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T EMEIN TS,

9.7 INRE

GhgEsE)

9.7.1 EELEFEEDREIRIL. MRIZBWTEH W L2VRE
NTW5,[1.3, 8.1=H]

9.7.2 /NBIZBWT, EZEOMEIBEILRGE LRZ SN T VO
T, REN PG BIAASHE B LI 3895 K O B 0 SR 7358 BL L
AR IR T A Sk,

(BEECTAHOADEE)

9.7.3 fiAFEE, FrAalR, LRI 2ERHOLE. K UE
R A SEVE LA E O HAIFE A3 B [ PR R 3B L 3 0 LT
2\ [7.55 0]

UERREEZEICBIFITOIEY — ROBEH - BINE)

9.7.4 NER I8 ERIGOBE 2 xR & L 72 FERHERITIE L T
W7\,

9.8 S
BEORBLEBIE L 2P0 HEEICHKGTH I, —fkIZ, AR
EREDMLTF LT\ B,

10. tBE{EH
FERN)FTFEE LT VY O VEEERESE (FIZUGT1AL)
TR END[16.45H]

10.2 HEZFEWHRAICERTSI L)

FHI 5 W ARAER - 158 7 W - fabai T

PNV TS b)Y A BRI O KR A FEER S | IFICB T 5 7V
(7.2, 7.3, 16.7.1, |5 L DHEDD 5 7 a v RGN

16.7 .2%0R] BET 5o
KEND 7V 7 v v | ARF DM AWEED T T 5 FFIZ B % AH
B % ST LA Y% A=
TJrz= MV e e s
ANINT LY~ 5o
T /)N Y —)b
AN Y

V77 EY Y
ov¥FEL - b
EOVELEFH]
[7.2. 7.3. 16.7.1.
16.7 .2%0K]

THYWFFEL+Y M| TIHFFENRETY M EVTFFIZBT 2 KA

¥y R ERRZ M LG EICHKA | OV T v
[16.7.221] DA REEDMCT L7z & o | e s e s
BHbo %o

RAKER A E ST &
VL) b UYL EFRSEE X
G PR A AR AFH
OFEME*EET 5 L,

KN L~ KENE A WS EE v OB | BRI
[6.z] 0. owF v, KR B, &

B ERENEH L 28w
B, EE. NS OJER
BANNTEE L DOEEIZEDY
3 %,




k3

ESiEE FRPRREIR - 1518 5 B - a1 5% 1~5%Ail 19 A BHEAH
1) AR R ARAF L) AR R Y OB | BEFEAH TR [ AR (15%) B . AHR. S s, 5 iy B E,
[16.7.22H4] k. ENEN O AR 5 HE ANgE - B BE L OR|F oy oL i
LT, HIROMEP L LD W, CADM, RER. X[EL S—F v
Wisnd 5, AFEERE O, RIR. 2 v EROE
RO S (AR V| AR e 2F = VT A TV — B B I 2N
EY WAV ECE|Y - LR VAN LVEAH SR B
G EOBEHIZBWT, LT oms 77 b=,
[16.7.2&0] WH5b iy
DARF O MR L7z 8 |\ DIFICB 2R Mg |H B R | AR
DWENH B DT, FHRHMFE Horvro Ao MEM, T
PG R AR 2 | v BRda A5 %)
SRG G PIET 2054 #Exhsd, JPE | e A A i
W2, REOHERE > EE FH
THI L, ik FIER A, IR A, (K7 v~ |
LR VA AN LIV 2) B AN TR ERIE A, | ) CoSEIE | 7)) 2 E
BEAT Ly bRl L E #l LUEdAl
> (FSH) B OB ARTE e & v & [iH W B, Rl g
YIH)AERL, ZANTY HERT .
F=VPEPCEALED b
WEN Do Zoft V— 7 AR

1. BWER
ROBWER DS HbND T LB DLDT, BlEE 1451247\,
SN BN A I3 G 2 kT 5 72 &) 7 LE & 1T
HZ k.

1.1 EXFEIER

11.1.1 hE4EREIEFEFIERAE (Toxic Epidermal Necrolysis :
TEN) CHEARH) . REMRIREIREF (Stevens-JohnsoniE
{%8%) (0.5%) . ZRZAIHE (BHEEA)
FEE, IRFCI, B O, TS - DERRECEIO U A
FE A ORI, KLEE, B, €9 . 5B REEOR
WSRO NG EIEE S IR E 2RIk L, 882 L % 17
9T EL[1.2, 7.1, 8.1&k#]

11.1.2 ZEFIMBEFEREIREE (F R P)
B9, BREPWIICAOSNLEZ LB Y, HIZY »RFE
MR, PRIGFAE. Mghs s (O meeki 2. [inskign, 280 »
IXBRO LB e OVNididir e 55 (PR BB 5555 ) O T & ) 4 B e IR 7S
HoEbNDZENDH Do SEHIVEBBEAE G OB SUTREIRY
WS CHBLT Do SEFIEMBUEAE R O U TR H i/
WEE, AFoRGE2ELICHIEL, #YRREEZIT) 2 &,
F72, B RAVRZAY AV A6(HHV-6) 207 A )V ZADFE AL
D ML, FEFIREER D RIS, B IR ES O
SERD RS 2 WVIEBIELT 2 220D 5, B, BEIEDOW
WHERIL, BEAZ DLW LB HDDT, EZELUIOIER (5
BT 2 SEIERSS) OBIUTDIERSULETH 5. [1.251]

11.1.3 BETRMED GHEA) . MG GHEART), £
FEMIEREE ()

11.1.4 MIRERFEIREE HEAH)
FE B MEHER. ME, ) U oSEIER. mEkRA. &
7)) FUMUE. &MY 7Y k) NIE. FFASREREE. Ik
[ 5 D B SRR SN AZiE, BTG ik L,
WY R MEEITH T &

11.1.5 FFR. FFEEEZERUEE(0.1%)

11.1.6 SEEMERERRN B ANH)
TEEREE, SSEA. BEIE. O - MR DU ERRIEES OIR R L
VERHMUBERLH S ONDL I DD L. KROFHRGIZL
N, EHICEERERE M) WA 5% CICiEs%

