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8 (%)
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chIR/E (§EE) 41.0 (20.0-69.0) 40.0 (19.0-68.0) 37.5 (19.0-70.0) 40.0 (19.0-70.0)
FEE 51 (%)
18- < 658 34 (94.4) 34 (97.1) 62 (93.9) 130 (94.9)
65 - <758 2 (5.6) 1 (2.9) 4 (6.1) 7 (5.1)
1R 1 (%)
i 30 (83.3) 22 (62.9) 54 (81.8) 106 (77.4)
e 6 (16.7) 13 37.1) 12 (18.2) 31 (22.6)
AT (%)
BA 27 (75.0) 23 (65.7) 39 (59.1) 89 (65.0)
2A 0 3 (8.6) 1(1.5) 4 (29)
FITA 7 (19.4) 7 (20.0) 25 (37.9) 39 (28.5)
Zft 2 (5.6) 2 (57) 1(1.5) 5 (3.6)
Eeff B (%)
;f_f“);;ﬁif 5 (13.9) 2 (57) 5 (7.6) 12 (8.8)
cELA 12.8) 1(2.9) 2 3.0) 4 (29)
SAURA 0 1(2.9) 6(9.1) 7(5.1)
BAA 2 (5.6) 2 (57) 5 (7.6) 9 (6.6)
RORK 0 0 1(1.5) 10.7)
Z0ft 28 (77.8) 29 (82.9) 47 (71.2) 104 (75.9)
42 (kg)
ToiELSD 78.2+19.02 83442473 80.7+23.06 80.8+22.44
chIR/E (56 736 (550-1263) 754 (50.8-141.0) 749 (46.3-164.9) 745 (46.3-164.9)
H&(cm)
Tei2{ELSD 163.049.01 163.9410.76 162.749.04 163.149.44
chiR/E (§EE) 1602 (151.0-190.0)  163.0 (142.0-185.3)  162.5 (139.0-189.0)  161.3 (139.0-190.0)
BMI (kg/m2)
Ti{E+SD 29.647.35 30.9+8.37 30.4+7.73 30.3+7.76
chiR/E (FGE) 285 (18.8-47.7) 29.0 (20.8-55.1) 28.8 (18.8-56.4) 28.8 (18.8-56.4)




CDEEMTNTHORIIDA YU TR 5F TOHBODRIE (&) ($47.2(2.1~286.7) hB T. 87.6%DEE N R IFH
FHDCDTHolce N—AT4 DOmMUFC (FEHEESD)1E1006.0+1589.86nmol/24hTdpt), ok fiE (85F) (§476.4 (35.6~
9611.6)nmol/24h &>z (ULN : 138nmol/24h),
95.6%DEENTNETICASHDCODEEEN D). 87.6%DEEN FEMERMZZ(FT TV, 74.5%DEENHERCE
FRINBENCT NI FV =)L AF IR ANV TU VROV VA FREDCDICH I DDEERDIRSZEZ(F T L,

BEYFIE(FAS)

A AV B
(n=36)

PAA A1t

(n=35)

CDEBBIENTHSHRADA AYUBIRSFTOHIE (R)

SUS hMeEhigh o8
(n=66)

T9{ELSD 71.4£63.54 88.3+67.46 46.5+£43.26 63.7£58.20

thR{E (EEE) 53.6 (2.1-286.7) 76.8 (2.9-277.7) 34.7 (3.0-180.6) 47.2 (2.1-286.7)
CDDIREE #1(%)

ESips 4 (11.1) 2 (5.7) 11 (16.7) 17 (12.4)

S Yk 32 (88.9) 33 (94.3) 55 (83.3) 120 (87.6)
N—2Z4>~DmUFC(nmol/24h)

T9{E+SD 890.0£1275.66 560.0+548.84 1305.8+£2012.21 1006.0£1589.86

thR{E (E5E) 457.0 (35.6-5719.5)  357.9 (67.9-2466.1)  556.9 (66.8-9611.6)  476.4 (35.6-9611.6)
CDOEEERE B (%)

=l 35 (97.2) 33 (94.3) 63 (95.5) 131 (95.6)

i 1(2.8) 2 (5.7) 3 (4.5) 6 (4.4)
TEAERRMTEE 51 (%)

a 32 (88.9) 33 (94.3) 55 (83.3) 120 (87.6)

i 4 (11.1) 2 (5.7) 11 (16.7) 17 (12.4)
TEEBSHRIRELERE § (%)

=] 6 (16.7) 5 (14.3) 11 (16.7) 22 (16.1)

i 30 (83.3) 30 (85.7) 55 (83.3) 115 (83.9)




B5 PR R f&

(3) Bz

W [EZEHEIEE] RWHIE TH (34:80F) DR =3 (REENSHFTIER)

RWERHE T BS DT A% F A R WU B C86.1% (95%Cl : 70.50-95.33) . FSHRB ©29.4% (95%C| : 15.10-47.48)
a4 (@AIP<0.001. ERICMHIRE*) . 4 v R tl&13.71(95%Cl : 3.73-53.44) Ténofc, MAPMEN0.05 L FTHHUA v R
HDEBR T EDS, A RYUDED S ERBITN T BB RS,

#1  RWH Q6BISLUE) (CPIER (BB U BEZIEMH L UIIBE DR RE
*2 ERIETF : [SE2HHETHEDA YUY DR (5mgZ 1 820U T/#8) IR UT NEFREHRIRGHEEE (351 /130) |

