#% 202681 LT (I5H0) BAEER RO EED
* 20264E3 HekET (BE4R0 871139, 871179
BIE, WFEEERD
MTADAE
SEMYRVER
SEPMIYF VsngmE2mgrb—7]
FEMIF DmnezmSmgrr—o]
MTADAE. RIBEEERERE
SEMYRVER
FEMIF 525mgrb—9]
FEPMIF :=100mer =9
LAMOTRIGINE TABLETS FOR PEDIATRIC 2mg “TOWA”/ TABLETS
FOR PEDIATRIC 5mg “TOWA”/ TABLETS 25mg “TOWA”/
TABLETS 100mg “TOWA”
igs i BERE $E/NEH2mg $E /N2 5mg $E25mg $£100mg
BRI © 54F &ZBEE | 23000AMX00305 | 23000AMX00304 | 23000AMX00300 | 23000AMX00301
F) FE-EMEONAFEICLOMHERTEIE RFEPA A 201846 H
3.2 BHOWR
1 _ R
AH DR EIC & Y h B R FIEEMBE (Toxic Epidermal 74, 7E R F G 7E R F G
Necrolysis : TEN). FZE#:IEIRAEIZEE (Stevens-JohnsonfEf& = 2mg Th—1) smg Th—Y)
B). ERMBBEEGREOLERREMNS BENRERE st - w1 . st 1 DR TE D
BHEbNHCEtHY. FLEICE-flbREENTINDD PEIR - A | BRI B DERRAD DR GE i A D DG
—G\ LJT@%IE(:E‘E%Tj-éCto iE{ 5;&]\]) 2 rj;EI\U 5
1.1 FERUAREEA TANERSE LLBA CERREORS = —
ENENCEDS, AHID6 MERVABEBTFTE &, # | ERUF =D 2 | FERUFS S BT
1.1.1 BE5EBEBEEDSNEMAERVEABEBIAN &, N ) '
LT OEEF b U D A SRR OIS B 2ER £ T35 5 & &
T22& (BAOR), [1.188] s e
1.1.2 ﬁ-’éﬁﬂ?%i’(‘d)iﬁﬁ@ﬁ%%ibancﬁiifﬁgﬁﬁé’&iﬁim e | & -
Wl &, £ HERHZRESAWNI L, [7.188E] —
1.2 REREECIENCEENEMECHARL, BYELEE i i
F5o&, £ BRBICMAUTICRTERDS S>bNEIBE R (mm) 5.0 8.0,/4.0 (Bf/ G
CREENHERECES-ENHEHDT. BEICAFDRS 2= o) 2 0 ) 6
#EF32L, [11.1.1, 11.1. 28] < \mm : :
s (38°CLILE). REM. OF - OEKEOUSA. HEERE. 2 (mg) 40 80
LBERR. U NGEER =
1.3 EEANHERZEOREEL. MNECEVNTHN EMSREN - — - —
TWAHDT, BITEET S &, [8.1, 9.7. 18] 074 A F('J:\i/ﬁm%mg 7:E]\FJ F > $¢100mg
1.4 BERERKICHLT, BBEPLEOERDSS>bNLIBE h=7] h—=71
CRELICEZTE5EET L, IR - FITY EEDERA D O # e
Atk | & FERY 25 SERY 100
2. B2 (ROBECIFBELEN L) R @ | SERUEY R—T 25 | SERUEY F—1T 100
KAND RS H U BB D BEEE D & % B 7
a7 =Y
3. 4R - MR N
3.1 #mk n
— SERUFGENE AV E L e &
- 2mg [h—177] 5Smg [h—"7)
%%‘;E}?ﬁ I F }\ I);‘i‘/ ............ ng I ]\ U;\i“/ ............ 5mg {EUE @ @
D-v>Z h—)b. HEZTEE. BEEAKT A B, E % (mm) 6.0 8.5
FAL |7 AT =LA (-7 TS T SR E . AT T =
VBRI R YA, T OMIMS J2& (mm) 2.8 4.2
B & (mg) 85 252
Wiz 4, 7€ l\r'J:\f‘/ﬁ%mg 7€ I\FJ:F“/ﬁIOOmg 4. WEER (23R
h—v) s OThbhBEDTRRIECHT 5 BAE
e | TR Ry e 2Wmg| TERUHED e 100mg MARME (CRHLBIRAEESD)
% ME R T
D-¥> = h—Jb INAD—2F) DL, EROF ERIREWRIE
I rnelello—X, BEIKT 1B fEflo—
o~ A, AN TF—5 (L-722)V7 I 46&W) . A
FTUER TR A, OIS




OtDMTAPAETTRENENRDSNBVWTADABREDT
RREICHT IR TADLARLEDOHBEE
BRRME CRMELRIEEEZESD)
WEBARE
Lennox-GastautfiExBEIC 31T 5 MFIE
OVBHEEZECEIFZRNIEY — FOBH - BRI

5. EEX (IR ICEET S FE
(EBIR P FEAE)

5.1 155 %L EOBFITBIT 20K ORE2EITDONWTIIMILL T
WIRWz B, 15RARM CAKOERZRHB L ZBFITBNT, 15
LA Bk L TARI 2 M T 28551013, BFOREZ 48
KL, BELOFEENEREZ LR S HE SN DHEITDH
BE5T5T L,
BMBERBECEIFTIR9IEY — ROBR - BENH)

5.2 BMEREED RS TE Y — ROAMEMBEICH T 2AA DAL
PR N2 2R L TR,

6. BERURE

OTADABEICAWDIS

BRA (GERUF825mg Th—71 RUOSELUF U §100mg
rk—omn

(MHEAEEDIZE EoRE CRESHRIEREZED) RUBRE
BRREEICANSER)
WH, SERYFCELTEYOLARMIZ1IA25mg% 1 H a5 014
L. XRO2AMIZ1IAmgZ1IH1EZEO#K S L. 5#HIZ1IH
100mgZ1HIESUF2ENC 8 L TROKRET 5, ZT0%IE. 1~2
HEFEEICIHE E U THRAL00mgd DMiEd 2, HeRFAHEIZIH100
~200mg& L. 1H1EXIX2ENZHE L TROEE T %, ERITE
CCHEEHEET 22, HEERUEMM EoMREEH T TIHEEL
THRA100mgd D, 1HHEIZEKR40mgETEL, WFNH1HL
EIIF2ENZHE L TRORET %,

@QN\)V7OBF )Y LAEHBAT ZIEE
WHE. SERIF D ELTEYOLARNZ1E25me % I HICR& 1%
5L, RO2EMIZIA2mgZE1IH1IEKRO#&K ST 5, Z2D%IF. 1
~2AMMEICIHEE L T25~50mgd Dl d 5, #EFHEIZ1IH
100~200mg& L. 1H2[ENCHEI L TRO&L 59 5,

@YV TOBEF bU Y AEHELAZNESED

G)-DAFDSIN o0 VEBEEEFET IEMND2HBT 51548
WHE., SERIF L ELTEYOLARNIZLH50meZ 1 H 1A 1%
B, RO2AMIZIH100mgZE1H2ENIC 4 E L TRO% 57 5,
FO®BIE, 1~2EMEFICIHEE L TR AL0mMES D#iEd 5, #
FH 2131 H200~400mge L. 1H2[ENCHE L TRO& 59 5,

@)-ii) G)-NLUNDEFRE /BT SI58
HAREDLEITHRED .,

B L TAUDABFEITHVWSEA (RA)

1E3) AFIO SV 7 O VBT LB E RIFE WIS TUE T —)L,
TSI, JIHI R, ANRIF, VAFUL, REIT—R, 7
VAN UFT L, LRFIEY A RT2NFIL, FIHI R
[7.2. 16.7.1. 16.7.22#]
WNE (SEMIFGEMNNERA2g Th—71. SEMUFENEA
smg k=71, SERUF 425mg [h—71 RUSERUF 8
100mg Tb—"71)
MEBRFEEDOHE (BRERHBREECHNDIEES)
WE, SERUFCELTHRYO2EENZIHO. 3mg/kga1H1[EI X
WE2ENCHEIL TR OS5 L, KRO2ERIZ1HO0. 6mg/kgZ 1 H1[E
IX2ENC B L TROB 5T 5, 20%I3. 1~2EMmICIHE
E U THEAKO. 6mg/kgd DMiEd %, M HEIZIHI~10mg/kg&
U, 1H1ESZ2ENZE L TROE 59 %, ERICR U THlEE
WI 20, HEEZUAMI LOMEBEZH T TIHEEL THRK
0.6mg/kgd >, 1HHRIIHEA200mgETEL., WTFNH1IHLE
2N EIL TROEET 5,
@7’ O+ O LEHBT 3155
W, TERNYFRSELTRIO2EENE1IHO. 15mg/ke% 1 H LM
BOBEL, KO2AMIZIAC. 3mg/kgx 1 H1EKR O ET 5, Z
D#%IF. 1~2BMICIHE S U THEKO. 3mg/kgd DiliiEd 5,
MBI, VOV TOBF MY T ARMATAF D7)V 0 g
G Z2FET HHANED Z0HT 25 A/131H1~5mg/kgs L. &
FIOZN o0 BILEZ#AET A 20 L ThanEEi
1H1~3mg/kg& L. 1H2ENZ/EIL TRIOKE S5 5, 2B, 1H
FARIZEA200mgE TET 5,
@G/ TOBF U Y AEFBLAEVESED
R)-DAFDI I IO VEEEFET IEADE2HAT 2158
W, SERUFCELTRAO2EMIZ1IHO. 6mg/kg 1 H2[EIC
DELTROKES L, XO2AMIZ1IHL 2mg/kgz1H2[ENZ5EI L
TROKEGT 3, Z0%IF. 1~28MEFICIHEE L THAL 2mg
/kg SO T 5, MR EIZ1H5~15mg/kgs L. 1H2EIZ53E]
LTRO#EST %, 8, 1HHRIZRAL00mgETET %,
3)-ii) G)-NLUANDEFRE /AT 58
NV 7 afgEF ) I LAEHATLHEEIHKD.
BE  TANAVBFTHNDEE (N