L7 L OHEDD 5o
11.2 ZOfDEIER
5%LL1 1~5%Ail 196 Al BEA]
KR |58 (e e AL B I
It
ESE SN L NN
PEF

13. BERS

13.1 fEIR
QRSEEDIHAHE SN TV D, HE FROI0~20E12 &
DERIR. SRR, ERRREE. KSR, BESOEIROFEHA
W EN TV D,

14. BRALOER

14.1 FRIZHIFOER

14.1.1 PTPAEOHHIIPTPY — M50 ) L TIRAHS 5 &
IRET LI L, PTPY — FORRAIC LY . BEVE AR S
HiEA~HIA L, HI2135L2 B2 L CHEBIA £S5 0B E 2 416k
FEZBET A DD B,

14.1.2 KFNIVEORELIZZDO T FIRMAT A, H 5B\ IZIHE
Ad D7 Lk L EEFHIDNE B REE O LR OKIZE D, LTI 5
IORETH L,

15. ZOMhDEE

15.1 BREREAICE DL 1E%R

15.1.1 AL CEM S N7 HF % & HEBOITA» AFIZBIT
by TAD AL FAREBSEZ ISR L L7190 77 1 R )
RAEBOMREHERICB VT, RSB R CHBENOZEH D)
A7, PLTADPAEORMETT T L REEE Lk L T2
E L LT ADATIRMEE 0.43%, 75 L KREE:0.24%) . Hi
TADAEDORFEETIZ, 77 2R L <1000 H7201.9
AL\ ERTE SN/ (B%ETEIXE 0 0.6-3.9)0 /2. TAD
ABEDOT 77 V—TTlk, 7T vREELLI000AH 720
24NV EEHEENTWAL[8.2-8.4, 9.1.1%H]

15.1.2 AFNLY & O BERRICRER IS LIS WIEEA 2 A5
L7z, BIGC L 0 EEBRAH A HES 2N L.
B, B MIBUIZEMEG ORI BVT, #51EH F T
ANEZOE E, CPERMERERL, M0E o & OARIMER A O %20k
EEICAE LRI N, T2, BEEH F CRmER

H D BERR IR LA B AR S N o 72,
16. EMEhE
16.1 MOFRRE
16.1.1 f2RRAEA

fREEE S N6BILZ T € b 1) F 2 25~200mg % HAIFE 135 L 72, 5.7
1.7~2. 505 CCmax!IZ#E L. 121331 ~38H Tdh - 725 Cmax L Y
AUCowo I G- m DMV R L 7e F 72, R AGHIC T E b
1) ¥ »50mg# 1 H2M0110 H B BRI G- L 72 8F, i o € b)) ¥
TEREIIH 560 HICE R IR E L 72%s



#1 EHEREAICT E N F225~200mgx WG L0 5 E ) F

v DIEYBRE T X — ¥

B il Cmax Tmax tiz AUCo-= CLv/F Vd/F
(mg) (ug/mL) (hr) (hr) (ug-hr/mL) | (mL/min) (L)
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
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 | 74.2+9.2
200 | 6 |3.075%0.336 |2.5£1.0/32.4%£5.5 |136.1%£33.2 | 25.64+5.69 | 69.8+9.3
T = B A

16.1.2 ThhAEE

BATAPABZEZNSRE L-ENERREBRICBNT, M)

200mg#x G- L7zl 7 & M) F 2 REIE L

TufEF )y

LAEPEHL. 9 MN)F oV a yBRIEEAEFET LA %

L 22 WHA139.6pug/mL, 2NV 7Ol Ry A& B

T3, FEMY

Fro7)Vvru YA T FET LR 20 L 72E8132. 2ug/mLT

})Of:4)o
NS /NE T AP ABE Z G L7z EN R AR
DIHTADPAEDHEG 2 Z T THWLIEEZIZTE N F
OEFIREBIIBT AP T E M) FUBEEY ITIOR
ADAIEIZEN 7E M) XU OMFHEIX R L 525,
PR ENTz, 720 T M) FrofGRi% IR
FR T R IR S N b o 72,

F2 MAEEICBIT B I

BT, BEfE
> R LR
L7z BEMILT
[l K o afin v i R
TAMAZEDIL

BEE]
SRR R [TE R IR E|TE N F s | e o )
AV A=1 IO %R AIOF L F iRiR (il b s e ik :f%g '@;ﬁg;ﬁi;:ﬁ
F R0y A | ERE % FE| A S T | (mg/H) e
THEHT T AP AE
- TR - 3.2
Bt JEBER JEBER 100~200 5(10) (1.44~9.58)
\ ‘ R N 2.81
JEBEH BEH S 200~400 | 60(99) (0.32~7.28)
EDHINWNATEE Y, 7203V EY =)V, ) IRy, 7= b
7:2) i e (Ml ~ B AT
53 N B 2
BEE]
SEN)FL[TER)FE|TERYF| s, . )
s rum|os s oy oxmmiien| s ST BEETE L)
F R0 YL | BRA % FE| AT S T | (mg/kg/H) e
FREAT T A AE
3.85
B PR e | 1% | 1899 | qorinag)
B 2.32
JEbE B =5 148001 | g 9975 g1
FER e e | s~ | 3060 | o S0

EDANVNTBE Y, 72/ NVES =), FTYIRY, T bV

13:2) H A (/M ~ fe K i)
TN a s BREBER Y FET AP TCA»AIEL G
U XY Dteld AR CTH - 729 WHEINT— %) B

L7zED T € b
o« R R

NSV TafEF b 7 L&A LD T E ) F ¥ Otedd 708

WTdh o720
16.1.3 E£YFHEF AR
(GERUFVERINER2MEY D 1D

ZE M) FUFEUNER2mel U A 1L T 7 7 —vE/NEH2mg %

BABFICENZNIEE(TE MY F o & LC2mg) 2508
(Za 24— N=3F) L, ¥ 7€ M) F 2R E il

T AR T 15
EL7Z. o

7 HE M ERE/ 8T X — % (AUC, Cmax) |22\ T0% fE X M 12 Tifeat

ey N A ANy

(ng/mL)

BECHSTHUEES

(ng/mL)

40

w
<

(ZOFEKTRABOMPIRERR)

—e— FERNUF HNEM 2mgl T 1 |
--0-- 3% —)LE/NEA 2ng
Mean=£S. D. (n=19)

20
10 Hi

) | 1
02111213 4
033 067 15 25
10

30

¢ 55 DI (hr)
(DB U Tk CRRAABF DI iR E HR)
—e— FERNUF UHINEM 2mgl T 1

--0-- T35 —)Lg/NEA 2ng
Mean+S. D. (n=18)

