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L35 Ly RO2EEIZ1H50mg % 1H IRR %S L, 5 HIix
1H100mg# 1 H 1208 L CRkO& 535, 2Dk
. 1~28EEIC IO E L CiRR100med DM 2, fEd:
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59 % ERICIE U CREMMKT 225, HaidLEB L Lo/
% P ClHE & L CTikA100mgd 2. 1HH=I3# K400mg
FTEL. WERBTHLEDUI2EN 53 L CRIO%RS-$ 5,
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WE. ZEM)F L L CORAOEMIZIF015mg/kgx 1H1
BIFET#HS- L. RO 1X1H0.3mg/kg% 1 H 1R 1% 5§
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S L CANABEIZHC DA UNR)

2% BB EIC B 550 ¥ Y — PO -

Q) /NIVTOEF MU LEGRAL BVIHEED
Q)-i) AEOTNIOCEBEEEFHETIER 24T 215
PN
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WIGAIZIE, FETL7-H=ICRDEL, oA VHEICR S
IR A G DbETHRESTAZ L, [1.11, 1.1.2, 7.3, 81,
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z

11.1.1 hEMRKIBFEFBAEIE (Toxic Epidermal Necrolysis :
TEN) CHEHEAWH). REERERS (Stevens-JohnsonfEf&
) (05%). SHFALBE (HEEAW)
gE#h, IRFEI., HEIOMER, 1E - OFEESRETO S AL
JEMBE O AN, RIBE, HEEE. 2 9., @FBRKEO RS
HOLNIHEIIIEL IS 2 RIE L, @Y R RELITH 2
ko [12, 71, 81 z=H]

11.1.2 FHMEBBBUEEREE (HEAH)

T, BEERMPICASN DL T EAH Y, FIZY oSEIER.,
PHIEGE ., MRS (FERERIE %, FnEksgn, 2800) 2 3Eko
B K ONESRREE (FHEEEESE) off 2 0L HIERN D &b
NDZEDH Do A BBUEEGRE O ULERD (32581
WZFHT Ao SEFIE S BUEE B O BUE AR S N2 A 12T,

ENTWD,

14. BHEDZEE

14.1 EFZMEOXE

141.1 PTPAEOEKIIPTPY — ML L TIRAT 2 £
8352 L, PTPY — FORAEKIC & D WA T2 B R R
AL, FICIEZILE B 2 L CHEFBIR 2645 o Tk 7 & BHE % BF
BT LI LD D,

1412 KAV EORELICZOEIFRBT L. HHVIZIHEL
3 7% L LB ERPRDLEEOLEOKIENILTRHTS L)
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15. ZDMDEE
15.1 EERR{ERICED 153k
15.1.1 I CEJl SN A F 2 G BB TADATEIIBIT 5,
TADA, BHEBEZ SR E L1990 7 5 & Ak IR S B
OMEHFERIZBWT, HESE R OHBER OB O ) A 7 ),
WMCAPAEDORARET T 7 LR B L B L TR2MGE < (i<
A ATEIREE 1 043%. 79 R 024%) . FLTADAFED
IRAEETIE, 79 R L ERI000AH 7D IINS W EEIE S
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15.1.2 RANT Y b FOERETHERICS LW HEER*F T 5
2, BRGS0 EBmAH A HEST 2 WRESH L. BB,
BT EMBRSOGEICBW T, B514ERFTRRANES
ueyﬁ\$ﬁfmﬁﬁ* I O IR IMER b O SERR I FE |2 A
R ZEALIXEED 5T, it\%ﬁﬁiﬁiT%Mﬁ¢®%%%
mﬁ%&%ﬂ BOSNTEH o7,

16. EMHHRE

16.1 MARE

16.1.1 EERRA
BB A6BIIZ T E M) F 2 25~200mg % HIAHE 4% G- L 72, #5-151.7~ 258 H T
Cmax|Zi# L. 1234931 ~38f] Td - 720 Cmax L NFAUCo-» E: e G- ORI P
KU7zo F/o. EHERAG6HIC T E I ) ¥ 50mg# 1 H 2110 H B AER S L 7z,
MEEHZE MY F VR EHRG6H BICEFREBIGELZY,

F1 EHERAICTE MY F 2 25~200mgx B IHG L R0 7€ M) F 2 Ry E)

HE/SS A— 4
b i Cmax Tmax tiz AUCo CLt/E Vd/F
(mg) (ug/mL) (hr) (hr) (ug-hr/mL) | (mL/min) (L)
25 6 [0338+0.031| 17%08 379111 | 152%49 [2977+912| 91081
50 6 [0.718+0.049| 25%12 350+4.7 337+59 |2533+4.09 | 752%48
100 | 6 |1488=0261| 23+14 305+33 | 599121 | 2879+565 | 742+92

200 | 6 {3075+0336| 25*10 324%55 | 1361+332|2564+569 | 69.8+9.3

I + P

16.1.2 TALARE

BN TADAEBEZ G E L2 EANBRRRBRIZBNT, 7F M) F200mga &5 L7z
FEOIMH T € M) FUREZ, NV T aiRy M) v a2 L. JEN)F OV
O G % T 23 2 OFH L WA 1396 ug/mL, NV T aEET R ) Y A &
e, EMN)F 070y BHE % FE 5 35 % 0 L 728561322 u g/mL
THo72,

WAL CT AP AEE S E L7 ENERREIC BT, BAEOHTANAZED
BGERZTTOUREHICTE M) FrE2RG LROEFIREBICBI)21MM T € M) ¥
ViEERLUTIOR L, BEAITARARIZED 5% MY ¥ 2 OMFFARIER % 255,
AR M A EEATR SN e T2, TF N F Y OFGHIE THAITALAZED M
WEBE VPR R RO SN o Tz,

