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ExFHRTHERESZZONS, £/2. Y N TR MRER
HETd5400mg/HDO. 125Dl Lo 58 [(AFREERE
(mg/m?) IEDL] IKBWLWTEBEO—fIREDELICRE
L7z RIAEDORE. BFREMR - REFECTEROTERKO
D, BAEERERORBSEEEM. HAERICB I 5 MET
BEMEY. HAERBINE (FEFRORE,SHAERZRHEL, 5

_4_

FUARICBEMARNICHERZENRT) OB TN UIHE
BOEFRETVAHONT,

9.5.2 HIRIC K D ARAID MAFEEIRENRICHEN A SN DA]
BEMENDSH7-0 (EREFICERIOMABENERNLZE VSR
EDH5). ERIH UAFIZ 5T 2561013, BEORES
I+ EFERT A&,

.6 23T
AABESRIIRA LB SE L &, KANZE MAITHEABIT
L. BAFHOARICBI2MHBEEIL. BAFOLEDMAE
EDORARKIS0%ICE LTz & DWENH 22, £z, BASNATWL
SR, FRICBVWT, EIER, HR, AEENAREZE
I EPFEINTNS,

9.7 INR

(GRhBEHIE)

9.7.1 BEELRKEEEEORRKRIZ, NEICTBLWTEWI EHRE
NTWns, [1.3. 8.1%0H]

9.7.2 /NRIZBWT, BEOVHABEIIBERLEZINPLTVO
T\ REESHRIAR L NICRE K ORAFEOERISFRH L
BEICIIRFICEET S &

(BETADADEE

9.7.3 EHAEMAKER. AR, ALRL2BRFEOL R, KOER
RABFENELLIL O BHIEIE IR T 2 F N R GRBR X SEHE LT Wiz
W, [7.520]

(REEZ(CHIF TR IEY — ROFEH - BIEMDE)

9.7.4 NER OIS ARMDBEZRNRE LI BERREBRIIEREL T
WL,

9.8 SHE
BEOREZBELEDS
BREENME R LT W5,

10. #BE{EA
FEMIFUREELTCT VT 0 BREREER (EICUGTIA4S)
TR#EE N, [16.45H]

10.2 HEER HAICEETS L)

BEICERS5T S L, —fRic, £

HAEE FEPRAEIR - B E (B - fGERT
IOV TaEF b RRIOERERE S RIS T 5 7L
A EETHEOMENH 5. |70 VBEIEED
(7.2, 7.3, 16.7.1, BAd 5
16.7.2%H8]

AEIOZ VT a g AR O M EESERT RSB 2 AKA
fa =38y 25A] | 5, OOV
A = N 7 e EEsh
HILNTEE %o
T )N)EY—
L
TVIRY
DR A<
[m R A< LR I
F EILER&H]
[7.2, 7.3, 16.7.1.
16.7.2%H8]
TEYFFEIL+Y MTIFFELKZTY M FE RSB T 5 RFE
F ¥ VAl E RE 2R L\ O 7L 7 a sk
[16.7.2%07] BEICARF O MAEE D fad S IEE SN
ERLIZEDREN DB, | 5o
AEMERHERSHICT
YHFELEY M FEIL
RSG5k
TAHEEICIE. AFOA
BT ERT S,
HINTEE KEEHNVNTEE Y D | H#EFAREA
(6. 2] BEAICED, BF WV, &
#. B, BE. BERE
MWHFIW LW HED
HO. BE. INS5DE
WRIZTHANMNTEE DR
HICXVEET 5,
JZARY R AHEV AR RO HFAE
[16.7.2%08] FEICIZ, ZNFhoB
I SEICHE LT, 1E
ROMENZ 0 EDHE
VH5




R R E EAER - 1BETE  |HF - fERET

FOEEEE (YPRE A
LVEY - ERAILE
VEEAD)
[16.7.2%08]

AKEEZFZILIZALT
DI =) LRIILF A
VIVEE &Rl EDOHEICE
WT. ROBENH 5,

1) AAOMAREAED (1) FIcBT 24

L7z DREDBHZHD|  FHlorLra
T NAMERAERS YBilaay
U RZ %S EESN5,
BRI 5 HIET 5
BEICIE. KR ORE
FEEERT 5 &,
2) LRIV AN LVIV2) BFAH
DM EE DD L.

m A BF AL | v
(FSH) T OV ERFERL
ALEY (LH) 2L
REL. AN VA
—LVEMPICERL
T EDHRENDH B,

1. 8HER
ROBUERNHSbNBIENHHDT, BEETHIITV. BE
PROOSNIGE IR EEZHRILT 275 E#EY) LB ZITO &

1.1 EXBGEWER

11.1.1 thEHEREIBFERMFAE (Toxic Epidermal Necrolysis :
TEN) (GHERER). REHSPRERIEIRE# (Stevens-JohnsonfEfx
B (0.5%). SWAIHE (BEEARHA)
FE, REM. BEOBR. OF - OBEMESESOTS AL
SRR DK, ALBE, REER. £ O, 2988 RE0R
EWROONTGHICIIESICES2FIE L., B2 AE =T
ST &, [1.20 7.1, 8. 18]

11.1.2 FRIEBSEREIRSE (HERE)
5. BEGEPPHICALNAZENH D, FEIZ) v SEIEE.
PERIE, MEREE (FBIEKEZ, gmekEm,. 23 >k
OHH) RUEERREE (FRERES) OB D2FERYTH
5B ENH B, FERIEBBOEREMGREEE O BIELERY &
BREICHAT 5, BAMBBIEERHEOBIENRD 5Nz
EHIE AAOHBEEBESICHIEL, BYLRLEETS 2 L.
F7zv B MALRRAT AV A6 (HHV-6) EO ™7 A L ADEEHE
{LEMES ZENZL, BEFIBLHE, B FRERESED
TERDPERD 5 VWIEBIELT 2 D5, LB, BEREOFIH
FERIE. BEEEDLLR VWL HDLDT, BELNDOIER (K&
UV VSHIERS) OFBICLREBRPNBETH S, [1.28M1]