RWHRE TR DT RMER

[—1 [—]
%) Fw AL 13.71(95%Cl: 3.73-53.44) m§§§7j$d)¢§
100 ‘ p<0.001 WUTOIRCERITEEDEE
86.1% © RWERHE T B (34388F) DmUFCHULN* LT
80 o RWHAIChIELTgEHh T
o RWHAThIC, 265BB5CRES NI-FABEIBR
| TLEL
= RWER (26:885 LR (ChIE R (3B L B
% BB ELI
7 29.4%
. (o)
*ULN : 138nmol/24h
20
o
A RAYUYE FSEREE
(n=36) (n=34) BTSSR RAS

B [FEREIXFHEIEE] 248072 RHE"

24BIEDTTETMEE52.6%(95%Cl 1 43.9-61.1) TH . 95%CID TFRAEIBEELI30% L ETH o1,
*3 1 2BELRCEEUCBE EREDPIE LIS DREENE

o 24BIFDTEEZNE
100 REBNEOES
[:os%c LUTOmA RS BEDIE
80 0 24BEEDMUFCHULN* LT
O 2HA (13~24:88) DA AVUSDHEH.
52.6% 55150 (1 2885) [CRES U REABITL
Zy A
1 2BB LR IR U B s e hle Ul

e

ESJ(E]
(30%) %ULN : 138nmol/24h

(n=137) RIS - FAS




W [BIRFHEEE] =30 ERNE. B0 RE, £RF)

SEEIHAICH B2 EN RS 2BH T5.4% (RLEMHT1.5%. BHEHT13.9%) . 24 B T2.5% (REEMHH
67.9%. BBHENE14.6%) . 48BI T75.9% (RLEMNH66.4%. BHEHHI.5%) . RISTHER T82.5% (R =M E
62.8%. BEDZEHZ19.7%) TH oI,

o SHBFEARI DR
100 ‘ ) SENEOEH
L_BresSvEd
85.4% 82.5% W % ZNZNUTOREICHZLUBEDEE
80— F2ZEMH : MUFCHULNHUT
BHEWH  RLEWHICHEE T mUFCH
= 60— R—254UDS50% HET
£ 2EIH)  RLEWHIHEBSE6
gl
*ULN : 138nmol/24h
20
O 1

12i80% 24;88F A8;88F i
(n=137) (n=137) (n=137) (h=137)  @mirns FAS

N [EIREHEIER] #¥IE05EERME TORE

AR PSR R TN EFOCREDEIG(E£96.4% (132/1378) THofc. Fo . ¥IEDTERTNERFDE CORBDHRE(S
41.08(95%Cl : 30.0-42.0) Tdhrolz.

Kaplan-MeierEZ THE U IDDFRE =M FE TOIF™E

(%)

100 — {
90+
80—
70 56500 |
24k (n=137) —
% 60 thifE 41.08
(o) - _,
§ 50 (95%Cl:30.0-42.0)
Zh
£ 40
30
20
10+
O,
I I I I I I I I I I I I 1
0 14 28 42 56 70 84 98 112 126 140 154 168 (H)
#risk, #event 1370 118,18 85,51 55,80 33,102 14,121 9,125 5,128 2,131 1132 1,132 1,132 0,132
FBITIRFAS
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B5 PR R f&

B [BIREHEBIEE] mUFCOERBIUN—RS1 D5 DE(LE

MUFC (FE9B£SD) [IN—RA54 > T1006.0£1589.86nmol/24h, 1288 ¢98.3+£120.30nmol/24h. 24885 T153.2+
311.13nmol/24h. 48BF;¢83.0+75.20nmol/24h., &#&FHIEF T267.7+647.09nmol/24hT&H I R=A5 A VD5 DE
B3 (PRMB) (F12)B85CT-84.1%. 24885 C-82.3%. 48K C-87.9%. &i&FHiIF C-78.8% Cdh Tz,
RWERREIAES (26:88%) ([CHIFDMUFC (FIMELSD) 31 XY UHTEET70.9+£45.53nmol/24h, S ERET79.1£57.90
nmol/24hTd& Y. RWEIE TS (34188S) Tl XY UT B T80.8+102.43nmol/24h, S ERET191.3£172.68

