkeys

vkt 19410 ~ 198 1

BWO0430C78 D51 =7 A B /VIZHIT 5 13 FERE 1 = 5-F R ER
(TTEP/84/0025, 3R &5 TOX236) 7 — X \Zxf1 AR HsT

R (1910~ (1985 B E5GETD ]
14 day intravenous toxicity study of 430C78 isethionate in the cynomolgus monkey
Wellcome Research Laboratories

gk (19400 ~ 198 417

A 26 Week Oral Toxicity Study of BW 0430C78 in Cynomolgus Monkeys

HAEE (198410 ~1984 1l )

BWO0430C78 D h =7 A HILIZ BT 5 26 HREIRE O & 53 Mk
(TTEP/84/0072, #Ep = TOX237) T — Z %3 B ke ElH ity

gk om0~ 9l 4 A SET) ]
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423212

423213

423311

423312

423313

423314

423315

423316

1.12.

A 52-Week Oral Toxicity Study of BW 0430C78 in the Cynomolgus Monkey
|
HRER (1904 Il ~198 1 ]

BWO0430C78 D1 =7 A W /VIZ BT 5 52 M 1 & 5- 2R
(TTEP/88/0011, iXEr T 5 TOX358) T —Z (2% B Hc el it
I
#rEet [1om507 ~ 17 (1985 WA %ET) ]

EVALUATION OF 3,5-DIAMINO-6-(2,3-DICHLOROPHENYL)-1,2,4-TRIAZINE
(430C78) FOR MUTAGENICITY USING THE AMES
SALMONELLA/MICROSOME INCORPORATION TEST AND THE YAHAGI
MODIFICATION
Wellcome Research Laboratories

fgEEs (1984 0A ]

7 Y F U OKRMEE B EHINE R
|
wervept (1o =0 ~0 ]

An In Vitro Cytogenetic Study in Cultured Human Lymphocytes with BW 0430C78
Burroughs Wellcome Co.

FAEE (1984 A ~19 01 ]

An In Vitro Cytogenetic Study in Cultured Human Lymphocytes with 430C78
Burroughs Wellcome Co.

gkt o1 ~A ]

An In Vitro Cytogenetic Study in Cultured Human Lymphocytes with 430C78
Burroughs Wellcome Co.

#EE (108 F 0~ A ]
L5178Y/TK*" Mouse Lymphoma Mutagenesis Study with BW0430C78

Burroughs Wellcome Co.
HNEE (1984415 ~0 ]
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423321

423322

4.2.3.3.2.3/ref

423411

4.2.3.4.1.2/ref

423413

4.2.3.4.1.4ref

423511

423521

1.12.

A Cytogenetic Study in Rats with BW0430C78
Burroughs Wellcome Co.

R (19845 Il A ~ 198 =l A ]

BWO0430C78 D 7 v b Yufa R FL 57l BR
(TTEP/87/0021, iXBa & 5 MUT145) 7 — Z (x4 A K et
]
HNEE (198015~ 18 (1984 A Y%ET) ]

1 Day Dose Range Finding Study in Rats for BW 0430C78 (TTDR/87/0026)
Burroughs Wellcome Co.

fvErs (190 407 k]

An Oral Carcinogenicity Study of BW 0430C78 in Charles River CD-1 Mice
Burroughs Wellcome Co.

AR (1940 ~198 40 A ]

A 90 day dose range-finding study of oral 430C78 in the CD-1 Mouse
Wellcome Research Laboratories

FEPER (190 4 A s

An Oral Carcinogenicity Study with BW 0430C78 in Charles River CD Rats

I
HvER (1984 B3 ~ 198417

An Oral Carcinogenicity Study in Charles River CD Rats Given BW 0430C78
Burroughs Wellcome Co.

e [1om 4517 ~19m 50 A ]

Fertility/Reproduction Study in Rats Given BW 430C78 by Gavage
Burroughs Wellcome Co.

g (194 ]~ 1984010
A fetal toxicity and teratogenicity study of oral 430C78 in the Rat

Wellcome Research Laboratories
tErE (19840~ A ]
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4.2.3.5.2.3/ref

4.2.3.5.2 4/ref

423525

423526

423531

423541

4.2.3.5.4.2/ref

1.12.