1.1.3 BEFREEM (GEERHE), RMKES GEEARH), #
FERIERAE (BEREAREA)

11.1.4 MREREIREE FEEAH)
FE FZ. MERER. BRE. VOO SEIER. mERED. &7
V) F VM. B YUY NI, FFHRAEREE. ks E
RBEEODERENIROSNHEICIE, BEEICESE2HRIEL., @
PR MEBEEITS T Lo

11.1.5 FER. FFHREREENUEE (0.1%)

11.1.6 SEEEBREER HERE)
EESHE ., FE. FERE. BO - BHEEGRIEBSZOERE 4
HWMEMMERDPHO5DNEZENH . RAOFEKEITLD.
SHICEERERE S BEEHRASBRERT ICHER L

EOWENH B,
1.2 ZOtDEHER
5%LLE | 1~5%A | 1% NG
¥ g EioE R f\c%&ﬁa&ﬁ}i
it
e FE,
25ER . pers
AR (15%). [3E & « K| SHESE. | FERE. F
HEWN AR, A% - EBEE. v 7. $5EL.
BE - BERHE. RBAS-FV
TR B, TAD . IR EROE.
AFEVEEIB AR IR . 21| SRS IR
DI =it BRWRT T b
—Y, BE

5%LLE |1 ~5%KRim| 1% 58 ENEH
B B B E AR
Hkes (B - B
M. FHIZE)
FiaEma
B
H I Bk | m/NREE T >~ 2 a
I DLRFRERIAD L ) VT IE
A B VEPE By VNE
" W BR. &
i .
S, <
HEIER R
WV — T AR
Z DAt s
13. BERS
13.1 fE4R

QRSEEDHESHESNTWVS, AEFREOI0~20EBRICK
DIRIR. K. BHEE. AREEE, BEZOEROREN
WESNTWS,

14. BRALOZER

14.1 EFIRZMHEROESR

14.1.1 PTPRZEDOEANIPTPY — F 2 S5BDH LTRAT A&
FHI S5 L. PTPY— FORKICK D BEOSAE A RIERS
JEARIA L, BICBEELZ2B I L THRRAXZEDOEE 2 a0HE
EMWHETHENDH D,

14.1.2 RAIBADEOKEHKICZOFERAT S, H5WIZHEEY
B3P ELFANVRDBEQODVEOKICED? LTRAT S &
S2HEEITBH L,

15. ZDfthDER

15.1 BRPRfEAICE D < B3R

15.1.1 B CERS N2 KF 2 8 CEBDOIRTAPARITE T
B Thirh, BHEERZEENRE L2190 7 F 2 R RERK
ARBOMBERICBWVL T, BRGEXRVCBRERDOFERD ) A
M. MTCAPAEDIRAETY 7 A& B L Th2EE
(FLCTAPAZEIRFAEE : 0.43% 772 ARE 1 0.24%). HLCTAD
ARORAETIE, 7T RBEEEHARI000AH7201.9AZ 0 E
FEIN (5%EERM :0.6-3.9) /2. TAPARED
YT TN—TTlE, TTERBEEHARI0AH =024 210 &
RSN TV, [8.2-8.4, 9.1.1=/]

15.1.2 KAV b FOEBRETERION LBVIEEERZET 2
7z, REBSGICEDERR#ZEES 20 P52, &b,
L NIBISRAREGONBICBENT, BEIFHETREINES
O Y ME, SFIERMERER. MG &R OR MR OERIRE I
BELEIROSNT, /o, BESFEH & CHRIMIRFOZER
RBEICEEZZLIRO sNEh o7,

16. F4ENRE

16.1 MRE

16.1.1 {ERRA
TR AGMIIC T €+ ¥ 25~200mg# BEIRE OIS L7z, #5%
1.7~2. 5K TCmax|ZE L. t12135931 ~38W i ¢ - 7z CmaxZ Ot
AUCo=l3 5RO VER L, £/ BEBRAHICTERNY
F>50mgx | H2EIOH B RERZE O SG LR, MEEHZE b)) FURE
B E6HBICEFREBIGE L.

(ug/mb) 4
o - 25mg(n=6)
4 & 50mg(n=6)
;’; 3 —A- 100mg(n=6)
A - 200mg(n=6)
® 2
I'; SEIGE + R
ES
> 1
4‘"%
B
0 T T T T
0 12 24 36 48 60 72
BERE (hn)
H1 fERMAICSE MY F225~200mgZ B EHRO%S U TiFDmiEsg
IR HETS



xR BRBAICSEMUFU25~200mgZBEEROZRS LEDSE

U OFEYENRE/INS X—9

AUCop-e
(g * hr/mL)

CLUF Vd/F

BE58 Wl Cmax Tmax tin
(mL/min) (L)

(mg) (pg/mL) (hr) (hr)

25 0.338+0.031]1.7£0.8|37.9£11.1] 15.2£4.9 29.77£9.12{91.048.1

33.7£5.9 [25.33+4.09|75.2+4.8

6
50 |6]0.718+0.049|2.5+1.2| 35.0+4.7
6

100 1.488+0.26112.3+1.4 30.5+3.3 | 59.9412.128.7945.65|74.2+9.2

200 [6]3.075+0.336/2.5+1.0] 32.4+5.5 [ 136.1£33.2|25.6445.69]69.8+9.3

TPHME HIRRERE
16.1.2 TAHOAESE
BATADABEZNRE L ENERREBICHE VLT, A#1200mg 2 %5
LB S € b)) FUEER, NL7afEF MU L E2H#HA L. KH
DI Ta Y EaEEFET HEH % M L LIEEIE9.6ug/mL, N
TuEF U AZHAET. KFIOS Iy 0 EBIES R FET HHH 2
B L7235 E132.2ug/mLTH > 7,