nmol/24hC&oTc.
MUFCOD#FE
(nmol/24h)
1600
1400 RWH - ARVUYE
] -~ SSUREE
1200i B DN | ray gV=N )oY fus 3
m 1000 - =Mk
ng 8004 F9ME+SE
C 600+
400
2004 A _
—+ 1 1 1 1 1 1 1
@) 0 2 4 6 8 10 12 16 20
A2AYVUTEE 36 35 34 32 36 35 33 35 36 36 36 36 36 36 36 36 36 36 34
FSREE 35 35 34 34 35 35 34 34 34 35 34 34 33 33 34 34 33 33 32
SySIkEnBhoRE 66 65 63 59 59 60 58 56 54 54 49 0 46 0 46 45 46 45 42 IR FAS
ESS 137 135 131 125 130 130 125 125 124 125 119 70 115 69 116 115 15 114 108
(nmol/24h)
300
- A RVUTE
- SRR
74 E_
200 % I FfE+SE
m
‘lﬂ 7777777777777777777777777777777777777777777777777777777777777777777777777777 I ULN
C (138nmol/24h)
100 D
- b
0~— T T T T
26 28 30 32 34 ()
ARVUSEBIE) 35 35 35 34 34
FStEE (BIE) 33 32 29 24 23 TR 1 RAS
MUFCBELUR—RS A DS DE(LER MUFCOXR—Z 54 VDS DZE(LER (hR{E)
mUEC (nmol/24h) N=ZSAVH5D (%) 12;80F 24:88F A8EHF = rsadlilis
B{LRODRIE 1
FfELSD PR ($B0H) (536) (%) ~
R—25( 1006.0 476.4 ~ | -20
(n=137) +1589.86  (35.6~9611.6) ;5‘
123805 98.3 62.5 -84.1 A 40
(n=125) +120.30 (5.3~1006.2) (-99.8~23.0) 7;
24885 153.2 75.5 -82.3 5 60
(n=125) +311.13 (5.6~2511.6) (-99.4~339.5) %)C
48iBH 83.0 63.3 -87.9 £ s
(n=108) +75.20 (8.2~514.6) (-99.6~105.7) = -84.1% -82.3% : -78.8%
el 267.7 90.9 -78.8 100 -87.9% shfE
(n=137) +647.09 (6.7~5422.4) (-99.9~339.5) IR FAS
BRATIISR © FAS




B [BIREHEIEE] MiEPIILF YV —-ILREDHEBNRUN—-R5/4 V5 DE(LE

MEPIILFV—IVRE (FHIHELSD) [FR—XF541>T630.2+£248.87nmol/L. 12865 T313.4+157.46nmol/L, 24885 T
323.3+£146.79nmol/L. 48885 C304.2+£134.43nmol/LTH o1z, 4A8EEFICHIFRMEPIILFV—ILBED NS5/
hoDZE(EER (HHELSD) 1-44.9+29.31%CTH ol

MEPIILF YV —IViREDHTRE

(nmol/L)
750
RWEHA -— ARAVUYEF
700 -~ SSUME
m 6504 -~ SUFLMEINIBhorcEE
5q§: 600 4 - 2%
3 550 FIfELSE
%
9)" 500+
o
| 450+
}nl:{ 400
=
E 350
300+
250 -1 | | | | | L L
(%0 0O 2 4 6 8 10 12 16 20 24 26 28 30 32 34 36 40 44 48 (@)
A VUG 35 33 36 32 36 34 34 36 35 36 36 34 34 36 36 36 36 36 35
FPSERE 35 35 33 33 33 34 33 33 33 34 33 34 34 33 33 34 33 33 33
SYIMEENBh R 64 64 60 61 61 60 58 57 54 52 48 0 46 0 45 45 45 43 43

2 134 132 129 126 130 128 125 126 122 122 117 68 114 69 114 115 114 112 m BRATNS C FAS




B5 PR R f&

B [BIREHEIEE] CDICEHET 2 0MERXEH/ NS A—IDE(LE

24 BB U488 EIFDCDICEET DDMERH /I VIA—IDR—AT A VN SDEILE (FEELSD) (&, ZREFMET
-10.0£15.74% % 0-71£16.60%. INFEHAINETC-4.1+£11.85% K 0-6.8+11.40%. ¥sREAMEC-3.8+£13.41%&0-6.6+
12.72%. hAE T-3.0£5.24% MU-4.616.72%. lAET-2.6+6.97% K% 0-4.2+7.63%. HDA1CT-4.6+8.80% K 0-5.4+
9.57 % CHofc,

IDMERH/NSA—IDR—RS51 VI SDE{LER

ZERERFIMmAE UREHAIME YhaRHAIME A& fRIE HbA1c
S%Z)) n 112 101 124 111 124 111 124 112 116 109 121 110
50+
N
A -100
=
1
,; -15.01
5
%)5 -20.0 1
£
* -25.0 W 24380%
W 4888
-30.0 - FEESD
BRITSFAS

B [EIREFHEIER] CDICHERNBERERERD IELICEEDES
CDICHRNBIRIRIER N DI B U B E DA (31 23885 C70.3%. 245885 T82.1%, 481885 T85.6% CTa51w

oy CDICHRNGERRIERN DL LEELBE RS

100 CDICH RIVRERARIEIR

EAEHLY
BHEILEIE
R

#HE L DEMILE
EENOLE =
paRivE=

chiDvd (FEER) AT
BRI (45)

(o)
82.1% 85.6%

80

70.3%

60

bRttt

40

20

12;88% 24380 A8:EF
(n=111) (n=106) (n=97) FRATSISFAS




H [EIREHEIER] BERS7 VA LDOAT7 DE(L

<TvI VT EREEQoL>

N—=2SA VNV ASAFICHIFT DT vV IEREEQOLDIE R D7 (FHELSD) (342.2+£19.07 % 1U58.2+21.17T&H >
T2 ABBEFICHIFTBRN—ASA VNS DRI DEALE (FELSD)(£14.0£16.76(95%Cl : 10.8-17.2) T minimal
important difference (MID : BRERBVICEKRDH 25/1\E1L) TH210.127% LB/ EN B BRRNICERD H D EZR U,

vV JEREQOLEEZ 7

- _ vV VI EREEQOLRA 7
R=2ZADSDE(LE
‘ 14.0(95%CI10.8-17.2) ‘ TvY VI FERBEDERICEET 5 121E8I1CD
0 - WT. SHTERI 4B DR E DR # S E N SERR
R TEHEL I
207 1 LB
2 SESKIC
407 3 B4
-%/}(a 4 HofzlTRW
3 97 5 —EomL
7
20 - $#82377:12~60
10 -
O,
N—RSAY A8iEEE
(n=137) (n=110) A