430C78 DR O 512X 57 v MG IR E MR K OV a7 T ek

(BPAT/83/0012., #Br#= 9353) & — X \Zxi1 B KT
]
HNEE [1omER ) ~M ]

Preliminary Fetal Toxicity and Teratogenicity Study of oral 261C78 and 430C78in
the rat in comparison with diphenylhydantoin.
Wellcome Research Laboratories

[EvER (1907 & (1O FRASED) |

A behavioura teratology study of oral 430C78 in the rat
Wellcome Research Laboratories

R [198 4 B Hs

Fetal toxicity and teratogenicity study of oral 430C78 in the rabbit.
Wellcome Research Laboratories

FEPER (19800 ~1 ]

430C78 Dk ¥ 512 K B v Y- X R IR BB K OV &7 T 3k B

(BPAT/81/0041, #RBATE 9463) T — X Txf4 5 #E it
I
#ERr (198505~ A

Peri- and Postnatal Study in Rats Given 430C78 by Gavage
Burroughs Wellcome Co.

e (198417 ~ 19851

430C78(Lamotrigine): Eight-Week Oral Toxicity Study in Juvenile Rats

|
ek (208 4 1] ~208 41

430C78: FOUR-WEEK ORAL TOXICITY DOSE-RANGE STUDY IN JUVENILE
RATS

|
fvErr [20M 417 ~20 517

1.12 -p. 12
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|
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53112

53121

53122

53123

53131

AR T )

1.12.

A Study to Investigate the Comparatative Bioavail ability of a Reference Lamotrigine
100 mg Capsule, Lamotrigine 100 mg Dispersible Tablet Dispersed in Water,
Lamotrigine 100 mg Dispersible Tablet Chewed and Lamotrigine 100 mg
Dispersible Tablet Swallowed Whole
[UK134V]
The Wellcome Foundation Ltd.

AR (19840 ~198 07 ]

The pharmacokinetics and bioequivalence of, and effect of food on, lamotrigine
capsules and tablets.
[UK64]
The Wellcome Foundation Ltd.
FPRER (198 4F Il ~198 4 1 A

Comparative bioavailability of 25mg and 100mg blackcurrant flavoured, dispersible
lamotrigine tablets with 100mg lamotrigine capsules.
[UK121V]
The Wellcome Foundation Ltd.

R (1984 A ~ 1940

A Bioeguivalence Study of the US25mg LAMICTAL Compressed Tablets, UK25mg
LAMICTAL Dispersible/Chewable Tablets, and UK 5mg LAMICTAL
Dispersible/Chewable Capletsin Normal Volunteers
[US39]
Burroughs Wellcome Co.
fPEE (198 4 Il ~ 198 E DT

BWA430C F = 7 7 /b « 5 4 A/X— 7 LEE (25mg) & Al (10%) o4
H [ SRR TR R R RS
[CPC94-15]
|
fEE (198 4F Il ~ 198 1 A ]

(& BN BT B O ETERA O AW R ERBR T A KT A v ) IXHEs T
Z 27 B —)VEE 2mg & 5mg D[S O R
[RPO04012]
T e A AT T A MRS
R (200 4 WA @S]

1.12 -p. 14



HRE
5.3.1.3.2/ref

5.3.1.3.3/ref

53141

53142

53143

53144

53145

53146

1.12.

7 27 ZIVEEDOEYFERENE RHEER) (2o T
HA Y =L AR
gk (1984l H ~198 4 1 A ]

FE R R EEOEGEEV (25, 50, 100mg$E) DOAEMFERESENE G
BR) 12O\ T

HA Y =V H DR

fENER [1ommE 1A ~ 198 07 ]

Validation of the plasma and urine lamotrigine HPLC proceduresinstalled in the
Biofluids Section, Hazleton U.K., Harrogate. (Hazelton report No. 5655-332/19)
I
gk (100 A ~198 70 A ]

Validation of amanual and an automated immunoassay for the determination of
lamotrigine (430C78) in human plasma
The Wellcome Foundation Ltd.

