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(1) hnabR
RERESEHIR : 2010/12/7~2011/7/5
OTT7F VU mg THET) B 40°C - 75% RH A& 4L RE (PTP A1) ]
ARERIE H =N PRAFHA R
<K > T BH G 25 A 4 7 A 6 5 A
KEK-1
Ptk n=3 ] s s N s
CHBDT 4N DT—T TS KEK-2 Sk B Sk B
KEK-3
R n=3 KEK-1
(BBLUL, S TR BRI E T, KEK-2 WA A WA iy
HErsa~ 777 4—) KEK-3
MEEEER (ERWE) n=3 KEK-1
<{lfl # DIFHH'E 0.2%LL T, KEK-2 A pay A pay
WHRRWE 0.6%LL T > KEK-3
WAL (GRI—HRE) ) | ool | ST B B PR
<15.0%LL T~ > n=3 ’ ’ ' '
KEK-3 | 0.85~2.12 3.38~3.71
N . _ KEK-1 | 95.0~104.0 | 94.6~103.9 | 86.9~100.4 | 94.5~101.5
“ﬁ?;f?ﬁ %0)/ un;f KEK-2 | 94.3~100.6 | 94.6~103.6 | 94.7~101.6 | 94.0~101.3
7 © KEK-3 | 93.9~103.0 | 94.6~103.4 | 87.0~103.2 | 95.1~101.1
SF (%) % n=3 KEK-1 | 99.2~1004 | 98.1~100.5 | 97.2~100.1 | 98.0~100.9
j’ﬁ o~01o5 0% > KEK-2 | 98.9~100.7 | 98.1~ 99.2 97.8~ 99.2 97.6~ 98.3
' e KEK-3 | 98.2~100.0 | 98.7~ 99.8 | 97.3~ 99.0 | 98.8~100.6
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WHERZRWE 0.6%LL T > KEJ-3
WAL (G RI—g) (6) | T | 229300 B B ooz
<15.0%LLF> n=3 : : . .
KEJ-3 | 6.00~6.20 2.80~4.23
= o KEJ-1 | 96.3~104.2 | 94.4~103.2 | 94.7~102.0 | 95.4~104.9
fl”ugz\% 7(5/3/) ;jﬁ KEJ-2 | 93.2~104.5 | 89.3~104.5 | 94.6~102.6 | 95.2~103.0
) KEJ-3 | 94.3~104.9 | 94.5~103.7 | 94.6~101.7 | 95.8~104.7
SR (%) % n=3 KEJ-1 | 98.3~99.3 99.1~101.4 | 99.6~100.1 | 97.5~100.4
2 05.0~105.0% > KEJ-2 | 96.7~99.0 | 100.0~100.7 | 98.5~103.2 | 98.0~100.6
' : KEJ-3 | 98.3~99.7 99.3~101.9 98.2~98.9 97.6~99.4
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%1 :RRTH0.85 D — 7 LSO — 27 OEE R : 0.6% LT X2 BT EIEEER (%)
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A N
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<H1> No.A STNEy A fTReS

< 15?@5#@75("/@& > No.A B ke ey

<§%~(i/5)5.§;> No.A 97.3 95.8 95.7
(z&E) wWE (kg) No.A 6 4 4

¥1:RRT#90.85 D' — 27 A DOE—7 OAEF A : 0.6%LL T
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<KifE> & BH AR R 1% A 3% A
< E@%@4’/Vﬁ~ No. A HED T 14 b A HEDT 4V A HEDT 4V A
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a—=7 4 T

a—T 4 VT EE

a—T 4 VT EE
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1> No.A ey HE e
VP (%) R . —
<154y, T5%Lh k> No.A e ige A
aE (%) *2
<95.0~105.0% > No.A 97.3 95.9 97.2
(&) wE (kg) No.A 6 5 5

¥1:RRT#0.85 D — 27 A DO E—7 OAEF A : 0.6%LL T

M2 FRRICKT D EHE (%)

O 7F VU8 10mg THIET.) a2 25°C - 60%RH - IRt E 120 /7 Lx-hr
B H o b i
<HUE> s B A3 120 /7 Lx-hr
PR BT
PN HED 7 4L
;é??i}%ﬁ No.A a—=T 4 T I—T 4 VTR
”"Wﬁ%ﬁﬁﬁ%ﬁf’m) No.A e e
WM (%) A e A
<154y, T5%L L > No.A ey SRSy
EE (%) *?
< 85.0~105.0%> No.A 97.3 94.5
(&) WE (k) No.A 6 4