AT NRTAPABREENGE L EREFRREBEICBWLT, BEFEOH
TAPAEDETEEZZITTVABEICSE N F U 2HRELZBOERR
FEICBITAMETE N FUEE, BPICRARVNETAD»ABE 2T
KEL-HERERBICBV T, HTAPAEEME LAL > -BOHK
ANBETOEEREICBTAMFPSE N FUBRELDTIOR L. HH
MTADPAREICED FEN) U OMBARIIELSA, REOMAEE
BRENTZ, £y TE NI F L ORSRIZTHAR TADPAEDMApE
BICHEZZIRD NG P57,

K2 HABBCSIT3MPRE

REA
SENIFV[FENIRVE|FENF e
. YL L LT I i [
F VUYL | Ban & T BAE 6 T | (mg/H) =T
THEHE W TAPAE
BRI BRI 3.25
PR emm | omem || 000 (o)
BER I 2.81
JEGEA BE SEBER 200~400 | 60 (99) (0.32~7.28) =
4.12
o | | kR |0~ | 505 | M

1) AUNTEEY, TN LEY =L, FUIRY, T bhA Y
F2) HRE (F/ME~&AE)
¥3) BMHTRABCTH 72189 > T EFRL

23 REEICH B MR
T
SENEV[FENIFVE|TERE s
suFamlosL | okmEE | R ;ﬁﬁﬁg %;?;;f F/;f)
F b UYL | Biae & TE| BAE 6 T | (ng/ke/H) =W
FREAE | DHCAPAE
3.85
A I AR AT
ftH 2.32
SR T =5 148 00D ) 99 7 g
e 3%
BEE BEESUSIEBRR|  5~15 30 (54) (0.70~9.82)
6.53
s | wom | wem | oo |2 | 0%
EL) AUNTEE Y, 7z NNV =), FUIRY, 7= b AV

E2) RfE (B ME ~ & fE)

o rBEREREFET AN CAPARZHALLEOIERN)F
DLAIBERTH -7z BNEAT—%). B, SENEERAINLS
O N LZHRLEZEDOTE N F 2 Ouad 708 TH - 729710,

16.2 ORUN

16.2.1 BEDXE
R L2612 E b ) F>150mg % Z2RE s K OV 4% IC BERE L% 5 L
7ol BEREES TIEZEERICHARMEEF T E MY F 2O TmaxI3EE L7
M. AUCICEBRZR2RO RN > GHEAT—%).

16.2.2 EWFHFIAER
R A8HIIC T E M) F 2 75mg# BEFE OIS L /- B O EYERFI R
1397.6% CdH -7z (HEAT—%),

16.3 916
In vitroTOIE Y F > (1~10ug/mL) Ok b IMAEEEREERIFS3.1
~56.2%TdH -7,

16.4 {28
FEMN)FUEFEE LTV 0 UV BERESR (FICUGTIAY) TRE
Ehb, e MFfAICZ I MY TFY >, 7aFE8A, haRY F—
Uy B LLIduTE/8L (BRMEEFEE) FEFTC-IE )T U %
WU, SERYFU-N2-7 70 v EIaE D ERH 1T~ 29%(%
TLAW2, [10.20]

16.5 HEttt
R A6HIICHC-FE M) F2240mg (15uCi) % BEFREOHRS U7z RE,

BGR 168 & TICHTITHI2%, RAFICKMA% D IRt S Nize RbAE

6_

FICTEMNIFU-N2-Z L7 0 vBfasEk (71%) & LTHRttsh, DL
TREE (10%). FFNYF-N-7 U270 rEEiasd (5~10%) &
OFE M) FU-N2-AF)UE (0.14%) DIETH -7 BHEAT—%),

16.6 HENEREETITDEE

16.6.1 BigrEEEEE
EHREEEREDM (L7 FZr 7T 52 A L FH13mL/min) &
UBEfEEN (MiEr L 7F=>  FH854umol/L) IZ25E MY F>
100mg#% BEREOHS Lzi,. 5 MY F o otnldBRRAOERZN
1,65 R UNI2. 2M5IBE L, AUCIE B EERE 1.8 I L
Too FRIMWGENT 2 ARMERE L 2BE. ANICEETSIERNIF D
K20%PBITICE DIBRES N WHEAT—%). [9.2.12E]

16.6.2 FHgHEEZSEE
TEEERA 1261 R O BB 240112 5 € » ) F > 100mg % BER OIS L
TEOTE N X OEMBREINT XA =5 LI RNIOR Lz, FEEELE
BEICBLWTCMaxDERBHASNIZH DD, f1D/8T X —% TILEFRK
ANEDRIICHHERZEZA NG -7z, BEFELRE CIIEERACL
# L CCmaxR U Tmaxst D85 X =7 1I2ZNH 5N, AUCH«K Ut
EREK 7 U CH9265. BEKS 0 THIARSHEI L. CL/FIZREKZ LT2/3, 8
Kb Tl/3IZED L2 (SHEAT—%). [9.328]

R4 FHEEEREEEECSIFBSEMNUF Y OEYENRR/NS X —9

BRI ERE PR HEFEERE
(rtHREE) JFREZ B BE7K7Z L faKH D
(12431)) (1241) (761) (5f)
Child-Pugh
P - A B ©
Cmax 1.61 1.34 1.48 1.65
(pg/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 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)
AUCo- 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)
FROLfE (FiE)
16.6.3 S#&E

