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[BEAI - 7 7B A D EEAREREE COREMRERIEICOWT (W) | CERRLI14ESH20H  H ASRBRIEAIRT ) 12
e U CRBR & S L 7=,

. EH@;‘%&U;@%ET&@?E,IE .............................................................
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 HFIE DB AL IIERAEEEEGTEAL) - - oo
BN t22/4e

<VEHZEBENT T 5 MK OSRCUHE >

@7 )X UE/NEH 2mg YT A1

s (%58 = 3L DA LR SRR T A R4 ) R 24 -2 A 29 H
AT 0229 55 10 5

AR 2% RV | 50rpm (pH1. 2, 5.0, 6.8, 7K). 100rpm(pI6. 8)

ABR A% 12 Xy v

kiR LA ZE RN XN 2mg YU A |

P HERLA 37 Z—)LEE/NRH 2mg




Iv. RANZEI4 25 A

il R e VB 2%

<50rpm : pHI1. 2>

RIE & 15 43 LAPNIZ S 85% LA B L 7=,

<50rpm : pHb5. 0>

15 3123\, BRBREA oD S P4 HH =R A VERL A D S A R+ 15%
DOFFHICH > T2,

<50rpm : pH6. 8>

FEYE LA D SELIES R 60% (5 57) S TN 85% (15 3) T 2 R sl
VN, RRER A 00 SR i HH AR TAT AR 0D SRR HH SR+ 15 % O fiPH I
Hoto,

<50rpm : /K>

R HERUF OO SR IR 7N 40% (5 53) M T¥85% (60 53) 1D 2 g I ¥
VT RRER B 0D SR HE R A T B 00 S RA I HH R 4 15 % D i PH I
Hol,

<100rpm : pH6. 8>

A & 8 15 2y LA Y 85% LA B¥AH L7z,

U EDOREREL Y WA O HZEEITHEL L T D Ll L7,

<50rpm:pH1. 2>

<50rpm:pH5. 0>

(%) (%
120 120
10 ¢o—e— @ — 0 100
A
e O S 2 155)85% LU b W8T
& &
$ 60 W 60
= o =
40 f —e— SERFUR/INRFA2meH7 4] 0 | ~ )
--0--- S2YE—JLEEINR F2me —&— SELIFXU NI M2me T 1)
20 r 20 ---0--- S5345—)L§R/NR F2meg
0(J i i i i i J O(J i i i i i J
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B Rl (min) B 8l (min)
<50rpm:pH6. 8> <50rpm: K>
(%) (%)
120 120
100 100 }
______________ ')
gFr 0 --OmTTT 80 |
o —e =
H 60 60
40 —e— SEREUGNEAI2me T 1] 40 —o— SEFEUGNEAI2me[ T 1]
20 | ---0--- S3U8—L§INR A 2me 20 t ---0--- S3H8—LERINR A2me
0(J 1 1 1 1 1 J O(J 1 1 1 1 1 1
0 5 10 15 20 25 30 0 10 20 30 40 50 60
B il (min) B FE (min)
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<100rpm : pH6. 8>
(%) N 3 ~
120 ¢ (I:ﬂi%@®ﬁéﬁﬁ)
100 | g==== Q=== o
w T A EE15585%L £
A
W60
x
4r —— SERUFU RN A 2mel T 1)
20 -=-0--- S52458—)L§/NR A 2me
00 . . . . . 5
0 5 10 15 20 25 30
Bl (min)

@7 E MY X U8/NREHSmgl YU A1

e TR 3 IS DA F IR FERBR T A RT A4 ) P24 2 A 29 H
HARA T 0229 55 10 5

ARBR LA SR | 50rpm(pHIL. 2, 5.0, 6.8, 7K). 100rpm(pH6.8)

R EEL 12 Xy &)L

AR LA ZE RGN Emgl U A |

FEAERLA Z 37 Z—)LEE/NRH 5mg
<50rpm : pHI1. 2>
WL & % 15 43 BAPIC - 85% LA Rt L 7=,
<50rpm : pHb5. 0>
15 328 T, BREBR LA O S BIPR HSR I TAZAE LA O SEIE R £ 15% D
#HHIZH -T2,
<50rpm : pH6. 8>
REVERLA DS R DY 40% (5 53) e Y 85% (30 43) D 2 K ilz s
T, RRER LA 0D SR VA HH SR AT Y LA 00 SRV HH SR 2 15 % O FPH I

FEHR K OB R oz,
<50rpm : /K>
FEAERIA OIS 40% (5 59) e Y 85% (180 43) UL @ 2 HE AT
BT, BBRRLA D I HH SR A YR A D SR H 38+ 15 % DIz
HoT,
<100rpm : pH6. 8>
ML & 15 43 PARNIC - 85% L B L 7=,
ULEORER I Y . WA OB HAEENITERLL L T D ol L,

<50rpm:pH1. 2>

<50rpm:pH5. 0>
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120 120
100 | P Q=== o) 100 |
L8 EEHEE15585%LL b _8r
A B
H 60 H 60 |
2 0 —e— SRR RASmel T 4] = ol
--0--- S345—LE#/NE FSme —O— SRRV ERINR RSl ST 1)
27 20 | ---0--- 539 8—L§/NRA5me
O(J 1 1 1 1 1 J 0(/ " " " " J
0 5 10 15 20 25 30 0 5 10 15 20 25 30
BF il (min) EFfE (min)




Iv. RANZEI4 25 A

<50rpm:pH6. 8> <50rpm: 7K >
(% (%
120 120 ¢
100 100 |
80 | 80
& &
H 60 H 60
* 20 F —— SER)FUENERASme YT 1) ® 40 —— SEN)FUE/PREABmeF T 1]
---0--- S2Y8—)L /MR FA5mg -=-0--- SIHH—LERINE F5mg
2 20
0 (J " " " " 3 0 O " " " " 3
0 10 20 30 40 50 60 0 60 120 180 240 300
BF 8 (min) B 5l (min)

<100rpm : pH6. 8>

(%
120

(T = w468

0 QeeneO—0 o

—— SERFUE/INRASmel T4
-=-0--- S2H4—)LEE/NRFASmg

A EF155785%Ll L

10

15 20 25 30
B8l (min)

@ F U XU EE25mg T AW

o [ B BT 28 0 E A O LW FN R ENERBR AT A KT A 2 ) 0 PRk
242 A 29 A SEAFAF 0229 5§ 10 &

B 2% R Lk | 50rpm (pH1. 2, 5.0, 6.8, 7K)

R EEL 12 Xy &)L

R A Z7%E MU X8 25mg [T A

FEHERL A 7 b U X 8E 100mg VU A |
<50rpm : pHI1. 2>
WL & % 15 43 BAPIC - 85% LA Rt L 7=,
A& LEHRIRE A (16 43) 12381 T 2 3R BUA D &2 Dy =13, SUBRELA 0
BIAHRE15%OFAEBZ 5 H O 12 T 1LELLF T, £25% D
PHEHBZ DL DN T,
<50rpm : pHb5. 0>
A & b 15 43 ANIZ TR 85% LA s H Lz,
e A& PEHRIRE (16 43) 12381 2 AR A O &« Vs =R, SR ELA 0

FEREOELR | IAEHEE15%OHEEZE 250N 12 A 1ELLF T, £25% 04
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<50rpm : pH6. 8>
FEHERIHN D SEIER A 60% (5 59) e X 85% (15 49) FHE D 2 B ic s
N, RRIR LA 0D S A A HH SR AT Y A 0D SRV (H R £ 10 % D P 2
HoT,
A& LEIRIRE (16 43) 12381 T 2 3R A D 2 D ¥ =13, SUBR LA o0
PR E12% O AB 2 5500 12 fld 1HUL T T, +£20% D%
FEZEZDLDNR)o T,
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<50rpm:pH1. 2>

<50rpm:pH5. 0>
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120 120
100 100 | -~ 0
/ﬁ:_f-"(f
% 80 r % 80 EAEE15585% L1 L
H 60 H 60
® w0 F ! —— SERFUER25melH T4 ® 40 | —o— SERUXUER25mel Y T4
w b £ ---0--- SERYFER100mel 4T ] 2 | ==-0--- SERYFUEE100mel T 1]
0(J 1 1 1 1 ) o(J L L " " ’
0 5 10 15 20 25 30 0 5 10 15 20 25 30
¥l (min) BF 8 (min)

(T - v o & 468D

@7 F U XUEEI00mgV T AP

e (TR FE IS DAY F R FEERBR AT A KT A4 ) P24 2 A 29 H
FRA AT 0229 55 10 &

B 2% RV | 50rpm (pH1. 2, 3.0, 6.8, 7k)

AR Al 12 XL

AR A ZF MY X8 100mg VU A |

A Y B35 F X 7 B —)LEE 100mg
<50rpm : pHI1. 2>
WL & % 15 43 BAPIC - 85% LA Rt L 7=,
<50rpm : pH3. 0>

FRLOELE | WRAIE S 15 2 LINICEY) 85% DL EiaH L=,
<50rpm : pH6. 8>
15 43123\ T aRBR A 00 SIS H SR I IR YRR O PR IR = 15% D
FPHIZH > T,
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<50rpm : 7K>
FER L OB

A & b 15 43 LANIC ) 85% LA EIEH Lz,

PLEDOFER I Y | WA O HAEENIEPL L T D LW L7,

<50rpm:pH1. 2>

<50rpm:pH3. 0>

(%)
120

100

—— SERELEE100melH T (]
---0--- 5394—)L§#100mg

10 15 20 25 30
Bl (min)

(%
120

EAEE15585% Lk

—8— SEN)FUE100meH T 1]
-=-0--- 5355—)L§E100mg

10 15 20 25 30
Bl (min)

<50rpm:pH6. 8> <50rpm: K>
(%) (%
120 120
100 } 97"'9:- o
% 801 B HE154085% L1k
H 60
® 40
/ —o— SERFUEE100mel 4T A —— SENFUER100me YT 1]
20 4 ---0--- 52/8—JL§E100mg ==-0--- 28— )L {E100mg
o(J 1 1 1 1 1 J 1 1 1 1 J
0 5 10 15 20 25 30 10 15 20 25 30
81 (min) BF 8 (min)
(T : st Heonias &b

10. ?é?%g . @% ..........................................................................
NEENRELGES - BF. SNENEREES - ARICBETHER

FMER e L
2) 2%
22. @3k

(7 PYFUE/NRA 20 H T A1 1)
PTP : 1405 (14%E X 10)
(ZEMIXUENEA ST A1)
PTP : 140%¢ (14%E X 10)
(MY XFo8E25mgl U A1])
PTP : 140%¢ (14%E X 10)
(FF MY FU8100mg VT A1 )
PTP : 1405 (14%E X 10)

3 FREE
M L
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5 1 I BERT R B 8h 7 m I K D3R
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$ET 2508458 LT,

A41=Iv)L 25°C75%RH 2B 1R 17 5
SAERMSE | —afb I sEANCEIL, RIFIEER —@453@:@%%”@ 55, 50EET 7
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SAERMSE I —aﬂ:éhf:éﬁ%ﬂ@ 25, b0FEF 2 | — aftéﬁf:éﬁﬁﬂ@ 25, H08EH 2
BETRIFTDRD BT, BETRIT DD LA,
<BE MBI X D8RIV A XD >
A1 =Iv)L 25°C7T5%RH 2B SR 17 5
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@7t X UE/NEHSmglHU 117
5 1 BERT R B Bh 7 mI T K D3R
ARk [.YS-TR-330FDSII (=¥ ~)
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V. AaRICET 51EH

1 BBESLIEIER - oo
4. PEEXITZR

OTAMDAEE O TREIIEIT 3T 5 AL

Ry AR (R b B EE & te)

R B AR E

TER R AR
OMDOILTAMMAITH 72RO LI W T ANAEE O Tt BIECxT 5 TA
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Lennox-GastautfiEEREIZ 31T 2 AR IE
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5. BhEEXIIHRICEEHET HFE
(ERRHFAE)

