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1. s
=R

1.1 FH EHERAIN E—EEZER(NO)HSHI(Z bOJUE
U, HEEEE7 )V, BV VILER, 23352 J)VEF)
EDHAICKDEREFRANERL., BEICMEZ TESE
BT EDHDIDT. FEISOREIIC, HEFIRIE—ELE
FNO)YESFIDIRSENTLREWT EZ2 T EEL. A5
BREPRURSEICBVTHIHEEIRE—EEZER(NO) #
SRS ENENL S TERT DI & [2.2. 10.188]

1.2 ECHZZSCOHERFOERT DMEREFOFTEER
HRESNTVDDT. FEBHRSDHEIIC, DMEREED
BEFE+THERTHIE[2.4-2.8, 8.1, 11.288]

2. ZER(ROEHZICIFRSLENT L)

2.1 BH DKk U EE O B O & 5 B H

2.2 WA LIE—F b2 Z(NO) 5# (= ha 7)) &) >,
HASEE 7 2L, fEEA VU ILVE R, =305 v D VE) 25
oBFE[1.1. 10.128]

2.3 WA T ZVEEY 7 5 — B (sGO) HIEHI (U A > 7T
M) %5 o EH7[10.12]

2.4 LINERBEEEZGT L5 EWATAPAELBLEEZ LN
B#E[1.2, 8. 1]

2.5 RNLEMAED & 2 EH TS ISP E % SEH L 72
CLodsEHE.2. 8.15H]

2.6 7 v MU — VA EOAER, K E (O £ <90/50
mmHg) X 12 2 > b T — VAR B o &I E (% iR E
>170/100 mmHg) ® & % E#[1.2, 8.15]

2.7 U ZE D BLAEEE A 3 7 A UICH 5 B#E (1.2, 8.1
Z ]

2.8 WA ZE - B o BEEEE 2SI t6 A LNIZ B 5 B
(1.2, 8.1=M]

2.9 EEOFEEDD 5 EH[9.3.15M1]

2.10 ANt S 20 P R LA (o SRR e O B L2 IE R AR
VI AT T — ¥ (PDE) O #EEIEEE % B2 fE B 0S D EGR D
H5N5,]

3. #HAE - R
3.1 #HR%
i % 55774 VEOmgCI 474 1[4 55 7 1 V$E20mgCIl 47 A
BRI 555714
[15EH] 10mg ‘ 20mg

HNFyoNay, O AHI) AT — ANa, it a—
A BALF 5 v Z2RALE. AT T Mg, Z v,
B, v roFy ok lro—2Z, e7SOoAu—2A, ¥
710 I—)L6000, T 7 ) VEREENa

I

3.2 SHIDMIR

i % |85 T 74 VEEIOmgCI T4 1|4 57 7 4 ViE20mgCI[ 47 1 |

LIS @i’(ij)i:j @ib <:> —

# e TANLT—F 14 v TEE
[CRN 3 T
154 (mm) 8.1 9.1
JE & (mm) 3.8 4.0
F it (mg) #1208 #1281
Al — N SW CI 10 SW CI 20

B EERRIEES
87259
$t10mg $£20mg
KRB S| 30200AMX00413000 | 30200AMX00414000
BR 55 B 1R 202043 H 202043 H

4. FHEESLIFINR
HEAFAZ(BRFMTRZEITD ICTHIBHEL ZTOHIFH R
BTWEH)

5. MEENIFHRICEHET DiFR

5.1 £G1CB L TEL FEAER T DIBERBOZW D720,
LR QP A RCRERAE 21T\ BB 2N 20 & R 1iG
WAL SNDEFIRET S &

5.2 AANIMEH UL HERIEHER] Tld v,

6. FiENUHAZ
HEHEL AICIEIHLEI Y 45 7 1 )V e L Tl0mg% AT 4 DO #)
IR AT ISR T3 53 50 10mgD 5 THo 2B E S 1
I AEMED T LI S N SR USRS AN R
WAL CE, 20mglliE 452 LA TE S, BEXIZHEED
HEEDH 5 BETIEII0mgE BRI RV L B, WTFhol
ALIHOFEEZIEE L, HEEEIZ24ARMD EE 352 L,
S IEEOEEEDD L HBHFETIL, SmghbMHL, %
B4R EE 352, B, WEEOBEEDOD S
BECIIREARIIIONmgEBLZ 2w L L, 10mg&#%53
DA G482 2 &, EEDERED
HBHEFHETIIEMgE WAV &,