20 Hi
10ff!

) I | 1
02711213 4
033 067 15 25

512 DR (hr)

(GERUFVENERSMeY D1 D)
7 M) FFEUNERbmel U A 1& T 7 7 — ViR Hbmg %
BABFIZENENIEE(TE Y F & L CThmg) 22 B 14 5
(ZaAF == L, MifEH7E MY FURELRELL, BFoN1
7 HE M ERE/ 8T X — % (AUC, Cmax) I22\>T0% fEHEX R 2 Tifeat
JEAT 2 AT o 728 H 10g(0.80) ~log(1.25) DFEFHATH H) \ WiH| DAy
FRFEAHERR S 72

5 KEHGER G RO BRE ST XA — ¥

FENT 24T - 7245 H 1og(0.80) ~log(1.25) DFEFANTH V) . WHI DAY
ZEFREMEAFEE S 2T,
F4 FRFN G GO BRE T X — ¥
Cmax Tmax Tz AUCo-720r
(ng/mL) (hr) (hr) (ng-hr/mL)
7 E MY KX U
Z | iome £ ]| 4389 | 14508 | 5075282 | 1227207
Tl s vy — s
E| NJLH2mg 35.72+4.73 | 1.0£0.8 | 49.6+19.8 1233190
7E MY KX VG
E’%ZJC( JNEH2mel 7 4 | 33.31+3.70 | 0.9£0.7 | 46.8% 9.7 1152138
LIS s 2 5 — g
TH NI 2mg " 34.03+4.10 | 1.0£0.8 | 43.8% 8.8 1137157
(Mean*S.D.)

Cmax Tmax T2 AUCo-720r
(ng/mL) (hr) (hr) (ng-hr/mL)
7 E MY F U
537% N ismel 0 1 || 65-48% 8.36| 1.3£0.8 | 44.7%8.5 | 2279298
IMls x5 — g
| e sme 67.26% 9.12| 1.2=0.8 | 45.9£9.0 | 2327261
7 E MY F Vg
%7%3 N mel 0 1 ]| 72-16£10.93| 1.0£0.5 | 44.2£7.0 | 2544272
L s 3 2 5 — g
TH | Lo fi5me 73.41%15.47| 1.00.6 | 44.7%6.6 | 2549+314
(Mean=S.D.)
80 | (ZDOFEEK THRAFOIMFRE R
Jn,%l —e— FERUFEENEM Smgl 871 |
i 60 F -—0-- T2 —)LEE/NE 5 ng
S 3 N Mean=S. D. (n=20)
£ H - -
~ | e
D) | O
é e
i 3
%20 TG
(ng/nL) = -
) | 1 1 1 i 1 §f 1 (
011213 4 6 12 24 48 72
048 067 L 29 F 5 6 DN (hr)
80 F (DRI U C7k CRRAABF DI iR HiR)
g]l —e— FENUF G/NEASngl 71 )
& 0= 53— LGN 5 g
7 Mean=+S.D. (n=19)
£
]\
J 40 ‘\E\
¥ - ‘\5\7
% ‘
bl ! T
%20l ~
(ng/mL)
) | 1 1 1 4 1 i 1 [
01112t 4 6 12 24 48 72
033 067 15 25 #5545 OIS ()
(GERNIUFVEI0mgB D11

FE MY FUEI00mel T A 1& T 32 & —VEE100mg % fEEER A5+
WZFNZENLEE(TE MY F 2 & L Tl00me) 22 I H a3 5 (7 1
AF ==k L, m¥EHTE ) FURERNEL 2. 55N 723
BHE/ ST A — & (AUC. Cmax) |22\ T0%EHHEIX 812 TREEHET %

_6_



172 7245 % 1og(0.80) ~log(1.25) OHFANTH V) . W] DL F 1]
EVEDRERR SN2
F6 ARG G OEMBRE/ ST X — 5

BB EIZBWCCmaxDIE FAA LN DD, Mho/$5 X =% T
TR L ORICEE R ER A SN Do 2, EEFHZEE TR
TR & B L TCmax % O Tmax kD /35 A — 7 1258033 5 e,
AUCo-o M Ot 3Bk 72 L THI2M%. kD ) TR L. CL/Fik
JEAK 7% Lc2/3, MEAKD Y TL/BIZHA L7z 9 (ShE A7 —4).[9.3
2]

27 HREEREEEFICBITA T E MY XL OB BEHEI ST A — ¥

Cmax Tmax Tz AUCo-720r
(ng/mL) (hr) (hr) (ng-hr/mL)
7E MY ¥
0%)7%3 100mgl 47 £ ] 1638+334 [1.420.9| 33.9=5.6 | 55877+6321
IMls s v -
| oomg 1598310 [1.4%=0.8 | 39.4=5.5 | 56495=6366
NN
%7% L00mel#7 £ | 1624=158 |1.2=0.7 | 39.9%8.9 | 574577211
LHE [5 < —
< 1700\ 78 =V 1666106 | 1.240.8| 40.3+7.5 | 573106457
mg
(Mean=S.D.)
2000 | (ZDFFK THRAFOMFEE /R
s —e— FE L UF EEI00mgM YT A
X 500k 0= 7375 —)L§i100ng
5 . ‘ Mean=S. D. (n=20)
+ R e
k o= 1
1 1000 H}! ‘
¥ i - "“‘*E\
e [
] / .\6\(
& 500 f TG
(ng/mL) -
el I I 1 1 1 45 1 §f 1 4
0111213 4 6 12 24 48 72
08 A7 L5 29 5 E DR (hr)
2000 | (DRI U Tk CRRABF DM R HfR)
luk —e— FERUF 4E100mg T A
® 1500 0= 7375 —)L§100ng
= Mean=+S. D. (n=20)
£
I\
1) 1000
¥ ‘ I
P
i N
¥ 500 TG
(ng/mL) -
) | 1 1 1 45 1 i 1 45
0011213 4 6 127 24 7 48 0 72
033 067 15 25

55O (hr)
AR 7 & ONIZAUC, Cmax&50/35 X — % 13, WERE ofEIR, 1§
ORI L - BEEISEORERSAFIC L > TR D WML D 5 .