EEEL2H (65 E. ZLT7F= YT T YA L F961mL/min)
IZZ7E MY F150mg e BEFEOHRS Lz, 7E MY ¥ DCmax.
AUCoe 112X OCL/FOFHE (FBH#ERZE) 1346 42.35 (0.40) ug/mL.
93.8 (21.0) ug - hr/mL. 31.2 (5.4) B§fE%00.396 (0.063) mL/min/
kgTH 72", Inoid, BERABEICTE M) F U 150mg e BEHREO
B 5 Lz OCmax. AUCow t12%UCL/FOFIE (FEHERE). &4
2.45 (0.18) wg/mL. 117.30 (24.61) pg - hr/mL. 31.2 (6.4) BERE.
0.313 (0.087) mL/min/kg& BELEII L o7z (HEAT—5),
16.7 EMEEIER
16.7.1 ARID LI OVEESEICH (I B HAERDORE

[6.. 7.2, 7.3, 10.25}7]

KEE TV 0 B
AEPHET 2HA

KElD 7N 70 E@Eias
I (EE) 7 5%A

KElD N7 aEBas
ICE B2 T & T WEEH

NULTafEF rUIL| Tz = b TIETII—L
HILNTEE Fi 7 i <
7z )NIEY—)L VIR
TRV N F
VI 7Ty VRARFTY
oE¥rElL - Y hFEL| FETT—h
B e Al FUHNY
THZYFEL+Y M FEL| Y F T L
IFZNIRARNTIF—|LRFTEY L

U LRIV A S LIVRT )8R )L

el GROBEE) |Sa93IFR

16.7.2 fth&l & D AR

(1) NLTOEFNUDL
fFRAA B NV S a S ) 7 4500mg (1H2ME) &AAIS0mg.
100mg X U'150mg (1H1E) % KEFH LD T E N F 2 0RyE)E
EZLTRICR Uz, BERACKF O 2 KEROERS LBOREE
N, NV FaEEF b AGHEOTE MY F U Ouad2EN ETH D
CLU/FIZ1/2LU TR THh o720 F/zy MEEFNLTOBEEICESHIIASN
ebDOO—FEDMEIIEASNT . TORMBESZHERL TV UHEA
F—%). [7.2. 7.3, 10.228]

x5 BEBALCNLIOBF NUILESENIFYEHBLUEEBEDS
ENUFYOEMERE/INS A —S

o Cmax | Cmin | Tmax tin

#58|" | (ug/mL) | (ug/mL) |  (hr) (hr)

S0mg | |3.45£0.61|2.53+0.46|1.83+0.98|75.3£14.1

100mg | 18] 6.78+1.13 |5.02+0.97| 1.961.00| 69.6+14.3

150mg| |9.4£1.71|6.48+1.52|2.02+0.96| 69.6+14.8

P fE L R (R

A AUCss CLVF

(pg - hr/mL) | (mL/min/kg)
66.7£10.9| 0.17£0.03
132.5£22.6| 0.17£0.04

178.2£37.1] 0.20£0.05

Vd/F
(L/kg)
0.94+0.10
0.88+0.09
1.03£0.18




(2 UorvEYY
BEFRBEABEICY 77 > r600mg (1H1E) Z25HE®RS LA-BHIC
AH25mgZ BEREOHRKSG LIZBOSE NI F L ORPFOII T TV A
EROL2EZFNZN5. 13L/hrk 4. 1R TH > /oo AEIBEMIZSES (7
7L ARSHEH S OB HICAR2Smg % RO 5) LzBEOA»ITO Y
)75 2 AMER LI ZF N2 N2.6L/hr kU3 .86 THD. V77
VUDRHREICE DS ENIF VORI DT ) T Ty AMEIZERICHEM
L. 123 BBICEE LY GHEAT—%). [6.1 7.2, 7.3, 10.28]

(3) OEFEI - U MFEIESE]

TERERAZ MR E LZEHEBRICBVLT, AFlEOEFEL - ) M FELERE
BHlEDHAKRGICED. TE N XU OMPEENIKS0%ET LAY (41
EAF—%). [6.. 7.2. 7.3, 10.22H]

4) 79YFEIL+U RFEIL
ERABEZMRE Lo RBRICBWL T, A& (100mg) &7 7HFEL
(300mg). YV bFEJIL (100mg) D3H %= HAHS LIKEOTENY F
DAUC, Cmaxid, AAl (100mg) z=HEE LI-BEHEBELTZENE
Nn32%. 6%BET LS GEAT—%). [10.2208]

5) UARU Ry
TR Z TR & LZBRBRICB LT, KAl (400mg/H) OREZSIZY A
N RVHEERGE 2mg) ORVERBICEENICREE 2 2E 8 52
BhoTe UARY R22mge € N F U OMAREH. 1451126018
RAHSNTze T M) F VB SH CIIEROMEZ 2 YANRY R
> B S CIR0BIFRIFNIER S A 5N WEAT—%). [10.238]

(6) EBOBEFFE (TFZIVIRMSIF—ILI0UgRU LK/ VSR RUIL

150ug=H)
TREERL A ZC IS AFIB00mg & AR CBEE SR & O L 7B, Mg E Y F
> DAUC2& U Cmax i3 AR O B 58 D 2 N2 h48% K% U61% T
D, RO E OPFIC K VMRS E M) X VBEIIHLPIETL
Too RRECIBITERMASEIR (7THB) Tk REIOMAEEDSHRLICER L,
PREEHE T BRI 1A BT SRR P AR & e U PR & e 5 70 F 720
LR IVF Z b LILDAUChH1 Cmaxid B F SR B 5 0 F 1
FN8IBKRUV8U TH >0 — s TF NI AT IF—ILDAUCo4
3R E BRI SR DI3% TH - 7255, CmaxiHEWIALNL -
7o WEAFT—%). [10.28H]