7. BENRUBRECEEYT 22
F 71— AP450 3A4(CYP3A4) % ik < FHE§ 2 3 H 2 4% 5
FOBETIE, KHOMBEFREN LA TLILBDHENT
WAOT, KHEGME) 2O L. #5MEE 52 hi) 5
(10mg# 53 2 B A 133 G- IR & 48R DL 1) 70 &R L T
H452k, b, H%5EIZI0mgE B2 22 L. [10.22:H0]

8. EELEANER

8.1 HATAILLIEAND ) R 7 %489 -0 F A DG % BlG T
DLENOIMBERDRBIZEEZ 1359 2 Lo[1.2, 2.4-2.85 1]

8.2 ABELL o DL AL FFhe (6HF LL #5535 g
S FFE) HHENC T T FAUSHE SN TV D, FRleghieic
3 B HLE & 3R A AT D 2 & R AL O R 3 FhAe ke
ZIKBRINZAR TR 9 2 L D3d B DT, FhEEDSAREE DL E R A
WKABSNHE, EHIZEMOBZIEZT5 )85k,

8.3 AFHEG I ABR MR T XIZEB R EELY D 5 b
oA, REIOIRA 2 ik L, e I REHE PR 0 252
AL BEIIEET LI L[15.1. 18]

8.4 [HRHABIIBVT, ®FVWREHREESROLNTVED
T, ¥, BB OEERE G RE 0k B x B T A BRI
FEEREDL L,

9. HEDERZHITIEBEICHTIIR

1 BIHIE - BIEESF0H D EE

9.1.1 EEDEE LRI (EH. EEDHHE. Peyroniefm)
DHZEE
MATHPNETH VA EH) BENLD 5,

9.1.2 HREEORE LD FHEB(GRRMIREED. %
FUEEEE. MRS DHDEE

9.1.3 PDESIEZAIN [ fhDFEFEBETA 2t SHDEBRE
DEFAEH OREERD 2 o

[{e]



9.1.4 HIMHERBEXILHEEEREDH S EE
n vitrod\BECT= s a7 )V K U A (NOBESH]) oI/ MR
BEHIHIE 2 505 2 L RO 5N TWwAh, HimMEE B
AR O & 5 BE KT 5 2T L T v,

9.1.5 EEFETRLEE
FIEAREOEBEZ PGS A0S ROIREEICEEZ 135 )
Zlo LMERA N MOEBRATE AT 2EEVRENEE X
b5itb,

9.1.6 O bO—ILH+HTHRLENESE
AHNOMEPLRIEFNC L 0 ME TR 4 UL ReELdH 50T
HETAZ L,

9.3 FTEeEEEEHE

9.3.1 EEDIFEEEE
BSLAVWZ L, IO 0 BHFEFHRRBECIEEA ST
%.[2.951]

9.8 EiE
— I AEFRE AN L T2 50[16.6.35 0]
10. HEEA

AFNEFICCYP3A4IC L Y RE s B,

FTV Y
[16.7.3(1) &)

EMIME kR KRZzn e
9.81lmmHg M °5.33mmHg
THT 2 L OMERDH 59,
F72. oERHF L OB TR
MEEOIER A MEART %
LI DHEDVD L,

[ 541)
TLrOYE Y
A h7oua—)
577V
TN Y

T VAT vy v DEREE
P CEA L2 H)) & o bt
W& D EHATE) T IR
JE K OB i 3o K2 4
2 N8mmHg & M4mmHg T
M9 2 L ot e 57,

EHE FRARAEIR - #5877 8% W - falaA T
alE A FEH vy LRI X ARANT ML RSE
R AN Y« SZALIUHR U I K 0N IS & B BRI

EET L0, B
SRS (O]
ZHRTbBTh
NdHb,

10.1 HARRUHALLEWVWI L)

A FRARAEIR - $5 1878k W - el T
TR ONOHES-&]  |BEAIC £ 0 BEESEH 2 B NO X cGMP @ jE
—tarkyy |\ FLLOHENHLVY, L. —

WAEEE T I v
TEEE AV VVE R
—ag YNV
[1.1. 2.22MH]