%1 :RRT#0.85 Dt°— 27 LS D " —27 OBF1HE : 0.6%LL T

Bk - Ko

K2 FRBERICHTIEREE (%)
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(1) VEHIBE
FZ7F Y Ebmg THET] KOT7 7F V8 10mg [HET] 1, BAERBFICEDNZT 7F
TV UBEDOVEHBIKICEEG T D Z ERHR I TN D,
(FRERIE ISR ERBREE 2 1% 900mL # vy, /X RAEIZ LY | 50rpm CTiRBRZ1T D)

T MRS
FoRE JRE RF ] IR
5mg. 10mg 15 %y 75%LL




(2) w2
(57FPviE10mg THETI))
BIREIR L DY IR MR T A T A DO EICSWT (CERR 18411 A 24 A 3RA%
R 1124004 )

R SR:
HEiE AARERS  BEHRBRE SR
[al#n%E K OFABRIE : 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pHS5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEAERFI R OA I E HIZ 15 53 LANIC Y 85%LL EysH L7,
- pH5.0 (50rpm) TiE, FEAERHFI R OATIT E HIZ 15 Sy LANIC Y 85%LL Vs L7,
- pH6.8 (50rpm) Tl FEAERIFI N OURSIE E HIZ 15 0 LANIZ Y 85% 0L EiAH L=,
< K (50rpm) TiE. FEERIFIKE AT E BIZ 15 4 LAY 85%LL FIRH LT,
- pH5.0 (100rpm) CliE, HEHERAIL OARGIT E B2 15 2 LANIZ T 85% L0 By L7z,

PIE, RO HZBE) 2R ERA] (a7 P 8E 10) L LCRER. R TORBRKICHEWT [#
FEE S DM FH R FENERER T A BT A > ] OHFESEEIEE LT,

=N

¥R 4
(B )
SEHE (%) pH1.2 (50rpm) SEHE (%) pH5.0 (50rpm)
100 100 ——
80 80
60 60
40 40
rd
20 —e— S 7 F U LE10mg TEET) 20 s —e— 5 7FUEE10mg THETY
0 - & =FO0FNIEI0 ) 0 - & = JOFNYEI ‘
0 5 10 15 5 10 15
BRI () SHRC]
EHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)

100 100

80 | wl o r-----

60 60
10 40
—e— 3 7F U Ui10mg THETL 20 —e— 5 77V if10mg THET
-4 =FO0FHILE0 -« = FOFHI 0

20

07 0
0 5 10 i5 0 5 10 15
BEfE] (430 BEfE] (53)
BHE (% pH5.0 (100rpm)
100 » o

—= 0 Q
80 |
60 |
40 |

—e— T J7F I AE10mg THET
-2 = J0OFAY4R10

20

(=]
o

5 10
EFE (53]

(n=12)

(3) EENE DR N E R O A4 71 R PR 9
(57FPvEs5mg THEL))
T 7FVUbE bmg [HET] X, [EE&NE D80 BERRA O LD FORSEERBRT A KT A 2]
CER 18 411 H 24 B FEEFARE 1124004 75) ([ZHEOE, 77F VU 8E 10mg TAHET] 4%
YERIA & L7z & & IRHEENE L AEWRNICR%E L e Sh,



ARG
EE  BARIER S WHRBRE N RE
[l#n%E K OFABRIE : 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH5.0)

CHIE]

- pH1.2 (50rpm) TiE, FEAERFIKOARGITE HIZ 15 5L ) 85% 2L g L7z, £7o. &
LR (16 20) 2B T D ARMOME 2 OVEIHFEIX, RO FEHFRNEL15% DAL B2 5 b
OB 12 R 1ELLF T, £25%DFFHAEHZ 2 b DR RN T,

- pH5.0 (50rpm) Ti%, HEAERIAI K OVKShIE & BT 15 AN ) 85% LA RHiA Lz, £/, &
L RE R (156 40) 2B T D ARMOE 2 OVEIFEIX, RO FEHFRMEL15% DAL B2 5 b
OB 12T 1ELL T T, £25%DHFPHAEEHZ 2 b DR,