7) #5HEY
TR A BHICAH200mg (1H1E) &4 5> HEr15mg (1HIE) 2 KE
BEL-BOEFRE G6HE) ICBF5FE M) F 2 DAUCHKCmax
13T E N FUBMRSHOZNENTO% R U80%IME R LIz, £/2F7E
VXV HREEROL S Y OAUCHu OCmaxd & FEEIZ A 5
VY BEMR ERCERETH - GHEAT—%). [6.. 7.25MH]

8) YZU=R
TAPABEICBWVWT, AH| (150~500mg/H) &V =% 3 F (200~
400mg/H) #35SHMEMHA L. IE M) X OEYBHRICHELE 2
o7 (6. 7.228]

9 ANRVYFY
AHNBEM I OREN EHNRYF > OG22 123460 TAPABEIC
BIFBHL FAART T 4 THHICEINUL, ANRYFUIZFTEN)F U DOH
PIFDIIT 5 A ER G2 720 BHEAT—%). [6.. 7.250]

(10) FEST—HK
TADPABEIIBVWT, AFIE FETv—F (BE :400mg/H) &DHtH
2SR FUOERREROAUC, Cmin, CmaxiZHE252 %>
72 (HEANT—%). [6.. 7.22H]

1) LRFSEIL
TAPABEIIBVT, KFELARF T4 L (1000~4000mg/H) &
OBt HEOEMBRICHELZ S 5 >722% (HEAT—5),
[6.. 7.2%208]

(12) RSVNRI
TADPABEIIBNT, ARIERT VSV (12mg/H) ZHRZS L
BOTENIFUOARPTOIIT I AL RT 2 SHIVIEFARE
HLTI.3%DEMEHESN., EELZEIASNEP -2 FHEAT
—%). [6.\ 7.2208]

(13) SaY=R
TADABZEIIBOT, AFIESIH IR (200, 400mg/H) EOFRAIE. I
FhSE N FUEBICEERZ S o712 GHEAT—%). (6., 7.250]

(14) FLANVY
AH (100~600mg/H) % HAITHRHELG L TVWETAPABEICT LA
NY >200mg (1H3[E) % REZROERS L. FLANY VIZEFER
RICBUTAIMERTE N FVBE (M T7HE) CEEE25 D 272%
(NEATFT—%). [6.. 7.2208]

(15) I AFIV
R ABEICY A5 400mg (1H2[E) #5HEEES LB HICAA
25mg & BEHE O S U7- B S ARG S (7T RSHMERSOZHIC
AH25mgZE HEREOHRS) LBOTE M) FUOEMBHE/IST A -4
ICHEE R EZIAONE P 5720 HEAT—%). [6.. 7.280E]

(16) UFIL
TR A BIEICAAL00mg (1HLE) ATV ) F VL2 (1H
2E) ZO6HERERORE L KL VY 57 LB 5RO
) F I LDOEEEINT A —F ICEEREIAON G P BHEAT—
7)o [6.1 7.250]

17) 7VEFSY-=IL
AAFI100~400mg/H & HEFFE G L T A2 BEREREICBWT, TV
75— L10~30mg/H 2 HAKRS Lzk, 7E b U F 2 OCmaxXk
AUCIEHIN0BET L7z (SEAT—%). [6.. 7.220]

16.7.3 In vitros8&
FEN)FUIIERNF A b T AR=F— (OCT2) %/ L= BRM
BERWzHET SR REIRS NI,

17. BRPRANAE

17.1 BMERUREEICET HE8R

(BETADADERE)

17.1.1 ERHEESIAERER (WA, BRIEE)
BRI BT 2o HEIBERRFEZET HH-ICZHS Nz TAD
ABERUBEFHLIZTAPAEE (RiBE) 6561 (HARAIM) 2R
12, BARUEEICS W CIEBTRIEERREY 2 £ L. HyARE
200mg/H &7 5 KD B|E L CEM L. RIELFIOMERRIEE (EH
HTHD 5 24HM) 1B 2REHAMRIRIZ, TROLEBV TH -7z,

e e S GEES FEEIHAAERPED (%)
JE e (959 A< ]
I RTOF(FE 65 28 43.1 [30.85,55.96]
L EmREE | ST RN SO RO 40.0 [27.02,54.091
wEMASEE | 10 8 80.0 [44.39,97.48]

) MERPEREEICFEMEEAPHER & W E BT AAI R SE I

MRS SRR T LRG58 (24ER) 1281 2 REHKERE
X, FTROEBOTH-o7z, 2B, MEHEESEHIIERDOATERS NIz,

- Al OE(EER [ SEEERERED ()
i HerE D1 [95% 2 #EIX ]
INRTOFNER 19 16 84.2 [60.42,96.62]
L EesEE | 13 12 S 92.3 163.97,99.811
mEMATEE | 6 5 83.3 [35.88,99.58]

) REReR S HIC FEMRH R DR & N7 RE BB ARFI R SE I

BIERFEISEE X, 31% (20/651) Th-o7-o EHBIERIZ. FE15%
(10/65(1) 3B HFEV, RUBBREES3% (2/656l) Th-o7z (EKFTRE).