Jiv AH 1ZcGMP
D5 B 5
ZENL, WHO
BERIZ X ) cGMP
DR ENT D

NO® Fi J£ 1E H A%

R %
SGCHIlH) BERIZ & Dy MM T 2R (B X D Ml
VAL 7T MNTTFATBENDED 5, NcGMPit: i At 1
ISA) L. g

[2.32H]

DS 7 X d
BT BEND D %

10.2 HAER(HAICERT S L)

R E BRAAER - 3518 5% W - fERE T
CYP3A4pHEH] SE\CYP3A4FHENE 2 A 3 |CYP3A4BH % 12 &
FhaFs—u L baF = VDAL, |22 )T TV AD

A NZ7a+v—)
7o) AavA sy
T7 7L E)
JLV—=T 7)==
T a— A

[7.. 16.7.1ZH]

E WK DI X
D, AKFH DAUCK UCuauh?
312% K% UN22% 83 % & @
WD DY,

HIV 7 v 77— HEH
) FFEL

JhFELEDBRIZEY .,
AH DAUCH124%H4 14 %

Ao

4 vIFEL LOWEND B,
XN
5V F BV EE

[16.7.22]

CYP3A4:%:EH] V77 Yy O HIZ X |CYP3A4FHEIZ X
V77 ¥y D, KFH DAUCK OCuu?i| B2 )T 5 Y AD
Jr= MV Z A EN8R% S UN6%ME T 3 (XN

T/ N)VEF — LA

L OWENH LY,

V) F R BEFIC X0 B A 9
kLTS v LBENDND D, NO% 4 L 7z 1l %&
bR 1 % MR
bLBENDED D,
NVAYTT b FEMEVEIGILE % 2 = 3 8 2 41 | # I N cGMPi#: 1%
W bo HELEORRYEL G| DL, BEME
Btk T cE B L. GE L HARMT 282
LU EELVEHW SN D B,
BIZORPEHTHZ &,
1. BlfER

ROBWER DS 5oL Z E0HLDT, Bz 451247\,
FEEHDRRD N2 EIIT G- 2 R IET 5 7 Y] 22 L & 4T
Ik,
1.1 EXFEWER
11.1.1 BBUYE GHEAH)
5. EMIE. BEEFIE, RIBYER RS %,
BRSNS 5D T L DD b,
11.2 Z0fthDEITER

Stevens—Johnsonie

1%L L 0.2~ 1%Ai 0. 2% i BHEANH
SR | EIAL BiE, 13TH I JLsR, L B AR
e/ )N ] NN
i kD E. |22 AR BEED
BHONR. I\ b, R ST
£, RIE PEAR I
R TR, Wo T, |F e, #H15E E aEZL,
MR o> FL5 & o L R
OB m. o FR|HE R ER IR PR
W, RS BE|ZE. JE B IR
Fe dfil. W | 2% M D R
Ei= N T A N1
W2 Ve G REE TP, MR
. HRIGIERR  |BhIRPAZE.
L S
IRk A HE
HALER  [THACANEL | B RE SR, TG, | BRI B | A A
Ol Mk R, k.
JBLOF ORI TN R ORE IR, e
JE. Bk, MR, JE | TR
s () APk
JFF I it #% fik % % (AST|ALPL5-
&, ALT L #.
y-GTP LA % &)
ik R RN
SREEAE 5
s | ERE. | BIERRE. AR (| WA E.
fide. PUDGHD . B [T B
JEcs
R - FE | SE BHF G, BRIREES (SR, IR, (A D
ER AN, FUERE | RE SR
WABR - AN PR R e, | R E
i T OH g, A M| R OILE
L %\ ghite
WP g | SR Bge, BIERPED o dn | W R, WA | S i, TR
B
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1%L 1 0.2~1%#if 0. 2% i A
Z O iz o7, MEJTAE. R |BVE. R R
. RE BN, MR E, RS S
hN HE, 1138

HED NS DT E A & DIEBIDARHTE 51 7 & L M R 5 0 fa b ]
FEEHLTWAZEDPHEINTBYD., INOOFRBAH], HAT
BIZBEZEFLRA S5 L T2 G R E O fEk N1 1K L
THERBELEDOLZON, LiE, INSOEROMATIZL DL
7O DHONEHRETH I LIETERVJ(1.221]]