5.1 16 Lh LD BFEITEBIT 2 H M NPT DWW TIEHESL L TWR W28, 155E AT
TARBNOIEIE 2 Bilhh U2 B 2BV CL 16 BARE Diflke L CARAI 2 3 285481213, &
FoARREE H B L, IBE LEOFRENGREMEZ B D S S DS E IO KRS
THZ L,

(FBHEEZIZEITHIRPITEY— FOBEH - BRING)D

5.2 PUBNEREE DKy = Y — R ORYEIGRRICR 9 2 AN O A E K ORI L
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3. Fﬁ;‘f&uﬁﬁ% .........................................................................
) AERVHEDER

6. FERUA=E
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A (5825mg. £€100mg)

(1) BHIEEDIZE FARE CRELREREZED) RUBRERRREEIZANDSIES)
WE., 7EFRMIF L L TCHRIO2EMIT1 A26mgx 1 H 1HEEO#KE L, ko 2B
1 H50mgZa 1 H 1[EFEA&KE L, 5BIX1 H100mgZ 1 H 1 [\ XX 2ENC4EI L TRA
BET 5, To®%IF, 1~2EBEHIC1 HEL L TRKI00mgd S5, #MFHEIX
1 H100~200mg& L, 1 H 1[EIXIF 2 FNZHE L TRAF G 5, BRI U CEmHE
T 5N, HEEIXLEBU EOMBEEZ ST T1 BEE L TR AR100mgT >, 1 HH&EITRK
400mgETEL, WL 1A 1RSI 2ENZHEIL TRAOBET 5,

QL TOEgF ) O LEHAT 56
WHE., 7E MY XL L TR 2EMIT 1 F25mgZ R B o o&sE L, ko 28T 1
H2omgZ 1 H 1 [HRROEE59 5, 20OH%IE, 1~ 2EMmIC 1 HEE L T25~50mgd D
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V. BEICET 5IEA

@)L TOlESF M) LEHFALENMEEED

Q- IARFDT LY OIS EFET HEF V& AT 5548

WHE., 7R XL LTRMIO 2T 1 Ho0mgZ 1 H 1 REEOEE L, ko 2 BB
1 H100mgZ 1 H 2[ENZEIL CTRAOKET 5, £0#%KIT, 1~2@8MEIC1 HEE LT
e R100mg O 5, MEFF A EIZ 1 H200~400mgd L., 1 H 2 [ENI4EI L TR A S
T 5,

@) =ii) Q)- i ) UINDEF*D EHAT HI5E

HEPRIE DS AN D,

2% . TADABEIZHOW D 5E ()

Gibi RS
(GIRAV R l=1 & al RV 4 (1) HARE
B L2 ngATY DY E
A& O @) 7 e 3)-1i) (3)-1ii) (EB oy F8AE (R4
T HHEH D PR RPN AR\ TN v (3)-1) Lt WBAbFEE &) RO
TS BT 256 i3 R o A ) SRS % Of GRS e Y (b
SN2 % 0 ERAY HW554)
TL5%E
1+ 2¥#A 25mg A @ H % 5- 50mg/ H 25mg/ H
(1 H1EES) (1 H1E#HS)
3 - 4H 25mg/ H 100mg/ H 50mg/ H
(18 1mE#s) (1 H 2 ENZ5E (1H1E#HS)
LT
5 I# H LA 1~ 2 #RmEIC25 1~ 2 AREIC 53 B 1X100mg/ H
~50mg/ H 7> B AR 100mg/ B3> (1 H 1EIXZ 2 ENZE LTS
Wi 2, Wi 2, D 1~ 2 BFHEITRK
100mg/ A 3" OWiE 4 5%,
HERFH & 100~200mg/ H 200~400mg/ H 100~200mg/ H
(1 H2ENZE (1 H2ENZ/E (Jx400mg/ H)
LT#E) LC#E) (1 H 1EX2ENZSE L THE)
(HEEIX 1 EM EoREE H T
e K 100mg/ H3°2)

AHENTI T L Lo LVY o U RS R SN S,

HEL)AFID T V7 v L EEAITRT D BRI S TRWERNC X 5 fFAERE T, 2L
Tafpt M) U LAEHFHT S ORELKOHEIZED 2 &,

F2)ARBOIT N a  BlaEEFETLER . 7=, IR EE Tz N
neg—n FUYI R U778y mEFERL - U M FEARASH
[7.2. 10.2, 16.7.1, 16.7.2&MH]

W) ARKID TN o VAR LB E RIS RWER . TV BT T — v T
vy, V=B IR, IR F U URAFU METw—, LAY VT
TAh, LRFTELEL RTURRNL Tt IR
(7.2, 16.7.1, 16.7. 2]

INR (B/NRA2mg, fE/NRASmg, E25mg. £E100mg)

() BHBEEDIZE (FRRMREEICHANSIGESE)

WHE .7 RYF L LTRO 2L 1 HO.3mg/kgZ 1 B 1 [\ % 2 [ENZ43EI L TR
A5 L, %o 2 IE 1 H0.6mg/kgz 1 H 1[RIIX2ENZHE L TROKS5T 5, 0D
#Bix, 1~2HEMMEIC1 BEE L THRKO. 6ng/kgT DM+ 5, MEEHEIZ1IHA 1~
10mg/kg& L, 1 H 1EIXI2BENZE L TRAOKS-3 5, RIS U CEaEHET 25 2,
AR 1 B EoREEZ HiFCT1 HEE L THRKO. 6mg/kgd >, 1 HHEITAHKK200mg
FTEL, WIRL 1 H1IBESUT 2ENZEIL TRAOKEEGT 5,

,24,



V. GRICET 5 R

QL TOoEF D LEHRT 556
W, TR UL L TRMIO2EMIZ 1 HO. 15mg/keZ 1 H 1[EREOEE L, kD2
FRENE 1 HO. 3mg/kgx 1 H 1 [BIRENHET 5, ZO%IL, 1 ~2HBEEIC1 HEE LT
K0. 3mg/kg T OWHEET 5, MR BT, LT ait R U Y A TARRIO SV a
A 2 E T DAY 2T 254131 B 1 ~5mg/kgd L, AAIOZ L7 0 g
HEEFHETIHADEHHL TR WEAIT 1 H 1 ~3mng/kgd L, 1A 2[EIZ5E
LCRAEGT 5, 7B, 1 HHEIRK200mgE TET 5,

@)L TOlEF M) LEHFALENMEEED

Q) -NAFOT LY O UEIREEFET SER 2 26tAT 558
WHE, R XL LTROO2ERILL HO. 6ng/kgZ 1 H 2 [BNZ4EI L TR AO#K S
L. ko 2 #IX1 B1. 2mg/kgz 1 H 2[ENZEI L CTROZELGT 5, TO%kIE, 1~28
MEIC 1 HEE L TRKL 2mg/kg T DM 25, MFFHEIX1 B 5 ~15mg/kgb L, 1 H
2ENCEILCRAOFEST 5, 28, 1 HHEITRK400mgE TET D,

Q)=ii) Q) - i) USNDER*D #HHET 5158
SovTagt MU U AEFRT SIS,

BE L CAUNAVBEITHW DA UNR)

OFHFRIE
() RAVIZr =1l DRV (G RV =1 ol DRV
FRT2%A BFA LW aHy
AEID 7 Vv AHID T N (3)-1) (3)~ii) (1) AR ED
AH & PEA VA=Y s sarvigin | A#loZ | (3)-1)Listo Ba
T2 IAlD HEFET HERHFGT Va=Ng. ) SHNES (BRI R 4R3I
e % HRF % HRF|E) AEHET T 5 RV 5354)
2R S ZOFH L722 2 JRHIED e
) WIGA 2OFRT5
HE
1-2H 0. 15mg/ 0. 15mg/ 0. 6mg/ 0. 15mg/ 0. 3mg/
kg/H kg/H kg/H kg/H kg/H
(1H1[H (1H1[H (1 H2EIZ (1A 11 (1 H1FEXE
5 e h) NELT 5 2 ENZAyEIL T
#h) $h)
3+ 4WH 0. 3mg/ 0. 3mg/ 1. 2mg/ 0. 3mg/ 0. 6mg/
kg/ H kg/H kg/H kg/H kg/H
(1H1[H (1B 1A (1 H2EIZ (1 H11[E (1 H1FEXE
) B 5) SEILT 5 2ENZEILT
#h) #h)
5 B LABE 1~ 23R 1~ 238/ 1~ 23R 1~ 238/ 1~ 28R
TR TR KR TR R TR TR KR
0. 3mg/kg/ 0. 3mg/kg/ 1. 2mg/kg/ 0. 3mg/kg/ 0. 6mg/kg/
ERometite H 9O iE ERrmeti e H 3o iE SRS metiipe
T 5, 75, T 5, T 5, T 5,
HERFH & 1~ 5mg/ 1~ 3mg/ 5 ~15mg/ 1~ 3mg/ 1 ~10mg/kg/ H
kg/ H kg/H kg/H kg/ H (FxK200mg/ H)
€2 TN (R €SFN (K (18 1[EXT2E
200mg/ H) 200mg/ H) 400mg/ H) 200mg/ H) WZorEI LTS
(1R 2[EIZ (1 B2 (1 H2EZ (1A 2[MEI (BEEIX 1 HEMLE
SEILT HEILT HEILT mEILT OME% H T
#&5) #E5) #5) #5) xK0. 6mg/kg/ H
ERe))

AFNIFEE LTI N7 v U BiBRSE CTR# S5,

,25,




V. BEICET 5IEA

TV AAFI DTV o CERAITRTT D BRI S TRWEANC X 5 0FARE T, UL
Zalpr N v LAEFATLGEORELROCHEICES Z &,

HE2)RBDO TNV v e EFHET LA 7= v, IR EEY 7= /N
neg—n FUYI Ry U778y vEFEL - U M FEARASH
(7.2, 10.2, 16.7.1, 16.7.2%]

E3)AFND TN o BRIEIIR LB EZ RISV . 7V T —v, AT %
By, V=B IR, IR F U URAFU METw—, LAY VT
TAh, LRFTEEL RFTUNXAL Tah IR
(7.2, 16.7.1, 16.7.2%]

OPBHEZFICHITIRNIEY— FOBEX - BRINGIICALSI5E (5225mg. §E100mg)

() BRIEEDIGE

WE L RANCIETE RN X LTERMO 2T 1 H25mgZ 1 H 1 ERRO# S, ko 2
WX 1 B50mgZa 1 H 1T 2ENCHEILCROBSG L, 5#HBIL1 H100mgz 1 H 1
BISOE 2 BN EI L TR OB T 5, 60 HLUREITHERHZE S LT1 H200mg% 1 H 18]
T 2 ENCEIL TRAOEE T 2, SRR U Cll BT 2 23, HEEiE 1AL LR
a2 T1 HEE L THRKRI00mg? >, 1 HHEITRK400mgETEL, WInb1H1
B3 E 2 B8l L TR OB ET 5,
QL ToigF ) DLEHRAT H5E

WL AT E R U XL U TRAIO 2B 1 [E125mgZ [ B ISR 05 ko 238
X1 H26mgz 1 H 1EREO&G- L, 5 HEIX 1 H50mgZz 1 H 1 [BIX1% 2 [BIS4HE L TRk
O#545%, 6@BLIERITHER &S LT1 H100mgZ 1 A 1 [HT 2 HIC4E L TRka
BHT 5, RIS CCHEEHRT 228, HEX 1 EE EOMBEZH T T1IHEE LT
BAR50mgd o, 1 HHEITHERAK20mgETE L, Wb 1 H 1EL 2 ENZHE L TR
NG54 5,
@O+ b LEHALGENMEEED
Q- NAFDT LY O UEEEEEFET SER* 2 26tAT 558