F2OWNEE B B IMpiRE
iES
SEMN)EY ﬁ%i,'}j?‘/ FTERN)F L gy, Mg 7 € b
NV TaBg|oOrvray égjéﬁﬁg’: HEFEH l(b*\f\/#;)b;’x) 1) F D
FrUY L | BeGRFEE| (mg/H) (ug/mL)
FagemEy | CEORTA
A
) B | PR ~ 325
i EoE | e | 1007%0 | 509 | quosy
. B _ 281
i i i 200~400 60 99) | (130799)
ED) IWNIPEY, 72/ NVEY— )b, FYIFY, Jz= b >
H2) i (R ME~ o)
%3 NEEEIZ BT A I
EREES;
eIV P IE S EAE RN WE 7 M E |
s 7 um|ory oy | EOEIHE g | BER e
FRU A | BRAAEHE {TJ}HJ N5 (mg/keg/H) | (ug/mL)
+ 2 gEHED | C 2T A
A
o N B 385
b B Wﬁp; 1~3 18 (45) (1.07~11.38)
T JEDEH
_ : 1~5 48 (101) 232
B Bt (0.29~591)
S ; BEAE N 330
B SEDE o1 30.6H | or0~082)

ED) AN EXEY, 7o/ NNVESY— )b, FYIFRY, Jz= b~
1E2) i (/M ~ SRR AE)

Ty BEBEREEFET AN TAPAEZHEHLABOTE N F 20l
A CTh o7z GHEIAT—%)o 2B, FRENBRER A NV T afEs ) Y A%k
HLZZBEDTE M) F 2 Dta03 70K Td - 729 1D,

16.1.3 EMFEMFEFHRR

1) ZEMUF > NEASmg [HEL]
FEM)FUENEHSmg [HETL] RT3 2 % — VN2 H5mgk ., 7 0 A% —
N—FZE ) ZREN1sE (FF M) F 2L LCTomg) MEHERLAY M H A HL AR %
5. k2o IR OCMIEEAKCIE) L CiiEhs € b)) F s f
SNFHYEHE/ST A —% (AUC. Cmax) (22> T0%IEHEX [ i
fTo7:#5%, log (080) ~log (1.25) @ﬁﬁ[#nkmaﬁ 0\ THI O A A R AR S
n7z12,
(EFE  AANLNEHEATH S .)

#4 MBI T A -8 OKTZDF FIRH)
HENSTA—S BENT A=Y
AUCo-72 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)

FE M) FUE/NEH

5mg [HET) 2858 =392 1089+ 30.8 0.84+0.58 3991 +5.26
53 N
57m\g 75— VEUNER 2852+ 405 102.3+272 097+0.72 39.86 £5.79

(1§45, Mean+SD. n=24)

(ng/mL)
150
——JE MU X g/NEH5mg [AET]
% --F 2 72— ViR NER5mg
'1; 100 18E#%5, Mean*S.D., n=24
£
S
V]
%
D 50
P
B
0f
0 12 24 36 48 60 72

B (hr)
A YRR Ok T2 F $RA)

K5 HWEE ST A— 5 (HEFRKTIRAH)
HE ST A =% BHEINT A=Y

AUCo-72 Cmax Tmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)

ZE MY F NG

e TR 3077+201 | 1102+213 | 0824086 | 4224+497
;m; 7Y VBRI gi00a050 | 141245 | 077079 | 4294+605
(1584 5-, Mean=*SD., n=24)
(ng/mL)
150
——SENYFs/NBHESmg [HETL]
% -#-5 39 % —LEE/NEF5ME
F;' 100 13E#% 5, Mean+S.D., n=24
F
~
D)
¥ 50
et
P
=
08
0 12 24 36 48 60 72

#5fE (hr)
ISR (B K CHIL)

MAEHEEENE N AUC, Cmax® 0737 X — 813, BBRE OFIR, AR OFRIAEL - e
M5 DOFHEREMHIC L o TR D WRMED D 5o

(2 ZEMUXE100mg [AETL]
FEM)FUEEIOmg [HETL] KUY 2274 —VEE100mgr ., 7 0 AL+ —N—FI2 X
D EnENIEE (7 M) F L L Tl00me) BT EICHEHE R O%S OkT
Z0F FIRAR O EKTIRA) LCTimitdh 7€ b)) FoggEzilELl, Bonhe
WENRE/ST A — % (AUC. Cmax) 22w TI0%ME HEIX 12 CHEFHENT % 175 72
R, log (080) ~log (1.25) D#PHANTHD V. WiH OEYFFEFEEAMHR SN2,

6 HEMEEE T A -5 OkTZoF FHA)

H5ENT A=S BENT A=Y

AUCo-72 Cmax Tmax ti/2
(ng - hr/mL) (ng/mL) (hr) (hr)
ST R F
oomy [T | 89%6=7741 | 1942424208 | 110=082 4461884
TI7E=MEE | peopseeog | 104445485 | 120=114 4375877
100mg
(1%e45-, Mean=SD., n=25)
(ng/mL)
3000
—— S EMJF2E100mg [HEL]
1 2400

#% -&-7 37 2 —JLEE100mg
18E#%5, MeanxS.D., n=25

RS\ S 7 B

0 12 24 36 48 60 72

B (hr)
MSERSEYREENERE kT2 0 F FIRA)



KT HEEE ST A =5 (WK CIRAE)