1#2)[15.1.128]

13. BERS

13.1 L&

BENZMEE IRV, BB, BENICLL20T7 7 v ZADfE
HEIZHIFFTE v,

14. BRALDEE

14.1 FERIZMHIFOER

14.1.1 PTPAZEOHEHIZPTPY — b 258 L TIRHT 5 &
IRESTH T L, PTPY — PORREKIZ L D . WAL
AT A L, 21389l % B 2 L CHERR IR 5 0 B 7 6k
FERBERT 2 E0d b,

14.1.2 AHNIF 512368 T THAMED RO 5N TWDHEZ & h
5910 2D IZ LI OV T HRET A 2 b,

14.1.3 AR EHOFIIZ Db 5 THETE 5,[16.2. 12 1]

14.7.4 ARFNNI AT BGE % B CRIR 1L 2 o

15. ZDthDFER

15.1 ERARERICE S EHR

15.1.1 A & O R FEBELRIEIHS T2 WA, FHEIZBWTAR

#) % & L PDESKLERF G- H12, Fhuc, KT L
DIFEHE & 72 0 9 2 IEBNR 24 5 0 1 i A 4 (NATON) @
BHPREEI N TWLY, ZhH0EEDNL {1X. NAIOND
B K LR (B0RE LA 1) o HEIRIG. fIE. EEIREEE. &
FRIMAE., BUHEEE] 24 LTz,
AENC BT, NAIONAZ 83 L 72455 D Lo B HE /G & L
THEM S N7 HOHIRIFZE Tk, PDESIER] OS5 5 2k
3 (Trz) OSREDOMBN(Y 75 7 4 VO¥EFI4H LIAIZ
L) 1Z. NAIONZEH ) A 7 H3H926512 7% 5 2 L i ST
W59, [8.3. 11.22H]

15.1.2 A & O R FEBELRIEIHS T2 WA, FHEIZBWTAR
# % & L PDESKHERIF: 5712, TS, EEEED I A
%:ég ﬂ“(b‘ém‘ 15>o

15.1.3 A & O R FEBLRIIIHS T2 WAS, FHEIZBWTAR
#) % & L PDESKHER T 5-212. Fhs, BWATEIMET ik
ERMHEITHE I N TWDE, TNOSDOEBETIE, HIED D
FVERE) Z DD,

15.1.4 7 3 — VER IR IS ARF & $5- L 72/ E O B RS R |1 2
BWT, 7o — VIR, ARH O M FREO W3 b
HAZWE L\ Rdprolzhy, T a—vaEiE(0.7g/ke) fH
L7 12 BT, O F e MR 2SS S 7190 17,

15.2 FEERPRERERICE D < 15#R
25mg/kg/day A FOHETY 5 7 4 V& {4 2123~12% AM
RS- L 2B BT, MEEROMT., M
LR, K¥E RO OB RO ST L OFED
H5. b MIBIT TR ERICH T 2 284 MET L 724 R
IRFABR D —E CTIL IR TR E DA DR STz AhS, FTE
B, WL OE ARV E S HEITVCTIOREEICBWT D
ZEALDSFRD SN Ta o 7218 19

16. ZE4)EEE

16.1 MR

16.1.1 BEigS
H AR NEREBA366112 8 %5 7 1 V5, 10, 20, 40mg™ % HL[al#k 4%
L7 &0s 557 4 VolMsEmigrEix, $50.5~4REH (Tuax H
JLfiE, 3D MY — 71 E L2t 3 L7z IR 14
~15H I TdH - 722,

1) AR B 1320mg T d B

F) R AZ Y ¥ 7 4 V5mg. 10mg. 20mg. 40mg% H[AFSG- L7z & D
MRS 55 7 4 VIR X ) 5l L 7238 Ehae N5 2 — 5

i n AUCo- Cinax Tm‘;:x‘ Tz
) (ug-h/L) (ug/L) (h) ™ (h)
5mg 23 1784(35.3) | 95.6(30.0) | 3.00(0.500~4.00) | 14.2(19.9)
10mg 23 3319(32.5) | 174(26.5) | 3.00(0.500~4.00) | 14.6(20.9)
20mg 24 5825(23.2) | 292(26.1) | 3.00(1.00~4.03) | 13.6(17.1)
40mg 23 10371(32.3) | 446(20.2) | 3.00(0.500~4.00) | 14.9(20.0)
A I (A B R %)
12) A il ($EFH)