DR (1) BAIEE D
@V TOmF R LE | BE
PEFI L7 LA CH 5r % 1
sy | QLW TR @ k0| o g 4
waggoms | T YT LE o | o Ul ey R o
BT EHE | apmEd 2 3 - Lstd ‘ =8
St e SHKED 2 pf | T AFE AR IT
FADEI Tyams | 0o
1-2#8H 25mgZ [ H %5 50mg/ H 25mg/ H
(A1) AH 12 5)
3-4HH 25mg/ H 100mg/H 50mg/ H
AHEES) | (L2015 (A1)
#LTHE)

SHALE | 1~2i M | 1~ 28 51 58 H13100mg/ H
25~50mg/ H | fA100mg/H | (1A1EUS2EIC /%L T
FOWHT B, | TOWHT 5. )

Z 01~ 2l M K
100mg/ B9t .,

MeRr = 100~200mg/ | 200~400mg/ 100~200mg/ H

A H (i 400mg/ F)
AH2ENCS | AH2EIC S | QALEIE2EI 0 E LT
#LTRY) | #ILTES 3

R TER - ORIk E 5
FTEA100mg/ HED)

AENZFEE LTIV Y 0 VRS EER TRI#END,

ED AFIO )V 7 0 VBRI S 2 8 5y TRV X D AL T

3 VO b U ARG 5 ORERCHRICES 2 &,

2 AFOVN IO A EFET DK T2 b >0 VN EE

Jx/)NVEY =), JUI K2, UT7y 2 ET Y, OEFEL - URFE

IV B

[7.2, 10.2. 16.7.1, 16.7. 2Z:H]

DF AL
VAV Avanl & ul URVARCIPAVI Avinl. & al RV
LEUAT S5 LZEPEHA LA (1)%%&?’\
smepm | AH07L S0 @ DR g | e
THEHD | 7Ol | 0| OZ VT o | g iR iz B L
il GEAEY | GEREY | CRILE DEHAED | DHE)
B ALY | B EAED | FHT 55| D
ZOERT S | 20 L7 | #IED 2 of TN
Be WS | T R5E s
1-2iH |0.15mg/kg | 0. 15mg/kg | 0. 6mg/kg/ | 0. 15mg/kg | 0. 3mg/kg/
/H /H H /H H
AH1E#E | AHL1EEE | AH2[EC | AHL1EE | AH1EY
5) 5) SrEIL TR 5) EAE N
5) =L T %
5)
3-4#H |0.3mg/kg/ | 0.3mg/kg/ | 1. 2mg/kg/ | 0. 3mg/kg/ | 0. 6mg/kg/
H H H H H
(1H1EE | AH1EEE | (TH2ENC | AHLEE | QH1EX
5) 5) rElL TR 5) 120801 53
5) # LT
5)
SEB LA | 1~2i/E | 1~20EME | 1~2 R e | 1~25ERE | 1~ 285
I R ORI R K| R KK & KK & K
0. 3mg/kg/ | 0. 3mg/kg/ | 1. 2mg/kg/ | 0. 3mg/kg/ | 0. 6mg/kg/
HE DM | H9 O | B3Ol | B3O | 59 D
T 5, T35, T3, T3, T3,
MeRF & | 1~5mg/kg | 1~3mg/kg | 5~15mg/ | 1~3mg/kg | 1~10mg/
/H /H kg/H /H keg/H
(&% K| (& K| (& K| (& K| ( & K
200mg/|{200mg/|400mg/H) |200mg/|200mg/H)
H) H) (1H2ENZ H) (AH1EX
(AH2ENZ | QAH2ENZ | 2E L TH | AH2ENS [ 20E 12 4
SEILTH | 78U T 5) SELTHE | E L T &
5) 5) 5)
(HEEIXL
JAFEILA £
fuibe & &5 1 F
T & K
0. 6mg/kg/
HY™D)

ARG FEE LTIV 0 VB R#E TRE T NS,
D AFO )T 0 D HRIE IR 2 B S I TIRWEANC K 2GR T
3 VT OREF U Y ARG 256 OMERHERICHED 2 &,
1E2) AROIN o O BIEZFET LA 1 722 b > TVNTEE Y,
T /)NVEY =)V, TUI R, V77 ET Y, OEFEN - U MFE
IVBL A
(7.2, 10.2, 16.7.1, 16.7.25]



1E3) AFO Yo 0 VA LB E RIFSBWER : TUET T =)L,
FSHE, JIHI R, ANRCFL, YAFUL, RESI—h, 7
LANY > UFTL, LRFSEY A RTFI. TIFI R
[7.2. 16.7.1, 16.7. 28]
OVMBHEBEICSIFTAEHNIEY — ROBHR - BRAIGICHAW515
& (SEMIYF V2 Th—71 RUSERUFE100mg
rk—o0n
(M BEEEDIHE
WE, RAIIZSERNYES E L TR O2ARIZ1IA25mgZ1HL
B OS5, RO25ERIZ1H50mgZE 1 H1E IF2[EN 55 L TR
O 5. L. 5BEIZ1H100mgZ 1 H1EXIE2ENZ7E L TROES
T 5, 6 HEHLIRIIMEHE S L T1IH200mg % 1 H 18] i 2[=12 45
L TROERET 5, SERITSC CEEERT 25, HEEIZLERM
IEOMEZEZHFTIHEREL THEKXI00mgd D, 1HHARIZER
400mgETEL., WIFNHIHLIEIF2ENIC/HE L TROKST
5,
@NWVTOBF N OAEHBET 258
WHL. RAIIZSE MY FE D &L TR OUAMIZ1E25me % FEH
CROE, ROJAMIZIA2megZ 1 HIER O 5L, sEEIZL
H50mgZ1H1EIE2ENC 48 L CROKZEGT 5, 638 B LRI
A8 EUTIHLI00mgZ L H 1E X2 5E L TR O% 59 5,
FERICE U TR IS %25, HERLEML EORFEZ H 13 TL
HE& L THRASOmMEYT D, 1HHEIIHEA200mgETEL, WTh
H1IHLEXI2ENCHE L TROES5T %,
@)/ OBF MU U AEHBALARWNMESED
B)-DAFDS I /O BAEFETIEHDEHAT 2158
WE, RAKIZSERYF S E L TR O2HEMIZIA0mgE1HL
B OS5, KO25ERMIZ1IH100mg %1 H2EIC4HE L TRO% 5
L. 5EBIZ1H200mgZE1H2ENC/3E L TROBEGT %, 6B
1H300mgZ1H2[ENZHE L TRO% 5 L. TEH DRSS
E L T1H300~400mgZ1H2[ENC2E L TR O 5T 5, fERIC
U CHEEEmY 22, EEX1IEML EoMEE2H T TIHEE
L THA100mgd D, 1HHREIZHRAK400mgETEL, WInH1H
2B E L TR O 5.9 5,
F-ii) G)-DLUNDOEFDEHAT H5E
AR EOBE IS,
5 | WMEEEICBT 2 R0 T EY — ROEH - HRINEITH WS 5E (]
N}

DRI
(Q)VAVI2wan] & al NURVIN ;5
@V Fofg LI BET
; 1) HFHEED
ARG | FRUDL | QDEADT | g o O$§§&
HEHOME | 20T B35 |V IO BRI o kg
& BEHET D | 2
= s SEHTES % Of
SEHITED % OF Y
TREA A9 554
1-28H | 25mgzl@H#E 50mg/ H 25mg/ H
1 H1EHS) (LH1EHRS)
3-4AH 25mg/H 100mg/ H 50mg/ H
(IH1EHEE) AH2ENZE] | AHLESZ2ENTE L T
L T#45) #%5)
SIEH 50mg/ H 200mg/ H 100mg/H
AH1EXEF2 | AH2ENZE | AR LESOGI2EIC 3 E LT
EICHELT| LTS #5)
%5
63 H LAKE 100mg/ H 63 H300mg/ H 200mg/H
(B A200mg/ | 73 H LAKE300~ (K400mg/ H)
H) 400mg/ H AHLEF2ENZ5E LT
AHA1EXE2 | (FAK400mg/ $e5)
ECHE LT H) G RIF AR LA Lo bR =
5 (LH2[ENZ5E] | BV THK100mg/ HE D)
(EEZLAR | L TRY)
EoRmz | GERIZ1AR
H TR K|ULEDHEZ
50mg/HT |H Tk K
D) IOOm%/E'f
>

FENFEELTYIVY 0 U gEBEEFR TREE N 2.