WE L RANCIETE RN X LTEYO 2HEMIZ1 H50mgZ 1 H 1 ERRO#& S5, ko 2
HEIE1 H100mgZa 1 H 2ENZEI L CRAEKE- L, 5 BIL1 H200mgZ 1 H 2 [T /5H
LCRO#S53 25, 6 HBIX1 H300mgZa 1 H 2ENHE L CRAOKES L, 7B LFERIX
HEEFHE & LT 1 H300~400mg% 1 H 2 [E/E L TR ARG 5, iERICIS U Tl i
W9 225, HWEIT 1AM EOMFEEZHITT1 HEE L TRKI00mgT >, 1 HHEIIRK
Ka0mgETE L, Wy 1 H 2ENZHE L TROKEST 5,

,26,



V. GRICET 5 R

@)-ii) @)- i) LINDERID 2 HAT 2158

HAIE DG EIZIED
2 PRBMEREEICBIT A5 0= Y — ROFER - RGN W 556 (BN
OF AL
(CIRAY 2 =1" U
- NEELATETD)
i @ LT (Q%T;&b%” o] e
¢i§?® ;%;Z;: KRDI 0 ety | @) 1)L PHa
A HE 5 IRANED) DHEHES %
i RN ik G R
1+ 2¥#A 25mg A @ H & 5- 50mg/ H 25mg/ H
(18 1[E#5) (18 1ME#S)
3 - 438H 25mg/ H 100mg/ H 50mg/ H
(18 1[E#5) (1 B 2ENz5y5E (1 B 1% 2 EE
L5 L5
5#H 50mg/ H 200mg/ H 100mg/ H
(1B 1[EXiE2(E (1 B 2ENz55E (1 B 1% 2 EE
WZoyEI LTS L5 L5
6 8 H DA% 100mg/ H 6 ¥ H300mg/ H 200mg/ H
(FK200mg/ H) 7 38 B PARE300~ (FK400mg/ H)
(1 H1EXE2[H 400mg/ H (1 H 1MEX0I% 2 BENZ4E
W EI LTS (B K400mg/ H) LC#5)
(&I 1EMLL B/ (18 2[ENZ/5H (EEF 1EMLL EoMEE
b7 % & THAR50mg/ H LTHE) BT THRK100mg/ H45o)
) (& 1 EFELL Lo
[ % &1 F T RK100mg/
H4D)

AFNIEL LT o L plisBRcE a5,
E1L)AF O 7V o BREAIIkT 5

D BN TRWEANC X5 0FRIETIE, v

Tafgh N v AEIRT2EEOMELOHEICED Z &
HE2)ARENO TN v VBAGEFET A 7= v, IR EBEY 7= /X
NEH—)L TUVIR, V778>, e heEL - U M FEARREH
(7.2, 10.2, 16.7.1, 16.7.2%]
E3)ABIO TV v U BEAAICH LB E RIFESRWEE . 7TV T T — v 709
vy, VIR AR TF VAFTV METw—R, TN T
Th LRFTEE L, RTUARL, TaAY IR
(7.2, 16.7.1, 16.7.2%]

2) BERUHAEDHRERE - RN

M ER e L

,27,




V. {BEICBET 5HE

4. FIERUBISICEEIE T DI R v

1. AERUVAZICEET 53FE
(Zhee@)

1.1 BBEORFEREEOKEEL, EOOLNTHAELOCHEZBL TES LEGAIZE WD
ZENRENTWADT, AT ZEAOMAEDOEICEE LT, 6. HEE AR HEST
THZ L, B, REHESIC L0 S L HEIC ST 28R OM A DER WS
WZIE, A L HEICR DI . OB R WHEIC AR5 X 9 SRl 2 M-S b TR
Az e [1.1.1, 1.1.2, 7.3, 8.1, 11.1.1, 17.3.1, 17.3.2&M]

1.2 BT 2 AN OV T TFO LB BEINLIOTHEET L Z &, ek, AFID 7 v
7 v UERIE T T D BN 60 TR WIEANZ X A FHEETIZ, ST afig Y
7 AEHHT S EOEROHEICED 2 &, [6., 10.2, 16.7.1, 16.7. 2]

s REND TV v L ERRA B E T D A
Tx=hAfYy, IR PBEL, T2/ VEX—L FYI Ry, V770830,
gl eEN - U RS ELELAA
s RBND TNV v AT LR RE S 70 HA
TIET TSN TP V=B I R AT VATV hETv—
K, ZLHRY L, UFIA LRFFTEXA, XFU%)L, FahpI R

1.3 KENC L 2B EDOEEER OO 2R 1L LI2GE 121, 15 Eof T fE
Wtk z EED &HE SN D GAUSMIFR G L2 &, BEGICHZ-> T, Winkd
R CREZFIELZEFICBNTH, MREAZELVIEROWVHEN OGS L, 7o,
FEHHIED B ARFIOTE RN O 5 oM (v 7 alig) U o AEGEH L 72RIEK
350, ST alEt N U AEZHET AR O 7V v UG ST D KA & OF
F U265 R (T b AAE AN DO T —%) . v e b o AL RKEIO 7 v
0 URIA T DA G O L e o TR 1T0M ) 28408 L CWh A 35A0E. 4
EIHENS6. FAELOHEICE S THEAT L Z RIS, [7.1, 10.2, 16.7.1,
16.7. 2[R ]

1.4 KEPFGHIZ, KEIO T VT a o BEaE 2% S D WILFEE T 2 385 & & 5506 XX
B IETAGAIIE, ARORAERTGZBETDHZ &,

(BRETAMADEBER)

1.5 AFHIE ERIRASEVELA O/NE T AN ABEITHON DA, osiTANAS L
OFH L CERT 2 Z &, ERRAFVELIA O E N EFERBR I\ T, AFIHEM B 5 T
BRI 7200, [9. 7. 351 ]

1.6 NERTANABEARGET LA, BV (1 ~2 B ISREHRFE L- 1 B HERN
1~ 2mgDHFFANTH ST 2mghe R HIZ 1 s8R 25, RERKE L1 HHE
25 1 mg R OBEIIAFN Z R LTI b, ARG L, KELS AR, L
WG CIRUNCHEOE T 2179 Z &, 2B, 2~ 6 DO/NEDOE A ITHER A& D _ERAIT
ORERLERGEND D,

5. Eﬁ&ﬁjﬁ%ﬁ .............................................................................
NERERT—R/\wr—
B R L

2) EEAR IR
LRk L

,28,



V. GRICET 5 R

3) AERICEHF R

17.1 ARV RLEICEET 5588
(BIETADADBE)
17.1.1 EfHERFEIAERR (A, BEIEE)
RN 31T 25 BAE X TRE IR FEIEZ AT 2 H o lc2l SN TANABE RO
3 LIz C AN ABRE CRIBH) 6561 (A A N3G 25812, H A K OREEI BT IR
FEEHARBRY P & FhE L T-, MEFR B4 200mg/ 0 & 725 Kk 93 E L THEM LT, FIERR)
DHERFIREI G HARE T HE2> 524 ) 1261 2 BB ISHERRIT, TEDO LB ThoT-,

| - @ e e g SN SAHMERFR™ (%)
FEAER AT 51 5% FEAEVE RAMEEF B [059% (2 481X ]
T _TOIER 65 28 43. 1[30. 85, 55. 96]
T IE 55 22 40. 0[27. 02, 54. 09]
SR B RIS AE 10 8 80. 0[44. 39, 97. 48]

1) MERFIRIEIN S RAEIHRDMER S M TERIBY 78 b Y & R GIEGIEL
MEFFIR G- 24 T L7218 Ofikfoc e -3 (2418 ) (28 1T D RABEHARHERFRIT, TRDO LB
Thote, B, Mk GHITAARDH TREIES T,

, - % e e g FEAETH RHERFRT (%)
TAERY REAT 51154 FEAEVHRHERFB (05912 481X ]
TR OIER 19 16 84. 2[60. 42, 96. 62]
TR FEAE 13 12 92. 3[63. 97, 99. 81]
SR IE R AE 6 5 83. 3[35. 88, 99. 58]

1) fkfe 5% G- 1N RAETE R DS HERE S VT EBI S/ T b U X & 5AERIEK
BIVEH BB, 31% (20/6561) TH o7, FEREWEMIL, F89215% (10/65f41) . 5A%H.
DEV, KOVEBEES 3 % (2/654]) Th o 72 GRFEKF)

17.1.2 EfEH£RIE IR MNR, BEIEE)
/NN BT D R R FNEZ AT DT AW STz 48 B 12D TANAEE (RiA
$20) 20451 (A A N16M1) 2 %81, BA L OEEIZ 3\ CHAFIBE 512 L 5 FExHIRIE B iR 20
% 92l Uiz, HiR A BT RIEDRESZE 20258 L C 1. 2~10. 2mg/keg/ B X13400mg/ H
(WF MR &) P OFIPHN CHIRATRE & L7z,
HERFRRVE IR T I HERFRIE I 81T 2 120 5) 1B W THV-EEGIZ X » @RI R ED
VR ST B0 T, 1RBRIEE GIEFIE206]h 751 CH Y . ZDEIE (95%(51
X)) 1%, 35.0(15.39~59.22) % T o7~
HEFPRIEIZ 36 T L7t Ok 58 12 FI2 38V T, HV-EEGIZ & 0 @RI R A58 ED
DR SN HRERIT., e EICBIT L= 7THh 6 B THY . ZDEE (95%
{EHE X ) 1385, 7 (42. 13~99. 64) % Tdh > 7~
BIVEHFS BB I, 35% (7/2003) T o7, EDONFRIE, F£225% (5/2061)  ITHERERM A
il 55 S ONBETR A 5 % (1/2041) Tdh o 7 GRFR) .
HE) NROERRMBIECH T 2EARINTZABOHEANESOMERFHAEIZLIH 1~

10mg/kg, FK200mgTH 5,
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V. BEICET 5IEA

4) FREEAIEABR
(1) AR EAREEER
(BETANADBER

17.1.3 i@NFEMAEHR UNERURA. BEIEE)

WO RAE ST RE I BIEZ BT 20 IC2W SN CANABE R OFER LI TAM
PR (GRIBIR) 343001 (12~T21%) & XTIT. AN B E U BIFS KRR 2 % 506 L
7o T U X OHMER R4 100mg/ H X1%200mg/ A & 3R E Uiz, #ERFR 53 Qg Rk
TERE D24 ) IS BT DRIEWHAHERFRIX, TROLEBY Thotz,

ZE RN X JERN)F e

100mg/ A &% 200mg/ H #f AR R
S 115 111 117
FAETE AR 59 67 64
FEAETE IHERFR™ (%) 51.3 60. 4 54.7

[95 %153 5 X [#] ] [41. 81, 60. 73] [50. 63, 69. 52] [45. 23, 63.92]

1) MERFR G- WSSV R DS HERF S NVTIERIER/ 7 & b U X BB JERI5R
T N X URHCRIT DRIEHRBBEE X, 26% (58/226f) T - 7=,

17.1.4 ERNFEMERER (KA. EREE
NS F 1T D By B AE M OV RIS k3 5 Add—on# 512 X 2 B MARRAER (T EHE ML
B 0 2 FE i L7z, 78 MY XA BEIZ LT el U v AR AEICIE
150mg, 7Sy s~ U v AIEGHHEEIZI1E300mg, #eERFH BRI 8 @M & fE L C i
U 72 BIMERNT R GHEBNZ 351 D ik BB K OV RAERNC I 1T 2 ol s i