16.1.2 REKRS
HARNERER A8 & 75 7 4 V20mg# 1 H1AI10 H ] KA 1% 5
L2l &0y 577 4 Vol hiEE, #4540 B F CIOERIREIC
FEL72, EHWIREETD Y 55 7 4 )V DAUCK U Crmaxd 340 1l #5515 & 1
%L TRI409%H I L 7220
FOMEERNIZY 557 1 V20mgw 1H1EI0H M K% G L7z & & oldEg
Y 5T 7 A VIEE L) S L2 EEE N T A — 5

. AUC Chnax Trmax Tz
ik D g™ | (gl (B )
4478 339 3.00
1A A ) (16.3) (1.00~4.00)
6430 46170 3.00 14.5
101 17 (18.7) (18.4) (2.00~4.00) (17.9)

ST (T RE%)

FE3) F4 51 R ] (2415 1) C 0D LT Fh S i FE TR

TE4) kA ()

1E5) B B B MV ] (241 ) T O M3 b 3 BE T Thi %

TE6) i RBEIC B 2 A s ST vh g e

16.1.3 E£YMFHIEIE MR

(F557T 1 )LEE1I0mgCIMT D1 1)
5 %557 4 )VEEI0mgCI[ %7 4 | & 3 7 1) ZA$E10mg % HEHE A B T-12
FhENEE (S 5T 7 4 )V & L CTl0mg) ZEME K R T G-(7 0 A
F—N—=E) L, MY 75 7 4 VIEEEZHE L. BN E)
RE/$5 X — % (AUC, Cmax) |22\ T90% {2 HH X R 2 1 TREFHIRAT 2
1T o 72455, 1og(0.80) ~log(1.25) DFPHNTSH V) . WiH] D 424119 A
SNSRI,

#3) FHH Gz G RO FWBEE ST A — ¥

Cmax Tmax Tz AUCo-720r
(ng/mL) (hr) (hr) (ng-hr/mL)
5 ¥ T 7 4
10meCIr4 7 1 | 192.7+51.4 1.9%1.5 16.4+4.8 3437+1153
271 A§E10mg 187.0%55.3 2.5+1.9 15.5+3.4 3286+ 724

(Mean=S. D., n=16)

250 e 5557 LEELIONECLTH T A |
i --0-- 7 1) Z§E10mg
g 200 Mean=S. D. (n=16)
5
7150
=
7
1
A
}é ““““
s ‘
(ng/mL) S0 '&&%\1
1 1 1 { 1 § 1 gﬁ;
0 2 3 4 6 8 12 24 48 72
01703505 2154 DR (hr)

(F5F57T 1 )Lig20meCIMd o1 1)
5557 4 VEE20mgCI 7 4 | & 27 ) A5E20mg % B AP 112
FNENE(F ¥ 7 4 )V & L T20mg) 22 A& % 5-(7 1 &
TN L. MRS 55 7 4 VIEEZNE L. SN 3E)
HE/X 9 A — & (AUC, Cmax) 122\ T90 % [E M X [ 12 CTHRFHENT %2
1To 72455, 1og(0.80) ~log(1.25) DFPHNTH V) . MiH] D A4 W21 6]
VDR S 2P
Fed) ZBHN $Ed SR O HY BEE/ ST A — %

Cmax Tmax Tz AUCo-720r
(ng/mL) (hr) (hr) (ng-hr/mL)
¥y 57 7 40§
20meCI 47 1 | 333.1+106.7 2.6%1.3 17.0%£4.0 73291963
27 1) A§E20mg 359.3+ 86.1 2.8%0.9 17.3+4.6 7464 +1768

(Mean=S. D., n=16)




450r e 5557 1 L AE20gCI T 1 )
1fi. T 7 --0-- 7Y Z§E20mg
%E 360 - LT Mean+S.D. (n=16)
A
9270
=
7o\ T T
Rt 1 A ——
~
(ng/mL) 0 \5\1