- pH6.8 (50rpm) Tidk, HEERAINL OARMITE HIT 156 GLANIT Y 85% L, At L7z, £72, &
LR (156 49) 12T D ARMOl 2 OVEIHFEIX, REOFEHERNFEL15% DAL B2 5 b
ON 12 1 ELLT T, =25%DHPHEE D2 b DN T,

- K (50rpm) TIE. BEHERIF R OARMIZE HIT 15 4 LANIC Y 85% LA s Lz, £7-. &kl
WRE A (156 49) 1B ARG Ol 2 OVEIHFEIX, REOFEEENFEE15% DAL B2 55 OMN
12 fH 1L T, £25%DHEPAZHEZ 5 L ONehoTz,

- pH5.0 (100rpm) Tik, EHEREILR AT E HIT 15 LA ) 85%LL B L=, F7=. &
FLbE s (15 47) 28T 2 AR O 2« ORI, RO FEEEHFEE15%OHHEZE 2 5 b
D12 1ELLF T, £25%DFFAAEHZ D b OB R0 T,

PLb, KOS A ERA] (5 7F P08 10mg [HET)) &l LzfER, 2 ToRBRIKIC
BWT TEERRZ2 5RO EBEAOAEMFHRZGENRBR T A RT74 ) OHEREEE LT,

(st )
B () pH1.2 (50rpm) B () pH5.0 (50rpm)

100 100

80 80
60 60

40 40

—— 57 F U EF5mg [HEL —— S 7 F Y 4Emg THEL]

20 - =5 7FY U 10mg (HET) 20 — & = 57FY U510mg TBETY
0 . ‘ ‘ 0 . ‘ ‘
0 5 10 15 0 5 10 15
BEfE (43 BEE (43)
BHE (%) pHB6.8 (50rpm) BHE (%) k. (50rpm)

100 | 100

80 80

60

60

10 40

—— > 7 F 3 fismg T[BETLI

—— 5 7 F 3 fi5mg THET]

20 + —a—57F E10mg THETL 20 — = =5 7FY 0mg (BET)
0 M . 0 . . .
0 10 15 0 5 10 15
BFfE (43) BFRE (43
BEHE (%) pH5.0 (100rpm)

100

80
60

40
—— S 7 F Y iEmg THEL)

20 r =2 =3 7FJfE10mg THETL

(=]
o X

10 15

5
B (49

(n=12)
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10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
L7
(2) A%
(Z7FP Uk 5mg THEILY)
100 &£ [10 $£X 10 ; PTP]
500 £ [10 £ X 50 ; PTP]
(S7FT ot 10mg TEEI))
100 &£ [10 $£x 10 ; PTP]
500 £ [10 # X 50 ; PTP]
(3) PHEBE
LR
(4) BROME
PTP : RV k=1, TAI=U L
Er—: TAI=Uh - R)V=F Ly - RIZF LT LITHL— R T IR — T (LA

1. BRRHEh SR
LR L

12. TOH#
LR L

11



V. ARICEYSEE

1. BEEXITHE
O M. + FRMMESE. WAL, Wt Rt 4
O PR FRMIRE (DA, i, B, 2 ouE
BHEE A, 1B E SO BRI Y

O JFRIFATT e 38
2. DEXIHRICEHET HIE

S5.HEERTHRICEET HER
HE (7Y B 2508 Grade C 33 D) OWfFPERIERIZ % 2 A 20E & OV A PEITfesr LT
ZNAN

(fi)
WPE R RS 5 BARRER T, v BV X530 GradeA T B 26 RICLIZRABRTH S T2
., HE QMR IE RIS LTI OV ST L TR W E OER 23R E LT,

3. AERUVHE

(1) AERUVAEDOHES
(BEZ. +-HEER. WaHEE. ERERER)
WE L, RAIIET 7F Y LTC1E 10mg 2 1 H 2 [0 GA%, ¥ &% E2II8ER Roks
T2, 72k, Fhn - JERIC X 0 EEKT S,
(TREBDBHERE (UbA., tHiln, RF. BB OHBIMHEH, BEBXOSMEELR)
W, RACIZTZ 7F P LT1E 10mg 2 1 H 1[0 (Y B#% E-3mER) o545, 72
B, AEH - JERIC K EEEEET S,