16.2 ORI

16.2.1 BEDXE
HERE N12601C T B ) ¥ 2 150mg % Z2fE I L OV A # S AR 1% 5
L72BE, ARG TIRZEIEE AT 5 E ) £ 2 O TmaxI3 IR E
L72H5, AUCICHE L ZEZ RO o729 GHEANT— %) 0

16.2.2 EYFHFIRE
faEEE L ASBIIZ T € b Y F 2 75mg HLIAIRE 1385 L 72 o0 2R W 22 A F1)
FIERI397.6% T - 720 WHEAT— %)

16.3 91
In vitroTD 5 F + ) ¥ (1~10ug/mL) O b b M R A 51353, 1
~56.2%Td - 721,

16.4 {8
SEMYFUIEFEL LTV O Y BEBESE(TICUGTIAY) T
HWEIND, e MNFHBICT I bY FF) v, zaFEsSa, Oy
F—=b, b L<idu g E8a (BRI RE) fAfE FcliC-g € ) &
CERBIMLZEE, SE MY FI-N2-Z VT 0O VRIS RDER DT~
299 T L 7212719, [10. 28]

16.5 HEtt
B S N6BIIZMC-F € b ) &F > 240mg (154Ci) % BRI 135 L 721,
B 521680 F TIZHEFI2/2%. SRAIZHI94% D5 HEME S 7z R
FEICTEN)F-N2-7 V70 v ERAART71%) & L CHRIES L,
PUFRZAAE(10%). 7 M) F2-N5-7 )V 7 1 > EiaE (5~10%)
BT E R F-N2-AF)UE(0.14%) DIETE - 729 (GHEANF— % ) o

16.6 HEDERZEIDEE

16.6.1 BEpEEEEE
R EEELRA(Z LT F =2 ) 7 5 2 A F13mL/min)
CEN BB (2 L7 F =~ F35854umol/L) 125 E b 1) ¥~
100mg#% B M5 L2, € M) ¥ oteldlERADZ 12
NI .60 K U2, 205 12 E L. AUCIE B BE R & % TH1.8/5 12
BN 720 F 72 M0HGENT 2 ARE 206 L 72356 RNICHEET ST E T
1) F 2 D#I20%HENTI L 0 Brde S 720 D (BHE N T —4),[9.2.1%
sy

16.6.2 FHiEEEEEE
FERE R AN 1200 K O ZE R 245112 5 € N 1) % > 100mg % Hilalke 3% -
L72EED T E N ) F 2 OBEYBRE/ST A — & 2 TR LIz, PEEsE

_7_

TEHER SR hEEEE HEEF A
[Copiitii) P22 R JEAk 7 L Bk
(1281) (1241) (781) (561)
Chll%\i%ugh _ A B c
Cmax 1.61 1.34 1.48 1.65
(ug/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)
iz 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
(ug-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)
rhufE (HE5H)
16.6.3 St

EEE12E om b, 2Ly F =2 ) 7T v A F361mL/min)
127 € M) F 2 150mg%x HERE PG L7z, 7€ ) ¥~ OCmax.
AUCo-w+ t128 O'CL/F O F i (LR 22) 1245 4 2.35(0.40) ug/mL.
93.8(21.0) ug - hr/mL. 31.2(5.4) B [ J& 1°0.396(0.063) mL/min/
kgTho7ze b, BERABEICTE MY F 2 150mgk H 0]
4% 5 L 72# OCmax. AUCoo. tizft (NCL/F 351l (RS kR 7)) |
% %2.45(0.18) ug/mL. 117.30(24.61) ug - hr/mL. 31.2(6.4) i,
0.313(0.087) mL/min/kg & B3 72 75 1% 7 > o 729 202 2D (4L E A 7 —
5o

16.7 EYMEEER

16.7.1 FEID T Lo OVEIASIC BT B HAERIDHE
[6.. 7.2, 7.3, 10.2&1]

ES T E=] RIS YA AR At YA s

EOHET D HA 8 () 5 5 34 B TS W EEH
SNVTUBEF R YL | T Y TIVETIT =
AN LY~ ER A
T/ NVES — ) V=3I N
AR Y HINR Y F-
V77 rEY Y VAFT Y

oS-y hFELE|NETY— b

il TVLHINY) v

TEHFFEV+Y bPFEN | )T T A

ITFZNVIARNTTF = LART TS A

Vo LRIV A NLIVE|RT V83

B R IREAER) a3 R

16.7.2 fth&l& DHAHRER

MW 708F cUD L
TERER AR PEIZ NV 7 a8 F b ) 7 A500mg (LH2[E) & 5 €+ F
50mg. 100mgM& '150mg(1H1A) % KAEFH L 72FDF € M) F oo
SEWERE R LUT ISR L7z BERAIC T E M) F 2 0k & ERE#E
HL7BOREE X, Ny 7 afEr vy 2O E M) ¥
Dtipl32fF L L TH ). CLUFIZL/ 2T THh o720 F 7z, MEEF NV
TOMBREICEBTASN b OO—FOMEAIzAS N, TOHER)
TEEEE HEFE L CW P MBI T — %) [7.2. 7.3, 10.2&K]

78 BB ANV T UEEF YT AL TENYF UEFHALLZEOTE R

) ¥ OIEYETE ST A — 5

FENFY o Cmax Cmin Tmax 2 AUCgs CLt/F Vd/F

58 (ug/mL) | (ug/mL) (hr) (hr) (ug-hr/mL) | (mL/min/kg) | (L/kg)

50mg 3.45+0.612.53+0.46|1.83+0.98|75.3+14.1| 66.7£10.9| 0.17+0.03 |0.94=0.10

100mg [1816.78+1.13]5.02+0.97|1.961.00(69.6+14.3| 132.5+22.6 | 0.17+0.04 |0.88+0.09

150mg 9.44+1.7116.48+1.53]|2.02+0.96(69.6=14.8| 178.2+37.1 | 0.20=0.05 |1.03%0.18

Pl + R AR 2

@QuUJrvEYY
RSB 77 > ¥ Y »600mg(1H 1) #5H B35 L7228 H 12
FE MY ¥ 25mgH HEREIIES L2HEO T E N ) XL ORPITO 2
)75 Y AR Oteld N2 N5 13L/hr K 14 1 Th o 720 T F
M) F Y HMPES (77 AR5 H MG OBHICTE M) ¥ 25mgx H
% S) LB RT D2 ) 75 v ZE R Ozl Z 22 .6L/
hrfk U238 TH Y, V77 Y EL VORKSGIZLIYIEN) F
DHERPTFOZ )T 5 v ZEEEZITE L, el S8 L7222 (b
EAF—%).[6.. 7.2, 7.3, 10.25H]

(3)OEFEI - U MFEIVESE]
EFERAZ RS E LR BIcBWT, SERN)F aEFEn -
MU VELAH L OBFREGICE D T M) F oM A HI50%
BF LA GHEAT—%).[6.. 7.2, 7.3, 10.22/H]



@T7H5YFEIL+U RFEI
EERABEE R E LztBRicBWT, €M) F 2 (100mg) & 7
&+ (300mg). V) b EIL(100mg) D3F % G HIS L 720 5
E M) FUDAUC, Cmaxid. TF b1 F 2 (100mg) % HAHH L 72k
LI L TENENI2%, 6% T L7220 (FHEIAT— %), [10.25 K]