LT ERBY TH o7,
Bk ek g Wi
P58 EFE|]  ZFH S HIE
% N iy i
e W o NI vl b Wilcoxon
S ryem | g7 10 20 16 26 12 3
(11%) (23%) (18%) (30%) (14%) (3%)
p=0.0119
P %0 8 13 9 34 23 2
(9 %) (15%) (10%) (38%) (26%) (2%)
il e | S | R
RIER He b Ula | % |a|z|® IS
& & HE
FSERNYXLUEE | 66 6 17 9 22 | 10 2 23(35%)
A [ ANGAS
B R VAT AN - 66 6 12 7 20 | 20 1 18(27%)
FENYXFURE 7 0 3 2 1 0 3 (43%)
[ERGIERN
REM (R 75 AR 11 1 1 1 7 1 0 2 (18%)
Lennox—Gastaut TFE R X R 11 1 3 3 2 2 0 4 (36%)
SEERE D EHRIENE 75w AR 16 1 0 1 10 4 0 1(6%)

TE Y X UBICBT DRIWEAREMEE L, 37% (32/87#) Th-7-, TREIWERIX., @
IR20% (17/87%1) . V@D FN13% (11/8741)) . HEIR K& OMEIRAE 5 % (4/87H1) T - 7=,

,30,



V. GRICET 5 R

17.1.5 ERFEOMAERER CMNR. REE)
/NI B FAE M OV R AEIC kT4 D Add-onf& 5-12 K 2 55 AR ER (B 5 M kb
BRSOV E TR LT, T M) XM EIZ VT 0 N Y U AFHEBEE IR
1~5mg/kg/ B v 7afigth M) U AEHL, 707 a U BIE 28T D3R % IE
BEHOBREFEIZIZIHN 1L ~3mg/kg/ H) ., N7 uafigt v) v AFEFHBFEICIETHNS ~
15mg/ke/ B, #E7 FHEIM 8 R & 3% & U CHEMi L7z, ARMEMT S SIERNIZ 1T 5 ik
ERYGEE R O HBIEANC BT DR ESEEIIU T B0 Tho Tz,

T A& R o
#HRE JEFIE|  FEWH LR HE .
e i e R =ik A Wilcoxon
12 2 18 18 9 3
SERYFELRE | 86
7E YA 14%) | Go%) | @1%) | @iw) | ao%w) | (3%)
p=0. 0009
ey rm | s 3 17 17 22 20 3
) (4%) | (21%) | ©21%) | ©@7%) | (24%) | (4%)
A I PR i S #
Sl BB |y XS EI R E ] s
&= b2 fE
seryxvpt | 33| 5 | 71 7 9| 5 | o 12(36%)
iva [ /AN
i VoW IFRBE [ 39| 3 | 11| 9| 8 | 6 | 2 14(36%)
seryxvpt | 17 3 | 9| 12| 1| 12(71%)
SN
REM (R vewIkBE 12| o | 1| 3| 4] 4] o0 1(89%)
Lennox—-Gastaut | 7€ U F U8 33 3 11 8 6 4 1 14 (42%)
JEERE O 2R FAE V=% N 34 0 5 6 11 12 0 5 (15%)

T N X UBICBIT DRIEAZRBUEE X, 43% B7/87#) Th-oT-, ERRIEAIX, B
iR26% (23/87%1) . FEMED F N7 % (6/8761]) TH -7,

17.1.6 @5 EREREER (RRA. BFRAEER)
FRAIZ BT DER ISR D Add-on 512 K 5 “HEM 7 b0 A A —/N— LB "
ZFER LT, 7F M) XM EAZ400mg/ B OV Falgd b U w7 LSO L HERRH
SR QR L E L CEM LR, 78 MU X UBCE T 2 RIEHEERDRIZTT T
AEEL B L CHEICE - T,
7 M) XUBREGEMICHIT 2RITERRBIBEE X, 70% (66/9441]) T -7, EREWERIL,
FENE D F30% (28/9441) . LiH27% (25/9461)) . HEA18% (17/9441) TH - 7=,
Fo. T NY XD EA300me/ H O alig ~ Y AFEGEH) XiX150mg/ H
v afgr U o AOERD) | MR B 12 BE L CEMLIZER, 7E R F
CRECB T A RIEEERD RIS T R L L CHEBICE T,
7€ b X UEHNCRT B EIWERAFBIBEE X, 7T1% (29/4141]) Th -7z, FEeBHWERIL,
FEWED F 7% (7/4141) . FLN5% (6/4161) . BEJR L Oi#512% (5/4141) T - 7=,

BhE JiE 512 SEAEHE L YD S rp e fE D)
400mg 88 050/ % % %
150mg™ 2’ X 1Z300mg 41 269 * **

FE1)TTEREDE
wE2) v agt b v AFRHOSE
HE . p<0.001




V. BEICET AEAE

17.1.7 BOERRELER UNR. BEREER)

INFIZ 31T DER 3 FEAEIC T D Add-on# 51T K D T H BRI ATREM] LR > & Fe
L7z, ZF M) FUoMRHEL ALV vl MY v AFHEEICIEH 5me/ke/ B (&K
250mg/ H) . »Sv7aligs U v LIEFFHEE 213K 15mg/ke/ H (e K750mg/ H) | 5 H
BRI 208 & 5% LU CEME LR, 78 b U FUBECBIT 2 RIEHEERD RILT T+
AL R L CHEICE» 2T,

5B e FEAEBH IR 3 L ff
Z7F MU X UHRE 98 369 * *
AN 101 7 %
L p<0.01

T N X URHCRBIT DRIVER BB X, 65% (64/9861]) THh 7=, LREIWERIZ, 5
HR18% (18/98%1) . &N F 1 15% (15/98%1) . 5K 10% (10/98%1) T~ 7=,
17.1.8 BHERRER (NERUBKA. EREER)

Lennox-GastautfEfwft (3 ~25m%) IR D B FBIEIC kT A2 Add-on& 51 LA "EE
B TRER L BGABR O W A2 K L=, 7 MU XU OMFFAEZ SV aig ) b Y v A6
B 23K 5mg/kg/ A (| K200mg/ H) . »Sv 7 ufig) b U o LAFIENFHEFITITN
15mg/kg/ A (e Rk400mg/ A) . #EEFH EWIM 10K L RE L TEM LR, 7 M) ¥
BECB T D RMERERADRIZI T T BRI L CHEEICE - T2,

FH#E SEGIEL FEAEBEE R R il
ZE MY X URE 78 3294 *
77 AR 89 9%
* . p<<0.05

ZE M X URICRIT DREIERBEBBE L, 30% 24/796]) Th o7, FRrWERIX, 3§
128 % (6/7901) . WEM:, ELLE ORI 4 % (3/7961) Th o712,
17.1.9 @5 ERRRER CNRRURA. #HREE)

BRI AT AE (2 ~555%) 125t 5 Add-oniE 512 X % — F S M/ TRER] bl st Ba ) % 52
MWLz, 9F N XL OMHAEE LV afiBr Y v AEHEBRE I, 2 ~12F121358
3mg/kg/H (H%j(ZOOmg/ H). 12?}%‘2%616:}:20011%/ A oL aligd b U & L3R BE T,
2 ~125% 12 1%12mg/ke/ A (5 KA00mg/ 1) . 124812 1%A00me/ FI | AEHF I BLIR 120 R & 2%
TELCHME LSRR, 7 b U RS B0 5 RIFPHIEIND 5137 7 RBE L ol LA

BloEhoTz,

51 E BB FEAEAEE Pl 2. o R fif
ZE MY X URE 58 8204 * *
77 AR 59 43%
** 2 p=0. 006

FE MY X UBCBT DRWEMASSEMEE L. 22% (13/58%1) Th-o7-, FREWERIX, 7#
D F N, IR R OELSE 5 % (3/58%1) Tdh - 7=,
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V. GRICET 5 R

(BIBHEEZIZE TR TEY— FOFH - BRI
17.1.10 ERE I /ME5E8% (BLA)
Pk 1 RIS 245 % B3 21641) 22X, 18 (8 ~16M[H) & LTIHEM FTTE
U X 200mgZ 5L, 5 21 (265 & LT, JERNLE LI BEEHRICT 7R
KPR Z o & S ALTE R IERRERY & I U 7=, EERHEEE T 55 2 WBAth) IR A&
1k« B4 5 £ CTOHM (Time to withdrawal from study : TWS) X, FED LBV T
HO, A MNEBLETORIL, 7 MUFURETIET 78RR L ik L TR, #Et
PR B ZEDFRD bl (p=0. 010, 777 7 E).,
55 11/ MUFERRERIZ 31T 5 TWS

7T v R Z7E MU X R
BRI 5815 45451
A X N EBEIS 74. 1% (43f51) 53. 3% (244)
TWSH B [95% (5 X[ (H) 67.5[32.0, 127. 0] 169. 0[111.0, n/c]
7T B AREE L O p=0. 010

n/c : FHAHE

wnar77 7 RE
1SR T DEIERREMEE L, 32% (69/21561) Th 7=, TREBIEMIL. 3956.5%
(14/215M61) . A4, 2% (9/21541)) . HARS. 7% (8/215%1) . (2. 8% (6/21561) TH - 7=,

(2) RE=MHAER

(BIBHEEZFIZHEITHAIRPITEY — FOBH - BRI
17.1. 11 EARAREHAR (FRA)
B/ AR RRBR (2 fkfE L C 3920 L 7-52 M DI EMEDIR GBIV, fEREICLY
FWEH L AER O E (50~400mg/ H) TFE MU XL 285 LRI FEO LB T
3;)07»:44, 45)0

. . CGI-S#1) HAM-DI17#2 YMRSH?3)
AR B e LR e = e ELR
=N I | =N =N BN = GEL [=)EE N NG EL
R BA AR IE 92 2.9+1.1 — 9.7%8.0 — 3.0%5.5 —
6 i 84 2.240.9 | —0.7+t1.0 | 4.3+4.9 | —4.7+7.2| 2.6+4.4 | —0.3%+5.9
1638 78 2.1+0.9 | —0.7+1.2| 5.2+6.0 | —3.8*+7.5| 1.7+3.0 | —1.3%+6.1
283 77 2.1+1.0 | —0.7+1.2 | 4.5+5. 1 | —4.5+7.7| 2.0+5.2 | —1.1%+5.8
4038 70 2.1+1.0 | —0.6+1.2 | 4.7+55 | —3.9+7.7| 1.7+4.0 | —1.1+6.7
521 68 1.84+0.8 | —1.0*1.1| 3.9+5.3 | —4.4+6.9| 0.8*1.7 | —2.1+6.0
AR FEAmEEE S | 92 2.1F1.2 | —0.8*+1.2| 5.5+7.3 | —4.3*7.2| 1.9+5.6 | —1.1+7.1

S R R A

1) XIS RO A E

H2)/NIv by o ORI R E (175 H)

T 3) v 7 B A R

7£4)LOCF (Last Observation Carried Forward) (2 CT/XKHEME A filise. HAM-DI17& O

YMRSIZ-2U T 119144

EW#GRBRITBAT LIEGNC I T 2 BWERFE B, 21% (19/9261) Th o7, 72
BITERIE., BIBREET. 6% (7/9261) Th - 7= GKFERE) ,

5) B% - AR
LRk L
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V. {BEICBET 5HE

6) SRR

() EARMAE (—REARARE. BEEARERAS. SARMLRED . WERFET—4
R—ZRE. WERERBRRBRONE
ek L

) ZBEHE L TEBFPENANERITER L-AE - HBROME

I. -6. &1
1) Fhith
17.3 Z0it

17.3.1 ENEEKRRRICEITIAENEVZLI2ETEOREETDRRE\LTOBES
D LBRER)
AR E WIEAER O O% OB AR) LV mWHARECERE L-ENEERER (L7
afE) N U v AFREE) TORBE O EREEORBLFIL10. 4% (18/17341]) Th-o7-D
WXL o7 e U T AFHAE ICRB W CTRRAR TR LB ITHEERRR T
132. 9% (3/10245)) T -7, [7. 1, 8. 1]

E SRR T D B E O Je LI e )
RO E LI- )
5 A G R B 102 3 (2.9%)
R L D R -
5 U7 [N BB 173 18(10.4%)