XD AF D7)V 70 BT

SEINY] S INTIRNERNC LSO AFELT

d VT Ol MUY AR 25BEORAER RIS 2 &,
2) ARNOIZ) 0 BIAEZFHET 2HEA : T2 b 2 VAR EE

T /NVESZ =), FUI R,

IVELEH

[7.2, 10.2. 16.7.1, 16.7. 2]
3 AFIDZ )V o 0 UEEITN UEEERIFSIRNWER  TUET T — )b,
FSHES, VIHI R, INRIF, YAFY, FESY—hH,

LAHNY 2,

V77 >EY>, OEFEI - U bhFE

UFI L, LRFTES L RT2), FIAHIR
(7.2, 16.7.1, 16.7.2%H]

7. BERUVHEICEHET 25
(Sheesti@)

7.1 BPLEORGEEEORBERIT. EOONEHAERVCHEZBA
THREGLEBAICEVWIENRINTVEOT, HHTIEAD
HMAGDOEICHEELT, 6. HIARUHEZESFT D &, BB,
AREHELSICIORAH L ZHBIC BT 28 OMASDEN R
WIBEIZIE, FAEILZHBICRDELS. DDOBABRWHERIZRS
ORI EHARDETHRETHZE, [1.1.1, 1.1.2, 7.3,
8.1, 11.1.1, 17.3.1, 17. 3. 2%:H8]

7.2 PEHT 2HEFNIONWTIHU RO EBO HEINLDOTHEET S
ZEo BB, AFOTIN T OVEIEEIIHT HEENHSNTR
WEHNC X B 6 AEETIE. VO b AR T 545
AOMERCHRICHS Z &, [6.. 10.2. 16.7.1, 16.7. 2]
CARFND 77 0 LA BT S 3]

Tz b2, HIUNIEE>, 72 /NVESY—)L, FU=X
k. Uy ET >, oEFEIN - U M FEIEESH

- RFID IV O CEEE T U E T S R
FTUETS =), FS52HFE, JZHI R, ANRIF
SAFT, FETIY—=K, FULANY, UFTAL, LXRF
St L RT2NFN, FAYIR

7.3 AFNC X B RBEDORIEEIRDO D152 H 1L Z8E1213.
B EOBERMENGERRNEZ LR B SN2 A NI ERS
LianwZ &, BREICHEZ->TIE. WhinsHHTREZPIEL
SERFIZBWTH, MiFHELVEVWHEMNSHIE TS &,
B, HTEF LD S ARF QWL R OSEOHIK 0N o) b
U AZBEA U2 A350E R, YL O U O ARG YE
TAREOZ) 7 0BG E#HET 2 A %20 L 72 RI3R65k
Bl (WInsAEADT—%), )L 7aiEF M) T LABAF DT
V7O A ZFET B A S 0 U 7ss o R LT0ERRD
EREL TWSEEIE. FRAED 56, HiEAUTHRICHE S TH
B2z EMnHERINS, (7.1, 10.2, 16.7.1, 16.7. 25:H8]

7.4 AFIIEEHIC, AHOZI IO EBEREERESD 5 WIZHFET
DK 2B EGBIRERIET2EEICE. AR O HEHE 2
EETDHE,

(BRETADADERE)

7.5 ARF|Z & BURMFEIELIS O /NE T AN ABZFITHW S HAEITIE.
MOPITANAEEHL THEAT S Z &, TR RMFEELI D
E N ERRAR B ICB W T, AR HEME S5 T O/ HREBRIE RN,
[9. 7. 3]

7.6 NETANAVBEERGTZHEEIC. &5 A~2#) 12&
HHRELZ1HAEN1~2mgD#HFENTH > 7285 E132mede 2w H
WIS %, AREREL 1A HES ImgRiFEOHAIIAF 2
AL Tids s, AFERGHIE, REALEEEL. HEIC
INUCHEYNICHEDEEZITO J &, BB, 2~6EKD/NEDHAEIT
MEFFH RO LR O HENBERGEDN D 5,

8. EELEANEE
(ShREL @)

8.1 AFIDHGITLZFBIIHIR - EBRICHSDND ZENEL,
HERLEBEEORERIZ, ARG MAD SSEMLINICE S, £
=o NV TOfF MU D LAEHALZEE. HDWI/NEIZBWT
FWZEMWRINTNDDT, FHDOHEEICH> T TmIcEE
U, BENPEDSNZHEITT. HG5E2PIEU#EYRAEZ{TD Z
L. [L3. 7.1, 9.7.1, 11 1.1, 17.3.1-17. 3. 28]

8.2 MMt ERFZED. 2 DIEIRE LT BFETIERENDH 0.
HAGROBZNNH DT, ZDLS RBEHITIE GG RN
WG BZ2EET DBITEEFORER HREOE L2 EEHE< B
RIDIE, £z HickhBE. K2, 7hI U7 RESR
TREDBHRLEDORE., LTINS OFEROMENERS
NHEITE. REEEZHERT, RLAIEEL. PIET 2480
YIEZETO 2 &, [8.3. 8.4, 9.1.1, 15. 1. 1BMH]

8.3 HARARMTOBERW 2 </, HRME[NED 5N BEIC
WHTHHEIE. 1RGO FHEEZR/NBICEED D Z &,
[8.2. 84, 9.1.1, 15 1. 1Z%IH]

8.4 FIEHITHRRELARMN, HE, BB SRMESOTH)
OB R OEBHRBEND 5 b U A7 HIZOWTH4a3H 2
T, Effi ERBICHEKZMO A X OHETH &, (8.2, 8.3,
9.1. 1, 15. 1. 1)

(BIETADADEE)

* 8.5 IR&. 7EEH - B - KEEFRENEOR IR L 2 L0
%, HEHEOERSEGERZ LD EBREOE ST, BEEP2O™E
FIED 2+ RO b, EEAMEEICHIE L. G2 RS HbRE 2
TOBBTETOBEENKRETHD I L2 BYICEFICHET S
&, T BEEND S ONLEAIE. HEEOERSERZ
PEOBEROBEICREE LWL S, BFITEET 5 &,

8.6 TAMAEE T, HATICB TR 5EOZMLBORN L
SodEick D, TADNAFIEOHEE I TANAERIREND 5
bNBZEMBBHOT, HEE2HILTIHHEIE. BBORESL
OB ENSEBICEGZ P IEL BT TR S WA ERE,
Dl < EBH2JEML ENT TRZIMET 272 EEEITS T &,




(RIBERRECEITERNTIEY — FOBR - BADHED

* 8.7 IR&. EET - By - KENEBRNEOR /RIS I L0H
50T, ARG HOBFIIHBHEOEESE, BREMND RO
BEICREF S ERNWESIEETH I &

9. BEDEREFTHEEICHT I ERE

9.1 AHHE - BERSEDH D ESH

9.1.1 BRSENIEFLRDEENHZEE. BRIBEDHDEE
[8.2-8.4. 15.1. 1Z:Hd]

9.1.2 RMOBEMEER IMEKRTMEDOER DH S EE
FEEIR 2B XI5 2 &b 5,

9.1.3 DM TALAREICH LT LILF —EBIIRBEIROETELN
HoEE
HETIIRWIZ OFIBEE KI5,

9.1.4 BrugadafE{ZBEDEE
BrugadafiE BRI O ERZ L T Oy 7 kOGRS
3 (VI~V3) DcovedBIST EF) MEEFE(L L= & DHEND S,

9.1.5 (AL, BERUERE (LHER. #RE. OHES). FEEE
EFEEDHZEE
FEREE 2 - T USE S B2 et b 5. In vitro iRBRIC
BWTE MUFRIBAKEENaTF v RVERZIH L. PIREIR
Yy 5 AR T 2R ERBRORHEEH T 5 2 EAVRE Nz,

9.2 BiEREESRE

9.2.1 BFeEE
BIUT7 I UAMMERLTWS DI, EREY (Vv o g
HER) OmEHRENMERBEAZID BES BRI ENDH 5,
(16. 6. 1Z:/]

9.3 FHfeErEESE
BEEEETL L, FHEREOREINCTAFIOZ Y Y Z
SAMETRL. WREEHNERE TS END S, [16. 6. 25 ]

9.5 {FiR

*% 9.5 1 LNOMEZEZEL. EEXIILIEL TWAREHED b 54
PEICIE. BELEORBENGERMEZE EEZ SHE TN 255120
BEHTBH L,

N TOEBO TORRY T 1 THE?DITBWT, ITRFEL1=
e NI AH 2 B S OBF R 5 S 248 EHL2, 70041 LA 1 o I bt
DOBEHRMNEINTND, AFIHEMEL 512K D RAF BRI X
7 OEGHIZEEINMIED 5N TRV, W DD EIRFEE
BWTHFHEO OZOBEBHRFRAER Y 27 OEmAHE SN
TV, =232 hO—)LRICBNTIE. MOFFHE & Lk
LT, AFOFHICHES OFOBHOFERY X7 NE0N & O
RigBontuin, REEHAEDOT -1, LA ZEIER
DEREFERIHDOU A 71204 T 2 KK OEEITDNTIMT 5
DIZ+77H DTl RN,