Ty VI FERBEDIERICESET 512186

1. EEERICRIREN %2 (RPICEE 5. RO DICH-N NN BRE) 7. RRUCFDARDEHRICIRD
2. HEEEEENBVKSBREH N DD 8. HHUIE RO RANCESITENH e &S
3. EAEBF TICHRER YD D 9. MRIDICHICHARTFEN PRIBDEEN ZHESHDMENEH TS
4. HIHTEPITL 10. RSB PR EDBHDEB CHEZRIFLTNS
5. RIS RRT D DRI U WRIEOIEN TS M. YMEERABDHHETSHS
6. BENBRIRIAZHNEY 12. FEROERNDECCTH D
<EQ-5D*'>

N—=254 > (1376) U 483885 (1104 [CHIFBEQ-5D-5LD R A7 (F5E£SD) F0.7+£0.26 % 1U0.8+0.21 TH W, 4858
BICBIIFDIR—RSA VD SDZE(LE (FHELSD)1$0.1£0.2(95%Cl : 0.0-0.1) Tl
N—=254 > (1364)) U 48885 (10941) [(CHIFBEQ-5D VASOZ A7 (F3E+SD) (F61.8+19.36 K 0U72.7+17.90TH

D ABBEICHITEIN—ATA U NODRIEE (FEELSD)(39.8£17.24(95%Cl : 6.6-13.1) T ol
1 BEATHER | FAS (ERRIEICRIE T 55 EE MERIE (EQ-5D-51) &Visual Analogue Scale (VAS) THRBI 1, BRI IR B SN (RRBEL. v oRIRE, chiZiife. SRR,
TERL/VEL) THHEL, VASTIE0 (BXSNZBOBUEER) ~ 100 (ZX5N 2RO RV IR THRHELL

<BDI-II*2>

N—R54 > (13761) RU485885 (11061) (CHB1FBBDI-DFZ 7 (F1IELSD) (£16.8+£10.59K% U 10.7+10.66 T,
48BEFCHITBDN—R 54 O DE{LER (FFELSD) (F-30.8470.28% (95%Cl : -44.3--17.4) TH oz,

#2 BITIR FAS S ORO—REVBRAERZSFEY 221 HE RSN, SR BRIDBERZBE 1 488 (0 (2 <L) ~3] THHBLIC.




B5 PR R f&

(4) ==t

BIFERFIREIL92.7% (127/1376)) TH') . TIRBINER (IR 15%LU L) (FBIBHEER 2. BD28.5% (F391) & 5523.4%
(326) . 7)WL F DA RRZHEE19.7% (2741) . M I)LF ISOE/1EA019.0% (2641) . HEIIAE16.8% (236) THhofz.
Grade 3XIFADBIERAFIRZE(E33.6%(46/1374) TH ., F1FHD (FEIREKIRL L) (FBIMEC.6% (96) . BIBEHKERE
4.4% (661) . 7' )L 33)LF A RRZAES.6% (561) THofc,

BEEFBEIERDREITRE16.8%(23/1374) THW. E2HD (2FILL L) FBIBHKEER 2 (8F) . 24BIB KB = (461).
TEAER. RIEO NEFES. SSoR@REE. 7))L F I RRZIE (B 261) Tholc.
BESPIEICESTCRIERDFRIRERF13.1%(18/1374l) TH Y, F13HD 2BILL L) [FEIB#AERZE (54) RO T EAFESR
(41) . TEHREE (261) THol.

FETBIE26) (BREEZ. DA E &16) [CERHSNIch BEELEERUE BTSN,

FIREEA (FIRES%LLE) GRERIE TH)

21{F (n=137)
£Grade Grade 3/4
n (%) n (%)
&5t 127 (92.7) 46 (33.6)

BBt E 39 (28.5) 6 (4.4)
=D 39 (28.5) 2 (1.5)
=5 32 (23.4) 3(2.2)
AT F A RREIE 27 (19.7) 5 (3.6)
meh3)LF IO /BN 26 (19.0) 0
BIIRE 23 (16.8) 0
Gt 17 (12.4) 2 (1.5)
MIVEVEERSR 17 (12.4) 0
RAETE 15 (10.9) 3(2.2)
M AR OVEN 15 (10.9) 0
BUEIR 14 (10.2) 0
€t 14 (10.2) 3(2.2)
I 12 (8.8) 0
FEESHF N 12 (8.8) 0
{EAHUD LMEE 12 (8.8) 3(2.2)
BRI EF 11 (8.0) 0
SmE 11 (8.0) 9 (6.6)
{RIME 11 (8.0) 0
FROpEERE D)L F V' — Ui 10 (7.3) 0
RIS ZEE 10 (7.3) 0
FAPNTE 9 (6.6) 0
FEHE 9 (6.6) 1 (0.7)
THI 8 (5.8) 0
RO T EAFES 8 (5.8) 3(2.2)
B 7 (5.1) 0
ZSFERE 7 (5.1) 0