17.3.2 ERERRERERIZ & T 5 KIS FIRARGE (X3 (Stevens—JohnsonfEl&E) D FHIFE
A OV T ANABRE Zxtge & UT2 88 A M OVGE AR G R AR BRI 8T, b47HIH 3
B (0. 5%) 17 K JEE ¥EREIRSE B (Stevens—JohnsonJEERE) D Hiv, WInh L7 m
BrhMY AL, ARRHEWIEHELORZOROEEAE) L WHEEZRE
L7JERBICTd o 7= (A = 3356171 1 61(0.3%) , /hIE : 2126107 2 611 (0. 9%)) ™. [7. 1, 8.1
Z M
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VI. N B 2T H

VI. ENEEICEHT SHHE

1, IR TR R A S YN T G IR - - oo
BNRAFENaT ¥ o R AAIHIER - v 7 X B
EE  BED & LG ORRE I RE T, OB FRLEZRT L L,

2. :ﬁé}ﬁ{lﬁﬁﬁ .............................................................................
1) {ERERGL - 1EFRERF

18.1 fEFAF
Na™®F v 3/ & BERAFR D> DBAKAERITINH T 5 2 &I X » THREZ ZEk S
B, I F X UEREOBEMEMRSEY B OBERE 2 MH 45 2 LT K0 PR 2R
TEEBEZLNTWD L2,

2) EE R T HHEBRAAE

18.2 nf=g4EH
B CTADABET MZB WIS ER 2R3 2 L ME ST 5,

18.2.1 =~ AT v b OB KEBEEERR G 2 Wi+ 550,

18.2.2 (R F LT b IV =), 4-T /YU KN6, 7-dimethoxy- 4 —ethyl-
B —carboline- 3 —carboxylate (DMCM)) IZ L V) <~ 7 RT3 & 5 SRE MR8 & ]
#550"’52)0

18.2.3 7 v MO X DWREIZEIT 5 EXANLTH R ERE 2 MiHl4 5%,

18.2.4 RHKER VR X KU 7T v MZBWT, U RU 7R EZIHIL., %385
FROE M 2 8 2%, 2, RkEES U RY 7T v MzBW TS R 7o
il 2 il 5%,

18.2.5 KFBEBIITADAEMTET L BEREHRIEY Y AR ONT v b, EL¥ 7 A lethargic
~ 7 A) DT A AFRFEEE JI 9 550759

18.2.6 7 v MR 2 HiAMEEEEIER LS < . 1RERE (Wit EE R E 2 7R 9 EDso
5/ PUEBVER OEDsfED ) 1F, 7 2= hA o0 T B RA LD L EVEE R,

3) (RS - HHEBER
LRk L
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VI Spy@EhielZ B4 5 H A

VI. EYBREICET SRE

1. MhREORS
1) A LA PR
BB L

2) RS EBR TR Sh I PIRE

16.1 MmeEE

16.1.1 @ERA

fEFERA 6 Bl 7 E R Y ¥ 25~200mg & H[E#E O &b L7 Rf, & 5-1%1. T~2. bIRFfH] T
CmaxIZEE L. ti 0331 ~38R Th - 7=, Cmax RAUC TS ED ML HE
KUT, F-, BEEMRAGHIZTE N F250mgzw 1 A 2E10HFKERAKE L7,
MR Y R E 6 B BICEFIRIBIZE LY,

#1 EERAICTE MY X 26~200mg A HERR A G L7cRED 7 ~ U F o oy @EhhE
INT A—H
kG & il Cmax Tmax ti/s AUCq o CLt/F Vd/F
(mg) (p g/ml) (hr) (hr) (g -+ hr/mL) (mL/min) (L)
25 6 | 0.338%+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
P+ A YRR A

16.1.2 TAMAESE
AN CTAABEZRE LTENBERRBRICBW T, 7 8 X2200mg% 5 L 7-FF
DOMHFZ7E ~) FUREET, L7 afiEt ) vLAEZFHL. NI 00
PRt A ZHE T A A0 L2 WEBE139. 6w g/mL, SV a2 g ) MU o A& PF T,
ZERNIXUOI VT v U BBE EHET HEEZ 0P L7235 58132. 2 n g/mLTH - 725,
AT/ R TADABE ZX 5 L LTEENERERBRICS W T REFOFLTA N AT R
HEZZFTTCHNLEREFICTE N X U285 LEKOEFIREBICBITAIMPZE Y £
REZLITIOR LU, FFHPLCADAIEIZLY T N X OMRFHEITR R 523, [FEE
DM FEENRINT, £77. TF MU XL OR5R1% TP C AN A Rz
BHE 7275 I3RD B o 7200,
F2 RANBFICBIT DM pEE

OF FHEEA
FJERMIF U TEMNIF UL TN S|E F KEFTERY
SATag |\ OV a s | ORI EAER| VMR E| (2 T P REED
TRV A |BIEAEFE NHLNTR Y (ng/H) IVED (ug/mL)
T LI I HICANAEK
. PFH FFH X x 3.25
ffH SO JE 100~200 5 (10) (1. 44~9. 58)
B S 2.81
FEOEH OfH SO 200~400 60(99) (0. 32~7. 28)

F1)INARwPEY, ZJx /2L EX—)L, FYI R, Tx=FrAV
1 2) F il (/)M ~ e KAE)

,36,




VI HRpyEhielZ B4 55 A

# 3 /NRBEICEBT D M ERE
OF F 54
FTERNIX U TERIXF LT NI AR B HMWEFITE Y
SVTalE |\ OV a s | O EAER| KRR E| (Vv | X RETD)
TRV DA [BREAE 2 FHE| N LN TRV (ng/ke/H) |V (ug/mL)
T HEAED I HIT A A

3.85

B IO peR s | 0 18U45) | (1 4711, 38)
ff 2.32
FEOEH O H 1~5 48(101) (0. 29~5. 91)
FEGEH . . . 3. 30
BFH PFA XX IR 5~15 30 (54) (0. 70~9. 82)

FE1)INARwEBEY Y, 7=/ EX—)L, FUI Ry, Joz=hrf

1 2) H B (Be/ M~ e K AE)
TN n BRI e HET DI CADARE I LD T F b U K2 Ot 0135914
B CTH o722 UNE AT — ), 72k, SME @R A VT eigr N U v A EZGEH L
72D ZE R U X2 Dty 3T T o 7259,

<A EI S HRER >
@7 )X UE/NEA 2mg YU A 645
T (&3 RIS DAY PRI MR T A R T4 ]
FRR244E 2 A29H FEAFAI02295510 5
FEmBFS | 0, 0.33, 0.67. 1. 1.5, 2. 2.5, 3. 4, 6. 12, 24, 48, T2hr
REHAR | 21HM
BIEAZE | LC/MSHE
HEREIF | T MY XN 2mg YU A
BERF | 737 % — 88/ 2mg

FERMIX SN 20 VU A 1 8T I 7 =B N 2mg 2 R A S lcENE
NW1EE(TERY ¥ & LT 2me) ZBIERFHMIE AL (7 8 A4 —"—%) L, MEFH 7€
VX REZIE Lz, 50Ny ENE T X —4& (AUCt, Cmax) {22V T90%/FHH X
FEIZ THERHIRIT 21T o 7o . 1og (0. 80) ~log (1. 25) DHFIPANTH v, MWl DLW 5-HFE
MR SN,

1) ZDFEFEKTIRA
A8 1 BER R OIEYENRE N T A — X

Cmax Tmax T1/2 AUCofmhr

(ng/mL) (hr) (hr) (ng-hr/mL)
7FE MY X8

34.44+3.89 1.4+0.8 50.7%£23.2 1227207

INEH 2mgl U A )
73 — LEE
7 X7 5=V 35.72+t4.73 1.0£0.8 49.6*19.8 1233190
/N 2 mg

(Mean=*S.D.)
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40 | (ZDF FIK CHRARRFOMGEEfiR)
@ —e— SENF f/NEH 2mgl T )
®oal N & V2 N
7 Mean=+S. D. (n=19)
£
S e
J o 20
y RN
< KQLN
i j ;
10 Pl
(ng/mL) -
AN A | PR R PR T PR
0t Tals 4 6 12 24 48 72
KB D LI D 7= K EAIE D S IE D 72 D90 Y% /5 HE X [
AUC o721 log (0. 99) log (0. 97) ~log (1. 01)
Cmax log (0. 97) log (0. 92) ~log (1. 01)

AR 70 5 ONZAUCE, CmaxZEdD /35 A
R DB L > TR D AEEERH 5,

— 2%, BEBRE ORI, R OTRIREE -

2) MR L T/KTIRA
A BUH) 1 GER GRFOIEYENEE T A — X
Cmax Tmax T1/2 AUCofmhr
(ng/mL) (hr) (hr) (ng-hr/mlL)
7% R X8
33.31£3.70 0.9£0.7 46.8%9.7 1152+£138
/N 2mgl YD A1)
77 H—)LEE
+ + + +
N 2 mg 34.03%4.10 1.0%0.8 43.8=*8.8 11374157
(Mean=*S.D.)
40 + (DEIE U Tk CHRAIFOIMEE R
1fi1 —e— TEPUF E/NER 2mglH 71
%g 30 -~ == T35 —)LEE/NEH 2ng
> Mean+S. D. (n=18)
+
\ ;
)20 H
¥ Ol N
bl i P
104! U
(ng/mL) -
L1 I VR RTR TR
0211213 4 6 12 24 48 72
L5 067 1o 23 BB DI (hr)
KA D SELIE D A KA O P O 72 D 90 Yo & FE X [
AUC o721 log (1. 02) log (0. 99) ~log (1. 04)
Cmax log (0. 98) log (0. 93) ~log (1. 03)

MAEFEEE 72 &5 ONZAUCE, Cmaxm /35 2
RS DOREBREIRIC L > TR D AREM N H 5,

,38,
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VI HRpyEhielZ B4 55 A

@5t Y X8/ NRH Smgl¥ T 1 6469

T MEREISOEWFHIREERBR T A K712
k244 2 H29H IEAFAI02295510 5
PRmnBF= | 0, 0.33, 0.67, 1, 1.5, 2, 2.5, 3, 4, 6, 12, 24, 48, 72hr
REEHAR 21 H
BIEAZE | LC/MSE
HEEEE| | TN X UE/NEA Smgl U A
EBERF | 737 % — 88/ Sng

FERNYXUENEH g U AT I 7 F— b/ S mg B EEEERA S TlicEnE
NW1EE(TE RY Fo& LT ome) ZEIERFHAIRE O #EE- (7 8 24— "—%) L, MfEFR 7€
VX REZIE LT, BoNHEYEIE/ NT A —4% (AUCt, Cmax) (Z2WTI0%(EHHX
BIEIS CTHEEHBAT 21T - 7= 55 5. 1log (0. 80) ~log (1. 25) DEPHANTH V) . WHID AW FH R

SRR SN,
1) FDFEFFEKTIRA
AU 1 e G RE QIR ERE T A — X
Cmax Tmax T1/2 AUCofmhr
(ng/mL) (hr) (hr) (ng-hr/mL)
T MY FUBE
+ + + +
SN 5mel 47 1 | 65. 48+8. 36 1.3+0.8 44.7+8.5 22794298
T H—)LEE
+ + + +
N 5 me 67.26+9. 12 1.2+0.8 45.9+9.0 2327+261
(Mean*+S.D.)
80 b (FOFEFKTRABOMOERE R
IfiL —e— FERUFE/NE Sngl 871
£l Com- T35 LGN 5 g
= Mean=£S. D. (n=20)
:E 1 -
N e
DA
v 3
& G
1 | s
(ng/mL) i -
I O | | | | {f | { | { |
0111213 4 6 12 24 48 72
L 06 L5 Lo BB ORI (hr)
KEEAE D -IE D 7= KA O LI O 72 D90 Yo {5 FE X [
AUCofmhr log (0. 98) log (0. 95) Nlog(l. 00)
Cmax log (0. 97) log (0. 94) ~log (1. 01)

MAEFIREZR 5 ITAUCE, CmaxFH D37 A—Z 13, HBRE OBR, KR OLRIEEL - IF
% DORBRGMIC K-> TR D RN & 5,
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2) MM L T/KTIRA
AHBUH 1 SEfe GRFOIRYENRE N T A — K

Cmax Tmax T]/z AUC0772hr

(ng/mL) (hr) (hr) (ng-hr/mL)
7% MU X U8E

72.16%£10.93 1.0£0.5 44.2+7.0 2544272
/NBH Smgl U A |
S0 H—E
737 5=V 73.41%15. 47 1.0x0.6 44.7£6.6 2549+314
/N 5 mg
(Mean*S.D.)