B (S R) KBWTEFIDBRBEADBITNEDSNEED
WEND B,

- B E W AR AEE BRI B W TR A RIEE IR 5
Nixho7zh, AFNXD b R ORERE TR R ICH LW HEE
HAzEET220. ILEPICAFZHRSLEEE. REFEES
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1.1 EXAZEIER

1M.1.1 PEMHREIEFEMMBAE (Toxic Epidermal Necrolysis :
TEN) (HEEARH). HEEIREZRS (Stevens-JohnsonfEf&
) (0.5%). ZRHAM (EERBA)
FEE RFIM. HEOMEE. 08 - DERESEREOUS AL K
JEREE O KE, FLBE. WEEE. O, EEBERRS O REN
ROSNHEITESICERGZERIEL., BYRLEZTS 2 &,
[1.2, 7.1, 8. 1=H]
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R, BAENPMICASNDZENDD. FTITYU 2)NHIER.
PR PEIE, MkBEE (rEEERIEZ. HmEkE., B > NERD
M) KoigsskEE (FRERES) Oox02HERNHD 5D
NDTEND D, FHNNEMRBUEAE R OB SUIERNLEFEMET
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INFERD 2 VITBEAT B2 END D, BB, EBEUE D GE
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1.1.3 BEARMEN GEEAY). MRS FEEAY), EE
RIBRAE (BEEEARHH)

1. 1.4 MEKERERE BEAH)
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BETO &,
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SICEHEEERE LD MEEMBEA R 5% T ICHEFELZED
WD D,
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14.1 ERIRMAFEOEE
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15. 1 ERpR{ER ICED < 158K

15. 1.1 AN TEESINZAF 2 ZOEROITANAEIIBT 5,
Thih, BEERSEESE L1990 75 & Rt BRER R 5 O
MEHERIZBWT, HASERCARCROREBIOU 275, #i
TANALVEDIRABTT SRt L THR2EE < FiTAn
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ZEROENT, /. BEMFEH T TRINERP OERERBEICH
BIBLIZED 5NN S Fr.

16. FE¥EhHE

16.1 MARE

16. 1.1 BERRA
fREERLA6HIIC 5 F b U F 2 25~200mg Z H AR %5 L 7=k, %5
1. 7~2. SFFHI CTCmaxiZE L., t1/213 K31 ~38KF[#TdHh > 7z, Cmax
K UAUC)-ol3 3 G EmDEEMTENER L 72, Ee. [EBERRA6HIIC
ZE MU F50mgZ L H2[E10HMKER DS LR, migtfh o€
MU F BB G560 HICERIREICEL /2.9

K1 BEBAICSENUF25~200mgx BEBRO/RS LEBOSENIF VOFE

1.2 ZDOEIVER YBEENS A%
N N p s J <H R | C Ty t AUCy-«o CLt/F Vd/F
ML | IVOARE | LR N%ﬁ?ﬂ o || gD | G0 | 6O | (g | @lmin | O
B Vi Wi JERRBBIE G 25 6 10.338%0.031| 1. 7+0.8(37.9+11.1| 15.2+4.9 |29.77+9.12|91.0+8.1
2 By ﬁ;g W 57 50 | 6 [0.718%0.049]2.5+1.235.0£4.7| 33.7£5.9 |25.33%4.09|75. 2+4. 8
- 100 | 6 |1.4880.261|2. 3=1. 4 |30.5+3. 3| 59. 9212, 1 |28, 795, 65|74, 29, 2
1 WS | S . NER. | BRE, | E B R E
(15%) Kz - R - | BREE, eI, | F vy, GEE, 200 6 |3.075%0.336| 2. 5+1.0(32. 4£5. 5|136. 133. 2|25. 64+5. 69|69. 8+9. 3
WEO BB, TAh Rk . | N—F T
TR AFEMEEIEO | IRYR, BRI IR O B AL, 16.1.2 TADAEE
s s AT ADABEEHSE LZENERRBICBNT, SE R
N >200mgZ %G L IO 5 E U F R, LT O k
= UOLEFHAL, SERNIF>OIVY O VEETEG &2 FHET 55K
BB E | BRRAR 2O URWEEIR. 6 L g/mL. NV 7O MU AZPHHET.
wiks |, (Ei/i? FJEMIFOOUIN IO UG ZFET 2HEA 20 L2581
ﬁ’ﬂk . 2.2 g/mLTH> 7=,
IS BN T At AEE 2GR E L ENERRBICB N T, 3
. HFRE AR O TANAEDEREEEZF THLERICTERUF 2 HREL
ik B PO EEAREIC BT BMF S E N RO WEEUTFIRLZ, P
. — N AR TADAEIZED SE N F OMFHRIZRE S, FED
- R PR il LU AL M AUR SN, Eh, TE B QRS THETTA
a0 . A e 7 A I PRI B T 2 AR SR
m a S A = £2 BMABEICHITZ0PRE
g B, RIS 5
DB
TR BE A S s X . -
S R , 5  TERUR S E YRR H KMERSERY
" i LRI ES A FAE TP T Bl
N — 7 AR @giU@@é%%§§§§E%$ (mg/H) | VED (1g/ml)
Z DAt IS & 2 S D Ay
- " B B U N 3.25
13. BEERS b JEDE Feppm | 100200 15 A0 g gg Ty 5
13.1 fEHK \ , DA 2.81
QRSIEE O FEBHAE S TS, i ERO10~20f5 12 & 0 i b | 2000 |90 99 | @3tz

AR, Jedf. HRRMEE. KIFEMERE, BIESOEIRORBHDPHE
INTNW5B,
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x3 NEBECHFZMPBRE

EISGES:
5 e R RS TEE YT e S5 E
AV 27AE] %;E;i;tm%wmg AR\ D :\iyyég&z>
i) B % fER DY & 2 (mg/kg/ L) (eg/mL)
oo SR |TruiTA]
- YOE
3.85
et 1~3 |18 (45)
e BER S IEBE (1. 07~11. 38)
il 5 39
JEDE B I~5 148 0D | 5975 g1
JEOFH 2%
Cidiil PERICIEIEDERT|  5~15 |30 (54) (0.70~9. 82)

ED AN EE>, Tz /)NVES =)L, JUIRY, JxZ b

1E2) ol (uMiE~ ki)
TN O EBEBERERET DHTCANAEEZAL RO S £
MU F 2 Ot 3R Th o 2 GHEANT—%), B, SEA
R AN TOBF N LAZFALEROIENY F > Dty
RO T H o 72,019

16. 1. 3 EYFHI RS ER
(ZERUFENERSNE Th—71)
FJERNIFEENEASMg [h—=7) &3 7% —)LEE/NEf5mg
., JOXF—N—jkickoEnThisE (EMNIFELT
5mg) f@FERR AR FICHEEERO%S (hA<EWTKTIRAX
V2D FEEKTIRA UTliEpREMFBEZREL, Bo5Nhk
HYFRE)N T A —%4 (AUC. Cmax) 2 DWW TIONEHE X MIEIT THK
FHENT 21T o 1245 8. log (0. 80) ~log (1. 25) DHEIFHNTH V. MiHl
DEWFIIRIZEEATER S iz, 1Y

M M#HL EWTKTIRA
(ng/mL)

o= FERMIFHNEASmg Th—"7)
—— I35 —)LEE/NEH 5 mg
6

SEEE + ERE(R 2, n=1

0G ; ‘ ‘ ‘
0 12 24 36 418 60 72

F 5RO (hr)
&4 ENEBENSA-5

@) ZDFEFKTIRA
(ng/mL)
150+

o= FJEMUFHENEHSmg [h—7)
—— T35 —)LE/NEH 5 mg
SEIE + BREfR S, n=15

BEERE

00 ‘ ‘ ‘ ‘
0 12 24 36 48 60 72
EH B OISR (hr)

RS EYBMEBNSA-—S

HEINT A—F BENTA—F
AUCo-72 Cmax Tmax ti/2
(ng + hr/mL) (ng/mL) (hr) (hr)

FTEMF MR

5mg [ h—17 ] 31574361 | 98.83+£18.73| 0.78+0.34 |43.89+10.84

734 —)VENEH5mg| 3159+368 |92.91+19.30| 1.18+0.94 |42.81+11.17

HENT A= BEINTA—F
AUCo-72 Cmax Tmax t1/2
(ng + hr/mL) (ng/mL) (hr) (hr)

FERMYF 5N

Smg [R—1 33741534 | 102.6+11.9 | 0.66+0.30 | 44.50+9. 29

94.7+14.4 | 0.98+0.50 | 44.96+7.97

7304 —)VNEfismg|  32564+499

TH L~ Bl 2, n=16
M EIE TR AUC, Cinax0/85 A — 41, WIRHEORIR, RO RIREL -
WSS OB 1T & > T RT3 % W REM A58 B,

T~ BERE n=1b
MR TITAUC, CnaxB0/8 5 A— 5 1, 8K ORI, (FROTREL -
WA D IRBR A1 & - T 32 5 ITREIERSD 5.
(GERUF££100mg [—71)
FE MY FGEL0mg [h—7) &5 32745 —)L§100mgZ, O
ZF—N—EC LD ZNENIEE (FE FUF> ELTI00mg) R
BN BT I ER O G (03 < FDTKCIRAKROZ O % %
ACTHRAD) U Tl R Z s 2 i L. 135 N7 30 B hg )
5 A—% (AUC. Cmax) |2\ T90%(EHIK ML CHatmi 2
7o 72k log (0. 80) ~log (1. 25) DA TH V. WA
RS TERR & 7, 19
M DH< ENTKTIRA

(ng/mL)
3000

o= FERMJFHEI00mg [h—"7]
2500 A —— 7374 —)L§E100mg
SEEE + R 2, n=31

2000 4

1000
500
08 ; ; ; ; ; ;
0 12 24 36 48 60 72
5% DR (hr)
K6 EWBENSA—H
HEINT A—=F BEINT A—F
AUCo-72 Cmax Tmax ti/2
(ng + hr/mL) (ng/mL) (hr) (hr)
FENUF
100mg [~—17] 632959171 2380477 0.51%0.49 |47.92+12.90
5374 —)L#E100mg | 62411 +9492 21114473 0.73£0.77 |48.31£10.99

P EfE £ ARER S, n=31
Mg EENE NCAUC, Cmax5 D/8N T A—F 13, #BRE OFEIR, KK O ERIUAIE -
e DR SR IC K o TRIZ S TN B 5.