HEINT A—F BEINT A=Y
AUCo-72 Cmax Tmax t1/2
(ng - hr/mL) (ng/mL) (hr) (hr)
ZERMIESIE | solsio700 | 214024896 | 063+069 4333+787
100mg [HEET ] B T o -
o 7EVE | Ggs6+10102 | 2119745298 | 089108 4397831
mg
(1588% 5., Mean+SD., n=24)
(ng/mL)
3000
- ——JE MYF>$2100mg [HET]
% 2400 -5-5 37 %2 —JL§E100mg
+ 1§E#%5, Mean=S.D., n=24
Z 1800

0 12 24 36 48 60 72

R (hr)
M4 SEY R RS (T 27K CHRA)

M5E R EENE ONIZAUC, Cmax®:0 /85 % — &1, HBE OB IR, RE ORI 5L -
145 D RBRGAF I & > TR DML D % o

16.2 BR4R

16.21 BEOHE
TR L26012 5 F b ) F 2 150mg % 228 I OS2 IS IR 4 5 L 72, Ak
TIEZEFRE I ANIMEE R 5 E b ) F 0 OTmaxiBBEE L7245, AUCICHE A %% B0 %
Hro7zB (BMEAT—4),

16.2.2 E4FMFIRAE
TEHERL N8B 7 ) F 2 75mg#k HIEHRE H5 L 72K 0 A W) 1 F) F 3£1397.6% T
Ho7210 FHEANT—%),

16.3 2
In vitro TOIE R F ¥ (1~10ug/mL) O MIKEEFAREEZHIL531~562%TH >
f:M}O

16.4 fRa8t
FEM)FRTEE LTV O CRESREE (FI2UGTIAY) TR#ESN L. & MF
MBLIZ7 I MY TF) vy zaFEsSA, ~ERY) Rk, b LIRE T EoNa (K
MEEHEE) HFAE T TUC-TE ) XU 2 RMLAHE, FE M) F N2V o vk
FAEIRDERATT~29%{EF L7219 10, [10. 2]

16.5 Heittt
TERERL AB6BIIZ1C-F E I 1) F > 240mg (154 Ci) % HIAE 4% 5 L 725, $%5-1% 1680
M & CIEFEPITH2%, TRACHFIM% DRI S Nize JRIPNIZFEICTE MY FU-N2- 7V
y o vEfaAR (B71%) & LCHRIES L DUFRZE(E (10%), 7€ b Y F 2 N5
o AR (5~10%) RIOTTE M) FN2AFIVE (014%) DIETH - 7219
(FHEAT—%),

16.6 HENEEEHTHEE

16.6.1 EEEEEHRE
ERE R F126] (Z LT F =20 T T YA F13mL/min) K OENTEE6H
(i 7 L7 F = > : F39854 ymol/L) 125 € bV F > 100mg% HAEIH5- L 72,
FE MY F 2 Ot I BHERADZ 2L K OHRI2.265 (B AE L. AUCIE B HERERE
ERBETHLMEICHI L 720 F - MIGENT % AR M M L 7235 6. RINICHTET 5 7
] ) 2 ORI200DENTIC & 0 Bk & 7219 20 (BHEAT— %), [921 Z#]

16.6.2 FFiEEEEHRE
TERERL A 1260 Je OFREZE R #2451 5 € b ) F 2 100mg % HIARE %S L 720 7 € +
)XV OFEMENRENT A — 5 F U TIOR L7z, HEEMZREIZB W TCnaxD KT
BAHRONIZb DD, MD/8T X — & TIIERRA & OBIZBEZE LIRS N Lo T,
T2 BE TR & L CCmax & O TmaxPISF 0 /85 X — Z 1230 HR 5
. AUCow K Uti2l3J7Kk 2 L CTHI2ME. KD O TRIAREIEIN L . CL/FIdfEAKk7Z L T2
/3. Wikd Y TL/3IZMA L7202 (BHEAT— %), [93 2]

8 WHEBEREERFICBIT A TE N F L OEMEE T X -5

TR S WA EE
Cef iRE) JFFEAS K7 L KD b
(121) (1261) (781) (561)
Child-Pugh-% - A B C
Cmax 161 1.34 148 1.65
(ug/mL) (1.14-253) (0.99-1.81) (1.22-2.26) (1.12-1.84)
Tmax 1.00 1.00 1.00 200
(hr) (1.00-8.00) (1.00-4.00) (1.00-4.00) (1.00-9.52)
iz 32.16 3599 59.68 11013
(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
(g - hr/mL) (38.77-98.09) (47.86-215.75) (7353-225.35) (73.72-368.62)
CL/F 0.338 0312 0.237 0.103
(mL/min/kg) (0.267-0.593) (0.165-0443) (0.114-0.356) (0.061-0.260)

i ()

16.6.3 EieE

w1260 (65 E. 2 LT F=r 2 ) 7T v A D F6IlmL/min) 12T E R F o
150mg % HIFFE PG L7228, 5% b)) ¥ OCmax. AUCoe. ti2t O'CL/FOF3H
(REHE(R 7) 134 4235 (040) wg/mL. 938 (21.0) ug - hr/mL. 312 (54) WK%
170.396 (0.063) mL/min/kgTh > 720 TS IE, BHEEABEIZ T E MY ¥ 150mg
% WAE 1% 5 L 72D Cmax. AUCoe. t12R OCL/FOFME (BEER#) . 4 4245
(0.18) wg/mL. 11730 (2461) ug- hr/mL. 312 (64) I, 0313 (0.087) mL/min
/kg b B FE N Ao 729 B 20 (HELAT — 4 )0