CFERRTIRZE)
W, AT T 77V L LT 11E 10mg & Fifal B EE TR T2 B BRPRE A 2 FEFFTO 2
RO+ 5,
(2) HZRUHAERORTERE - B
R L

4. AERUARICEET 5EE
RESI TV

5. ERERALAE

(1) BERT—E21Rv5—
BRI L

(2) BEFEEHR
MR L

(3) AERGERRHAR
MR L

12



(4) BIEMEER
1) ENEREERR
17.1.2 ERETERER
BIEEEZNRE L7 7 EF VUl T EEREERRICBWT, 77FY0 10mg# 1 H 2
FIXIX7 7EF Y 20mg 2 1 A 20 S ERMRAOEL LR, 7 7F V02 BRdcEEICB T 5
I SERIT 81.7% (94/115 ) TRISMENRGES iz, 7 7 F ¥ > OFRIWER B IT 8.3% (11/132
Bil) T, S 0.8% (1/132 fi). fHFL 0.8% (1/132 f5l) FEThH -7 9,
+ THRIBIERGRE G L L7 7 2 F VR EEREEGARICB VT, 77 F Y0 20me &
1H2EXIE7 7EF V> 20mg # 1 H 20 6 MR ARG LR, 77 F V0 OaRdGEEIC
BT 5 EHUESRIT 89.8% (88/98 i) TRIEMMAMEES Lz, 7 7TV ORIEMARILEIT 2.6%
(3/116 ) T, EBLEIE 0.9% (1/116 fl) ZTH 7= 9,
17.1.4 ERETERER
BREEEZRPL LIV ATF U URB T EEMRERRBRIZBNT, 77FT 10mg % 1 H 1[FIX
XV AF T 400mg # 1 H 1B 28R O#FLE LR, 77570 OB EEICR T 5 UE
FO(PEEYEELLE) 13 83.1% (74/89 fl) TREMNSWGES Lz, 7 7 F ¥ ORIFEAFEBIRIT
1.0% (1/104 f3]) <, HR& 1.0% (1/104 #fl)) ToH -7z 9,
(RREBFATIZE)
17.1.5 ENE IHEHER
YR L0 FIRDHMEAT 412 BF T ASA 080 1 XL 2 OF A %412 1 18] 10mg & FT H ik
ERT VTS B RFEE A 2 BERIATO 2 [ 5 7= i8R, B owmszhE (pH) OREFRITH
el T 100% (60/60 ) TH 7= 7,
17.1.6 ENE AR
BRI L0 FIHRAMIT S BREE R E Li-unx ¥ F U U x i - EERLEGRBRICHE VT,
7 7F T 10mg & FITRIE K OUREME A 2 KefEIRTO 2 [T v 352 75mg & FITRiE &L O
RS A 2 IERRT D 2 IR O G L72fs R, T 7 F 3 L O B IR 5w mib 2 5 K OV B4y WA 20 S
(pH) DOMEZNEICHIT 5ENFIL 89.1% (106/119 ) TRIZMNHFFS N, 7 7F 2 THI
TERIZRRD b7z o729,
(FFRIEREHR)
17.1.7 BB AR
PARSERATIC L 0 o B L 2438 C Grade A Xid B OBJEDO WM AER L 2 S hizBE %
HRIZT 7F V% 118 10mg 1 H 2 [ GHE#%, ¥ 8% EITER) RO&E L, NEHERH
EREBRICBT 5NHRERERIX. 77 F VU8 71.0% (115/162 ) ToH V., 77 EHRE 9.7%
(14/145 #1) (Zx L THEZ (p<0.01) 2RNRD LTI,
LAAVERHm I 169 FilF . 8.9% (15/169 #i) (CEIEHZRO Hiv, EREWEMILy -GTP ¥0,
ALT #00,  ifn s REEHE N K OVA Bk E B Td o 72,
2) REHER
U ERR L
(5) #BFE - WBHFAR
MG R R L
(6) AEMEHR
1) EARERE (—REARKRE. HECARKRE. CARKLRAE), REFRFRT—4A
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L LTEREPEORABRNITEIE L-AE - HROBME
% L7