17.1.2 ERHEEIERER (2. BEEE)

INBICBY 2 ERIREHERE T AH B SNIZ4BP 5 12RO TA
PABE (FKGE) 2061 (HAALGH) 2RI, HARKRUEEICBWT
BRI 51 & 2 IR IBIEEMERERY 2 EH L7z, HRFARIIREORE
SR E2ER L T1.2~10.2mg/kg/HX13400mg/H (W, EVA
8) P o#iEN AT S Lz,

MEREEIIR TR (MEBEICB T 21288E) ICBWTHV-EEGIZLD
TERURMFIE ORI TER S NI HBRERIL. BRI SRERIE206F-h 7/
ThH0. TOEE (95%BEHEXM) 3. 35.0 (15.39~59.22) %TH -7

FERPEERIH AR T LB ORGSR S #1288 VW T, HV-EEGIZ K D E
BURTFAEDIHR I HER S N WEE R, Mt SHICHAT L2 7HIH6
BITHO. FOEIE (95%EHEXM) 1385.7 (42.13~99.64) % TH -7,
BIVEFFBSE L. 35% (7/2061) THo7zo TOWFRIE. FIE25%
(5/20f51) . FFH$REMEMERE K OTEEE5% (1/2061) Tdh o7z (FKiRH).
1F) /NROERUREFHIEIIN T 5 &GRS N AR O BAR S OMER A&

1H1~10mg/kg. H&AK200mgTH %

17.1.3 ;BNEMERER (NERUBRA. BEEIEE)
WAFREIRERRREEZ BT AH B SN TAPABERD
BRLULLTAPABRE RIBE) 34360 (12~72%) ZXRIC. ALY
P BIESHARY 2EM L7z, KEOMEEAE%100mg/HXIE
200mg/H EBE L7zo MFHESH (WEHK TR 52488) K815
FEHRERRII, TROEBV TH -7,

AHI00mg/ HE | AAI200mg/HEE | AV EE B
S B 5k 115 111 117
FPEM MR 59 67 64
FIEERAERED (%) 51.3 60.4 54.7
[95%(ZHEX 4] [41.81,60.73] | [50.63,69.52] | [45.23,63.92]

) MERFR S EICFEEEEPHER & W EBIEY A AR SE I

KA BT 2 BIEFRRBSEE L. 26% (58/22661) TH > 720

17.1.4 ERSEMEEHER (A, HEAEE)
BRI BT B E FE e PG FAEIC A 5 Add-onf& 512 X 2 55 AR
B (CEEHREERR) 3 2EHE Lz, AROEFHEIL L O b
) APFREHEICIF1S0mE, NV O MY AJEGFE BEI21Z300mg.
e P A RRIAR & BYE U CERE L. AREMITHRIENNIC B 54
LIGEEE R UERERICB I 2BREBUEE I TOEBY TH o7,

EREREEE oo
N = I e
s & s TE | Bt P Wilcoxon
e 0| 20| 6] 2% | 12| 3
TERVEVEL 8 196) | 23%) | (18%) | 30) | (14| () |
p=0.0119
o | o | | B9 [ %[ B2
(9%) | (15%) | (10%) | (38%) | (26%) | (2%)




AE PRSP PAp

& & HE
. SERUFUEE66] 6 |17] 9 [22]10] 2 |23 (35%)
#sy 5l TS5EARBE 66| 6 [12] 720020 1 |18 (27%)
i SErUFVEE| 70321103 43%)
BERMORE s 1171 0] 2 (18%)
Lennox-Gastaut| 7€ U F B 111 [ 3312 |21]0 4 (36%)
FERBEOLRFE| 75 ARBE (161101 /10]4|0]| 1 (6%)

KEIBICB T A EIERFISE L. 37% (32/87f1) Th-o7z. ELEIE
R, EER20% (17/87H1). FEIMED F 1 13% (11/8761) . BN R O
5% (4/87fl) TdH -7z
17.1.5 ERSEMEEER (MR, HAEE

INRICB T B EDFAE R O 2MRFEIEICH T 5 Add-ont 51 & 25 MAER
B (MEMHEGRE) ¥ 2EMBL -, KEOMBEARIINL S OBF
U LG EBE I3 ~5me/kg/H ONLTOEERF b U LR HE L.
TV a L EaE ZHET H5A ZIEMR O BEE I ~3mg/kg/H)
NVTaBEF N ) LR BEICI3H5~ 15mg/kg/H . HER I EHIRS
AR & EE UCER Uiz, AT SIERNC B 2 Rk fiiEE R
UERERICB T 5EEEREEE I TOEBD TH o7,

BRefNEE .
Eia=icd FERIEL| EH % HE |
i %E s AE | Bt R Wilcoxon
_ 22 | 181893
TERIEVE 80| 30m) | 1) | 1%) | (10%) | (3%) |
p=0.0009
Jewsrm| g | 3| V[V 203
(4%) | (21%) | (219%) | (27%) | (24%) | (4%)
B8] || B
51 T S R S
b 1L i
- FEMYFVBEI33]5 |7 7]19[5]0 /12 (36%)
#y 5l VI FEE|39]3 1198|6214 (36%)
i SEN)FXUBE|17] 3 U211 12 71%)
BEROSEE oy v (120134410 1 (6%
Lennox-Gastaut| 7€ MU F B33 3 (118 | 6|4 |1 (14 (42%)
FEEREOSMEFE| V=V IREE 34| 0[5]6 [11]12] 0|5 (15%)

FABICB T 2 EIERARBLEE X, 43% (37/8761) Tho 1. FEIE

Flld. MEFR26% (23/871). Bt £\\1\7% (6/87f1) T -7z,
17.1.6 ;BNERRRER (A, HEEE)