BYURANY Ry
R A Z R E L7zaBRicB VT, 9 MY F 2 (400mg/H) O BIE
G030 AR R 2 HLER S (2mg) O FEWENRE I BRI E & 7
LEBEG R o, AR F2mgk 7F M) X2 ot HkS
By 14ABIR12BNCEIR DS A S /2. T M) F ¥ HARE 56 TIEIR
O L) AR F 2 HMPE G L2060 1@ IR A A 5
7259 (EIN T — %) . [10. 25 14]

GROBFR(IFZIVIA NS IF—IL0usKRULKR/IVT R UL

150ug=98)
BERER A CEIS S b)) 2 300mg & CMAESE 2 OF L 720, i
5% M) FYDAUCHt FCmaxid T F bV F ¥ O HMPL5-E 0 £+
NZENA8% L 61%TH V. FEITMALIE & OPEHIC L Y i d Z € b
VO VRIS NI L. RECIBESARSEIIMN (TR M) Tk, 5
TN F U OMAGEEDG 212 EA L. RIEHT R IR RT3
FAHIR & e L T SR L otz 20 LRI VFEZA ML LD
AUCo-20 8 USCrax b # 71 8 A 358 B $% 5165 ) 2 12 1.81% M 1N88%C
Holzo — . TF VI AN T T F — )V DAUCo-aald A 18 AT- 4 Bk
G HED93% T - 7278, CmaxlZiEWIEA SN 727 (JEEIA T —
%),[10.251]

NASIHTEY
fEFER AN B I £ B ) F2200mg(1HLE) & 4 5 > H ¥ »15mg(l
H 1) % g5 Lo E®IREGOHE)ICBIF5I7E M) F U0
AUCo24% O'Cmax|d 7 € b 1) F v Bl 5.0 2 L2 176% K% U80%12
BT L7 $729F MY FUVHHESEOF S VY Y DAUCH 2R
CmaxD AT FIEMEILF T >3 E v Bk 5.0 & MR ETH - 722 (5}
EANT—%).06.. 7.22H]

®)Y=ZH=R
TAPAEZEIZBWT, 9 M) F(150~500mg/H) &V =43 F
(200~400mg/H) Z35H P L 728, 5% 1) ¥ 0 3pahhec
BrY 2 eho722:06., 7.25M1]

OQHIRYFY
FEM)FUHMBBROTE ) F D E TN T OHHEG 2T
1B D TANABRZIZBIT DL PO ARY T 4 T L,
TR FVIETERN)FVOEPTDOI )T T AEEY G2 7%
o 7230 (FHEI AT — %) (6., 7.25H]

10) rESZ—H
TAPABZIZBVT, JEMN)FEMETY— MRS : 400mg/
H) otz T € ) ¥ 0 FEREROAUC, Cmin, Cmax|lizEE
G2 o 72N HEAT—4) (6., 7.25H]

(MMURFSEIL
TAPABRZEIZBVWT, M) F 2 ELARF T L5 L1000~
4000mg/ H) & OB . HEOEMBREIEE L 5 2 %o 723 %
MEAT—%).06.. 7.22HK]

)RS VIRV
TADPABEIZBWT, JEMNYF L ERT V00V (12me/H) % B
G L0 TEN)F L ORPTOI) T T2 AE, RT V5%
JVIEDE I & Rl L CO.3% DB L HEE S, B R E T AL NE
o2V (GHEANT—%).[6.. 7.251R]

(13)5a=R
TADPABRZIZBWT, 9E M) F L5 3% 3 F(200. 400mg/H)
EOBERI. MEEHR T b ) F ORI Y 52 b o 720 SHEA
F—=%5).[6.. 7.251H]

a4 FuvAHIKV Y
7 E M) F 2 (100~600mg/ H) & HH| CHEFFHEG L TWE TAPAR
HANZT VAN »200mg (1 H 3R % AR G- L7z, 7L AN
VIZEEIREBICB AR T E M) FUEE(LN T 7)) ISHER S
Aotz (BHENT—%).[6.. 7.251K]

(DI AXFIV
TEHER AN B Y AT Y 2400mg (1H2A) Z5H &G L 7221125 €
FYFU25mgh ARG L-BESE M) F U EMES (7T ¢
ASA MG ORAICTE M) ¥ 25mgs BRI S) L7205 £
) F L OIEYEHE ST A — &\ ZBEE R AT A S N Hr o 725 (SREIA
F—%).[6.. 7.25]

() UFIL
R ANBEIZ T E MY F 2 100mg(1H1E) &K 7V a YR F
L2g(LH2I) %6 H SRR S L7z L ok 7 v a VR 57 LK
S GEED ) F 7 L OB BEIFE T A — F IZHHE R EIAS N o
7250 (AEN T — %) [6.. 7.251]

aON7VEFSY—=IL
7€ MY F 100~400mg/ H & #EFiE 5 L T 2 BUR RS & B 5128
WT, 7Y ET IV —v10~30mg/H # B SG L2, SEFYF
> OCmax ft FAUCIZHILI0%IE T L 723 (JHEIAN 7 — %) . [6.. 7.25H]

16.7.3 In vitrosi&&
FEN)FVIIEES T AV T U AKE—F —(0CT2) 24 L 72 &AM
By & E 2 W REMEAR S /2%,

16.8 ZDith

(GERUFVESEMg[T D1 1)
FE M) X EE2Dmel U A REREENICES S, TEN)F U
100mgl 7 A | & WIS L Ak S0,

17. BRPRREEE

17.1 BMRURLMEICET 5558

(BETADADER

17.1.1 EREHESENEER (A, BHEIEE)
BN B 2 855 NERE MASEE A3 A7 1B s e
A ABE TLOTESS L 72 T A D AEE CRIGIH) 6561 (H AR A3961) % xf
RIZ. HARN OHEENZ B I BRIEEMatERY 2% 50 L 7o i
F#E%200me/H & %% & 9 %58 L CHEM L 720 SE1ERIBI o HEF 0
(AR T e & 2438 ) 12 B U 2 BIEH AR IE, TEOLEBY
ThHo7zs

e FFl % S JHERF AT (%)
[aE HEFS L [95%e < ]
FTRTOFER 65 28 43.1[30.85,55.96]
,,,,,,, woysefe | S5 |22 ] 40.0027.02,54.09]
SHIE [ AUTETE 10 8 80.0[44.39,97.48]