13



(7) =0ttt
(BE®Z. +—HcEEE. WaHER
17.1.1 ERSE I/MERER
BiEs. + IR, MATEEREE NIRRT 7 F V& 1 10mg 1 H 2[5 (FiRk, Y8
% FE T IIRE R B O Lo BB ORIR R A A58 U7 R SR UGE 1 H 15 89.3% (100/112
B) . + FERE 92.6% (25/27 i) . WA EHIREE 84.6% (11/13 ffil) T -7z 1029,

eyt T e W%ﬁiﬁ§f$
89.3% 97.1% 71.4%
H (100/112 f51)) (99/102 #1)) (80/112 1)
A | oy a0 st
S (jii%) (1;/.101(@&) (1?222&)

EfRUERE . B MRG0 SE SR T DLk
(FTRERODBHIERE (UbA, Hll, RF. FE) OxE
SHBEx. BHEBAOSMEEYR)
17.1.3 ENE IHEHER
CH AT DOWT NN ZET HHREFELRHMNGICT 7F V% 1E 10mg 1 H 1[0 (Y EET
ITELERT) RO G LB OB E AR LR, SR UGER 1T 94.0% (78/83 #i) Th -

77 26)-29)
PRBEE A T R
Sefi AR
N e U R it
94.0% 94.3% 90.4%
£ B 25 0 T R T 2
RIERROTRIIEE | o108 i) (83/88 4) (75/83 f4l)

EMRSGERE, HMRAERGCERE R OdERT ThEESE] UL

14




VI. EMEBICEYTSEE

2

. REZPNICEEHSLEYRILEaHE

Ha S2 B 5G]
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

EEER

(1) fERERGL - ERFF

He SZAMBESHUEINC &0 B O BHIER 235814 % 30,

(2) RMERMITLHHARAR

18.2 £ F TR

18.2.1 ERRUVEERHBEEHD b

BN ICIIT D, ZEE. 7 R T A N Y URIERA R O EE -~ & > — VRIS AR 5-RE D 2 IR¢f 2
YA, 10mg RO 512 X 0 22, 95.1%, 84.0%, 98.3%., X7 T U W EIZE NI 69.2%,
46.0%. 86.8%NH| X7 30-32),

18.2.2 WHIBEE 5 b

R D% 11 FED B R 6 IR T 7 R B R0 O 7 o 43, 10mg #% F % 5
2LV ZNZEI 95.6%., 57.9%Mi S 7z 39,

18.2.3 24 FFEIBHN pH E=4—

fEFERRAIZ VT, BHERT 10mg RO 52X 0 BN pH &, #5 2 FE#ICIZ pHS LLEE 72D |
10 Bs[Hifs £ T pH6~8 OfPH THER L. &KH D 12 BB W T pH3 UL EDOFR—ILT 4 75 A
LDEIEN 75.0% Th o7z, 72, 10mg 1 H 2 RO GIZ X &R L OHF O 12 FEEIZHBW T
TIZEIL 67.8%, 60.2% Tdh V., AHHAKM & FERIC B ER WA S iz 39,

18.2.4 BB mMIER

EFERRAICB N T, 779V 10mgl H 2813 BRI A&EGICE Y 5% 1~1.5 K TOFIK
POV IERT T EREE LKL, AEICHMLE 3, £z, BURTEDEEFITLN
T, 77F V> 10mg1 H 2 [0 2 HEREO#EGICE 0, YIRS BIREBORE 7 VgD LT &
MIERE- DK 3 fF 128N L7z 36),

2%, BRI I E IS OWTIE, BERANCIFEEH Sh T,

18.3 B TOER

18.3.1 BELS i HIHI{E

WP 2 SR LA FRSER & -+ AR IBN IR G L 4 RefE % o BB msiER o iz, 7 7 eF Y00
0.1f%, YAFVrD23FEThHo72 (T M), Lo LERREANC X 5 B BmowmsERIX, 7
TEFUURPVAFVULDGEHE LT3 (T h, A4 X),
18.3.2 H, B HERER

ENE Y P RIMBBEBIC X2 FFF 20 OREMESITHT 2MEERNIZ. 7 7EF D 1.9 5,
VAFT D 855 fETIH o739 39 (in vitro),
18.3.3 SHBHEREICHT H/EH