16.7 EWHEEIER
1671 SEMIF>C OV OCBASICHT HBESOHE

[6.. 72, 7.3, 102 ZI&]
FEMN)FVEIV|TEMN)F YOSV UV TEN)F OV u VR
70 Y BIAEDHA | GEFE (RE) 35354 FIB V% AT & WA
ERE S
INVTaERF NI A | T L Y

TVET T =

AN EE ~ *I s
PENIAVASE S VIR
TNV HINR Y F >
V77T TAFTY

TEFEL - ) PFEVESH | FETI— b
TYHFFEL+) P TLHNY v
IFZNVITANTI I A= L|YFA
RINVTFARVIVERAEH BOILARFITEY A
JEATHE) T ISRIL
FaAyIr

16.7.2 fb#l & DHFARER

(1) /NIVTOBFR UYL
fEHER NS LN )L 7 a g k1) v 24500mg (TH2[]) & 5 %F b)) F250mg. 100mg
JO'150mg (LH1E) % RABH L72kE0 T € M) F 2 OFEYEHEA LT IR Lz, #
HEALZ 7 & b ) F ¥ D A& RS LREO Rt & e, 2oy 7 afig) b)) o A
BEEED ZE M) F 2 Dtad2fll ETh Y, CLUFIZL/ 2T CTh o7z, F72, MM
SOV T ORI EE BT S T b DO —EOMIIEA ST, Z DA R % HE
FLTWeD JHEATF—%), [72. 73, 102 2]

9 BHEE ANV TOEET R )Y AETER) XU AR LD T E MY F Lo
YWEE ST A =%
e} . ‘ ,
AR Cmax Cmin Tmax ti/2 AUCss ! C’LtJF ‘ Vd/F
R (ug/mL) | (ug/mL)|  (hr) (hr) | (pg-h/mb) | (mL/min/kg) | (L/kg)

50mg 345+061)|253+046|183+098|753*14.1/66.7+10.9|017*0.03|0.94+0.10

100mg | 18 [6.78 =1.13|5.02+0.97 | 1.96 = 1.00 | 69.6 * 14.3|1325% 226 | 0.17 £ 0.04 | 0.88 = 0.09

150mg 944+1.71648*152]202+096|69.6*14.8|1782+371]0.20*0.05|1.03*0.18
PG = B

2 V7rrEYY
R AR M) 77 2 ¥ »600mg (1H1E) #5HM#%S LABRAICTENY ¥
25mg# HialfE 4% 5 L 20D 5 & M) F 2 DARPIFO 2 ) T 5 ¥ AMER PtelidEh 2
N5.13L/hr R 141 Ch o720 TE M) F B (777 1 R5H Mi# G- 0% HIZ
7E 8 F v 208mgk BEAROHEES) LROARPITOZ )T I v AERDupizh?
N26L/hr e U238 TH Y, V77 BV Y OFKGIZE D FE N XL DAPITD
70T 7 AMEFAESHI Lt A RIS L7220 (SHEAT— ). [6.. 7.2,
73, 102 ]

@) AEFENL - U M FEIVESHE
BEEBAEFRE L2ABICBNT, SEM)FrendFel - ) M FELVEREHIE
ORHIRGIZ LD . FE M) F L OMPEEEDFIS0%IE T L7220 JHEAT =)o [6.
72, 73, 102 K]

4) PEYFEI+Y RFENL
BB AT A G RE L2RBRICBWT, JE MY F Y (100mg) L7 8HFF N
(300mg). V) FF ¥ (100mg) O3 % PG LkO T € b ¥ DAUC,
Cmaxid. 7€ Y F>r (100mg) % HEHES L 728 & 0L TZR2N32%, 6% T
L7 (BREAT—%), [102 ZH]

5) YANY K>
BRMAZ R E L2RBRICB VT, 2E MY F Y (400mg/H) DOREHS13) 2~
YR HRS R (2mg) OB ICERRIICHIE L 4 2 WEE SR otz ) A
Y Fr2mgk 7€ b F L OGHEBGE. 4B 2B IR AR Sz, TE MY F
¥ HAHE 561 TIRBIRO MG 13 2 < ) AR R 2 B ST 20610 i 1B IR A&
S5 BHEATF— %), [102 2]

(6) BOBEE (TFZINIXFITH—INI0ugREL K/ IVFZ R LILISOugEH)
RERERL AP 5 B 1) F 2 300mg & AR CBEESE & B L 7205, i€ b Fro
AUCo24 % O'Cmaxld 7 € M 1) F ¥ O MBI O 2 2 N48% K U61%Th 1) . #EI15HE
IR L OPEFINC & 0 iR T E b S RIS 2T L7zo iR SRS R
(THIE) Tid, 7€ M) F 2 OMP RS 412 5 L AR T I 13R 2E R
R & e L CPRtt L e 5720 £720 LR VA A LIV AUCo24 % UFCmax
VLA CTRATSE AP G- D 2 N2 N81% L UN88% Tdh > 720 — Ty TF SNV TAFT Y
F =)V D AUCo 2413 HE LIHEAT 3 B 51 0 93% T o 7278, Cmax|Z#E WV XA S %k
B 7280 (BHEIANT— %), [102 Z#]

7) *#7oH¥E>
BEHER AP T € F ) F2200mg (LHLE) &4 T 9 v 15mg (LH1E) % A%
Fe G LB oEFIRE G6HH) 1281355 F M) £ DAUCk M ICmaxid T E 1)
F U HAHE GO Z NENT6% K U80%IALT L7z 727 F b F oGO+
7 VY Y DAUCo2 M U'Cmax DM FIM LA T > Y » Bl 515 & [FAREETH -
7230 (BHEIAT— %), (6. 72 BHH]