PR (19004l s

Immunofluorometric Assay for Lamotrigine (430C78) in Human Plasma Using a
Eu** Complex and the LKB Arcus Fluorometer
Burroughs Wellcome Co.

vEEr (1984 A ]

Validation of a Time-Resolved |mmunoflourometric Assay for the Measurement of
Lamictal® (lamotrigine) in Human Plasma or Serum
Glaxo Wellcome Research and Devel opment

PR [19004F A ]

A report on theinitial validation of an ASTED/HPLC method for the simultaneous
measurement of 430C78, 583C80 and 166C89 in human plasma and urine

|
AR (198170 ~ 198 17

M7 E U FUEEORG

|
Rl (108 4=l A #E]

1.12 -p. 15
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53147

53148

53211

53212

53221

53222

53223

1.12.

R ZE N XU ROVIRFIERE T E N X RHEEORG
]
gk (1901 A 35 ]

Validation of a sensitive analytical method for measuring lamotrigine in Japanese
human plasma using HPL C with UV -detection installed at the Seisin Development
Laboratories
AARY =L AER St
FEEEE (108 -0 A s

PLASMA PROTEIN BINDING OF COMMONLY PRESCRIBED
ANTICONVULSANTS IN THE PRESENCE OR ABSENCE OF LAMOTRIGINE
(BWA430C)

The Wellcome Foundation Ltd.

AR (198 40A ~198 0 A ]

THE DISPOSITION OF RADIOACTIVITY IN MALE VOLUNTEERS
FOLLOWING THE ORAL ADMINISTRATION OF LAMOTRIGINE [(**C)-
430C78]

The Wellcome Foundation Ltd.

fENEER (198 £l ~ 198 51 ]

An In Vitro Investigation of the Enzymes Involved in Glucuronidation of GI1267119
(Lamictal) using Heterologously-Expressed UDP Glucuronosyltransferases
GlaxoSmithKline

ek (20804 Il ~20M £l A ]

Anin vitro Investigation into the Inhibition of Human Cytochrome P450 Enzymes
by GI267119 (Lamictal ™, lamotrigine, 430C78).
GlaxoSmithKline

R 200 40 H ~200 -1 7 ]

The Assessment of In vitro Inhibition of Lamotrigine (430C78) Glucuronidation
Using Suspended Human Hepatocytes
Glaxo Wellcome Research and Devel opment Ltd.

ek (208 45l H s ]

1.12 -p. 16
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53231
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53311

5.3.3.1.2/ref

5.3.3.1.3/ref

5.3.3.1.4/ref

1.12.

Studies on dihydrofolate reductase in vitro and the effect of 430c78
The Wellcome Foundation Ltd.

ER (1984 Bl 5]

Studies on the accumulation of [2H]-lamotrigine into human kidney cortex slicesin
vitro.
The Wellcome Foundation Ltd.

FEPER (190 4F B s

Studies on the Potential Role of Metabolism in Lamotrigine Dermal Toxicity: The
Chemical Reactivity and Protein Interactions of Lamotrigine and it's N>-Methy! and
NZ-glucuronide Metabolites

Glaxo Wellcome Research and Devel opment Ltd.
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An Evaluation of the Dose Proportionality and Bioequivalence of LAMICTAL®
Tabletsin Normal Volunteers
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Burroughs Wellcome Co.
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Acute Dose Tolerance and Pharmacokinetics Study of Lamotrigine and Placebo in
Normal Volunteers
[US02]
Burroughs Wellcome Co.
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A Single-Dose and Steady-State Pharmacokinetics Study of LAMICTAL® in
Healthy Male Volunteers
[US23]
Burroughs Wellcome Co.
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Pharmacokinetics of lamotrigine after oral and intravenous infusion administration in
normal volunteers.