) PRI 2 SR e i S 7RI T b ) F AR G R
MERFE S 2 A8 T L 22 e Ok Fes 5301 (2438 1) 12 351 B SR JelErr
3. TROLEB) Tho7z, b, MG MIEHROATEBES NI,

— FFl e ST SRR (%)
JaE HEF5 L [95%a L ]
FTARTOFER 19 16 84.2(60.42,96.62]
,,,,,,, soysefe | B8 |12 ] 92.3063.97,99.81)
BRI i FRIETE 6 5 83.3[35.88,99.58]

V) R 5 ST A AR S NSRBI T E b ) L B B
BIE RSB X, 31%(20/6561) TH - 720 FEREIMERIE. 569515%
(10/6561) . BEfe. O F v, KO E IR E%43% (2/6561) Tdh > 72 KRR

17.1.2 ERHEEZEDERER(NE. BEIEE)

INBIZ BT BRI R MG 2 B 5872 B S N4 S 12D T
A AR (RIEFR) 2060 (H AR N1660) 23 Ri2, HARK OEEIZB W
THAH G2 L 2 IR I IT M W & 2 L 720 HERRH R 381E
DIKFER L4V E R L T1.2~10.2mg/kg/H X 13400mg/H (W § 11
PME ) OB CHEETRE L L7,

MERRFEIIR T I (HE 2 351 2 1238 15) I2 B W THV-EEGIZ & 1
SETIRMFEVEDTE R S N BRE RIS GBS 58 B 20161
THTH Y ZOEE (95%EFEXM) X, 35.0(15.39~59.22)%TH > 72,
HMEFRHREIN 2 42T L 72 R ofikbide 5- 01128812 8¢, HV-EEGIZ & )
SER NGO AR S N BB T UL, MR SIS AT L 72761
FEBITH Y . FDEIE (95%IEHEX M) 1£85.7(42.13~99.64) % TH - 720
BILVE 5 B 5 1, 35% (7/2081) T » 720 O MWFIE, FE25%
(5/2011) . JFHERERA i F2 5 K ORI %:5% (1/2061) T - 72 (RFEEE) o
TE) AN O SE RIS 12 53 2 AR S AL 72 AH] O BAFe 5. O MEFR T B X1 H 1~

10mg/kg. % AR200mgTH %,

17.1.3 BAEMERABR(NERUBRA. BEEIEE)
TSR AT E 2 AT 72 IS8 SN TADPABRE L
OF5E L 72 T A D ABE CRIERR) 34361 (12~72/%) % xF %12, AL
< B Y U BIEERAERS OEFEf L2, TN F U OMFFHIEE
100mg/ H 3 13200mg/ H & 75 L 720 MEFRFE G-I G I T 22 524
TR 2B B IREE SRR, TROEBY TH -7,

JFEMN)F FJEMN)F U N [
100me/ H # 20mg/HEE | TVIYEESH
SEAM 5 115 111 117
FEAE ARG 59 67 64
TR JAE R (%) 51.3 60.4 54.7
[95% = A< ) [41.81,60.73] | [50.63,69.52] | [45.23,63.92]

) MERHE S0\ S VRN Je Do s S U7 BI R 5 E b ) 3 o R SR
ZE M) F BB BRI SSBUEE X, 26% (58/226() Td - 72,
17.1.4 ERSEMERER (KA. HEEE)
B B B R 5 OV S8R0k % Add-ondi 5-12 & B S5 TTAR
R (CEERILERBR) TV V2 ERM L 72e T M) F 2 ORI
sV O ) A EE I21E150mg, NV Ot k) o A3k
BRI 1213300me. AR T R MIHISE M & 7% E L CEEME L 72. AhiE
SEAT RS SAEBI 2 BT D I e 35 BE e OV 58 RS BT B I 4
YUHBEIILUTOLEBY ThHol,



BRI ot
P 5.4 FEBIEL [ 22h > %0 . e e
R R | % e e | 1 | witconon
_ o 10 | 20 | 16 | 26 | 12 3
TERUFELE BT | (100 | (23%) | (18%) | (30%) | (14%) | (3%)
p=0.0119
o ERE | 89 8 13 9 34 | 23 2
(9%) | (15%) | (10%) | (38%) | (26%) | (2%)
B eS| m |
; b el ~E | E %
e FEMYXUHBE |66 6 | 179 [22]10] 2 | 23(35%)
0 . -
R ToEABE |66 6 12| 7 | 2020 1 | 18(21%)
i geg. | TERNUECEE | 71032110 3(43%)
LRl
HRIEMAUFEAE Fow kB |11 1| 1] 1|7 ]1]0] 208%
Lennox-Gastaut | 7 FUF U8 [ 11 ] 1 3 3 2 2 0 4(36%)
EGREOSMSIE [ o w8 16| 1|0 | 1]10] 4] 0| 1(6%)

FE M) F BB L EIVERASSTUEE (X, 37%(32/8761) Td > 72,
FEREWER X, BIR20% (17/876)) . FEED $ 1 13%(11/87%1) . A
K OB A5% (4/87H1) Td - 720

17.1.5 ERE MR (IR, HEBEE)
INRAZ B BB FEVE T OV R FE IS0 3 A Add-on$% 512 & 5 S TLAH
B (B ERIEEGEERN) Y V&2 EE L 72, T M) F 2 OMEFHER N
V7S h) o AP EE G ~5me/kg/H ONV T O RS b
TAERGRAL. ZVvru rBiEAe T FHET 28 2 EIH O BEHE I
#1~3mg/kg/H). 7SV 7 OfEF + ) 7 A IR EEI2IEH5~15mg/
kg/H . MeFRF IS M & 528 L CIEME L 720 A PRI R G B
2BV D it T N NS BERNC B 2 ol ik deE I DUT
DEBYTHoT,

R G I .
wEEE R = %% . L HsE |
d | S |y | FE | Bl | g | Wikoron
- o 12 | 26 | 18 | 18 9 3
TERVELHE) 86| ) | 30%) | (21%) | 21%) | (10%) | (3%)
p=0.0009
[P 3 17 | 17 | 22 | 2 3
(4%) | (21%) | (21%) | (27%) | (24%) | (4%)
, I ﬁ% @ Slalw |2
S 1R Fr it o ME NI T B o
& & i3
P 7ERyF B (3315 [ 77 [9]5 0] 1206%)
I NBE |39 3 [11]9 | 8|6 | 2| 14(36%)
. SEMN)FUBE 1739|1211 12(71%)
AT A S
BEMART 5w 12 0 31440 1(8%
Lennox-Gastaut | 7 MU ¥ 33 3 |11 | 8 6 4 1 14(42%)
FEBEREDO MBI | =3I P8 |34 0|5 |6 |11]12]0 5(15%)