@) JV=H3IFK
TANABZEIZBVT, EM)F 2 (150~500mg/H) &V =% 3 F (200~400mg/
H) #35HMBEH L2z, TF 8 )X O3EMBREIEE L5 2 Lo /22, [6., 72

Q) HNARCFL
FEM)FVHEMMBOTE N EY EHNRYF YOG AT 34B O T AP A
BHEIZBIT AL NIRRT T4 THWIZEAUL, HNRCF L ETE N FLOARDPT
DINT T AEER G ko723 EAT—5). (6. 72 ZE]

(100 hEZ<¥—+
TAPABEICBNC, JEM)F L METY— b (RE 400mg/H) L ofFAHIE
FE M) X OEFIREFOAUC, Cmin, CmaxlZEH %5 2 o723 (SHEIANT—
%) [6. 72 L]

(11) LRFFE4EL4
TAPAEEIZBWT, FEN)F L ELAFFTEL 4 (1000~4000mg/H) & OHH
X, WHEOSEMENEIEHE G 2 o729 30 JHEAT—5). (6. 7.2 BE]

(12) NF 2%

TAPABEIZBWT, M) F U ExT 28000 (12mg/H) %S L2EO
FEMIFLORPITOZ )T T2 A, RT 2ROV & L T9.3% 01N
EHEE SN, BEEAERASNL D572 BREAT—%). (6. 72 BE]

(13) 343K
TADPABZEIZBWT, FEN)FLEFaH 38 (2000 400mg/H) ¥ OPFHIE, Il
FHSE N XFVIREICHEETS A o728 BEAT =), [6. 72 BIE]

14y FLANY >
FE MY F 2 (100~600mg/H) % HAITHFHL S L T2 TADPABEIZT L AN
»200mg (1H3MA) % ARG Lz, 7L AN VIdERIREIC BT B ImsEd 5
ERYFRE (b M) SHERL2 hho72% WHEAT—5), (6. 72 BHH]

(15) Y xFI >
TERER A B> A 52 »400mg (1H2[) Z5H %5 L7228 HIZ7 € b ) F > 25mg
HRARECRG L2k 7€ b ) F YRR S (77 2 REHMIRGOBHIZTE M)
F o 25mgHx IR S) LZKEO T E ) ¥ 0 OEYBRE/ ST 2 — F IZHHE R A
AENZPo720 GHEANT—4). (6. 72 ]




(16) UFIL
RERER AR MELZ T E M) F 2 100mg (LH1E) &Kk 7V 3 L) F 7 A2g (LH2[E)
%6 H RS L2z ok 7 v a Y 57 A MR G0 ) 7 A DY E)
FEIRT A — FICHHE R I A B NG5 7210 BHEAT— %), [6. 72 BE]

a7 ZUEZFSY-
F%E b F100~400mg/ H % #iFi% S L v b MR EEE 2BV, 7IET T
V= )V10~30mg/ H % fF %5 L 728, F € b ) F > OCmax % AUCIZHI10%IET L
7240 (HEAF—%), [6. 72 &

16.7.3 In vitro &
FTEMN)FVIIAEEIFA Y DT VAR5 — (OCT2) %4 L7 BIRME ik % BLE
T 5 REHEATR S 7z,

16.8 ZDft

16.8.1 JE MY F U E/NEH2mg [HET] &, SE MY ﬂe/ﬁd\',%ms:ng [HEET]
BRI & L7z b & IR AR LR S, IS & A S,

16.8.2 7E M) ¥ §i25mg [HETL] X, 7€+ ‘):“r/fiEIOOmg [HET] % iRz
E 7ok & EHEEIAELE LR S RIS L A S,

5 PR B A8

17.1 BEHURCREMICE T 28R

(BETADADERE

17.1.1 ISIF% tEFEMARRER (KA. BEIEEX)
BNIZ BT B 535U TRIE S 2 A A H 72 IS S e T AL ABE L OH
KL TANAESE GRiGH) 6561 (HARN3B) Zxt%ic, HARUEEIZ BT
RS MR 40 & J2ft L7z, MEFEH R A 200me/H & 72 % & 9 358 L CHERMI L 720
SVERBI ORI (IR T 52408 M) 12380 5 BIEERMERRIZ, THD
LB THo7,

$5fm A | wtekn | SETIRERE 00
FRTOFAEH 65 2 f3085. 5596)
o 55 2 (2702, 5409)
e 80.0
s L5 1 10 8 [44.39, 97.48)

) MERERBIINC TR SR S B 7 & ) F U BGIERIEL

MR & #E J L7tz oikfede 50 (2481) 1230 2 SEFH AR, TROL
BYTholzo b, fheixGHIEH Ziﬂ)&'éiﬁ”é iz

RIFH A | wrewkien | SETRERE 00
FAT ORI 19 16 [60 o 62]
551 13 12 (6397, 9981)
e 833
S ] 5 6 5 (35.88, 99.58]

1) A G FEVEIY R SR S NEBIEY 7 8 ) F U BGHERIEL

HIVEZEBRE 1L, 31% (20/6501) Td o720 FREIEHIX. 589515% (10/6561). 5
i, wE v, ROHBRE#ES3% (2/656)) Tdh o7z URBE),
17.1.2 EEEFESIHARE (NNE. BE#EE)