[UK13]

The Wellcome Foundation Ltd.
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The disposition, metabolism and pharmacokinetics of **C-lamotrigine after single
oral administration of 240mg(15uCi) to six heathy male subjects.
[UK20]
The Wellcome Foundation Ltd.
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Steady-state pharmacokinetics study of LAMICTAL in healthy volunteers receiving
chronic doses of valproic acid.
[US2]]
Burroughs Wellcome Co.
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Acute Dose Safety and Pharmacokinetics Study of Lamotrigine and Placebo in
Epileptic Patients
[USO1]
Burroughs Wellcome Co.
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Chronic Dose Tolerance of Lamotrigine and Placebo in Epileptic Patients
[USO3]
Burroughs Wellcome Co.
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Chronic Dose Tolerance of Lamotrigine and Placebo in Epileptic Patients: A Further
Evaluation
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Burroughs Wellcome Co.
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Pharmacokinetics and safety of lamotrigine in young epileptic children
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The Wellcome Foundation Ltd.

fvEE (1984 B3 ~ 198 -1

1.12 -p. 18



HRE
5.3.3.2.5/ref

5.3.3.2.6/ref

5.3.3.2.7/ref

5.3.3.2.8/ref

5.3.3.3.1/ref

5.3.3.3.2/ref

5.3.3.3.3/ref

1.12.

Pharmacokinetic Analysis of Lamotrigine in an Open 12 Months Trial of
Lamotrigine as Add-on Therapy in Treatment-Resistant Epilepsy in Children
[UK®61]
The Wellcome Foundation Ltd.
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Lack of Clinically Significant Pharmacokinetic Interactions Between Zonisamide
and Lamotrigine at Steady State in Patients With Epilepsy
Ther Drug Monit 2005; 27: 193-8
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Topiramate and Lamotrigine Pharmacokinetics during Repetitive Monotherapy and
Combination Therapy in Epilepsy Patients
Epilepsia 2003; 44(7): 917-22
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Effect of Antiepileptic Drug Comedication on Lamotrigine Clearance
Arch Neurol. 2005; 62: 1432-6

I 3L

PHARMACOKINETICS AND TOLERABILITY OF A SINGLE ORAL DOSE OF
LAMOTRIGINE IN LIVER DISEASE.
[UK503]
Laboratoires Wellcome
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The Pharmacokinetics of Lamotrigine (BW430C) in Healthy Subjects with
Unconjugated Hyperbilirubinemia (Gilbert’ s Syndrome)
[UK12]
Burroughs Wellcome Co.
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The pharmacokinetics of lamotrigine in chronic rena failure: Influence of
haemodialysis
[UK107]
The Wellcome Foundation Ltd.
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The pharmacokinetics of lamotrigine and its metabolitesin patients with chronic
renal failure and healthy volunteers
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The Wellcome Foundation Ltd.
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Lamotrigine Pharmacokinetics in Healthy Elderly Volunteers
[UK72]
Burroughs Wellcome Co.
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An open-label, non-randomised, single sequence study to investigate the effects of
the combined oral contraceptive pill on the pharmacokinetics of lamotrigine and the
effects of lamotrigine on the pharmacokinetics of the combined oral contraceptive
pill in healthy young femal e subjects.
[LAM100016]
GlaxoSmithKline
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A randomised, partially blinded, parallel group study to investigate the potential
pharmacokinetic interaction between lamotrigine and olanzapine in healthy, non-
smoking, male volunteers.
[SCA10908]
GlaxoSmithKline
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Effects of rifampicin and cimetidine on pharmacokinetics and pharmacodynamics of
lamotrigine in healthy subjects
Eur J Clin Phamacol 2000; 56: 299-304.
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Report for a study to investigate whether multiple oral doses of Lamotrigine affect
the pharmacokinetics of multiple oral doses of Lithium in healthy
volunteers(SCAB1001)
[SCAB1001]
Glaxo Wellcome Research and Development Ltd.
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An open-label, two cohort study to investigate the potential pharmacokinetic
interaction between lamotrigine and single doses of risperidone and quetiapinein
healthy volunteers
[SCA101963]
GlaxoSmithKline
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Lopinavir/ritonavir reduces lamotrigine plasma concentrations in healthy subjects
Clin Pharmacol Ther 2006; 80: 159-68
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VALIDATION OF A PHARMACOSTATISTICAL MODEL OF ADJUNCTIVE
LAMOTRIGINE THERAPY IN CHILDREN
Glaxo Wellcome Research and Development Ltd.