Q) ZDEFKTIRA

(ng/mL)
3000 |
o= FERNJFHELI0mg [h—")
2500 1 —— 7374 —)L$E100mg
SEEfE 4 RS, n=19
2000 i
il
I
1500 4
b
rg p
1000 A
500
08 ; ; ; ; ‘ ‘
0 12 24 36 48 60 72
5% ORER  (hr)
RT EYHENSA—F
HEINT A—F BEINT A—F
AUCo-72 Cmax Tmax tize
(ng * hr/mL) (ng/mL) (hr) (hr)
SERUF 8
100mg h—1) 678907901 2536521 0.67+0.41 | 43.68+6.58
7374 —)L§E100mg | 67176+9003 23051498 0.99+0.96 | 46.00+8. 49

T IERE(R S, n=19
I BE IR NZAUC, CmaxZE /8T A—&1d, HHH ORIR, i D FRIEE -
% DI BR G I & o THRIZ D RN B B,
16. 2 BRIY
16.2.1 BEDEE
@R N12611C 5 F b U F 2 150mg % 22 i [ OV 1812 B [ERE 4%
BB, B%R5TielEicxnEdh S E Y F 2 OTmaxid
BREL 72708, AUCICH B2 2RDkhoz GHEAT—4),19
16. 2. 2 ¥ MFIRE
fREERR A8BIIC 7 E b U F 2 75mg % Halfk O % 5 U /=R D E W1
FIHRIZI7. 65 TH o7z GAEAT—%).9
16.3 9%
In vitro TOSERYF> (1~10ng/mL) Ot MMEEAREER
1353. 1~56. 24 TdH > 7=, 17
16. 4 {3
SERMIFEFEEL TV OCEEREESE (£ICUGTIAY) T
R#ans, c MFMICTYI MY SFU L. zoFESA. NDO
XY R=)b, Lo TE/)NL (EERMEEPRE) FEFTHUC-
FERNYFDZIFMULZEE, S RNYFI-N2-7)L 7 O BIEAR
DAERKMLT~29%K T L 7=, 18.19.20 [10, 7]
16.5 HEtt
fERERRN6FIZ1C-FF MY F2240mg (154.Ci) ZHEREOKLS L
7-HE, 25581680 R = TIZHEITRI2Y%. RHNITHRIMAYD HEE X N7=
RtAZEICTENYFE-N2-Z )Ly O Bak (K1) L
THeME ., DUFRZME Q0% . ' MNUF-NS-Z)V 70O
AEHwk 6~10%) KRUTERUF-N2-AFILEK (0.14%) ODJET
Holz GEATFT—%),2D
16.6 BEDEREFTHEE
16.6. 1 BHERESEE
SRR E B2 (VLY FZ 2T 52X EH13mL/min)
OB EBEZ6H (g2 L7 F=> @ F9854 pmol/L) 12T E k
UF > 100mgZHEfR 045 LR, SE MU F > Oty 03 @k A
DFNFNLIL. 65K UHI2. 2(21TBIE L, AUCIT B e =B H T
F91. 8fFICHEIN L 7=, 7= MKENT & 4RI M L 72355, IRNICTE
ET2 7N FOOR0MBHICEDBREINEZ GHEANT—
4,222 [9, 2. 15:H4]
16. 6.2 AFiLAElEERE
TERERE A 121 K O 28 FR 35 2441012 5 & b U F > 100mg % Hi [al% 1
BELEZEROITE RN FOEYBHRE/NT A—F ZLLTFITRL .
PEEFEAERZEICBNTCmaxDX FAASNZHDOD, DN
A—& TIIMERRA & ORICEEE R ZIIA S NN 2. BEEE
BB TITHER A & ik U TCmax &z N TmaxLIS DS A — 12
EMBH BN, AUCo-of Uty /ol3 7k 72 U THRI2EE. /K S 0 THRIAG
L. CL/FidfE/Kk7a L T2/3. /KO TL/3IZE DL GrEA
F—4).20.29 [9. 351H]

R8 HHHEERZEEEICEISZSENIFOEMBENSA—F

BERER: B G TR
CHIERD | IFELEE p
azi (12f) R e e
Child-Pugh _
Sk A B C
Cmax 1.61 1.34 1.48 1. 65
(4t g/mL) (1.14-2.53) (0. 99-1. 81) (1. 22-2. 26) (1. 12-1. 84)
Tmax 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)
ti/2 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)
AUCp-0 69. 07 70. 60 110. 72 248. 86
(g +hr/mL) | (38.77-98.09) | (47.86-215.75) | (73.53-225.35) | (73.72-368.62)
CL/F . . . .
(mL/min/kg) | (0.267-0.593) | (0.165-0.443) | (0.114-0.356) | (0.061-0.260)

)
16.6.3 SEhE
EE 126 (65RkLALE. VLT FZ 2 UT 52 A  FEH61mL/
min) 7€ MY F150mga HEREOFG LR, SENUF>O
Cmax. AUCp-wo. t1/22 ONCL/FO I (BEUERZE) 13/ 42.35
0.40) 1g/mL. 93.8 (21.0) pg-hr/mL. 31.2 (5.4) K&
0.396 (0.063) mL/min/kg CTH o7z, N5l HERABMKICS
E MU F 2 150mg % HEFE 5 L7z OCmax, AUCp-con ti/2&K TN
CL/FD Ml (FEAER#). & 42.45 (0.18) wxg/mL. 117.30
(24.61) g+ hr/mL. 31.2 (6.4) KR, 0.313 (0.087) mL/min/
kg LBEERE R BN GHEAT—4),20.20.29
16.7 EWHEEIER
16.7.1 SERUFOOIIN IO VBREICEITBHBERDEE
[6.. 7.2, 7.3, 10.2%:MH]

AENET N BRE|ARO 770 BREZ | AKFO )70 BRAEIT
N RS e 1] HAE (Rl A 2 2 -3 T -1
NVTOfEF NI TL | T > TVETTI—)
NN EE > FIHES
Jx/NVEZ =)L JZHIR
JUIR> ANRF >
Uo7y ESY SAFT
oEFE) U MFENE RESTY—h
a A AU
T7HFFEIN+U RFE | UFT L
IFZINITARNTOF—(LRFTEI L
s LR VT X LIVEL|NRT 28RV
BHE] (BT 3K) SaYIR

16.7.2 & & DHERAEER

(OWAY | A=l 7

UL

R R A BRIV T O b U A500mg LH2E) &FERY
F>50mg. 100mgfKk r150mg (LH1[E) ZXKEHHALZROTE K
UF > oEMBREE DI TR Uz, EFERRNCAFIO A% K ER
BE LR E N, LT O N I ABHEOSERY
F DAL ETH O, CLYFIZL/2BL T TH o7, F/z, I
NV T OB ENIA 5 N2 H OO —F DA 5T,
ZTOEMBERZHEREL T GEAT—5).2 [7.2, 7.3,

10. 2]

K9 BERACNNTORFMIOALESERMNIF ZHALEBOSEMYF Y
DEYFEE/NS A —F

FEMFY

g (1 g/mL)

Cmax Cmin
i (ug/ml) | o | o

Tmax ti/2

(g +hr/ml)

AUCss CL/F
(mL/min/kg)

Vd/F
(L/kg)

50mg

3.45+0.61|2.53%0.461. 83+0.98|75. 3+14.1|66. 7£10.9|0. 1740. 03|0. 94£0. 10

100mg |18 (6. 78+1.13|5.02£0. 97 |1. 96+1. 00 {69. 6+14. 3|132. 5+22. 6{0. 17£0. 04|0. 88£0. 09

150mg

9.44£1.71(6.48+1.52(2.02+0. 96{69. 6:14. 8|178.2£37.1/0. 20£0. 05| 1. 03+0. 18

A + AR 2
@ vzrreELy

fRBERR AN BIEICY 77 > E2 2600mg AH1E) Z5HRES L2
HIZSE MY F2omgZHERRORGLEKROSE R F o DOHMN
DI T T2 AE K Ot N6, 13L/hr &k N4, 1R THh o
7o TEMUFDEMES (FSRHMEEORAICSERNYF
> 25mg % HEE 135 5) LZBEQANT D7 U T 5 > Al R Ol

ZNEN2. 6L/hr X U23. 8 TH D

77 BT ORiRGICK

DIERNIFOHNTOIZ T T2 AEFIARITHEML. tddf

BIEM L GMEAT—5). [6..