/J\ BB B BRI RMFENE 2 AT 2 H 72 B S N4 S 12D CTAP ARG (R
) 2080 (HARANLIGH)) ZAFRIC, HARKOEEIC BV CHAES 2 & I RIEE

@m%ﬁ“ B RFEM L 7. MR R IIEORESC T2 E E R L T12~102mg/kg/
H X1400mg/H (W T&MHQ B OFPANTEHTREE L7z

MERERR IR TS GHEFRBEEEINIC B 2 128F) 1238 W CHV-EEGIZ X ) R 561k

ol

R S NIERE R BRI GIER 206 7R CTH ) . ZDHEIE (95%
RHEICH) (3, 350 (1539~59.22) %TH o7,
WE#HT L fﬂ)%l"ﬁ%%—'ﬂﬂ12@&3&::5»%\ HV-EEGIZ & b IR 56 E 0D
RS NIERA R, kAR SN RAT L 727BIeBITH Y . ZoHE (95%
fEHEIX ) 13857 (4213~9964) %TdH -7z,
EIEHISSBUEREE 1 X. 35% (7/2081) THh otz ZOWFIL. 59525% (5/2060) . KrikhE
MA S L OSE 5% (1/2081) Td o7z (KiBFE) o
) ANJBOGERI AN SR S B KRR & L7 AH 0 HiFIHE 5 o MR R E 1 H 1~10mg/
kg, #®AK200mgTH %,
17.1.3 BHAEMHERR (MNERURA. BEIEE)
WA UTRE MR REE AT 2 H 2B SN2 TADABEROTHIE L f/m
AEE (RIGH) 34361 (12~725%) 2 RRIZ, ANVNTEYE Uk H”ii—a*a;ft 9). 50)
EM Lo T MY F L OMEFEH R % 100me/ H X13200mg/ H & %5 L 720 ﬂf?ﬁz%
GBI T g2 & 2438 R0) (2B B BIEHRMEFRIE, TROLBY THo 72,

= R - R
To:gxr];g/) ETE; ;Ojgnll\g/) E:\I:g; BN A
BRITEES 115 111 117
EREESI R 59 67 64
SEIEIH SRS (%) 513 604 547
[959% 15 HHIX ] ] [41.81, 60.73] [50.63, 69.52] [45.23, 63.92]

) MERER SNSRI SRS S NTTREPIEL 7 8 b ) F 2 BeGE I

7E M) F RSB LEIEMZEEBUEEE L, 26% (58/22661) Tdh -7z

17.1.4 ERENHEREB RA. BRERE)
NS BT B R FE M OV SR 120§ A Add-ond% 512 & A S TAHRER (ZEEHR
HakER) 50D 59 2 FEMiL 720 TF M) XY MG SOV S afR; by AP E
H1213150mg. 7SV 7 a g B AJEGE T EF 121E300me. #EFE) |J3=_ﬁﬁ|’ﬁ181@rﬁjt;1
g L CHERME L 720 AR RN SAE BN 51T B i el s B M OB SR 380 2 0
WERYEERE I T O L BY Th o7,

$iE IR LR SR .
gSRE B o | 0% T .
| o i s | WAL T:E Wilcoxon

: 0w | 16 | % | 12 3
TERMVE) ST (19 | (23%) | (8%) | Bo%) | (14%) | (3%)
p=00119
3 3 9 3 | 3 2

TR | 89

(9%) | (15%) | (10%) | (38%) | (26%) | (2%)

e | 2 3
E 55 B e | | | ] R | e
G B | o | 5 | o | | o | e
*w s it
SERNYEVEE |66 |6 (17| 9 |22|10] 2 <325§@
o ElE -
7 bR 66 612|720 20| 1| (e
_ . 3
sEMIFELE [ 70321110
43%
SR RIS E ( 20)
PERTN W L[ 1|1 7]1|0] e
_ L ;
ERUFCH |11 2|2
Lennox-Gastaut 7ERYFE 313 0 (36%)
,)“ @/\ Ny
eI O Ak S5 1E - nERRnnr <6‘1%’)

FE M) F BB 2 A SEBURE . 37% (32/8761) Tdh -7z, EAEIEMIZ,
BIR20% (17/8761) . #FEhTE F\13% (11/8761) , 5idi K OB 45% (4/876H1) T
Hotlzs
17.1.5 Ell’q%mﬁ:xt!ﬁ (MR, BHREEE)
INSNZ BT B BB SR S O R S\ B Add-ondk 510 & B S TIARRRER (HEH ML
ER) o 55 R R L 7o, 7%b‘)*x@f&hﬁﬁgti/w7mﬁﬂ+l~')WM#HJL‘J%‘
3 1~bmg/kg/H OV 70+ v v az2H L. vy o s AE R FET S
A % IEPEH O BB 2134 1~3me/kg/H) NV 70k b U AJEBEHEE 121345
~15mg/kg/ H . MEFFHRINRISIM & %08 U CHEM L 720 ARPERITO SUEMIZ B 5
IR AR E R VBRI B U 2 R EEGEE R DT O L BY) Th o720

B Rt .
P L e H:,@ e e
-4 aa hie - % | WAk :/TiﬁEE Wilcoxon
_ 12 % 18 18 9 3
TEPUFVE) 86| 140y | (30%) | (21%) | @1%) | (10%) | (3%) 00009
p=0.
. 3 17 17 22 20 3
SEWSER 82 oy | @19%) | (21%) | 27o%) | (24%) | (4%)
% % 1
s
o e | B R AN | | -
SAET) R B\ || o || 7|
#H H it
- . 12
JERYFEVE (35|77 )0(5[0 g0
o 5EAE 1
veyskEE (39| 310|986 2] 0
sebyxEsl | 173091211 (711%
[N A 1
vEyIRE (12| 01|34 4|0] g
_ o 14
S 1 41
Lennox-Gastaut TERUESR 83 816 (42%)
SRR 2R 51 P : 5
s REE (30|56 |1]12) 0| o