ZE M) XIS B BRI SEBUBIE L, 43%(37/8761)) TdH - 72,
FREIERN. EIR269% (23/87H1) . FEITED 1 179% (6/87H1) TH - 72,
17.1.6 ;BYMRREER(RA. HEAEX)
BN B B BB FE ISR A Add-ondk 512 & A “HEMR Y 0 A4 —
IN— HERER IR 2 FERE L 720 T F B F U O #MEFE ] % 400mg/ H
OOV afEF b 2 JE0ER) . AR I RO I & BE L CERI L
ToAER. TN F UBICBU B REHEERDEIT T T B R L L
LTHEICE» 72,
FE MY F UGN BT A REIVERZEBURE X, 70%(66/9461) Td -
720 ERBEWERIE, FEIED F130%(28/94%1) . 2:7H27% (25/9411) .
HEH18% (17/94451) TH - 726
F72. MY F U OMEFNEE300me/H 0NV 7Ry by AFE
BEM) X1E150me/ H OV 7 i g b ) o AP R I R 1258
Ml ERELTHEMB LR, 9F M) FUBICBUT 2R R
377 RBEL L CTHEICE 572,
ZE M) X UGN B B EITEHFEBURIE X, 719%(29/4161) TH -
7oo FERBIERIE. FEIMED T\ 17%(7/4161) . TE0015% (6/414%1) . A
i S OV R £512% (5/4181) Td o 72,

- JEBIE FEVEBREE I T rp (Y
400mg 88 25%** *
150mg™ X13300mg 41 26%***
)T IR EDE
H2) T algr by AEH O E
*EE L p<0.001

17.1.7 BNERRSERONVE. HARE)
INBAZ B BEIEE IR A Add-ondk 512 & A T EERICITEEE I
RS O 2 FEE L7z, TE MY F L OMEFEHEEL LSOl kY
v A BEF B IC1EM5me/ke/ H (5 K250mg/H) . 7SV 7O+ 1)
2 FEBE A 2134 15me/kg/ H (B R750mg/ H )« e FH 55 34 811238
M ERE L THEM LR, 7T M) FUHICBU L ERD %
X7 7R RHLHB L CHEREICE» 72,

facxid SEBIEL SEVEARE D S v gL fil
SENY X 98 36%* *
75 E AR 101 7%
** 1 p<0.01

FEM)F BB LEIERSEBUEEE L. 65%(64/9861) THh - 72,
FEEIWER X, BIR18% (18/98%1) . FETE D F1115% (15/9861) . I
10% (10/98%1) T& - 72,

17.1.8 ;BYMRREROUNERURA. HAEE)
Lennox-Gastautfi 5 #E (3~25%) 12 BT 5 &M 5E 12k 9 % Add-ond%
B2k ZEEMIATEE B I EGRAERT ¥ A EE L2, T MY F
OMFERE T 2OV 7 a i b)) A5 EE I3 85me/ke/H (K
200mg/H). 2NV 7 afgs b))y 2 JEPE B E 121389 15me/kg/ H (e
KA00mg/ H ) HEFREFAE AR 10:8 M & 3o L CFEf L 724G H%. 7€ b
DEFVHICBI ARMEFERLRI TSI L RBEL B L CHEILE
Nolz,

B SEBIEL FEVESH LI A 3 rp il
TE M) F R 78 32%*
77 v R 89 9%
* 1 p<0.05

FE M) F VBB LRSS BUBER X, 309% (24/7961) TH - 72,
FAREEMIE. 38958% (6/79%1) . WEI:, .U US4 454% (3/7961) ©
ﬁ)o f:o

17.1.9 ;BYMGREROUNERURA. HAEE)
SR 4G 38 (2~555%) (2% A Add-ond% 512 & 2 H B MG AT EER
R % EM L7z 7€ M) FrofifFiEz v 7o+ sy
7 A PEFEE T 2~12%12 13 93me/kg/ H (5 K200mg/H )« 12i%
HI213200mg/ Hy 2NV 7afEF by AJEGEHEAE TIE, 2~12/%12
1312mg/kg/ H (% K400me/ H )« 128812 13400mg/ H o 43 &= 11 1
12 LB L CHEM L 2R, 5F MY FUEICBT B3R
VEIT T T RTEL IR L CHEICE D> 72,

PG B FEVEAR LI S L ff
FEDMYF R 58 82%**
77K 59 43%
** 1 p=0.006

FE M) F OB BT EIEHIEBUEE L, 22% (13/58) TH - 72,
FEREWERIE. FEIED T v, IR &L OHEL45% (3/5861) T - 72,
CUBHEBEEICHT2TIIEY — ROBEE - BIAMNHD
17.1.10 EASE I /MEHER (FEA)
BARIR B % 459 5 53 (21560) 2 MR, 451 (8~16:80) & LTIk
BT CTTE M) F200mgx %5 L. B2 (26:80) & L <. JERAD
WELIZEEENRIZT T2 RNE T > & bt b 350 % %
L7zo FEFHMEE Cd 5 E2M a2 SR E ik - BE T2 To
IR (Time to withdrawal from study : TWS) &, THEHE B TH
N, AXRY MNEBFETORFEMIZ, TN UBETET I REER
BLTRL, MM AEEIRO SN2 (p=0.010. B7 5 v 7K
7E) o
5 10/ MAHRERIZ 817 A5 TWS

75 b K

FERM)F UM

REf 1

5861

4561

1> N SEBEE

74.1% (4361)

53.3% (24%1)

TWSH it [95% 15 FEIX 1#] (H)

67.5032.0,127.0]

169.0[111.0,n/c]

7T AR L O

n/c : HHARRE

Hayg s e
LB 2 BIVE IS B 1X, 32%(69/21561) TH - 720 ELEIE
&, 36956.5%(14/21561) . A J4.2%(9/21561) . 1 IK3.7%(8/215
B) . HL2.8%(6/21561) THh - 720