3) agreEN -V

~FEIVEEE

7.2. 7.3, 10.2&H]

RN ZMRE L BRIcBN T, SEMYFEOEFEN -
U b FEVEL AR EDUFREGICED. T M F 2 OMmHREN

FISORIE R L7z GHEAT—5).% [6.,

7.2. 7.3. 10.22H]



@ 7HYFEN+Y MFEN
e AN B Z 5 & LERBICBW T, SERJFS (100mg)
E7HHFEIL (300mg). U hFEJL (100mg) D3F|ZHEHES L
DS E R F D DOAUC, Cmaxid. SERUF> (100mg) ZH
EE LR E i L TENTN32%. 6% F L2 (AAEAT—
7). 32 [10. 2]

B YUARRY RY
A Z G SRE LERBICBN T, SERIFS @00mg/H)
REFEITY ZAXRY R OHEE SR Cme) OEWBHREICHIRAIC
MEE DB e 523>, UARY R 2mgeSE MY F
DR E#%. 4B L12ENTEIR A S Nz, T8 b F B
S TIMEROMEIL /R, U ARY R B E TIZ2061 14112
IR H 5Nz GHEAT—4).% [10. 28]

(6) TBOBIE (TFNITRSSZH—=N0uekLR/ VTR B

LI5S0 uesH)

fRRERE A ZTPEIC T MY F2300mg & % BT 2 OF 1 U 7=, 1
HHZE MY F2 DAUC)-24% Cmaxid 7 F b U F > 0 Bl .15
DZFNTNA8E K U61STH 0. FEIHEIEE E O HIC L 0 i S
TERUFREIIHSNME R U, RROREESRASKIR (7H )
T3, FENUFCOMARENRAZICEF U, RER TR
BT SEAR A OIT & bl U TR & s o 720 E/20 LR VYT
Z bk LIV DAUC)-24 S CraxchE ek R SR B % 5.0 0 2 2 81%
KUY TH o7z —H. TFZINITA LT IH—)LDAUC)-24I3HE
B SR B P 5HF D93% TH o /=A%, CmaxiZEWIIA B NRh>
7z GMEAF—%).3 [10. 2]

(7 A5o¥E>
TR A BIEICSERY F2200mg LHLE) &4 5 > HFE 2 15mg
AH1E) Z2KE#RS L ZREOEFIRE G6HH) T2 IE b
U F > DAUC) 4% UCmaxid 5 € b U F 2 Bl 5 D221 76%
FOSOBIIE R L7z £/2FF MUFUHAKEGHROLTS o HFEL D
AUCq-24 2 OCmax DEMEIEIT A 5 > FE > B H1F & R
Thol GHEAT—5).% [6.. 7.250H]

® vtz R
TANABEZETZBWT, SEMUF> (150~500mg/H) &/ =4
I R (200~400mg/H) #35HMPHHLZK. SERNUF > DHEY
FREICHEZ B e o723 [6.. 7.280]

Q) ANRYFY
SERFDHEMKERTE RN F L EHNROF OG22
7234 DO TAMAUBZFIZBIT S L O AXRT T Totric kiud.
HANRFITERNIFOOBNTOI )T TR EE5 R
otz GHEAT—%).30 [6.. 7.250H]

10 rEST—FhF
TANUVEBZEIZBWT, JTEMNIFEIETY—F (BE
400mg/H) EDOfHIZTE MU F > OEFKERFOAUC, Cmin.
CmaxIZEE 5 2o 7= GHEAT—4).% [6.. 7.250H]

1) bRFSEHA
ThADAUBZIIZBNT, JENIFELXRFITES L (1000~
4000mg/H) &SP, MAEOEMBIRRICHEEZ G2 RN> T2
GNEANT—5),3-90 [6.. 7.250H]

(12) RSN
TANUBEIZBNT, JENIFEXRT NIV (12mg/H)
ZHARGLEROTE N F L ORMNTIOZ T T2 X3, RS
2INFRIVIERE IR & LEilig U T9. 3% N S HEE I . BHE IR A
Shienoiz GHEAT—4).4 [6.. 7.28]

(13) Za¥=R
TADAUBZEIZBWT, SERIFCEFTH IR (200, 400mg/
H) optfid, miEhSERN)FUBREBIREEZE5 2o
HEAT—5).2 [6., 7.281]

14) FLANU Y
FERMUF> (100~600mg/H) % HFTHFHESG L TWDTAn
AWEBRFIZT LAY >200mg (LH3[E) ZkERO%KS LR 7
LAHNY EEFREBICBIIMETSE N X HEE (M5
) B E5 2oz GHEAT—4).9 [6.. 7.28H]

(15) S AFT
TR A BT AF 2 > 400mg (1H2[ME) Z5HMEHRSG LB HIC
FJERYF > 2omgZ HERROKEG LAKE ST N F O EMBE
(7S5t RSHEHRSGOEAICSE MY F225mg % BEHE 0% 5)
L7=BDSE R F 2 OEMBEE)SS XA —F ITHERERZA SN
Mol GHEAT—4).%0 [6.. 7.250H]

(16) UFUA
fRBERABMICSE R F2100mg AH1E) &KL EEY
FL2g (AH2E) Z6HRMMEROES LizE K7L a g
F LB GRED U F 7 L OIEYBIEE/N T A — & ITHHE TR AEII A
Shishoiz GHEATF—4).% [6.. 7.22]

an Fuezrsv-Ib
& MU F 2 100~400mg/ H Z HeRie 5 L T 2 B R g 1T
BWT, ZUET SV —)L10~30mg/H 2% 5 L7z, &k
U F > OCmax & CAUCIEHKIL0ME F L7z GHEATF—%).%9 [6. .
7. 22
16.7.3 In vitro &R
TFEMIFIIEEATFA S N T O AR—F— (OCT2) 2N LIZBR
W& sz ET 5 alfErEAvR S Nz 9
16.8 ZDfth
(GEMUFgNER2me Th—71)
FJEMNIFOHENEMZmg Th—7) 13, FENUF o 8/NE
Smg [h—"7 ) ZREHERZE Uz EE, IFHEBEDFES &R SN,
Y E S NI P VAP bl
(GEMUFgE25mg Th—71)
FJEMIFHEE2mg (b= 13, FEMYFHEL100mg [ ~—
7| ZfEREREIE Uz & & ARG SRS . AN
IZFS EAmE N

17. BEERAIE

17.1 BIERVCREHICET 5

(BETADADBE

17.1.1 ERERSEDAFER (RA. BHIEE

R BT B FE ST RERNFEIEZ G T D H - Ik Nk
TANVBEROBERELETANAERE GRIBE) 656 (HA A3
Bl 2RI, BAROEEIC B W TIENIRIEE Ml 236 L 7z,
MeRPH B 2200mg/H &722 KO 3%E U TEMU 7z, FEIERIR O Hefs
FEEN GRS T 524001 1ITB U DIRIEMAMRFRIZ. T
FDOEBOTHH 7=,

iem AE SRS (1)
B | ARl (5 < ]
IRTOFEIER 65 28 43.1 [30. 85, 55. 96]
o SE1E 55 22 40.0 [27.02, 54. 09]
Cmemtrr | 0 | 8 | 80.0 [44.39,97.48]

) HERREEII T ATHER S N B/ 5 b U ARG b
MeRpie S 2 T Lo ORI G QUERD 1I2B W 5 FE1EIHE
MERFRIE, TROLEBOTHo/. B, MERSFHIALDOAT
FEhis Nz,

iem B RN FEIEMAEFF D ()
Bi% | MR (95 (=X T
ITRTOFEIER 19 16 84.2 [60. 42, 96. 62]
o St 13 12 92.3 [63.97,99.81]
CRIRAEE | 6 | 5 | 83.3 (35.88,99.58]

TE) e 5T FE (T R TR S NIERTER/ 5 & B U B 4R SERTE
BRI FEIRBEE . 31%(20/6561) TH o /=, ERBIEMIZ. FB15%
(10/6561) . HHJE. HEWV, RUFEEEL3S (2/6561) ThH-7k
GRGRIEE) , 4950
17.1.2 EREFESEDAHE (NI BARIEE)
INBIZ BT B ERIRFNEZH T DH- I S N4 5 12K D
ThhBEE (RIBED) 200 (HARALGHD) ZEXHRIC, HAKDEHE
EICBWTHARGIC X 2 IEBIEERBRE T L 7=, HREHE
WEFRMEDRED 22 E L T1. 2~10. 2mg/kg/ H X13400mg/ H
(WFNMEWE) D OHIBNTHEEEES L.
HEFFBR IR IR TR G EINIC B B 120K 1I2B W THV-EEG
IZ KD ERRMFEEOHERNHR I N ERELRL. RS 5E
BIEL20BIHR7THITH O, T OEIE (95%EHEXE) 1%, 35.0 (15.39~
59.22) ¥ THo7=
MEFRREEI 204 T L 212 O ki 5 1125 K52 5T, HV-EEGIC
KO ERIRFENED W EDMHR S N BREEIL. ke
fFTL=THIF6BTH D, ZDEIE (95%EHIXE) 1385.7 (42,13~
99.64) ¥ THo7z.
BIVER R BT, 35% (7/2061]) THhorz. TONRIL. FH25%
6&%?3H%%@Eﬁﬁﬁ&0@%§%<umW)f%ot(%
FRIKE) . O 52
FE) NIRRT R B RER X L7 A D IR S OME R BT 1 H 1~
10mg/kg. HA200mgTdH 5.