SFEEEYE (ToE=7, Eg—xx ) —, =X =) g BE-F2Una—L @) ICk
% BRI U C BRI E 2R LT, RRIC 7 B =T HEBICx LT, 3O REER 2R
L7249 (7 v R,
18.3.4 2% - BEBEBICHT H/EH

BHEEEE OKRMERARLA, A RAZ U PR T A v XX V) HHNIEFA
P+ T3S (A Y= P FAIF A IANRA— ) OREEZIHE L, £ @RS (W
FRTETS, BEIOTEE) 1%t U CIAMIEENE T R OV RMEIER 278 Liz 4049 (T v 1),

15



18.3.5 B#I“x3 51EH

TUoE=ZT ROy a— L RICEAERICH LT, FHEEEERZ T LEZ Y (T2 M),
18.3.6 StWRHBERICHT H/EH

AT -E PSR L 2 BB IRIE E ORELZIHI L- 9 (7 v b)),
18.3.7 B #AGRE i FEiE e A

BA&KEG- T, #Er 2 i OIMERZ R~ L7240 (F > K,
18.3.8 BHai&kEMIEA

F v N BRI 2R B3R CHEPEA e L7z 47 (in vitro), £ 72805 CHEES LVE O LT
CVEAZMEE, I OISEHE G T H P IREIRIC IS W TV EOHIME N AR LTz 4949 (T v
N
18.3.9 HHIEEEEREER

T =TI R D HHBEEEOBEEIEREEZ AB Y BB O B R TIA AR, ke 30 &
#%E o ER S, BRI XD FEEREER 2R L2500 (F v b)),

(3) fERRERR - Frighsfa

AR L

16



VI. EYBIREICEET SEE
1. mPREOHD
(1) ARLAMGMmopRBE

MMERR L
(2) BFRSBRCTHRB S -OPRE
16.1.1 HEIERE
RN B 27 7F V2 10mg % ZEMERHIRR N3G U 7- o Mg h R LIRERE L, FTieo sk
D ThHDH Y,
Tmax Cmax Tiz (hr) AUCo-24nr
(hr) (ng/mL) @ B (ng * hr/mL)
0.8£0.1 174+20 1.55+£0.61 3.30%+0.39 793185

(n=6, Vi ERYERRFE)

16.1.2 £YF MR F1EHER
(57FPviEs5mg THEL))
ERNI DR 0 ER A O AW FRRIEERBR T A RF 4 (FR 18411 A 24 B EARA
5 1124004 5)
TI7FV ke bmg THET] X, 77F VU8 10mg THET ] AEMERAN L Lz b &, WHZEE)
DAV &HE S AL, ETFICIRIE & A & T 9,
(57FPviE10mg THETI))
BIRIEIEL DLW IRV SRR A R T A o O—EHWIEIZHOWT CERL 18411 H 24 B ¥
FIH 1124004 5)
FI7FVUBEIOmg HIET ) XN T AV 10 2, 7 a A4 — "—JRIC XL Y ZNEi 18 (
7FYr L LT 10mg) REEMAS FICHEERREIRR DG L CEh T 7 F O U REARIE L,
LNT-HpEhRe /N T A —% (AUC, Cmax) (2O T 90%(E #E X VE IS THEGHBIT 217 - 75 5.
log (0.80) ~log (1.25) DHEIFANTH V| Wi OAEYFHIRIZEMEN TR iz 52,

7
&

W T A =4

HENRT A—H BEINT A —H
AU00724 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

5 7F Vb 10mg
THET.)

792.069+244.4180 189.542%£51.3451 | 1.03%0.4050 | 2.664=%=0.6076

TaT Y B 10 759.227+198.4384 182.362%£36.1694 | 0.96+0.3340 | 2.608*£0.5917

(1 #£#%5. mean+S.D., n=18)
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(ng/mL)
250 1

i -3 7F T fE10omg [HETL]
200 - -&-7OFH T 10

188485, Mean*S.D., n=18
150 A

100 1T

P AR NAN B =)