P 5% OWER (hr)
MR 5 NIZAUC, Cmax®0/85 4 — %13, WEREORIN, 1k
WOBRILANEL - BEH S O REREAFIC & o TR TR S 5,

16.2 MRUR

16.2.1 REOXE
HERHERALSBINC & 75 7 1 )v20mg % £t (BRI £ AL 225 i 2 H [m]
OG- L7728 &, AUCoo M U Cmadl |2 HIEIC X 2B I3FD 5
Nl hro 722 (MEINTF— ). [14.1.358]

16.3 £

16.3.1 MRFEHES
7557 4 )V DI &R ERI1394% (n vitro « FEENTTE) TH
N FLZTIVTI VR OaBIEEA EEET Y,

16.4 {4
TR NGB 12MC-% 45 7 4 V100mgtl & B % G- L 72 & X
MR FEICE T T T A VKB R A F VA TI— VT Vs
RN RO bz, RO X F VAT I =KX FVH T
I— V7V a Y EAEERD10%ETTH - 7208 PHEAT—5),

16.5 HEitt
HEHERLAN6BIIZMC-% 45 7 4 )V 100mg™ % B 1% G- Lz L &,
He G- 1231285 ] F T O HETHRERIER X I 160.5%. JRT36.1%TH -
Fro BAMICIETICAF NN T I — K, B 53— VR, JRFICIEE
AT VI Ta— 7V raryBRaaghRrOhra—vrvra g
FEEDED 5N (WEATF—5),

16.6 HEDEREFIDEE

16.6.1 BEZEEE

MBENUPEEBREZSEE
Tl HE e AN 1201, % R R I 5 2R (CLer=51~80mL/min) 86, & &
[ 5 8 % (CLer=31~50mL/min) 86112 ¥ 5 7 1 5mgk (F10mg % H.
A He G- L7z & & AUCoo M U Craxl X EEE A O Z 112 1145100% K
U°20~30%3470 L 7228 2 (JHEIAN 7 — %) o

@) MFERZEZ(FTLRRPBALEE
MEENT % 2 T 2 KINBEA 2B EL6FIZY ¥ 7 1 bbmg. 10mg
T U0S20mg % HEARRI#% G- L7z & & AUCo-o % U Crnax | I AERERLA O Z 11
ZIRI109% K U 419%38 I L 722 (HELN T — %) 6

16.6.2 FFEZEEE
TERE RSB K OB 5 R E 25615712 & 475 7 4 )L 10mg % Hi a1
H L7z 8 &, BRENFRE%E B (Child-Pugh class A) & H&E JiFRE £
% (Child-Pugh class B) ® AUCo-« 3 fEHE A & 1T IZERETDH - 722 (4
FEIANTF—%),

TET) BRI S (R BG T ASRED & 7z B ) o n = 8% FE T 5 (Child-Pugh class
A). nz)8:||'%1EH—T~K$%<Child—Pugh class B). n= 8 iTFii % (Child-Pugh
class C). n=1,

16.6.3 =&
Tl e 15 i o 12081 (65~ 7875k ) T OV B 45 47 #1261 (19~457%) 12 % 5
7 4 V10mgx HIAEIHES L72 & &, ConldEH & HEH & TIEIT
[k TdH > 7205, BEiliE DAUCH« X5 EH 12 H_25%E T -
72230 (LE N T — %) . [9.85 1]
#5) EilnE B OHAEEICY ¥ T 7 4 V10mgk HIEKG Lok S oMy 5
T T A VIR LR LS EEE N T 2 — 5

0 AUCo Cmax Tinax Tz
(ug-h/L) (ug/L) (h) ™ (h)
i 12 4881(31.7) | 196(26.9) | 2.00(1.00~4.00) | 21.6(39.0)
HiEE 12 3896(42.6) | 183(25.5) | 2.50(1.00~6.00) | 16.9(29.1)
SART P M (B AR %0%)
14:8) FhJufi (FEBH)

16.7 ZEYEEIER

16.7.1 #O4 baFV—)L
FEHERLAL2BIZ 7 b 39— b400me (1 H LEFE 135, EINRFETE
EHF T T 4 W 20megxE PG Lz & 4557 4 VOAUCH= KT
Craxld ZHZN312% % U22%880m L 722 (SHEI A7 — %) o
R ALLBIC 7 b a9V —)L200mg (1 H1A#E % 5) £ ¥ 5 7 4
V0mgx BrHIEG- L7z 5. 557 4 WD AUCo-o L NCrnaxlT Z 112
N107% e OS15%35m L 729 (WHEIAN 7 — %) . [10. 220 ]