MedDRA version 22.1B748Hx

EEE (Grade) [FNCI-CTCAEZ4.03RICEDEGrade 1 ~4 TaHfiLIz (Grade 1: 8. Grade 2 : h&E Grade 3: 5E.Grade 4 £@ZBN I NIFETEFEEC T DEESER) .
F—EETR—DERNEHORRUIHEEE 18U TES Uz,

TSERBICS VI MESNEBED S SRR SHICRIBUCBRIFESH IS HBN I,
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B5 PR R f&

Tv V7 REBEENRE UIcAETEDIFEREHER
[EFFFH RSB IEEER (C220155%) 12

3)HWER  TvY Y IREEENG E U ERHESEIERER (C220150880) (RERESTHME R

(1) SEREl=

=| 8 JvIVIR(CD)BEEXRIC. A RYUTH DR LM, BEUROEN M ZTHH T 2.
*1 AHRCIHEOBSAO\—RESF YN PR ERL,
x4 & 18~75mDCDEE*

*2 EAEE_FRR (ULN) D 1.5(F %182 2R s 1)LV —IL (MUFC) (14BLIAICIRERUIZ 3B D 2485 E R U > 7L CORIEBEDFHIE)  E%EE T
FR(LLN) Z#8 2 B3 DIER PRI B L BERIBNLEY (ACTH) BE. RU T EAZIERE I DACTHERIC KU N/cCDEE

HERT YA Y ZhERHE. B PSR AEREE

v % ARBRIE2DD/ S MOSERE NI, &) S NI BB SIAD AL F D@ T8 .
*3 /5= N DO FRNT— 9 CHES AR OB TR AR T BRNMES I, AR BB A ML, 2B S DaME- 2o s
ST BENT) S 2EEHILI.
IN—K1(10;8R9)
ARYVUYZE2mg 1 B2ERO% S5 Uiz, AEE3 1 B2mgZzRisAEE U LIBIFUFCHAULNERBICIR2E T,
2B &1 EAZ%Z5mg. 10mg. 20mg, 50mgDIEICIEE Uz, UFCHULNSKEIC IR oI B S IF A Z HER
UCT0BRETIRES T 2L MBICHUTEISICHAEREN TEDLIICUFCOEZIUVT#E2BTE
(CHABELIC. W ND DR RICEEN BB CETRVENERAX EAERMOEECESH I 2RI EREZEHKIRLC
FaICBVWCHRAZEREZT I,
IN—h2
(275D
- FASEEH (1;8~10:86F : 10:8/)
BIHEEIR—NOBETERYD BB/ N\ —NM TEYN TH > IcAELBD 1EREEVEEZ. ik
M—RSDEETIFARYUT2mg X (F5mg ZIsFEE LT T1B2085 Uiz, 2D 2B EICAIELE
UFCY[CEDE TASLAILT DL,

RELANIL(1ORE)

Tmg.2mg.5mg. 10mg. 20mg. 30mg

#4 N—MZT T U UFCHULNZBR ILEEDS S, /N — R 2CERS N BEH

#5 JN—R2D\SDFHRBE

#6 N—2 54 VOMUFCHULND3BEZBZ 2EEDBIILFV—/VIMEREF5mg 1B20%BAEELC
*7 BRRFEERERE CRIE

« 7 HADIZSHA (10:8+#8~22:80 : 12;:8R7)
HAEiEH CRESNIEHE T VU S EikER S Uic,

(ERDHtHHED

« #i%EHA1 (22:8i#E~7 0:80s : 4858[])

J7HE TSSO IEREE(ICZS U WERE 3 eBRIBIEM DI C L EROMIGHICBTZ 8L U,
UFCRUBEMRICE D= AEMBHEEKRICREREZT o,

* {%EHA2 (70:Bi#E~ : {ER DHARY)

PIFREAECEE UV EE(E BRBRIBLEM O HIM (C R URHA2 (CBITZTlREE Ufc, UFCR U BB MHICE
D& REFIEHLERICREREZIT o1,




FomEE AU
[(EEFHEEE]
® 0Bl DEFNE
(B REFEEE]
© 22 BI DEEWE
o MUFCOER 18&
zeH
O HESBR. BRRE. NAIILT AV DEX

8 W 5t B FEFHBBEEOENIF/ S—N DOPASSEHENREUR,
N—=2T4 VEE10BIFOMUFCZPaired-&EZ BV T B Z 1T o1z, 108 DEE=NENVZDI5%CI
ZIEE_IBREZAWVWCER U,
*8 FHBABERUFCT—5 (R— 25 & | OB DM R T4 B R Y > 7L 2EL_ EDRIE) MESNz2 TDES
N—HM
FEFHEHIER
20U—=VIH R—2R5A Y PR B4y a7
A AYUY
(&)
| | | | | |
(-2:Bm~-648) -2 0 2 4 6 8 10 12
p) N S
n=12 2iBT &1 EABEE5mg. 10mg. 20mg. 50mgDIEIcIEE*
* RPBEEETILF Y — I (UFQ) PULNSBIC/R B TR aTEEE L,
ULNSRIBICB TR B R AHESL. 108 E ciB 5 U,
JS—M %5 T U UFCHULNERBZ f= B 4%
IN—B2 GBEFAE IR—R) NEERU,
IN—R2
BIREHEES
a8 ER DT
RIU—ZVTH N—=2SAVH FSEEH J7 DR SH piuso-GH| HikisTHA2
A AYUY
(&)
| I e e | |
(-748) -2 0 2 3 4 5 6 7 8 9 10 22 70