FEAEE (190 4 A ]

Population Pharmacokinetics of Lamotrigine in Japanese Paediatric Patients
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A Multicenter, Placebo-Controlled, Parallel-Design, Dose-Response Evaluation of
the Safety and Efficacy of Lamotrigine as Add-On Therapy in Epileptic Outpatients
with Partial Seizures
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Burroughs Wellcome Co.
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A Multicenter, Double-Blind, Placebo-Controlled, Add-On, Crossover Study of
Lamotrigine in Epileptic Outpatients with Partial Seizures
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Burroughs Wellcome Co.
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A MULTICENTRE RANDOMISED DOUBLE-BLIND PLACEBO
CONTROLLED CROSSOVER TRIAL OF LAMOTRIGINE ASADD-ON
THERAPY IN TREATMENT RESISTANT EPILEPSY : AUSTRALIA
[H34-035-C86 ]
The Wellcome Foundation Ltd.
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A Multicenter, Placebo-Controlled, Parallel-Design, Phase |11 Evaluation of the
Safety of Lamotrigine (LAMICTAL) as Add-On Therapy in Outpatients with Partial
Seizures
[P42-16 #X5#]
Burroughs Wellcome Co.
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A Multicenter, Double-Blind, Placebo-Controlled, Parallel-Design Evaluation of
LAMICTAL for Add-On Treatment of Partial Seizuresin Pediatric Patients
[105-040 7 5#]
Glaxo Wellcome Research and Devel opment Ltd.
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Lamotrigine as add-on therapy in patients with a clinical diagnosis of a Lennox-
Gastaut syndrome (severe generalised epilepsy of childhood onset). A multicentre,
double-blind, placebo controlled, paralel group study
[105-123 7]
Glaxo Wellcome Research and Devel opment Ltd.
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A randomised double blind placebo controlled crossover add-on trial of lamotrigine
in patients with treatment resistant partial seizures
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The Wellcome Foundation Ltd.
fENEEE (108 F 1A ~198 -0 H ]

A randomised double blind placebo controlled crossover add-on trial of lamotrigine
in patients with treatment resistant partial seizures
[H34/CI85/AWP/57 55#]
The Wellcome Foundation Ltd.
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A randomised double blind placebo controlled crossover add-on trial of lamotrigine
in patients with treatment resistant partial seizures.
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The Wellcome Foundation Ltd.
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An open 12 monthstrial of lamotrigine as add-on therapy in treatment-resi stant
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Dictionary of Epilepsy Part 1:Definition 7-9.
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Epilepsy: aetiogy, epidemiology and prognosis
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Epidemiology, classification, natural history, and genetics of epilepsy.
The Lancet 1990;336:93-6

Prevalence of Epilepsy in Rochester, Minnesota: 1940-1980.
Epilepsia 1991,;32:429-45
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Epidemilology and the genetics of epilepsy.
Epilepsy 1983;61:267-94
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Seizure disorders: The changes with age.
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The Lennox-Gastaut Syndrome.
Epilepsia 1993;34(suppl.7):S7-17

The stigma of epilepsy as a self-concept.
Epilepsia 1980;21:433-4

Generating amodel of epileptic stigma: The role of qualitative analysis.
Soc Sci Med 1990;30:1187-94