BAICB 2 EDFEIEICNT 2Add-onf&5IC L2 ZEEHR 7O A4 —N

— B ) 2R U7z, ARIOMERAE£400mg/H NV T aigs

MU AFEGER) . MERFHEHARIOMERM & BE U CEM LR, AAIBEIC

BULREEERLRIIT I ARBEHBE L TERICEP > 2,

KA S BT 5 EIERARBSEE X, 70% (66/94F1) Th-o7c. FEi

EIVERE. FEIMED £130% (28/9461) . K7827% (25/9461) . #15118%

(17/9461) Td-7zo

T, AAIOHERMARZ300mg/H VLT aEET b U7 LIEHRM) i

150mg/H (NLT OB b7 A0 MR R AR 128 & 3E LT

FEfi L7-AER. ARIBC BT 2 RIEHEERDRIE T I e ABERELCE

BIZEP o7z,

AHIEEHIC BT 2 BIERAFEBEE L. 71% (29/416]) Th-o7z. Fi

BIERIE. FEMED EW17% (7/4141) . FD15% (6/414) . FEFR K U

FE12% (5/41B1) TH o7,

w58 REBIEL FEVESERE R D AR fE )
400mg 88 25%***
150mg™®? Xi3300mg 41 26%***

*l) S REDE
E2) NLTuEES b LAAOEE
FE% 1 p<0.001

17.1.7 BARREER (MR, HEEES
INBIZB T B E S FMEICN T HAdd-oni# 51 & 5 T HE BT R
RED RER L. ARIOMERHEZ/ VLT OB b)Y LAGRABEICE
#¥5mg/kg/H (FAR250mg/H). /N7 afEF b AIEHFHEHIIEN
15mg/kg/H (B&K750mg/H). #ERe AR AR 128 & 30E L CEME L 725
. REBICBT 2 REHEERDRILT I UARBEHBR L CERICED» S 12,

58 FEBIEL FARSEE R R R E
SEFUF R 9% 36%**
75 AR 101 7%
*+:p<0.01

AHNBEICB T S EIERFEBREE X, 65% (64/9861) TH->7-o E72EI
EFE. HAR18% (18/98f) . 1ZEIMED £ 1 15% (15/984) . KFH10%
(10/98f) TdH -7z

17.1.8 JBNERREER (NERURBA. HARKE)
Lennox-GastautfiefE#f (3~25m%) 1B 2 2MF(EITNT 2 Add-on
BEIC & 2 —EERAATRMLEGE 2EH L. AAOERAES
NV aBF MU AR EEICEK5me/kg/H (BA200mg/H) . N

LT OB b AFEGREE I 1Sme/kg/H (BA40mg/H).

8_

FABHMIERM & 8E U CTER LR, REBEHICB U 2 3EHERD
RIT T RBEHEBELCERICEY? - 12,

58 SEBIEL FUESHE R AR PR E
SEbUF B 78 32%*
75X R 89 9%
*: p<0.05

KHEIBICB T HBEIERFETSEE I, 30% (24/7901) Th -7z, EHEIE
Flld. 3658% (6/79(1). MEM. BORUEHAEA% (3/790) TH-7z0
17.1.9 BHNERREER (NERUBA. HAEE)

WERARINE (2~558) I0AT 5Add-onik 510 &5 “EE ML TR
BB FEELL. AFOMARL N LSOl b AGREBET
i, 2~128ICIdK93me/kg/H (B0k200mg/F). 1288812 13200mg/ H,
LFUEEF Y LI EE TR, 2~ 12881013 12mg/kg/H (Bk400mg/
). 12408BI012400mg/F. R AR AR 28R & 308 L C E M L 72558,
KABH B 5 BESREEARIE T 5L ARBEE L L CARICE P o 70

B58 SERFIEL FIESEE R R PR E
SE RSB 58 82%"*
TS ARE 59 43%
** 1 p=0.006

REIBEIC BT HEIERAFEBEE . 22% (13/5861) TdH -7z, EREIE
Hix, FahtEo £ v, ERKRUEBLES% (3/5861) THo7z.
UBEEZCHITBRAIEY — ROBESH - BIANT)
17.1.10 BRSO/ D8R (RRA)
WBITIEE 2769 2 8% (21561) 23RIC, S (8~16EM) LT
FER T TAA200mg 25 L. 528 Q6ER) & LT, ERIZEL
TEEERNRICT T ERNEBT > ¥ o LABEPIERHEY 2EM L7z, £
BRI E ¢ d 5 H2HAMA D SRk E L - %S 5 O (Time
to withdrawal from study : TWS) &, TRIEROEBHTHD, AN
VNEBRETORBIE. TENIFUBTE T I EARBEHELTEL.
HatEmaaRES RO 65Nz (p=0.010 BT Y I7RHE),

0] =
—— SERNUFR
s 75t KR
w08
&
g os
2 . o
-
021
T T T T T T T T
0 2 56 84 112 140 168 196
ZEE BRI S O IR (H)
75 EE 58 38 3 28 25 20 16 0
SENFE B 45 38 34 32 28 2% 23 0
B1 55 0/MABERICH(F B TWSDKaplan-Meiertiig
w1 EI/MEHRICHSIFBTWS
7T R FJEMIF B
AP 5115 5845 4561

A N2 hRREE
TWSHERE [95%(SHEXE] (H)
75 ARBEE O HET

n/c @ HHEARE
) Ty UME
BIEFRFBUBEE 3. 34% (74/2150) Td o7z, EREIERIZ. FET%
(15/21501) . BE¥E4.2% (9/21561). BEEEROMERE3.7% (8/21564)
Tho7,
17.1.11 BNRERRSHEE (RA)
55 11/ TR GRBR I kE U T8 L 72 52BR O IFE MBI SRR ICB LT,
PERZEIC K DA L B R OHE (50~400mg/H) TAREIZHS L7
BRIZ, TEOEBVTH T

74.1% (43f)
67.5 [32.0,127.0]

53.3% (2461)
169.0 [111.0,n/c]
p=0.010

CGI-§™ HAM-DI7® YMRS®
RS PR SR | Blm | Adte | AR | ARA | B
SERRRMARE | 92 [2.9£1.1 - [9.7+8.0] - [3.0%£5.5] -
Sl 84 12.2£0.9/-0.7£1.0(4.3£4.9|-4.7£7.2]2.6£4.4|-0.3£5.9
1658 78 12.1£0.9|-0.7%£1.215.2+6.0|-3.8+7.5|1.7+3.0|-1.3%+6.1
2838 77 12.1+£1.0/-0.7+1.214.5+£5.1|-4.5+7.7|2.0+£5.2|-1.1£5.8
408 70 {2.1+1.0/-0.6%£1.214.7+5.5|-3.9£7.7|1.7+4.0|-1.1£6.7
523 68 |1.8+£0.8/-1.0£1.1(3.9£5.3|-4.4£6.9]0.8£1.7{-2.1£6.0
BAERMREEEY | 92 |2.1+1.2/-0.8%1.2|5.5+7.3|-4.3+£7.2(1.9+5.6(-1.1%7.1
Eeam———