FRSMEHTRE L
i

FAREER L EIRRIC
SR

B IR—h N—MZERIC 2BTEICIRELAIV S OHE
n=4 REUFHE* {1mg. 2mg. 5mg. 10mg. 20mg, 30mg:1H2E)

* N—NTHEWTHOICABLU B TERBEVAR

AIU—=VTH

PEARIR—b 2mgX[$5mg 2BTEIC1HELAIV S DS FSMEHTRE U FASEEHAEERRIC
n=15 (182@)* (1mg. 2mg, 5mg. 10mg. 20mg, 30mg:182[@) HAE S

* R=254 YOMUFCHULND 3BEZ B BEEDE I/ TV —IVMERS(F5mg 1H207ZFHBAEE L
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B5 PR R f&

(2) BEER

IN—B1 TOFHEDPRIE (EH) [$39.0 (25~55)iF% CHofc. LHN'66.7%. BHN'33.3% TH . £ TOEENBATH>
o BMIDTRIRYE (E0[) [332.47 (23.8~48.7) kg/m? T o1z,
IN—R2TOFEDPRIE (H) (£36.0(25~52) T MRIELZIENT3.7%. BHEN26.3% THofc. AMERITIFEAN
78.9%. 77 Ah*15.8% Cdnolc. BMIDDRR(E (#f) [528.90(23.06~47.54) kg/m> T o,

AO#REH R4
JS—M1 IN—h2
(n=12) (n=19)
& (%)
FAELSD 39.0+£10.31 36.8+£8.35
thiR{iE (EEH) 39.0 (25-55) 36.0 (25.0-52.0)
FHE Bl (%)
<65i% 19 (100)
PRI 51 (%)
i 8 (66.7) 14 (73.7)
St 4 (33.3) 5 (26.3)
NIE 611(%)
BA 12 (100) 15 (78.9)
2A 0 1 (5.3)
TIT AN 0 3 (15.8)
K& 51(%)
ERINZWIRIGEST VT XRUANUN 0 19 (100)
RERK 1(8.3) 0
ZDfth 11 (91.7) 0
A5 (kg)
FEi5{E+SD 95.61£30.949 85.1+23.96
thiR{E (F5H) 82.10 (61.0-150.0) 75.8 (61.9-139.0)
&R (cm)
FHEESD 166.8+7.68 166.03+13.336
tho{iE (£ ) 166.1 (155-178) 163.40 (147.32-192.00)
BMI (kg/m2)
FE15{E+SD 33.82+8.535 30.74£6.959

thiR(E (FEE)

32.47 (23.8-48.7)

28.90 (23.06-47.54)




IN—=R2[CHENT. COEZIIETNTHSRADA AV U TR SE TORBOHRIE (EF) (370.2(12.2-155.2) nhHT. £ TDE
ENFRHRNEFEFEDCDTHofco N—RA 54 DmUFC (FELSD) (#1370.65+2733.512nmol/24h T4 BpR1E (&3
) 13404.97(141.72-10646.60) nmol/ 24h T&Hofc. £EBE CTNE TICASH DCDDBEREN ). 89.5%DEEN M E
BRI Z 21 T2 84. 2% DEENHBRICERINBDHICAF SR bV —)LEDCDICH T BithDiEEEDER 5%

SlF TV,

BN

CDEBBIENTHSHRADA AYUBIRSETOHIE (A)

IN—R2
(n=19)

F15iE+SD 78.7+42.68

thiR{iE (85 H) 70.2 (12.2-155.2)
CDDIREE 1l (%)

FnM(3ERE 19 (100)
R—254>~DmUFC (nmol/24h)

FE5{EXSD 1370.65+2733.512

thiR{iE (EEEH) 404.97 (141.72-10646.60)
mUFC $1 (%)

>1.5ULN=3ULN 9 (47.4)

>3ULN 9 (47.4)

BH 1 (5.3)
TEAERRITEE 51 (%)

=] 17 (89.5)

i 2 (10.5)
TG EREE 6 (%)

L 19 (100)
EWIBBEIE B (%)

=) 16 (84.2)

i3 3 (15.8)




B5 PR R f&

()B4
IN—R1

B [FEFHEEE] 10:BIF02=3E
LIPSO/ IBITEH oIz N—2 54 VIS T 51 0BEDOMUFCORMATILIF0.103 (95%C1:0.047-0.226) TEHoIz.