FE M) FUBICB LEITERSEBURE L. 43% (37/87H)) Thotz, FEuallEAIE,
fER26% (23/87B1). iFEMED £\ 7% (6/87F1) Th-o7z.
17.1.6 /ﬁﬂﬁ"%?ﬁﬁ (A BrAfEE)

BN B 25 FEMEC A F 5 Add-ondk 512 X 2 TEEMRZ 0 A4 — v — G

B 600 2R L7z, T E MY F 2 OMFFHE%400mg/H NV T afgS ) v adE

BEA) . AERRFI IO M & BE LT L7553, 7F MY F VRSB S BRI

4&9?!1774’:‘1‘ﬁ&ﬂ@(tf'ﬁ WZHEho72.

7% b F SN fémlﬂ’rm%ﬁﬂﬁﬁﬂi 70% (66/9461) Td -7z, TERENE
- FEIED F1230% (28/94%1) . Jedi27% (25/94B1) . #EHH18% (17/94%1) TdH -

720 TE M) F L OMFFHEEZ300meg/H OV 7o by 2966 ik
150mg/H NV 7algd by A0 . HEREA R 1208 0 & B8 U CE M L 724
By TEMN)FUBICBY A REBERATIE T I 2R T L L CHEICE o 720
7€ M) FRGHN BT SRR B L, 71% (29/4160) Th o/ ELEIE
L FEED $017% (7/4161) . E015% (6/4161) . BEIE R 0N 4 12% (5/4101)
THo7z.

x5 SEBIEL FEVERR LA S rp L fiE D)
400mg 88 2596 %3
150mg2 X 13300mg 41 269%% %%

F) TIEREDE
H2) NV M) ABHOYE
i p<(,001

17.1.7 @GR (NE. SRREES)
MBI BT B FEEI T B Add-ondk 512 & B TH B BT RE M L EGUERSD - 62 &
FEhiL7ze 7F M) F L OMFFHEL VT OiRF M) 7 A0 EEI21345me/kg/ H
(ﬁE:UQZB()mg/H)\ PNV T A R Y A IR A 2134 15me/keg/ H - (0K 750me/
H) o HMERFH ST 1208 ) & BoiE L CIEME L 7246 R, 78 1) F VBRI BT 2 JeRBIE
WAEHIET 7 AR E L THEICE P - 72

HHE SEBIEL FEVEBEL IR b L fil
FEMN)F R 98 369
77 AR 101 7%
k1 p<0.01

7E M) FUBIIBT 2RAIEHZEBUEE L, 65% (64/98B1) Tdo7ze EARIEMIZ,
16AR18% (18/98f1) . FEhE® £ 216% (15/98f1) . JiH10% (10/9861) Tdh -7,



17.1.8 BHEREAREER (MNERURA. AKX
Lennox-Gastaut/iE i #f (3~255%) 12 B1F % &MFMEIx T % Add-ondk 512 L 2 “HE
HOAGATRER JLEGRERSY . 60 2N L 720 T F MY XL OMEREZ OV SO Uy
AP I3M5me/kg/H (k200mg/ H) 73y 7 aligzd by o 23k E# 121
#15mg/kg/H (RA400mg/ H ) AEFRF 51008 1) & 2o L T L 72455, 7€

) F VBB B BEHERAD LT T R L L TR EICE o 720
IR JEBIEL FEVESHEE R e Jefil
FEM)F R 78 32%*
77 kR 89 9%
# 1 p<0.05

FE M) FUHICB T DAL, 30% (24/7981) Tdh -7z, ERRIEMIZ.
#958% (6/7961), WM, FELJ OKHEA% (3/7961) THo 7z,
17.1.9 BHEREREER (MNERURA. SFRAKEE)

BRI EEME (2~554%) 1203 % Add-ond% 512 & 2 B EMOILATRE M HLEBGABRS % 9
ML720 T M) F L OMFEZ VT OB ) Y AHEE T, 2~ 128121
#13mg/kg/H (k200mg/ H) .\ 128 1213200mg/ Hy 75V 70l sy 29606
HETIE, 2~1251C1E12me/kg/H (R400mg/H) . 125 #1213400mg/ H . HEFEAH
12BN & R L CERI L 7280, T M) F VBB AR R R T 5
CARTE L I L TR B > 72,

5 TEBIR SRR F T
TEMYF B 58 829
AR 59 43%
#% p=0.006

FE M) X UBICBIT AEITERSEBUREE X, 22% (13/5861) THh o7z, EREIERIZ.
PRI F o, IR OELLAD% (3/58f) Tdho 7z,

UEMEEICH T 2RPTEY — NOBH - BRITH)

17.1.10 ERE I/ MR (BA)
B T B E A3 5 B (21560) 2 RbRIc, S (8~16#MH) & LTIHEMRTT
FE M) F200mgx G- L. A2 (260H) & LT, SERDLE L2 BEE RIS
7T R T 5 s ALIES P R SERS & g L Ao EERHEEE Td % 2B ih
SR ZE L - %Y 5 £ TOMM (Time to withdrawal from study : TWS) 1&.
TROEBYTHY, ARV MERETORMIZ, ZEMN)FOHTET 7 LREELIL
B CRL, MEtFN B EEN RO SN (p=0010, B 7T ¥ 7 #5E),

55 11/ MAHRBRIZ 517 52 TWS
PAEEN T
581
74.1% (4361)
675 [320, 1270]