80 | (DHIE U TR CRRARF O MR E HhAR)
Ifi —e— TENUFE/NEH 5mglT 1 )
60 -0 - 537 5= LGN 5 g
= Mean=S. D. (n=19)
£
}\
40 “K
%f ! - k
\J‘é 1
s ! -+
& 20 ~
(ng/mL)
| O I | | | | { | £ | (¢ |
07111273 4 6 12 24 48 72
LS AT LS 23 515 B OB (hr)
KEBUE O -2 E D 7 KB D YELIE D #2090 % (5 #E X [H
AUCofmhr log (1. 00) log (0. 98) Nlog (1. 02)
Cmax log (0. 99) log (0. 94) ~log (1. 05)

MAEFEE 72 5 ONCAUCt, Cmax®0/37 A —2 1%, #RE OFER, (KR OEEER % - B

% DORBRGMIC K- THRR DR B 5,

@ FE Y X EE25mg YU A1

16.8 ZFDith
(SEMYXEE2mgISI4])

FHICRSE & IR ST,

ZE MU X 5E2mg [V U A IR FENC IS X T MY X UBEI00mg U A | AW

-9. &M
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@7F MU FE100mg P T A 16769

T [ R =IO A FREERBR T A FT7 A2
k244 2 H29H IEAFAI02295510 5
FEMBES | 0. 0.33, 0.67, 1. 1.5, 2, 2.5, 3, 4. 6., 12, 24, 48, 72hr
REEHAR 21 H
BIEAE | LC/MSiE
HERBE|] | T hU X EE100mg VU A |
ZERE | 737 X —)LEE100mg

FERNY X BELI00mg [T A | & T 7 Z—LEE100mg A RN B FICENEh 1 8 (5 F
FUF L L T100mg) ZEfERF AR D% 5 (7 0 24— _"—iE) L, P 7 h U ¥R E
ZHE LT, 55N YERE T XA —% (AUCt, Cmax) {22\ TI0%EIEIX EEIC THe
FHENT 24T > 7255 F. 1og (0. 80) ~log (1. 25) DFEFAN TH 0 | WA O AW R SEMED e

i,
1) T DOFEE/KTIRA
A8 1 BER R OIEYENRE N T A — X
Cmax Tmax T1/2 AUCofmhr
(ng/mL) (hr) (hr) (ng-hr/mL)
Z7E MY X8
+ + + +
100mg 4 7 1 | 1638334 1.4%+0.9 38.9+5.6 55877+6321
T I U Z—)LEE100mg 1598 =310 1.4+0.8 39.4+5.5 5649516866
(Mean=S.D.)
2000 F (BEDFE K CRRARFOIMS:RE R
. —e— FE R UF EE100mg T A
% 1500 -0 T2 75— )L E100mg
= Mean=+S. D. (n=20)
E
~
11000
V%
bl 3\5\‘
£ 500 R
(ng/mL) Q
‘IILI | I I | | | | {4 | (¢ | " |
01 T2T3 4 6 12 24 48 72
035 041 1529 F 5 DR (hr)
KB D -2 D 7= KB O S D 72 D900 {3 1 X [
AUCofmhr log (0. 99) log (0. 98) Nlog (1. 00)
Cmax log (1. 02) log (0. 99) ~log (1. 06)

MAEFIREZR 5 ITAUCE, CmaxFH D37 A—F 3, HBRE OBR, KK OLRIEEL - IF
5 DRBR M L > THRAR D WTREMNDN & 5,

7417




VI Spy@EhielZ B4 5 H A

2)MEME L TKTHIRA
ZHBIH 1 $ER GO IYERE R T A —H
Cmax Tmax T]/z AUC0772hr
(ng/mL) (hr) (hr) (ng-hr/mL)
FE N FRE
+ + + +
100mg 4 7 1 | 16244158 1.2%+0.7 39.9+£8.9 57457+7211
7 I 7 X —/LEE100mg 16661196 1.2=*0.8 40.3=x£7.5 573106457
(Mean=*S.D.)
2000 | (DHIE U TR THRAR O MR ERER)
J|]f_I1 —e— TERUFHE100mg T |
%'I% 1500 --0-- T 25— )L §E100mg
5 Eifrgeye Mean=+S. D. (n=20)
= | |
N ' —
y tooorg T =~
T i i
> !
% WOE &§\K%
(ng/mL) 3
LI I T PR R VA N VR
07717213 4 6 12~ 24 48 72
WU L e 1 56 ORER (hr)
KB O SELIE D 72 SIS O SR 0D 75 D90 Yo (2 i X [
AUCofmhr log (1. 00) log (0. 99) Nlog (1. 02)
Cmax log (0. 98) log (0. 94) ~log (1. 02)

MAEFIREZR 5 ITAUCE, CmaxFB D37 A—Z 13, HBRE OBR, KR OLRIEEL - IF
M DORBRGMIC K - TR DR & 5,

3)
LRk L

HEE - HRAROZE
16.2.1 BEDOFEE

R 12610127 & B U & 150mg % ZEfF R N VB IC R O & 5 L7y, % &5 T
ITZERERRICHE_E TR U F o O Tmax|TBIE L=, AUCICHERZEZIRO
Mo ANEANT—H),
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16.7 EWMHEEER
16.7.1 AFIDT LY O VEBEICE T 5HAERDOZE

[6.. 7.2, 7.3, 10.2&/]
ﬁﬁtﬁw7m/ﬂﬁé KHEO TNV v e E | KFEOZ Vs v BEaic
D3 e 5 3Al A (fiEdE) 9° 2 HAl S RAE S 7R HRA
v afipt ) oA Tx=hrA TIEST =)
BN B AV M =g
T x )N )LEH—)L =3I R
7V Rv TR F
R N VAFT
ot ree ) hFELERS | FETv—h
Zall TVUHNY
TEFEFEAL+Y M FEL UVF oL
TF =N AT | LRFTEBH L
LRIV AN LUILVEREFHR | =T 3%1
(% 11 BEAT3E) ZatI R

16. 7.2 fth#&| & D HFRAGER

(UN»7DM+FU©A

R AN B S L 7 e ) R Y 7 A500mg (1 H 2[F]) &7 KU ¥ 50mg, 100mg & Y
MmﬂlHﬂméﬁ@ﬁﬁbtﬁ@7%b)%/®£%% Ex VL FITR LTz, A
7%F)#/®ﬁ%ﬁ@@ﬂ&5btﬁ®ﬁm&%~JWOD&%k)?A%%ﬁw
FTE R XDt 2L ETH Y CLY/FIX1/2LL FTH o7z, £z, mifEd L7 o
FRyRE | EEIA LN DD — m@ﬁﬁiﬁ%hﬁ‘%@ﬁ%%ﬁﬁ%ﬁﬁbfw%m
BEAT—Z).[7.2, 7.3, 10.25H]

#8 MEERANICAALTeBS NI UALETE NI X UEHLIEKOTE MY 03K
MENRENT A —X

FEMNF v i Cmax Cmin Tmax t1/2 AUCss CLt/F Vd/F
55 (pg/mL) | (ug/mL) (hr) (hr) (pg=-hr/ml) | (wL/min/kg) (L/kg)
50mg 3.45+0.61(2.53%+0.46|1.83%£0.98|75.3+t14.1| 66.7+£10.9 | 0.17£0.03 |0.94=£0. 10
100mg [18]6.78£1.13(5.02%x0.97|1.96%1.00{69.6E14.3| 132.5+22.6 | 0.17=£0.04 |0.88=£0.09
150mg 9.44+1.71(6.48%+1.53|2.02%£0.96|69.6+14.8| 178.2+37.1| 0.20£0.05 |1.03=£0. 18

P E AR R

@QUo7rvEYDY
BERERR A BYEICY 77 B 0 600mg(1 H 1[B) % 5 BE#EG LABAICTE R X

25mg A AR A G LD T E R U X DHnTn s V7 70 ZER Ot LI FnEFh
5. 13L/hr KN4, 1Kl CTH o 7=, T MY X UBMEZE L (TR 5 ARERGOERICT
TR Y X 28mgEF HEROKE) LEEEORNNTO 7 VT T 0 ZAERCtipliEFnFh
2.6L/hr L 23, 8FFfi CH Y . V77 BV UV ORIHEGIZED TE NI X DOLNTD Y
U7 70 AMEFABICHEN L, tpdAEICEME LY GMEAT—4) . [6., 7.2, 7.3,
10. 25 1R ]
@ BEEFEIIL - FFEILBEEH

RN )R & LIZRBRICB W T, 7?%)%/&mtft»f)kftw%Aﬁk®

PRI EIC LY, T7F P U X OMmPRENRKS0%IET L™ GREAT—2). [6., 7
7.3, 10. 25 H]

@ TF7HEHFEIL+Y) FFEL
R N B A kG b L72iRBRICBW T, 7 B U K2 (100mg) & 7 % 5 /L (300mg)
U R FEL(100mg) D 3HIZGEAEE LD FE ) ¥ ODAUC, Cmaxit, 7F LV

X (100mg) Z Hi[E 5 L= & Bl L CENE32%., 6 IR F L™ GREAT—#).
[10. 25 H]
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B)YNARY KY
fRERR AN 2R R E LRIV T, 7 MU £ (400mg/ H) OREHGIZ Y ALY R
HA A 555 (2 mg) OB REIZ IR & 72 2 B85 5 2 o 7e, U AN R
2mgL TE MU X OO G, 4B 12 EIRDS B Hivtz, 7 U X B S
FICIHMEROHAE (X722 <, U ALY R B 5- G206 1 BIHTBEIRAS & S =™ (94
EANT—#). [10. 25 ]

G)FEOBMIE(TF LIRS OA—NAOUugh U LR/ VTR LIILISOUgER)
fERERR AN ZPEIZ T R Y X 2300mg & R% DREE SR A2 R L7280, P75 b o0
AUC) M CmaxiE 7 E Y ¥ OBMBEERFOZNZ1148% K V61% TH D, #11kE
MR E OPFRICE D MIEFR T b U X REIIIH O IR T Lo, 88 1B SR
(7 B Tix, 7€ U X OMPRENIRA I R U, RIS TIRFIZIIRE 1T 3R AR
IR & el U TR 25 & e o Tz, F7o, VAR VT A R LILDOAUC 24 'Cmax i
T PR B P B D F N F 81 % K T88% Th 1=, — . TF =)L A TV F—
VD AUC o4 3% 1 BEESR AN IR 515 0093% Tdh o 7273, Cmax|TEWIZA LR o 727
ONEANT — %), [10. 227 ]

MxSoFEY
fERER A BT Y F200mg(1 H 1E) & 4T P 16mg (1 A 1[H) % KEHR 5
L7ZEFOEFIRREG6H F) BT 27 U XU DAUCi0u & CmaxiE 7€ MU XU H
M HEEDOZNEINT6% K B0WIIE F LT, 127 F MY S UHHBEEROA T Y
v DAUC 24 e NCmax D& EHMEIT A T oW v L B 5.5 L [ Ch - 727 (4
EANT—#).[6., 7.25H]

@) Y=—H=zF
TAMPIVBEIZBWNT, 7F MY X2 (150~500mg/H) &' =4 3 F(200~400mg/ H) %35
ABEIOFH L2, 7 bY X ORYEREICEE L 5 272~ 72T, (6., 7.25/H]