N—R54 VY RU10BEFTOMUFCLT T2 =M EIEL

R—254> 108
(n=9) (n=9)
UFC
Ei9E 390 39.7
AATI9E 275 28.3
R—=R 54 VI[CxT B 10BIFOEMFIIE (95%CI) 0.103(0.047-0.226)
pfE <0.001*
== b5 9
MUFCHA'ULNEL T DA% 9
MUFCH"R—Z 54 U 1550% L HE T UTBIEL 9
FBITR - PAS
* 28 _FOpfE

B [#BhEIEERT] mUFCOH#ERS (/¥—H1)
MUFC(ULNITH B H) B ROK SICHE LIz,

mMUFCO## (ULNICXEd BEt)

ERNEDER

HUTFOWSNHODERECERAELIBEDEES
® MUFCHA'ULNIIT
® MUFCHAR—=ZZ 4 VH550% L KT

R SRV
8 .
FHIfELSE
6 -
v
L
N
El
2
e
2 -
) ULN
o T T T T T T T
RS54V 2 4 6 8 10 12 GB)
@ 12 12 12 1 12 12 1

POFATHSRE | 4 AYUDZ1 L HRSEN PDHliZ 1 QU LRI Te2TDERE

AT | PO R ER




IN—h2

N [BIREHEIRE] 2530
LEINE(F2 2B TIA78.9% (95%C| 1 54.43-93.95), 528 AF TIE56.3% (95%C! : 29.88-80.25) T&ofz. LI NHES)
EWHIFE< R TREEDHI TH I,

EFMFE SNEOTSE
o) 78.9%
100 7 1 :95%Cl SERENE mUFCD“ULNLjTtEDTC%%UD
==
56.3% N N - o N
80 BinZ=mE  me2EZWHICHZEE I . mUFCH

N=R5A4UNM550%L EETU
EREDEIG
E2ENE  RERIPIHERD=EIDEE

60

B

40

20

22;805 52588
(n=19) (n=16) BRIFIR  FAS

W [EIRSHEIEE] mUFCOER (/N—k2)

BT JIM—MIBF2MUFC (EEIELSD) (. RN—X 54 VI T397.61£175.89nmol/24h, 1088 T61.70+48.71
nmol/24h. 22885 ¢98.07£91.86nmol/24h T >le,

AR IR—BMCBIFDMUFC CEEELSD) F.R—=X 54 VBFCT1630.13+£3042.64nmol/24h, 10885 C¢63.61+£51.75
nmol/24h. 22885 ¢90.13+136.02nmol/24h T ole,

(nmol/24h) mUFCG)}E*z
2500 —
@ #K3R—bk(n=15)
2000 —- EiaR—bk (n=4)
SESfE+SE
m 1500+
U
F
C 10004
500
— o =
14 18 22 (8)
(51%%)
-0- 15 13 13 13 14 12 13 13 13 13
- 4 4 4 4 4 3 4 4 4 4

FRATXISR 1 SAS

FAS | BRSNICE2TDERE
SAS 1 A RVUTZ DL HRSENc2 TDEE
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B5 PR R f&

(4) ==t

IN—H1

BIfEARFIRZ(383.3%(10/1241) Tt E/REIMER (20%LL L) (£ 5758.3% (761) . BIDA1.7% (SB1) . T BhE#E 25.0%
(B 36l) Thofc. Grade 3DEWFAFIRERIE25.0%(3/1261) THY. &H516.7% (26) . F5ER . BIENE. [k, BhiEiE.
1528.33% (F14l) THolz. Grade 4DEHERIFERDSNIRN DT,

IN—=RCBVWCEERBRIER. RSP IECESIENER MU THIIFERD S RN of.

IN—h2

BIERFEIRRK(F94.7%(18/1961) T olz. FREIER FRIRKI0%L L) (FBIBH#AERE47.4% (9F)) . M4 I)LF IO
1#1042.1% (8) . RILEMEESR. BiD36.8% (F7#) . MhT AR TOV1E0131.6% (66) Téoiz. Grade 3L EDEIEA
FHIBR(342.1% (8f)) T, BIBHEERL. SMME10.5% (Z261) AFERA5.3% (16) TH oz,
EELEIERDFIRRE15.8%(3/19%) Tihrt). BIBHEERD10.5% (24)  DERQTIER. _EEMEIMUE. DEERIH UL
f85.3% (F14l) THolc. BEPIEICESIZEWERIFMP I/LF IO V/EN. TR BRE. HAET. BD. B25.3% (F1
) TdHore.

IN—=R2(CHENTITHAFFRDO S NIE N T,

FEISEIERA (10%LL EICFHR) (/N—H1)

2Kk (n=12)
£Grade Grade 3/4
n (%) n (%)
&st 10(83.3) 3(25.0)
b 7(58.3) 2(16.7)
i 5(41.7) 0
T 3(25.0) 0
/i i 3(25.0) 1(8.33)
KAUD LIMAE 2(16.7) 0
FEIEHFTL 2(16.7) 0
UN—E1E0 2(16.7) 0
FEEBANIRL 2(16.7) 0
RAENTE 2(16.7) 1(8.33)
BB 2(16.7) 0
&0t 2(16.7) 0

MedDRA version 14.1 BBk
EIEE (Grade) (FNCI-CTCAE 54.0hIcEDEGrade 1 ~4TaHiiU/ (Grade 1: 8E. Grade 2 : % E. Grade 3: BE.Grade 4. £HZEEN I XIFEENTEEE T DEEER),




FEZEIEMA (10%LL EICFIR) (/N—H2)

£{&(n=19)
£Grade Grade 23
n (%) n(%)

&st 18(94.7) 8(42.1)

BERET s 9(47.4) 2(10.5)

mohJLF IO 8(42.1) 0

RIVEVEER 7(36.8) 0

i 7(36.8) 0

Mg AR OVEN 6(31.6) 0

"’ 5(26.3) 0

EBIRE 4(21.1) 0

T 3(15.8) 0

B 2(10.5) 0

GEEES 2(10.5) 0

SRS ERE 2(10.5) 0

SmE 2(10.5) 2(10.5)