16.7.2 U RFEI
FERE L6612 ) b F EL500mg X 13600mg (1H2E) & # 45 7 1 v
20mgx PEHEG Lz & 55 7 4 )V DCraxlZ30%IE T L 72 A%,
AUCo-132%300 L 7230 (AHE N7 — % ) 5
TERERASHEIZ ) N Ev200mg (1H2[E) & % 75 7 4 )V20mg % B
HEL7bEE, 95574 VOCuunldFRETH > 72795, AUCo-13124%
BN 720 JAEA T — %) [10.22:8]

16.7.3 asBEHAHEl

M RFHYIIY
TERER N8B FF Y > 8mew WER KGR0 EEIRET, ¥
557 4 Vv20mgk HEEE G Lz & &, SEAL O G K ORsR i
O KT R 1EZ 219, 8lmmHg & ON5.33mmHg.  EAZ 0 I
B ORI 0 e KT B 12 #F L2 13.64mmHg 2 0°2. 78mmHg C
o729 2 (BHENT— %) [10.251]

@vLROVY
TERER N8B & & A1 3 2 0. dmg# AR ¥ 515 0 58 B IRHE T
% %5 7 4 V10mg X i320mg%x Hla$ G- L7z & & SEALO NG K O
PRIIMNE O K T BRI 2N 212, 3mmHg & 02 2mmHg. EAZ O YL
A K OSPERR I E 0 5 KT B 13X 2 213, 2mmHg M 3. 0mmHg
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73) EIN = SUG BRI 51 2 IEF OSSR N 2 A > 23 TIALIZSEPOE
F2RUBIZ[IE Vv EME L2EIEDONR—AF 4 Y ip b DZELE

N—=ZA T4 oD% bE
S E H et L e ¥ 5574 VEE
77 ERR Smglhf 10mghf 20mght
2.05 7.51 9.10 9.38
TEFFhetk 0.71) 0.72) 0.71) 0.71)
fER AL [F ﬁJ@l] [86] [84] [86] [86]
p11_(ﬁ7 7 RE) - <0.001 <0.001 <0.001
23 8.59 28.50 35.97 36.52
e (2.99) (3.02) (2.99) (2.99)
SEPFH#2 [86] [84] [86] [86]
- <0.001 | <0.001 | <0.001
12.29 34.31 47.26 50.80
o i (3.46) (3.49) (3.46) (3.45)
SEPHH3 1) 36) [84] 36) [86]
Dl (i 7 5 + KT - <0.001 | <0.001 | <0.001
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BEATo 70

PR R SAE BN 2576 FR 7061 (27 . 2%) W BIEH S8 Sz, £
Bl Ve T L A 2000 (11.3%) « #14L1361(5.1%) . 1T T D IBI(3.5%). M
TEAS 651 (2.3%) 55 CTdy o 726
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HRETCHER S 7z 7T R ok T R AT R P R (A A AR
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Al
N=AT 4 b OEILRE
FHME H AR L e 55574 VI
77 LR 5mglhf 10mghf 20mghf
1.03 5.02 6.79 8.94
NEFZhiet (0.30) (0.75) (0.57) (0.23)
BERAL Y [F WJM] [540] [149] [245] [1179]
pfii (&f 7 7«&‘??%*—) - <0.001 <0.001 <0.001
2.63 15.37 25.57 31.32
- (1.19) (2.94) (2.24) (0.92)
SEP{I#2 (547] [149] [247] [1192]
- <0.001 | <0.00 | <0.001
ou\ %Trlﬁfﬁ 9.08 26.46 37.48 44.26
p i (1.34) (3.29) (2.51) (1.03)
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pfti &f 75 & RHE) - <0.001 <0.001 <0.001
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{E24 : (6R,12aR)-6-(1,3-Benzodioxol-5-yl)-2-methyl-2,3,6,7,12,12a-
hexahydropyrazino[l', 21, 6]pyrido[3,4-bJindole-1,4-dione

SFR - C2HioN304

SF= : 389.40

VR, R=2 74 ViR ET
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22. 3%
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(F55T 4 LEg20meCI[ YD1 1)
PTP : 20%% (105 x 2)
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