Q) ANRUFY
FTERNIEUVHEMERTE RN X2 WA F OB RE G 252 T 7234010 T i
BEICBITAL  a AT T 4 T LT, IR T I TE RN X OBENTO
IVT TR G2 2o 72 SMEANT — ), [6., 7.25H]

(10) FES<—F
TAPAVBEIZBWT, 7T RNIX UL PET<— b UxE :400mg/ H) EDOBFHIZZ £
U X OEFIREEFRFOAUC, Cmin, Cmax(ZE%E 5 X 7o 72 WNE AT —#)., [6. |
7. 2]

() LRFSE42 L
TAMPIMBEIZBONT, 7F M) XU & L_F T8 H A (1000~4000mg/ H) & OFEAIE,
FH OB REIZ B A 5 2 72 - 1280 (SNE AT — %), [6., 7. 25 ]

(12) RS %)L
TANIVBEIZBWT, 7RI T XT3 (12mg/H) Z 05 L7ZFD 7 €
MU DBENTOT VT T2 AL, XT3 VIEGFHRE & Bl L C9. 3% DEhn &
EEN, BHERZEIH LN UNEAT—4) . (6., 1. 28]

(13)SaH¥ =K
TANAVBEIZBWT, 7RI F &7 a3 F(200, 400mg/H) & OFFHIX, MmgEF
TN XREICHEE B2 o2 OMEANT —#) . [6.. 1.250R]

4 FLAanN) >
7% b U X (100~600mg/ H) Z HA| THEFFBREG L TV D CANAVRBREIZT LN
200mg (1 H 3[0]) ZKER OG- LIz, LAY ATEFIREICBIT 2 Eh 7+
UXARE(NT 7 ICEEE 2 o723 GMEANT — ), [6., 7.25H]
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VI HRpyEhielZ B4 55 A

(15) L AFTY
TEFERC N BRI S A F 7 400mg (1 H 2[R) 2 5 HHE G L72FHHIZTE R Y ¥ 25mg%
HARROEE L7z e 7 N X UM E (778 AR 5 AMKGOERICTE R X
25mg & AR O 5) L72RED T E b U X2 OEYBENFE T A — X (THERZET A LR
Motz GNEANT—4), [6., 7.25M]

(16) ) F o L
R AN BT R Y X 100mg(1 H 1E) SR L a i) Foh2g(1 H 2EH)
6 HREKEROEE LML K7L a By F 7 LM 5EO U F 7 L0 3EY)H)
HERT A —H | ZHHE IR T SN2 o 129 GRE AT —#) . [6.. 7. 28]

ANF7YETSI—IL
Z%E MU F2100~400mg/ H Z#EFi&R G L TV 2 MRMEREEEE IZBWT, 7877
V' —10~30mg/ H ZPFH&K G- L=, 7 F U £ OCmax CAUCITKI10%E T L7
GrEANT—%), [6., T.258]

16.7.3 In vitrosiE&
TE RN ANATEEI T AL N T AR —2—(0OCT2) Z4r L 7= & IRME o & PR
% AIREMEDS R & 7280,

V. -7. &M

I 1 T T
1) fEH &
HREERRL

2) AR RE T
BB L

3) HEKRETE

@7E N X UE/NEH 2mg VT A | ZREERATR FIZ1E8E(TE RN X L LT 2mng) 228
IRFHL AR O §¢ - U 73556 O TH ARG e 450 0
ZDOFEFEKTIRH LA  0.01620. 005hr ™!
EIEE U COK THRH L7234 ¢ 0.015£0. 003hr ™!

@7E N X UE/NEHEmg VT A | ZREERATRFIZ18E(TE N X L LT 5mg) 228
IRFHEL AR O B2 - U 7356 DV R0 T 4504 00
ZDOFEFEKTIRH LA : 0.01620. 003hr ™!
EIEE U C/K CTHRH L7244 ¢ 0.016£0. 002hr ™!

@7 E N FXUBEIOOmg YT A | Z AR FIZ18E(TF U F & L T100mg) 22 fERFHL
[ OB G- U 7= 565 0 1 3ok i e 4457 0
ZDFEFEKTIRA LA 0.018+0. 002hr ™!
EIEE U COK CTHRH L7244 ¢ 0.018£0. 003hr ™!

HOITIUR
PR L

5) SR
BB L
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VI. EpEhreic B84 5HEA

6) € Dtk
AR L

3. BER GRE AL —as) BAT oo
1) FERT 733K
REER e L

2) NGHA—EIEHER
AR L

16.2 4R

16.2.2 £¥FHIFIRAE
fEEEER A 8 BT ~ U £ 75mg % Hilalkk O & 5 L 72RO AW R H 2R 1397. 6% T
HoT GMEANT — %),

5. ﬁ?ﬁ .................................................................................
1) Mo i& — iR P9 @@t
AR L

2) % — ke A2 RA P @d
VI. -6. -5) &M

3) EiA~DFITHE
VI. -6. —6)&/

§) BB~ DT
BB L

5) Z DA DIHA DB T
R L

6) MiFEEFHEER

16.3 9%
In vitroCOFE RN F2 (1 ~10p g/ml) Dt kISR FREESZRIT53. 1~56. 2% Tdr - 75,
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VI HRpyEhielZ B4 55 A

6. 1’t§§‘f .................................................................................
1) FC B ER L B UM SR R

16.4 v
TZERN)XNIFEELE LTI NAY o ViR (FEIZUGT1A4) TRET SN S, & MTHH
falo7 2 Y TFFU o, rafERA ~aRY R—b § L IEe 78RN (R
FEE)VFE T THUC-FF N 2L, SERNUXFLU-N2-7 L7 o fEids
EDERED1T~29%1K T L7229 [10. ]

2) RIS 9 5B% (CYPE) DY Fia. 5 &R
VI. -6. -1)&K

NWEEEAMENDHERVZDEES
VI. -4. 5B

0 REMOFEOERRUSEELL, FELE
VI. -7. &l

16.5 HEt
RN 6 FllZMC-F F I U % 240mg (15 11 Ci) & BL[EIRE 4% G- U7 IRF, 52 5-1% 1687 %
TIZHEFIZHI 2 % RFICKIM% kS iz, JRP~TZEICTE R X -N2-F L7
2 URRIAR (K71%) & U TRt S du, LR RZEAE(10%) . 7F R X -N5-7 L7
o R AEIR (5 ~10%) KOV TE R U F 2 -N 2 -2 F /LK (0. 14%) DIETH - 729 (4 EH
ANT—4),

8. Fﬁyxﬂ—{’_g_(:@j-énlﬁﬁﬁ ............................................................
VI. -1. HH

0. BT T BRRTEER -« oot
VI. -10. R4

10. ##E@%%é;ﬁj‘é%% ...............................................................

16.6 HENDEREEHI HEE

16.6. 1 BieElEERE
SRR E B 126 (Z LT F =2 U T T A - S 13nl/min)  OSEHTERE 6 4] (i)
LT F = 854 pmol /LI T E U X 100mga BARRR O 5 L=, 7€ U X
¥ Dyl MR A DO ZNE L. 6651 OI2. 25T AE L, AUCIT B RER = B TR
L 8fHIHIIN U 7o, F 72 kit 2 4 it 5EhE L 72356, RNICFEET A 7E MU X0
F120% M IBHTIC K 0 BRE ST D UEAT— %), [9. 2. 15 ]
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VI Spy@EhielZ B4 5 H A

16.6.2 FFifaclEEEE
TR 12051 K VTS B E 246012 7€ b U F 2 100mg & HL[BIFR OB G- L= ZE R Y
F LU OIMFNEE X T A — X Z LU TR Lz, TEHEETHEZEBEIZB WO TCmax DK T2 A
HNTEHDOD, MMD/NT A — 2 TIIREFER A & ORICBE 221X H Do Tz, EER
WS BB Gl R & HHigt L CCmax K IR TmaxPUAN D /3T A —Z (ZZERFBH B, AUCho
L O IR LTI 25, BEKS Y TRAMRBEIM L, CL/FIXEAKZ LT2/3, KD
0 TL/3TP L7290 GhE AT — )., [9. 35 1]
F 7 NSREEEEREICBITSTE M X 0EYEE T A —%

g WA T R 2SR
(kFBREE) JREZE B fE7K 72 L fEK® Y
(12451) (12451) (7 f51) (5 1)
Chll/i\igugh B A B C
Cmax 1.61 1.34 1.48 1.65
(p 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 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)
AUCq-o 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 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)
rh o fiE ()

16.6.3 SEE

EE 126 (65RELL ., 7 VT F =07 U T T A L EE61InL/min) (27 € b U ¥ 150mg
ZHERAOFE L7-FE, 9% KU ¥ DOCmax, AUCpw., t12 O"CL/F DO EEE FEHE(R
FE)VIEK 2 2.35(0.40) pg/mL, 93.8(21.0) u g~ hr/mL, 31.2(5.4) B[ & O
0. 396 (0. 063)mL/min/kg T o7, ZiLHIL, FEFEMRABIEIZZE MU X 150mg % Hila]#%
OG5 L7ZREOCmax, AUCpw., ti2 X "CL/FDOE¥E (FEAERZE) . & %
2.45(0.18) wg/mL, 117.30(24.61) p g« hr/mL, 31.2(6.4) B, 0.313(0. 087) mL/min/kg
E BB TR TR o 20 B (SLE AT — ),

BB L
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Vi. R&# (ERLOEESF) ICEYTSEHE

=}

. ZIRIE

. = R

AENDTREIZE Y hEMERKIZEFERAFIE (Toxic Epidermal Necrolysis : TEN) . K&
[RARGEIR B (Stevens—JohnsonfiEl&E) . EXIMBBUEERBEDEGERZHFIEEL
REEEAHOONDZZELHY . RBEICES-HILBMEINATNAIDT, LTOEIE(C
EFRTHILE,

1.1 AZERUAEZEBATCAFEZRE LEGEICEEREORBEENT N EMh D, KF
6. AERUVAEZETTHI L,

1.1.1 BREFRBEIEDON-AZRVAZSEEBA RN &, NLTOBEF YD LGHHE
BORERE 2BMETIIRBKREIZTSZE (BADR), [1. 15E]

1.1.2 #FAEFCOHEBIEHOON-RERVAEZBA BN &, -, HEREZ
BNl &, [1.188]

1.2 REHRBRFICIIRHICKEREMEICHR L, BULGREZITI &, £, HFZITM
ZAUTICRIERNH S ONIEEICIEEELREEFICEL LN HLDT, EBIC
AFIDTBEEERIET B E[11.1.1, 11.1.288]
z(38°cLlb)., IBFEMm, OF - OFEMENU LA, HEER. £5BRRK. ) U/ R
%

1.3 EELGEEREEOEBRG, MNRIZBEVWTEVWI EARIATVSDT, BHITEFET S
_&L[8.1, 9.7 18]

1.4 BEXIIREIZHLT, BBOLEOERLEH SONIIGEICIXELIZRET DL
BEF B L,

W@&%@EEEE ....................................................................

2. BR(ROBEIZIIBE LN E)
AHN DR xF UCIBBUE O REFRED & 5 B

. ;ﬁﬁgx‘i?ﬂ%‘:@ﬁj—éﬁzgt%@}im ..................................................