FEMYF R
454
53.3% (241)
1690 [1110, n/c]
p=0.010

BRI
ANy PEBEE
TWSH LM [95%EHIX ] (H)
7' kKB E O Heg)
n/c : BIHARE
F) urgyrmE

SIS 2 BIVE I SEBUEIE1232% (69/21561) Tdh o720 FREMEMIE. 59565%
(14/21561) . Si#E4.2% (9/21560) 1EIE3.7% (8/21561) . HE.2.8% (6/21561) TH-
720

17.1.11 BRRAREHBE (BRA)
5 I/ TAHBRBR L Al doe L C 920 L 72528 ) O JE B MBI 538 BT, fRgRIC X
O FRE L7z R O R (50~400mg/ H) T7E MY F 28k h LofRE, TRO
LBYTHo/60. 68,

. N CGLSiED HAM-D17#2) YMRS#H3)
FRASN | R ARt | B | ARh | B | AR | ELE
RERBHAIE 92 | 29+11 - 9780 - 30*55 -
638 84 | 2209 | 07+10 | 43%49 | 47+72 | 26*44 | 03%59
1634 78 | 2109 | 0712 | 5260 | 38+75 | 1.7+30 | -13£61
77 | 21+10 | 07+12 | 45%51 | -45+77 | 20+52 | -1.1+58
70 | 2110 | 06+12 | 47=55 | -39+77 | 1740 | -11+67
68 | 18+08 | -1.0=11 | 39+53 | 44+69 | 08+17 | -21%+60
92 | 21+12 | 08+*12 | 5573 | 43+72 | 19%56 | -11*71

PG + R (R

L) b G B TAERE

2) N2V b2 DNl REE (173HE)

HE3) v 7 EERREAI R

##4) LOCF (Last Observation Carried Forward) 12 CREIfE#% #ise. HAM-D17L Y
YMRSIZDWTIE9161

RIS RBR I RAT L 7IERNC BT 2 BITERISEBUEIE X, 21% (19/9261) TH o7z,
T, BBEET% (7/926]) Thotz GKFEEE) .

17.3 Z0ft

17.3.1 ERERZRICHT2ABDEVICL 2 REZORBEEORRE (NIL7O8
F MUY LGREE)
KGR (R R R O Z O %o &) ekl Lz ENERRAR O3
VT aEEF Y ABFHERE) TORBEORMEEORBHIX104% (18/17361) T
HolzDIZR Ly 2NV TOfET MY ABRREE BV ORI TR L 22 8 TR
PRRERT1229% (3/10261) Td-7:69. 0, [71, 81 BH]

, P T

A ERC| mmm Gene)
FREH TG L 725 TLAHERR 3U5R 102 3 (29%)
KRR & U # R TR L EIN R 173 18 (104%)

17.3.2 EIREREAREER (S & (T 5 BHERIRIEREF (Stevens-JohnsonfEM&HY) DRBE

WAL O/NRET AP ABE 235 E U724 T O MG R 3BR 12 5T 547B1H3
B (05%) 2Rz kG ARAERERE (Stevens-JohnsondEfERE) 253D S, Wb /N L
TUmgF MU aEGER L KRR AR ECZOGROEETE) L0 el
PG LIEBITd o 72 (BN @ 335FIH 16 (0.3%) . /MR = 21260026 (0.9%)) ™,
[71. 81 =]

18. JIHFIP

18.1 {EFIRF
Na*F v AV & B EEARLE 09 2> D ALK BN 5 & L2 X o THIRRIE % 2258
B, TN IV ERE OB MR E B Ot 2 KT 5 2 212X )
FEEZLNTHED. D),

18.2 MEHEIEA
K CADPABYET VBN CHESEA 2R3 2 PGS T2,

1821 ¥V ARV T v FDIRAE T 57,

1822 #Wy (R FLvFbIFV =), 473 7 ¥ TV V) 167-dimethoxy-4-ethyl- f -
carboline-3-carboxylate (DMCM)) 2 & V)~ A 235 & N5 ihiE A8 2 06
6747 77510

18.23 7 v M RUA X DUEHIZ BT 2 WA TR IEH 2 1§ 57,

1824 RHBEME L F > KU Y7 Iy MIBWT, ¥ F) v 7 ERIHl L, %3
SHERG 2 AT 2™ 9 72, WY FY vy PlaBwTidFd v Ry v
7 OIS 57

18.25 FHMZMTA»ABWE TV (BWEEEEYY ARTT v My ELY 7 A,
lethargic~ ™ A) D TAD AKMFENER S 580 8,

1826 7 v MIBUF S AV E By R E1E L5 <. WA (i EEy & 4 R &
EDsoftl/HUEEEEH OEDsofED ) (&, 7= Ay R I T7ENL L) b EniizR
1—81)0

19. BRI TR T H2IR{LERIFR
— R 0 7€ M) F > (Lamotrigine)
1b4 © 35-Diamino-6-(2,3-dichlorophenyl)-1,2 4-triazine
43 F3X ¢+ CoHrClaNs
Sr T 256.09

IR A~ EORERETH L,
bt

NfNTNHZ

. N
NH.
cl
cl
ARRRMH
R ) A 7 BRI & FEO b I HEfT 52 &
22. A%

(FEMUXENRA2mg THEL]
1408 [148E 10 ; PTP]

(FEMUX/NRASmg THEL]
1408 [148¢ %10 ; PTP]

(ZEM)F>8825mg [HEL])
1408 [148¢ x 10 ; PTP]

(FEMYX8100mg [AEL])
1408 [148% 10 ; PTP]
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