50 1

0 2 4 6 8 10 12 14 16 18 20 22 24
B (hr)
1.3 S IR L HERS

(MHEP RN NS AUC, Cmax FFD/NT A —2 (3, HERE OZIR, AR O BRI - FFfHE) S5 D55k
R K> TERRDLWREMEND D,

(3) hEsE
RUER R L

(4) BE - ffREOTE
EEE R L

2. EMEERP/NTA—4
(1) BHAE
BRI L
(2) BIGEETEH
MR L
(3) HEEEEH
MR L
(4) DUF7S3VR
BRI L
(5) HH”BE®
AL -y
(6) Tt
MR L

3. BEM (REaL—2aY) @&
(1) fétrAE
B R L
(2) INSA—SEHER
M E R L

4. R
MR L

18



5. 9

(1) Ii&-kxESFE@EE
MUERR L
(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)
(3) Eit~DBiTit
(TVIl. 6. (6) #ZFhw) DOESH)
(4) HE~NOBITHE
MUERR L
(5) ZofhoiBB~DRITHE
MG R R L
(6) MFEEAKEAE
EAMARIZ, 3ugmL (b MIEEAKSERIT 88.011.2%) F THEA DAL LA Tz
53 (in vitro),

6. fti

(1) REBERURBIER

DR L
(2) REISE5T 8% (CYPH) OHTFH, F5%

7 7F Y ORENTITTEL LT CYP3A4, —# CYP2D6 238535 L O3 8 % 59,
(3) HEEEHROERRUZOHA

LR L

(4) REMOFLOHERUE R, FELE
LRk L

7. B

TERERR AN 7 6 44127 7F 2 10mg #ZEERFICRR O & 5 L7 kE S, &5 24 WEf & TORZELIK,
R M-4 (XU D UBRBEERIIEE . M-7 (XU P URBEE) KO M-9 (/LR =/11k)
DORFPPEIERIZZENER 10.951.5%, 1.7+20.2%. 7.5+0.8% M4 " 0.3£0.1%TH V. JRFRRPE#R
TG DOK 20% TdH - 7= 51 55,

8. FSVARR—A—IZBHT S1EH
MR L

9. BRZEICKEIBRER
(TVI. 10. HrEOHE R AT HHEE] OESHR)

10. BHEDEREZFITH8E
16.6.1 BiEOMPRE
EEE CITBEBE LW #E (Cer 14 88.0£9.4mL/min) & BHEREIL FEMA (Cer20~60mL/min,
Wt 45.247.8mL/min) TILHEHREIZEZ RO e o7z 50 56, [9.8 ]
16.6.2 BTBEFOMPRE
BT TILIEBHTIRE O M R LRI B IR R A & Ll C Cmax 2359 2 512 EH L, Tie A
2 FIIER L, AUC 2389 3 fiFicigin L 7=,
B, TI7FVATMIEENTIC LD T~18%MFRE Sz 5D 57, [9.1.2 B ]

19



Tmax Cmax T2 AUC
(hr) (ng/mL) (hr) (ng * hr/mL)
RN (B%) 0.8+0.1 174+20 3.30+0.39 793+85
B RERE B 1.0+0.2 195+17 3.05+0.19 869+65
it F A 1.1+0.2 196+23 2.93+0.21 853+113
I g
iﬁﬁfiéﬁﬂ# 2.60.5 226+ 36 4.57+0.24 ™ 853+128 ¥
6.71+0.30 2278+306
BA | IEEHTRE 0.8+0.1 33640 (4374045 P | (1264=133) ©

(7 7F Y 10mg &5, @i 134 n=5, flliX n=6, VX iEHERE)
HNT A — 2 XENTBE OFHTRHL 0-6 FffH £ T, £ DML 0-24 Kl £ Co MR EHER L v
B U7z, BTHREO Tield 4L W EH LT,
) BATRE (0-6 FEOME) & DOERD 7= DIZIEENTRFD 0-6 REE D% () WNITR LT,
BSEELS FREMEE  Cer=20. 34, 54. 58, 60mL/min (5 )

. EDfth

MU ER e L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE I TV

2. ERABFLEFOERA

2.BE (ROBEIZIFBELLZIN &)

2.1 AFN DO HR U CRBUE DBEERED B 5 BE

(figa)

AHTIIHRBICBW T a v 7 7T 7 4 9% —DEERBEIEORENH H-HO#H LT
ZDO

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L,)