V. -2. BB

BERUEEICEET BEELFMIPEY - oo

V. -4. B8

B AR ELFMIBE - - e

8. EELEXNIE
(Zhiek@)

8.1 AFNDOEEAZ L B FRIBITPEIR - BIBIRICH BN D Z ENEL . EERBEREDREHE,
I AR GEEN S SEBILNICE L F2, v et v v A LA LTE5EA.
HHNINRIZBWTEWZ ERENTWVWED T, KFOHEKEGITH T - T +5IciE
BEL.BENRD NGS5 A2PIE LB R0 EEZITH) 2L, [1.3.7.1,9.7. 1,
11.1.1, 17.3.1, 17.3. 2]
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VII.

et (M Lo RS (B3 5 HA

8.2 ML ERE EED, 9 DEREET HEBFIIFELENH V. BEAEKOBZ LN
HHDOT, ZOX ) IpBEEIIRG G N REEE AT 5B ITBE OIREE
WIRREOE L ZERIRS BT 2L, 2, HiiceBE,. KOEE., 7ThH 2 P7 kit
EEAFRSEDBE AL EDORI, b LIXIn b DIEROBEENELZ I ZHA2IE. R
HEAZEEET, e ZEL, FIET 57 SR @Es217> 2 &, (8.3, 8.4, 9. 1.1,
15. 1. 1]

8.3 HEAHMTOBMERAZ -, BREBEMZRD b BEITOUSTT 555120, 1
5y DALTT B e/ MRIZE Evn 2 &, (8.2, 8.4, 9.1.1, 15. 1. 1B7]

8.4 FIEZEICARSESCHAEX, BE, SO, 5 HIIESE O TE O 280 & O SRR R
RS oD U AT FEZONWTHo 21TV, B L BEIOERKREZIRD G5 L5
M4 4L, (8.2, 8.3, 9.1.1, 15. 1. 1]

8.5 IRK. EES -H£H ) - KENEFRENEDIRTHRR D2 E0HHD T, AKFIEEF O
BEIITABEOEIRE, GRZ ) OBt ISR VWL YTEETH L,
(BB TAMADEBE)

8.6 TANABE T, EMATIZBIT2HGEOLZWRL 72V LESEOFIEIZED, TA
DAFIEOHEE I TANAERBRENS b ERH L0 T, Fh5EHIET 55
BT, BBORBELZEEOB SN OEBICEE 2 F I LRTUER 5 0WEA 2R
. 7 ES 2B ENT TIRAIZET 572 PEEITY &,

6. BFED

%%j&ﬁj—é%%(:%ﬁ?éﬁz%’: ....................................................

) EHHE - BIEEFOHLEE

9.1 &6HE - IEEFOHLHEE

9.1.1 BRREXIIEREHDBRENDHLEE. BRIEDHLHE
[8.2-8.4, 15. 1. 1&M]

9.1.2 NOBRBEVEZEXIMELAEDCRKREADHHEH
FEHIERZHEIEL 213 H D,

9.1.3 DM TAMAEICH LT LILXF—EBIXIIRSHEEOBREELHIEE
HEE TIIRWRIZ OISBUHEE 3K 351272 5,

9.1.4 BrugadafEIZEDEHE
BrugadafE EEHIZ RS 22 DB Z L (B 7 v v 7 L OVERIERTEE(V 1~V 3)D
covedBIST E&H) MBAEL LT L OHER D 5,

9.1.5 T2, ERMER (DFEE, FIRE. DHES . MHCEEEOHSIEE
FIP A EREE 2 Z - XL S5 AR H 5, In vitrostBRIZEB W T e MOAREE
NARFFENa ™ F v RV 2 30 U, SUAEEIRIE Y 2 2 T bBEIC R T 2 384 & RRR O Rk
EHTHIENRINT,

G
it

2) BHREEESE

2 BiEEERE

2.1 BXRLEE

7 VTZUAPRT LTSI, EREW (7 v v U BREEER) OB,
EFRALD bEL 252 E0nb 5, [16.6. 1]

3 FFHRElEEEE

9.3 FreefEEEE
BWEAZETDZ &, IEEREDREICLCTAKIOZ VT T ADMET L, 30
WINERE T 252213 5, [16. 6. 25 1]
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4) & 5ER

ZJu
AX

5) 4E 4

VI Z2tk: (A EoiEE%) Icl4 2HE

EZzHIOE

EIN TV

9.5 1Fi®
9.5.1 U FTOWMELERE L., IR TR L TW D ATREMED & 5 I IE, 19 oA ik
NEMEE ER2 ST SN DG AICORZEETDH L,
AN TOBEEDO T 0 AT T 4 THHBEICB O TR 1 =R 2 B s S0
72483200061 LA _EDOIEIG O TEHRBUINE STV D, RAMERIC L2 KEEREY 27
DOFEGHREEITIZRD STV 7RV N, WL ODOEIRFAEICB W CIM o O #E D
BRI A7 OBEINNEE SN TWD, F—Aar ha—/UHFZEI2B80 T, i
DA & i LT, AFIOMERIZHES DZENBRORBELY 27 8@ & OFSRITED
TR, RERFAEDO T — X 1%, ZAIDFHBEEREO L KRB RO Y 27 1Z%T 5
ABNDOEEZ DWW CEHET 2 DIZ 372 b DO TIEZR D,
cEW (T > MIZBWTABIOIRIE~OBITHREO bz E OREND D,
B & T AR A TR MERER I B WO TR AR E RIS D e o T2 3 ARFNELY
bt R o BERRE TR LW IEERZ G T 5720, EIRPICARAZ 85 L2354,
BRI EFRTHEBENEZ NS, £72. 7 v b Tk Mg KHETH 5400mg/ H
D0, 12(5 2L E O # 5 AR A (ng/m*) (235 < JIZB W TREMW) O —iRiE D 2
R B U 72 MR VAR EE DR, SRR « IR BT 3. ) OBERE AR D BN, R B # A
FOFBSEE M, HARICE T 2782 RS . HAERRBIGR(HEFROENS
HAERZBE L. 50 DINICREMW BN AR 2 I 7)) O T T AER OAAFE
KTFRABNT,
9.5.2 MEHRIT X 0 ARK|D i FR IR R EN . LD FTREMEN H 5 72 (MR
WCAFIOMAFREENMET L2 W I MENH D), Gk UAA 2 54 2581213,
BEOREE I+ DEET DI &,

6) 127157

9.6 RELIF

KB G A BT S5 2 &, AAlT e PRI A~BIT L, LT o IRICE TS
MR, I OO M A PRE DR KKIS0%IZZE LTI & OWMENRH 10, Fiz,
BRI TWAHAR, ARICBWT, M IR, AEHNARELZR 32 L2033
HEInTW5s,

DINRE

9.7 INR

(BheELL@)

9.7.1 EERRGHEEDRKIRIL, NECBVTENWI EARINTNA, [1.3, 8. 15H]

9.7.2 /NEIZEBWT, 25 OYIIBGE IR L 32 ShoT W T, AAIR5-BR44 8 L
PIZFEE K O EVE DSER AR LG8 TR ER T2 2 &,
(BRETADADABRE)

9.7.3 IRHAMRET, FrAER, LI SUX 2 AR O I, K OVERI R #FEVELIAN O BLAIRE
263 E N EEAR BRI T I LT, [7. 55 8]
(MBHEEZICE T2 ITEY— FOBFF - BRIHD

9.7. 4 /N LOUSEE A OB & x5 & U BRI EN L T e,
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et (FH EoEES) [T 5HEA
8) S HnE
9.8 SH#E
BEOREZBER LN OERICKRE TS, —&IC, EHEEENMETL TV,
7 *EZifﬁFﬁ ............................................................................
10. #8E/EA
TE M) FUEFEE LTIV v U BiEEER (FICUGT1A4) TIREt s 5, [16. 45H1]
NHRZESEZFOER
REIH TR
) FHAEEREFDER

10.2 fAZEE BFRICEET S L)

AN 5

BRAREAR - HEIE T 1A

PP - febRIA T

VY A=1"" vl Ny
(7.2, 7.3, 16.7.1, 16.7.2
Z ]

ARFN DI I 23 2 1%
IEETHEOHEND D,

Rz a7 vy a gl

BBBET D,

AKENOTNT v o BBaE %
PE T 5 3KA
TJrx= AV
B0 5 g il A
xRN )LEH—)L
VRS NS
Iy SV N
zESENLY M TELE
HAl
(7.2, 7.3, 16.7.1, 16.7.2
Z

ARFN O PR EME T 5,

NS SIS R YN - (R 7=
VIR A DMEES D,

TEYFENL+Y R FEL
[16. 7. 2]

THEFFELRRY FFE
IV & AR KA DR LT
ANTARH O i P MK T
L7 oWERD D,
AEIMeR A ER G I T #
Frenrt ) b e EE
LN ) DS SR S I Y
BTIE AR O &R =%
BTHZ L,

ek s ARKHD 77 a
VEERIAMEE SN D,

VNI S il
[6. ]

AF & A R=P o Dhf
HIZX, »FWV, K, &
B, T EEENIELL T
EWVWHYHENRDH Y | WE, =
N DOIERIT I N AN E
COWEIZL Y EET S,

NI

JAXRY R
[16. 7. 2]

AFNE U ALY R opEH
FEIZIX, Z N 0B 5.
RELZ b L C IR DS 23
ZWEDOHRENDH D,

N
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VI Z2tk: (A EoiEE%) Icl4 2HE

A4 & BRRIEIR - HFE 1L By - fERIK T
BOREEE GasLEY « | ARl 2F =LA TV
AR L EAFH]) F—Le LR LA A R UL
[16.7. 250 ] Bl A A & OOFHIZIB W T, L
TOWENRD D,

V) ARFIOMFRENBA L | 1) FIZBITLARFO 7T
T DHENRH D DT, oA N EE S
AAHIHER &R 5T %,
FbEAT5E 4 £ 5-BH 46 1%
BHHIET 558101,
AH O H B 22 E T
HZE,

2)LAR VA A RLILDI | 2)¥FEARH
IR EEANED L, i
Jad e (FSH) Y
WK AR VE > (LH)
NEHL, = ATV
F =V DMENZ B/ LT
EDOWEDRD D,

8. ElER

1. BlfERA
ROBWERNH HOND Z END DD T, BEZ T0ITATV, REDED LNTHEAITIE
G TIET 57 WY EE1T O Z &,

1) EXLEIEREAHER

11.1 EX%GEEA

11.1.1 PEUREIEFMAEZE (Toxic Epidermal Necrolysis : TEN) BEEARH) . KIEH
[EBRFE {1 Ef (Stevens—-JohnsonfE{&EEE) (0. 5%) . ZHHIBE (BEE A~BA)
A IRFEM., B OER, NE - DFEREECIZO D A, BIECORIBEO K, FLBE,
MHEER ., % 25, EFERREORENRO DN AIITE DI G Z Ik L, @2
WuiEE1TH Z & (1.2, 7.1, 8. 1]

11.1. 2 FJ|IMBBUEAE B (FE A
WG, BEEPYIICAOND ZERHY BT o GillER, BmE, gk GF
FRERHEZ . BMERHEIN, A Y 2Bk HEB) & QMg S (HFRERERE E %) Offix D2l
JERDN D B d Z L3 5, FRANMEEBUEE IR O B0 SRRV I LB R BT
%o FEHIMEEBBUESEEREDOBAEN D LN THE AL, Ao G 2EHIZHIE L, @Y
IRAVEAATO T &,
Fo. B bR ATA N6 (HHV-6) %0 7 A VADOFIEHALZED 2 0%, #
HHIEE B 3892, FEEL ITREERE T F DR R D 5 WILEI LT 5 2 L3 d 5, 1l
WHEUEOHHER X, BB EEDRNZ L HHD T, BBLUSNDIER CEETY X
HIMEIRSE) ORBUC B IEERLETH 5, [1. 25 M

11.1.3 BAEFEMED (BE A . SRIMBREAD AR . SBRIERAE (B AH)

11.1. 4 MEREBMEIRE BEEARH)
FEEN R, MRELR, BE, U CoRERERR, mERE . BT =V FrmiE, &Y 7Y
T U NIE, TFHSREREE ., Mk e[S fEE S O RE 58O b N HA8I1I2X, Bk %2 h
IEL, @EERALEEITO Z &,

11.1.5 BF#. FrEeEfEE R UHEE (0. 1%)
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VI Z2tk (A EoiEE%) I+ 2HE

11.1.6 B|EMEIRK GHERH)
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