H1) WREBOEERE

¥2) NIV UAIORIHMERE (17:EE)

3) ¥ R R E

#4) LOCF (Last Observation Carried Forward) 12T /REIME % %
58v HAM-DI7& UYYMRSIZ DT IE914

BHRGHEBRICEIT LEMIC B U 2RISR, 21% (19/92641)
TH-lzo ERBIWERIE. BBEES.4% (5/926) TH-7z (EEK),



17.3 Z0fth

17.3.1 BARRIERICHITIHEDEVICLDIRESEOEEBEEDHRIREER
(NIVTOEBF MUY LHASEE)
ARAE WEAERCZFOBROEEAR) LVEVARTES LLZEN
BRRE OV L 7aig b)Y LHAEE) TORBEOREREDHKT
H1210.4% (18/173) TH-7=DIZxt L. NLT TS b U AGHE
FHICBLWTARABRTHRS LB IAEERAERTIE2.9% (3/10261) TH
5720 [7.1. 8.1%1E]

B FEGIE | REFOREREORBFIE (FEBFE)
REARCRE L )
5 A PR B 102 3 (2.9%)
ARHEXLVEVWHET
f s U P B 173 18 (10.4%)
17.3.2 EINERREERIC BT 2 RRISIEIRARMEIREE (Stevens-JohnsoniElR
) ORIEXR

BARONETANABREZNGE Uz THEEOE EEKRRERICE L
T 5471534 (0.5%) 1ZFZRRERERREERRE (Stevens-JohnsonfiE&RE)
BROEN, WIERLNNLTOBF MUY LEMA L. ARARE (FEHA
BRUOZOHOWIEHAE) J0EVHAEZEE LIDERTH -7z (BRA :
335614 (0.3%) . /N - 212617261 (0.9%)). [7.1. 8.1%0&]
17.3.3 BIRRABRRICH T D EERHREESORREER (NIKRUBA)

TANPABEZWNRE LizAdd-onf& 51 & 3 ZEE % HEGERSEER IC
BIISEBLEEREORRRIILTOLEY TH -7z, [1.3. 8.1%H]

BELREEEORBIH GEHX)
B VA= TRV A=l TN ast
RO LB | U LR | D

% 0/16 0/30 0/46

ERFEY TRE5LE (A (0%) (0%) (0%)
IR R R N 0/8 0/4 0/12

Rl (0%) (0%) (0%)

R 0/27 4/605 4/632
EZBARIVBOHETERS |A (0%) (0.7%) (0.6%)
U 7= 1S B R B ~2039) =40 [ )\ 3/95 2/82 5/177
Rl (3.2%) (2.4%)  |(2.8%)

& 0/43 4/635 4/678
ot AL (0%) (0.6%)  |(0.6%)

o N 3/103 2/86 5/189
Rl (2.9%) (2.3%)  |(2.6%)

) ENEAEAE WEAEXRCZOROEERR)

18. FERpFIR

18.1 {ERRF
Na'F v )L S ARTF A DB ICHIH 4 2 Z &2 & - THfEE
EREASE, TV I VBREQREEMESEYE OB 2 H 5
LICKVIEREERART EZEZ SN TLED S,

18.2 FURREHER
BRETAPABIET VIZBWTHRBEERZR T Z EPRMESN TV 2,

18.2.1 ¥ ARV T v M OBRABREEE 2 IFH T2,

18.22 %Y (R FL YT bIV—=L, 4-T3IJEYI VRV
6,7-dimethoxy-4-ethyl-B-carboline-3-carboxylate (DMCM)) I &
D ACHEFES NS REMEE L IH T 249,

18.2.3 v b RUA XDOBEBICB T 2 BRI FSLH 2 MH T 59,

18.2.4 WM R IBEF > R YT Ty MIBWLT, ¥V RY VIR E%E
MEL . BFESTFRERZERT 299, £/, BT M) V75
v MZBWTIEF Y R ¥ ZORMZIHT 5,

18.2.5 SEEBETCHTADPABMET L (BEEEFREYY AKTT v b, EL
<77 A, lethargicw ™ R) OTANAMEFEZMEIT 202,

18.2.6 7 v MIB I HFAEESREEERIZTH < WWEGH (HHAEES
REE 2R g EDsof/FUREIEF OEDsfED ) &, 7= A 0oV TH
NLEDBEVEERTY,

19. B ICET BIERHAR
— %% 7€ MU ¥ (Lamotrigine)

{t % 4 :3,5-Diamino-6-(2,3-dichlorophenyl)-1,2,4-triazine
53 F R CHrCLNs
7 F 8 :1256.09
fbzmgiEst
N
a Z N
a KA
H:N N NH:

i R BHE~MEAEONKRTH S,
5 B R %20 0.4 (pHL.2, 1-4 2% ) —)L/7KR)

8.0 (pH6.0\ 1-F 27 % ) — )L/ 7K%)

21. EERSRM

B AV EMEFEEZRED L, BYNCERET S &

2. g%
(3=79—-LiRER2ME)
1408¢ [1488 (PTP) x10]
(GET9—ILEEINRE5ME)
1408% [1488 (PTP) x10]
(5=79—IL§E25mg)
1408 [1488 (PTP) x10]
(3= T59—ILEE100mg)
1408% [1488 (PTP) x10]
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