17.1.11 BARERRSHER(BEA)
85 11/ T AH SRR |2 ke L C 920 L 725238 B 0 JE B M B % 530 BR 1 B
T, BEMEEIC & 0 FRET L 72 R O E (50~400mg/H) TF € ~ U F
VERHRG LR, TROEBY THH 0 P,

p=0.010

o . CGLS™ HAM-DIT® YMRS™

R\ e T R | AatA | BIoE | AurA | IR

RERRIIARE | 92 | 2.9%1.1 - 9.7+£8.0 - 3.0£5.5 -
61 84 | 2.2x0.9 |-0.7x1.0| 4.3x4.9 |-4.7x7.2| 2.6%x4.4 |-0.3+5.9
1634 78 12.1£0.9 |-0.7x1.2] 5.2%£6.0 | -3.8x7.5] 1.7+3.0 | -1.3%£6.1

2838 77 12.1+1.0 |-0.7#1.2| 45%#5.1 | -4.5%7.7]2.0£5.2 |-1.1£5.8

4018 70 | 2.1+1.0 | -0.6%1.2| 4.7#5.5 | -3.9%7.7] 1.7£4.0 |-1.1£6.7

5218 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

SORGFIEY | 92 | 2.1%1.2 | -0.8+1.2| 5.527.3 | 4.3%7.2| 1.9%5.6 |-1.1%7.1

P + R

D) X SR B O EAE

H2) N3V b ) OREEHE R EE (175 H)

W23) X v 7 R A R

#1:4) LOCF (Last Observation Carried Forward) (K HlME % #fi5e. HAM-D17&% O°
YMRSIZ DWW TIEILH]

B3G5 UR I RAT L 7B 30T 2 BV ZEBUBEE 12, 219%(19/92f1)
THolo ELEEHIE, BHREET.6%(7/926]) T o 72 URFEEE) o



17.3 ZDfth

17.3.1 ENERFRIRERICH T D2REDEVICKZDREEEOREEZEDRIR
ROV TOET MU D LHBAEE)
AR (P2 K O OB OB HE) X ) @y TS Lz
NERREER NV 70l b U A EE) TORBEO R FREED
FEHERI210.4% (18/17361) TH o 72 DIZxF LB, sV 7T+ b ) w7 2
BRI IZ B W ORI E TG L 72 8 A IR B2 T 1d2.9% (3/102
BI)TdH-720,[7.1, 8.15MH]

AR B | 5B S OB MR E O S ILBIH GEHE)
AR 5 LI -
55 A B PR B 102 3(2.9%)
KRR L) B ET .
B L 7= B R A 173 18(10.4%)

17.3.2 EINERIREERIC S 2 R EHLIRIRAE(RE¥ (Stevens-JohnsoniE
1=E¥) ORITR
BT O/NET A D AR b G & L7245 T I OV 45 TAR B R 3B 12
BT, 547BI 3B (0.5%) (2 7 i HG R AE 1% 7 (Stevens—Johnson/iE &
RO L, WL V7 alE; M) ARG L. KR E ()
FAREKEONZoFOEHE) L) EVHEZ S LZERTH - 72 (%
N 1335601150 (0.3%) . /N 1 212601261 (0.9%)) o [7.1. 8.1Z1)

18. FEEIE

18.1 {EFtER
Na'F v %)V & B EEARAE 0 2 D BEARAF IS HIH 2 2 & 12 X o CTHlifg
A& 2wl S &, 7V E 3 2 EREE O B R R EY E o A )
T5HILICL VPR 2R T L EZ O N TV L0 67,

18.2 HiE=E{EA
BAECAD AT ET IIZBWCHHESER 2 7R3 2 LG ST b,

18.2.1 ¥~ AR T v b+ O KBRS & JH] 4 259,

18228 ( Ry FL YT VNI =N 47 I /YT VD
6, 7-dimethoxy-4-ethyl-f-carboline-3-carboxylate (DMCM) ) IZ & ) <
7 AN SN B SRR & 3 2970,

18.2.3 7 v MR UM X DB BT 2 BAAMTE I ER IS 2 w5 27,

18.2.4 B OHEE X >~ K1) v 79y MZBWT, ¥ FY v 7 %1E
AL, BRISHHRRIE N 2 i 2 T, F o WY v B v
75y MZBWTIRFE Y R ¥ 7O Z I 57,

18.2.5 HALHEIZIN TADLABIWE TV (BEHEMEFE~T ARDT v b,
EL~ 7 A, lethargic~ ™7 A) DT AN AREISEZ 4 577,

18.2.6 7 v MCBIT iR ES)EEIEAILES <. BHEAR (1 E
B E % R T EDsofE/PUEEEFA OEDsofED ) 1Z, 7 == b 2D
TENRALD bENEE RS,

19. B ICAAT 2IBEEMAR

—fi%% : € 1) ¥~ (Lamotrigine)

{£%42 : 3,5-Diamino-6-(2, 3-dichlorophenyl)-1, 2, 4-triazine
DF © CoHiCLNs

SFE : 256.09

[ =
N
Cl ~Z SN
cl X J\
HeN N NH:

MR AE~MEHEON R TH D, 2 ¥/ —IceREITIzL L,
T4 7 — ) (99.5) JIXHEERE (100) 12T 12 < <L AKISHRD THEL
RGN

21. FRERSRMF
BESESD ) A 2 A BRATIH & HE5E O by YN ERT B 2 Lo

22. @&
(GERUFVEINEAMET D1 D)
PTP : 1408% (148¢ x 10)
(GERUFVEINERSMeT DA D)
PTP : 1408 (148 x 10)
(GERMUF VDM DA 1)
PTP : 140%€ (14$€ x 10)
(SERNUFVERIOMgT DA D)
PTP : 1408% (148¢ x 10)

23. FE0k
1) Newport, D. J. et al. : Pediatrics, 2008 ; 122 : €223-231

2) TEAGEE  EEAWERREERNRNE~Y =2 7V SEHIPEE e A R

3) IR () (52 7 & — )V - 20084E10H 16 H KGR, HiGh
BRMEEE2.7.2.2.2.1)

4) MR (CTAPABE) (5327 % —)VEE : 20084E10 716 H #&GE,
SRR SE2.7.2.2.2.2)

5) Jawad, S. et al. : Epilepsy Res., 1987 : 1 : 194-201

© o0~
= = >

[\-]
o0
=

Anderson, G. D. et al. : Clin. Pharmacol. Ther., 1996 ; 60 : 145-156
PrIFE - B & R, 2018 5 67(4) © 429-445
IR © 3 L IR, 2018 5 67(4) © 417-427
BHROFE(T I 7 & —)VEE - 200810 H 16 H AGE.
2.7.6.1.1.2)

R R

) Yuen, W. C. et al. : Br. J. Clin. Pharmacol,, 1988 : 26 : 242P

A (T3 7 & —)UEE - 2008410 H 16 H AGE.
2.6.4.4.3)
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