4. RERUVREICEET SR LEDER
RESH TR

5. BEELGERMNIE L TOER

SEELEXMIE

Mg, NFekRe. BHRESICIEET 2 L,

(fi#i)

Ho SR EPANCHEOEEFHTH D,

AFNIERZEWERHE LCrayr 774 7% —, AERNRMEAN, FMEREAD HEREREK
JE, M/RIEA . RS REIRERAE R (Stevens-Johnson JEMERE) . R 2 EESEREARAE  (Toxic
Epidermal Necrolysis : TEN) . JFH#§REFEE . 3JH, BET v v 7 EO.LT 1 v 7 | BB EEIE
MEMEERDME SN TWD, AFIORGICEE L QOXEEZ HoIcBlgg L, o, mikfs, Fekhe
ERERESE DR AR T IR T2 2 &,

6. HEDEREAIIBEICHTIIRE
(1) AfHE - BIEEFOHIBE

9.1 SHHE - IEEFOHLEE
9.1.1 EMBHEOREROHSHEF
9.1.2 BTBE

RAENDHEEICEG T2 2 &, BHTRE CTIXIEENTR O 5 m il e B M EREA O 2 512 EA-3

HIZENHESN TV, [16.6.2 &)

(fi#sh)

9.1.1 He ZAKIEHANCILBOIEEFETH D,

TRZICBWCEWER E LTy a vy, TFH 74 7% — BB, 2B, T 2 FEEORBUED

WEN DD, FEYW 212 He S BAR$EGH 72 O U CREUE ORBEEE D & 5 BF TIIA

F OB HAZ L > T HIBBUENS BT 5 FIREMEN & 5 72 | FEMEBUE OBEERE O & 5 BHF I ITE
&G L,

9.1.2 BEE 64ICT7 7TV 10mg &R NEE Lz L & DT 7F ¥ O mAEHIREIXIEETRE
Tl Tmax 0.8hr, Cmax 336ng/mL. Ti2 6.71hr, AUC@-24h 2278ng-hr/mL TH V| FHKA
EHART, Toax FEEHLZ2NE DD, Cmaxy T123WT IV H AT 2 15, AUCo-24m0 2387 3 512 L 5-
L7z, #- T, BRE CIHEHENDEEICESGTHZ L,
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—J7. BENTRE GEHT 4 BEfE]) TiX, FEENTIF & T (0~6 RO TH#E) | Tmax VEE
Cmax\ AUC(O'6hr)7j§ﬂE_ET L/f:c; fcfj’s\ E[Lﬁﬁé*ﬁﬂl J: 5 ; 73"‘\/\/0)%%%361 7’\’18%’63;)0 f:o
(2) BHEEERE

9.2 BieEEERSE
JERDNEALT 2 B8EN N H 5,
(fi#)
He ZAAERANCHEOEEFETH D,
AANIIR FHEIEER 23K 20% (CRZ(LRIE 10.9%) TH V| BRI FIZ L 5 KWERE~D BT
PR O He ZARRFERANZE R EL 2ot EZHN5,
BIE ICBWTRHREETE (VL7 F=02707 722 (Cer) : ) 88.0+9.4mL/min) & &
FEREIX T M (Cer : 20~60mL/min, F#J 45.2+7.8mL/min) O] Tl FEIREIZZEITFRD HiL
TUNZRUY,
UL, BIFEREICB O TIE, BN T 7 F 2 O i E MR R A T Cmaxs T2
NOTINHK 2 5, AUCo2mw?S 3 I EHLTRY, IMAENOEEICERGTHILEND D,
F 2 AFNIRIEH & LTBUN EFERRESNTEY BEHEEOEMNMICHLEFEET ILERH D,
(IVI. 10. ®EOHEZEZATLHHEE] OHESH)
(3) HHEEEESRE

9.3 HisEEEE
JEIRAEA T RBENND S, [11.1.4 HR]
(fiftan)
He ZREHEHANCAOTEEFHEHTH D,
AFNTERZBEWER & U CHFRERERE, SENEO LN TEY | FFEENES HICET2B8Z2n0
»H D,
(4) &GEREZHT 5F
FEEIN TR
(5) b
9.5 iTh®
B0 SATIENRE L TV D ATREME O & 2 Lot i3iE IR EoFIstEnfatt 2 Eml 5 Ll s n b 546
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