The persona and emotional aspects of epilepsy.
International Social Work 1988;31:165-72
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Drug therapy -Antiepileptic drugs.
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Partial Responseto Agency’ s January 10, 2001 Approvable Letter for
Supplemental New Drug Application Seeking Approval of LAMICTAL for
Adjunctive Treatment of Partial Seizuresin Pediatric Patients.
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Treatment of epilepsy in adults: expert opinion, 2005.
Epilepsy Behav 2005;7:S1-64

Lamotrigine monotherapy in newly diagnosed untreated epilepsy: A Double-Blind
Comparison with phenytoin.
Epilepsia 1999;40:601-7

A double-blind comparison of lamotrigine and carbamazepine in newly diagnosed
epilepsy with health-related quality of life as an outcome measure.
Seizure 2000;9:375-9

Lamotrigine monotherapy improves depressive symptomsin epilepsy: A double-
blind comparison with val proate.
Epilepsy Behav 2001;2:28-36

Lamotrigine monotherapy compared with carbamazepine, phenytoin, or val proate
monotherapy in patients with epilepsy.
Epilepsy Behav 2003;4:659-66

Lamotrigine monotherapy improves health-related quality of life in epilepsy: A
double-blind comparison with valproate.
Epilepsy Behav 2002;3:376-82

Improvement in depression associated with partial epilepsy in patients treated with
lamotrigine.
Epilepsy Behav 2002;3:510-6

Comparative cognitive effects of phenobarbital, phenytoin, and valproate in healthy

adults.
Neurology 1995;45:1494-9
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Cognitive effects of topiramate, gabapentin, and lamotrigine in healthy young adults.
Neurology 1999;52:321-7

Differential cognitive and behavioral effects of carbamazepine and lamotrigine.
Neurology 2001;56:1177-82

Cognitive profile of topiramate as compared with lamotrigine in epilepsy patients on
antiepileptic drug polytherapy: relationships to blood serum levels and comedication.
Epilepsy Behav 2004;5:716-21

Double-blind crossover trial of lamotrigine (Lamictal) as add-on therapy in
intractable epilepsy.
Epilepsy Res 1989;4:222-9

Controlled trial of lamotrigine (Lamictal) for refractory partial seizures.
Epilepsia 1989;30:356-63

A randomised double-blind placebo-controlled crossover add-on trial of lamotrigine
in patients with treatment-resistant partial seizures.
Epilepsy Res 1990;7:136-45

A randomised double-blind placebo-controlled add-on trial of lamotrigine in patients
with severe epilepsy.
Epilepsy Res 1990;6:221-6

Lamotrigine for the treatment of epilepsy in childhood.
JPediatr 1995;127:991-7

Basisfor LAMICTAL® (lamotrigine) starting dose recommendationsin
U.S./Canada and in Europe.
[Document No.:THZZ/94/0295] (#:PN&k})

Guidelinesfor clinical evaluation of antiepileptic drugs.
Epilepsia 1989;30:400-8

Guidelines for the clinical evaluation of antiepileptic drugs (Adults and children).
HHS(FDA) 81-3110

Item 8, Section G. Integrated Summary of Effectiveness Data. 1991
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Evidence for arelationship between lamotrigine dose escalation during the first
month of treatment and the incidence of rash requiring withdrawal of lamotrigine

therapy.
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An assessment of serum and red blood cell folate concentrationsin patients with

epilepsy on lamotrigine therapy.
Epilepsy Research 1992;13:89-92

Lamotrigine-induced carbamazepine toxicity: an interaction with carbamazepine-
10,11-epoxide.
Epilepsy Res 1992;11:147-50

Lamotrigine: preliminary clinical observations on pharmacokinetics and interactions
with traditional antiepileptic drugs.
JEpilepsy 1992;5:73-9

Single dose pharmacokinetics of carbamazepine-10,11-epoxidein patients on
lamotrigine monotherapy.
Epilepsy Res 1994;19:245-8.Eur J Clin Phamacol 2000; 56: 299-304

Effect of lamotrigine on carbamazepine epoxide/carbamazepine serum concentration
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