17.1.3 BHETARR (NERUBRA. BEIEE)

B FEAE UL RE AFEE 2 63 DR
RUOBFELETANARE CRIGE) 34361 (12~72i%) ZXRIT,
FIVNREE > lIEE AR ZEE L .
B%100mg/HX13200mg/ H L3 E U Zz. #ERFR G GRS T
57 5241 12B1) B FAEH MR R, TROLBD THoT,

- 2h
Rz

FERYF > OHFFH

Wiz CAhrrABHE

FEN)F100mg/HEE | TR F2200mg/HEE | HILNIEE B
il 51145 115 111 117
FEAE T IR 1 59 67 64
FIEHEMERRD (3) 51.3 60. 4 54.7
(95K (5 HE R[] [41. 81, 60. 73] [50. 63, 69. 52] [45. 23, 63. 92]

T5) MERFR G N FAEI R DHERF S NUREBIEL/ & & b U F R EIEHIEK

FENUF BB DAMEMFEBHER, 265 (58/22661) TH o

7= 53), 54)

17.1.4 ERFELARR A SARE

BRI BT 20 FE R OB FEIEICK T 2 Add-onfk 512 X B 1T
ik (CEEREGER) 2FEML 7. ST M) F O OMEFHE
NV agr MU D AR EZICIZ150mg,. VO U Y
LFEDERERFEITIZ300me,  HEFRE A BRI R & & L CTEM L 7=,
BN MESRAT 0 SUE B BV 2 R EMRUWEE R UERIEMIB TS

REERWEEILTOLEBDTHo .

17.1. 6 BIVERREER (BRA. HHAER

RAICBT DD FEIEICK T HAdd-on# 512 L3 —EEMRZ O X

F—N—aERE £ L 7z, T MY F 2 O#EF & 2400mg/ H
OV amgF b LFEERD . KRR RMEM & akE L TH

MU= FEE, SERNYFORICBIT D RERERDRIT S SR

U THERICE N D 2,

FE MU F RGBT 2RIEAFREBBEE L. 70% (66/94%1) T

Hotz. ERBIERIL. FEED F130% (28/9461) . JFH27% (25/

945 . #EAH18% (17/9445]) Tdd— 7=, 0.6

F/2. FERNYFDOMEHAEZ300mg/H OV TOiE>F ) oA

JEGER) XiF150mg/H ONIVTOEEF U ABEH) . HeFEH R

P12 SR EL CTEMBL R, ST RUF D RICBT 2 H/EH

BRI SRR L TERICEND 2.

FE N F RGBT 2REAFBSEE L. 71% (29/4141)) T

Holz. ERENWEMAIZ. FEMED T WNI7% (7/4161)). HEL15% (6/41

Bil) . SEIE S OV #512% (5/4161) Td > 7=,6D.62

e T IR AR I R D

400mg 88 95O

150mg? X1%300mg 41 26y

D) o REDE
#2) NV 7O U ARHOEE
% 1 <0, 001

R Ak . 17.1.7 BHOERRREER (UMNE. BHRAEE)
Bt |69 | | oo | o | g | R | Witon AN 3513 B 5 FEAEIC KT B Add-onfit 5 1c & 5 — W E B0l 7 B
W | EE - HE Itz Em L2, SENYF O OMBEARZ/N)L SOfEF RY
sebyavm| g7 | 10 20 16 26 12 3 U AP EF I3 R5me/kg/ H (e k250mg/ H) . /L 70T b
7 7 aw | @3 | asp | G| a4 | 6G» | U o LJEGE B I3 15me/kg/ H - (BRR750mg/ H) . s il &1
. s | 13 9 | 32 | = | 2 |PTOU RIL2IR & 3 U TERML /R, 5F U P RICB T 2 T8
TR 89 | gy | asy | am | Gsn| @en | @p BRI T 5 R B & W U TR IS S 1.
e = ” LR FElIE P e
. I N I i SERYFR B 98 36350
Feffm 5 fs DB E] e
AR IR L) 5 e 101 o
FERYFHE| 66| 6 1719 [ 2210 | 2 23 (35%) #H p<0. 01
- = SENUF BB HEERSBEEIL. 654 (64/980) THo
JoeAREE |66 6 12712020 1|18 @7 Fo EREIERIE. BINE1SY (18/98K1). FEEIPED £U15% (15/98
. SEMUECEE| 70|32 |1 1|0 343w B, BeEH10% (10/98%1) TdH o 7,969
HEE JowABE |1 1|1 ]1]7]1]0] 2zasm 17.1.8 SBHMEEREER (NRRUEA. SRR
Lennox-Gastaut | ZEFVESB[ 1| 1|3 |3 2|2 [0 4@6¥ Lennox-Gastautyi & (3:"25@) L;Bbj'éﬁﬁ&h%é{/ﬁiiﬁ—a‘éAQd*
L TORS ol e —— ontk 5z X5 —HERITEM AR ZEHB L. SENUF>
7‘1’_’7]:% 16 1 0 1 10 4 0 1 ( 6%) £ =X N 3 - % =]
OHEFFFRE /X)L 7 ORES I U LGRS IZ1305me/ke/ 0 (i

FE MU FOBICBT HRIEHARBISEEIX. 37% (32/87#)) TH-
7zo EREIERIE. HEHIR20% (17/87#1). #FFEhited 11 13% (11/87

Bl) . SENE KR OMERLE5% (4/8741) Td > 7z, 59.50.50
17.1.5 EREIHEFER (NNE fRAKE

/NRITBYT B85 FEE R P 2MRFEAEIT 2 Add-on#% 512 & B 5 T
SR (HEMRILERR) 2FEL 7z, JEMYF ORI
NV Tagr b U A BEICEKI~5me/ke/H OV T OEE S
MIDAZBHL, )70 RIEEZFET 534 Z IO OR
EITII1~3mg/kg/H) . /LT O N U D AIEGEHBEFICIEG
~15mg/kg/H. HERHH BR8N & BE U THRM L 7z, ARIEM
TR SO 11T BV B e R B e O FEMERLIC B B ik 2 fk

WHEEIUTFOEBDTHo .

K200mg/ H). /L7 Ol N U o ARG BH#ITI3A15me/keg/ H
(R KR400mg/ H) . #MeFs AT W R 10 i & 3%E U TRME L 7= 45
FEMIFORICBI D REHER DRI T SRR LU TH

BliZEN oz,

BEHE i 11 % FEVESA REIR D> # v L ff
TENYF R 78 320
7R 89 9%
#: p<0. 05

FERNUFOBEICBT DRIERAAEBFEIL, 30% (24/796]) TH-
7zo EIRFEIWERIZ. FB8% (6/79%1). WaM:, HD Kk OSkiRE4% (3/
961 TdH o7z, .60
17.1.9 BOERKRAER (NERUOKA. HrRAEE)

FRIEMARFEME (2~55/%) 1T 9 SAdd-onfk 512 & 5 ~EHEMRIT
BB EEGEL 2. STENYFCOM[HAERZ/N)L TORES
M)A EE TR, 2~125%121383mg/kg/H (7 K200mg/
H). 12/%1213200mg/ H. /N)V 7O MU & LAJEGERH BEF T,
2~125%121312mg/kg/H (B A400mg/H). 12/%iB1213400mg/ H.
MEFE A EIVIRII2EM & B U CTHEM LU 2R, TN FOBICH
B FEBEERMADRIT T TR LB L THEEICE N S .

&5—# EWJJ ig E&% §;§ Z:p:r&\ ggﬂ: #\J% ‘Wilcoxon
s 2| 2 | 18 | 18 9 3
TERUEAMD 86 | gy | G | @ | e | am | 6o
3 17 17 22 20 3 p=0-0009
JEPIRE) 82| gy | e | e | em | e | W
w5 |5 m |
FEVER 58 Q % || s 1T: x & e
& 5 R
- SENUFRE| 33| 5 | 7| 7] 9|50 12 (36
O -
VoI REE [39] 3 |11] 9] 86| 2| 14 (6%
SERUESRE| 173 ]9 |1 ]2 1]1]12@w
R E TR -
VoI REE | 12]0 | 13| 4]4]0] 1(8w
Lennox-Gastaut | ZENUFSBE |33 | 3 |11 ] 8 |6 | a |1 | 14 (azp)
HEGBORBFENR | =z me [34] 0|5 |6 | 11|12 0| 5 (5%

5T 9iE B F AR ok A AR v g fi
SENYRR 58 82
7SR 59 43%
K p=0. 006

S NUFCRICTBY DRIEMARHEEEIL. 22% (13/5841) Tho
Jzo EREWERZ. FEED T, ERKEOELESS (3/58%]) T
Ho72.50

TE N FRICB DRIERAFBBE L. 43% (37/876]) TH-o
Tzo E/REIEA. BR26% (23/87H1). FEhED 11 7% (6/8741)
TH D72,



(RBHBEZECEIFTIE9IEY — ROBHR - BRI

17.1.10 EMET/IEFR (BRA)
BIRIBIEEZE S S5EE Qo6 x5z, H14 (8~16iH[H)
ELTHEMFTIERYF200mgZ 5L, H2l Q6HERM) &
LT, ERDPRE LIZEFEERNRICT TR > ¥ AL+
1B 22 L 7z, EERHEEE Tdh 2 F2iBta» SRk E 1k -
%3 % X TOMRM (Time to withdrawal from study : TWS) i3,
TERDOEBOTHD, A X2 MREBETORMIZ, TN F B
TR 7SR BEE L TEL, REHEMaaEENRD N
=0.010. OF7 5> I7RKE).

XK1 HEI/DHERRICEITZTWS

7R FEMF B

R 1% 581 4541

AR NRBEE 74.1% (43f5i) 53.3% (244i)

TWSH Il [95%FHEX ] (H) 67.5 [32.0,127.0] | 169.0 [111.0,n/c]

A XN v p=0.010

n/c: FHARE

) Orvs rRE
EIIC BV 2 BIERFRBMET. 32% (69/2156]) THor-. iz
FIERE. Z8956.5% (14/21561). SEym4. 2% (9/215(1) . 1EARES. 7%
(8/215%1) . H:2. 8% (6/21561) TdH > 7=,

17.1. 11 BERRERSHER (KA
B/ MARGRER I MR L TEEL =52 M O JFEMER SRS
WT, PERSEICK DR L - MiERUHE (50~400mg/H) TTE
FUFL2BELMEEE. TROEBDTH- -,

CGI-StD HAM-D17%2 YMRSH?
AR | B - . -
bR | kR | Aikba | AR | Gits | AR
RBRBHAARE | 92 | 2.9£1.1 - 9.7+8.0 - 3.0+£5.5 -
61 84 [2.240.9|-0.7+1.0|4.3+4.9 | -4.7+7.2|2.6%4.4 | -0.3£5.9
163 78 |2.14£0.9|-0.7+1.2 |5 246.0 | -3.8+7.5| 1.7+3.0 | -1.3+6.1
283 77 |2.1£1.0|-0.7£1.2 |4.545.1 | -4.5+7.7 | 2.0+5.2 | -1.1£5.8
4058 70 [2.1£1.0|-0.6+12 47455 -3.9£7.7| 1.7+4.0 | -1.1£6.7
523 68 |1.840.8|-10+11[3.9+53|-44%6.9]0.8+1.7 |-21£6.0
EAHGHIIEES | 92 | 21412 [ -0.841.2|5.5+7.3 | -4.3£7.2| 1.9%5.6 | -1 1£7.1
V-l + BEYE (R 7

D) MNREBOEEE
#2) N2V D DR E (17EH)
1E3) v > 7 B A R
1£4) LOCF (Last Observation Carried Forward) 12 C/RlfE % #Hi5e. HAM-D17 %
TYYMRSIZ DWW TI2914
EHI% 5 BRICBIT U ZERNICB T 2 EIEHRFTEE T, 21% 19/
92f1) THol. EREIMEMIZ. BGEET 6% (7/926]) ThHho/=
GRFBIE) , 69.70
17.3 Z0fth
17.3.1 BINEBRKRHARICE T2RAE2EDBVICKIRBEDOREREDSR
BE (NIVZ7OBFT MO AHRAESE)
ARAE FIRAERCZOHOWEAE) KOEWHAETHEGL
FFENERRBE OV 7O MY I AFAEE) TORBEDK
JEREE DI AIT10. 4% (18/173%1) THoediTH L., NV SOl
FRUYAHRABEFCBWOREARETHRS LB MHERHART
132.9% (3/102¢) TH o7z [7.1. 8. 1]

e eI | T8O B O FEHBTE R
BRI LT
5 R R B 102 3 (2.9%
BARE D AV RT
5 U 7o [ N B PRt 173 18 (10.4%)

17.3.2 EINERRAERICH 1T B B EHHRRAE(RBE (Stevens—JohnsonfE
1%8%) OREAX
FRATRVNET AN VEBEEW S E U 7258 TR R OVES TR PR A B
ZBWT, 547HH 36 (0.5%) 1T ERIEIREBR (Stevens-
JohnsonfEfRRE) 2RO 54, WEn®/NL 7O MU o L%
L., RBHE @EHERSZO%OHIMAE) JVEWHEZE
HUEBTH 7= (RA - 335615141 (0. 3%) . /N : 21241924
0.9%),7 [7.1, 8. 1%#]

18. EEXNIEIR

18.1 ERHR
NatF v )V &2 BEKREFEN D DBEMKEICHHTSE 2 LITL>T
MR 2w b 8, TIVY I D% O B MR Y O il EE
ZHHT 5 2 IR VFRBERN 2R T EEZA BN TS, M.

18. 2 HiEEE R
BTNV ETINVICBWTHERBERAZ2RT ZENREIN
Tn3,

18.2.1 XURAKRUT v b DEKNBERREZMHIT 5,7

18.2.2 My (RFL2>FhIV—=)b, 4-7I 7Y DK, 7-
dimethoxy-4-ethyl- 5 -carboline-3-carboxylate (DMCM)) 12X D <
7 AN S N DA MR A H 95, 7. 70.7D

18.2.3 T v N&RUA X OHIZ B 5B LML T & T4 2 M3
%, ®

18.2. 4 kKR HHEF >R 7Ty MIBWT, FRUTH
EZMHIL . BIEFFRcRiM 28T 5, £, EkiZF> R >
7Zw MZBWTIEF > RY > 7 OB ZIHIT 5,780

18.2.5 HHE RN TANABMET IV BEFRERIEITAKRTT v
N, ELY W X, lethargic¥ 7 R) O TANAMKIIEZMHT
%, 8D-89

18.2.6 T v MIHT 2 HFAMESEEMERIITEE <, BEKE (it
EH) R E & 7R T EDsofll /U ER OEDsofi D kL) 13, 7= b
RV TENLLD BEWEERRT .

19. BHMERSICEY 2ELZMME
Mg
NHz2

N a
)l\ _N a

—f&4 © 7€ MU F > (Lamotrigine)

{b&44 © 3, 5-Diamino-6- (2, 3-dichlorophenyl) -1, 2, 4-triazine

53T ¢ CoHrClaNs

43T 1 256. 09

B R AE~MEAEOMAETH D, T /=) (99.5) XIIHE
i (100) IZ¥RIFIT< <. ZKICHD TIHETIZ < W,

21. REREMH
D) 27 EREEERED L,

22. ‘a%
(GEMUFUEENER2Mg Th—71)
1408 [1488X10 : PTP]
(ZEMUFE/NERASMg Th—71)
1408 [1482X10 : PTP]
(SERYF825mg Th—71)
1408 [148g <10 : PTP]

1008 [NF]
(SERMUFE100mg Th—7 1)
1408 [148gX10 : PTP]

1008 [NF]

YITEET 2 Z &

*¥23. EENHE

D) HERTADAFR  FITADATMEEZIAL TWA TANADD S
ANZBNWT, HEEEERGRZ D EIREETT S OB EFIE
(202643 H17H)
2) Cunnington MC, et al. : Neurology. 2011 ; 76 : 1817-1823
3) Hernandez-Diaz S, et al. : Neurology. 2025 ; 105 : 213786
4) Newport DJ, et al. : Pediatrics. 2008 ; 122 : €223-231
5) JRESEE - ERRIERRENRIEY =2 7)) RSB EEE R
6) (REEHEREICBT 2HEYERE (53745 —)VEE : 2008410 H 16 H &
A HEEEEMYEE2.7.2.2)
7) Wolf P, et al. : ] Epilepsy. 1992 ;5 : 73-79
8) Yuen AW, et al. : Br J Clin Pharmacol. 1992 ; 33 : 511-513
9) Binnie CD, et al. : Epilepsia, 1986 ; 27 : 248-254
10) Jawad S, et al. : Epilepsy Res. 1987 ;1 : 194-201
11) Anderson GD, et al. : Clin Pharmacol Ther. 1996 ; 60 : 145-156
12) Morris RG, et al. : Br J Clin Pharmacol. 1998 ; 46 : 547-551
13) Yuen WC, et al. : Br J Clin Pharmacol. 1988 ; 26 : 242P
14) PICANARENRAROIEMBIRE (52 7% —)LEE © 2008410 H 16 H &
A HEERWE.7.2.2)
15) JEHPSEERIEA ¢ BRREEEL 2018 ; 34 1 199-215
16) ﬁ$®:§)‘3§ (Z 7% —)VEE : 2008410 A 16 H &zE.
2.7.6.1
17) SEpEhReass - EEES (375 —)VE 2008410 A 16 H &R, H
FEEEHEEEE2. 6. 4. 4)
18) Magdalou J, et al. :J Pharmacol Exp Ther. 1992 : 260 : 1166-1173
19) Green MD, et al. : Drug Metab Dispos. 1995 ; 23 : 299-302
20) AR S EIER (527 & —)V8E © 2008410 A 16 H &G,
FHARMIEE2.7.2.2)
21) SEAERERRA & RS & Ui et 0 538k (52745 —)bée
20084F10 A 16 H/RGE, HIFEERMTE2. 7. 2. 2)

BB

10



22)
23)

24)
25)

26)
27)

28)

29
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