ZERE 2(10.5)

{EAVUD LI 2(10.5)

SRR 2(10.5)

FERL 2(10.5) 1(5.3)

MedDRA version 22.1 B458
HEE (Grade) (FNCI-CTCAEZE4.03MICEDEGrade 1 ~4 TsHiiLz (Grade 1 : 82, Grade 2 %E. Grade 3: BE.Grade 4 : £@®ZEEN I XFFEREEE T DEEER)
B—DEEHNE—DEREEHNDEEE CRIBLUCSE . RBGrade T1HIl&LTEST Uz,




B5 PR R f&

Tvo VI EEBEEENREVICRAETHEDIEEIR R
[EIASEIHEERER (C1201515%) 14

HHWER: Ty U IEREREENREUCENSIEHER (C12015358) (AERSHhE L)

(1) SEREl=

B i)

x4 E

HBFF A
% i

@ IE B

vV IR (CD) ZRR< D Y TIERE (CS) BEZHRIC. A AYUY DR 2N BEER OB ZREY
EE:E

BAEANCSESE (CDZERL) 96

(BB BRES A, ZERTIERI B EREURILEY (ACTH) EEBE 36 ACTHIHK 4 MRS REAIGEIME
TR (AIMAH) 1411

LA, BE IFER. HEME

FEBRE2 DD/ SN UERDMBHAN SEHM S Nc, SR SHNRUERDOMERICH T BIRSHEDFH
HIELL T D@ TEH Do

SE1EA(1:B~12;805 : 12:8/) : FASESH

ARAVUSZ1 820 0% 5L 2R 1@2mgZRisAEE L. AELCEHOMER LTV —)L (R
MUFC*?) [CEDE TORE(CHS T, THELANILS DREELI,

RELANIL(10/AS)

1mg.2mg (FBAE) . 5mg. 10mg. 20mg. 30mg

HEREHEE (X548 T | S8, R548ILUE : 2BTE)

BE FOIEDIILF YV —)b (RIEmUFC) i E%EME_ERR (ULN) 8

FOMAP I FV—)L (LEmUFC) A EEBEREN T, E0)LF Y — UM PRIB SRS
DEYREDL)

e BOMBPILFU—IL (REMUFC) HESEE TR (LLN) R T3, RIFEIILF Y — L IEPE)
EHARS DRIEN Y. H DD IILFY — L (LUFmUFC) hEAEEEERID R

MEPILTV—)LDEREBEIFEHEEERHEDULN
UFCOEA(EIFT1~138nmol/24h

1 SEBEFEEEORERETAE

*2 3ED24FREZE RN 53 DDRY > FIVZFREL ., PIRIREHE TRIE

*3 10mgh'S20mg DIBE(F2BDEIRZEEL

55248 (12:8i8~48;805 : 36;8[])

A AYUSZE B TREUCHAE TR S L. L EICINU CE 1 BEEIRICAERMmN I aEE Ui,

ER DiiTHE (4888 ~7 2;8H5)

TBERIBSEEI DR SIC KRR T 1 v ZER SN EHIMTL. iR SICRIRUICBE B 28K T
BOARVITRSZRTTI D LZTREEUI,

AN

[(FEFHEEE]

o E<DEED1 2BICHIFEMUFCON—RSA VDS DZE(LER

(B REFEEE]

¢ WX (CE2RTVXR BOEWER. 2TPER) B

zeH

O HEER.BRIRE. N1 YL AV DB




Bt 5t B FEFVMHREOBEFAS“EdZNRELI,
MUFCOZE(LERUE(LEFEL DERE CECRIENICTOVMUIC, Fe. 12, 24, 48 B D RLERUE

EFEEZDISWCIEE L U,
4 FFBRICBIRSHEIE (1 RYU D) &1 B RS SNBE

B4 528 ER DG
ARAYUY AAYUY A RAYUY
n=9 n=4 n=2

&) |
0 12 48

n=2
(57)

(BRI TRICPLE) 72

*MB(CHETImg (1820) ([SHE




B5 PR R f&

(2) BEER

FHDPRAE (EH) [346.0(20.0~75.0) % T 1. RIF D7 B BHD 26T H Y BEIFETHAANTH oz BMID
ChoR{E (83 (£23.876(19.31~38.19) kg/m> T&Hofc. TREDNERISEIB IREN 5B, RFTMEACTHEERES N 361 AIMAH
M1 BITEHofc. RATEACTHEEARES 3B DB RFEERL IS HERR GRAZERAL : UE) H'1 Bl RFEBBAIREEN 26 TH o .

AORETZH4E (FAS)
i (%)
F5fExSD 51.0£18.17
thIR{E (EEE) 46.0 (20.0-75.0)
FHfE B
< 65 6
Z65/% 3
451 5l
oy 7
5 2
AE I
7IT AN 9
Ei& fl
BEA 9
BMI (kg/m2)
TF15ExSD 25.367+5.9994
choRfiE (FaE) 23.876 (19.31-38.19)
BEDAER I
BIESIRE 5
EFEACTHESRES 3
AIMAH 1




EIRRCAISHh DCSDOEYBERED ) DEE(F5H (BIBIRE 6. RFTEACTHELERES 36, AIMAHTHI) T.LITNBHXFS
RV DIRSZEZ(T TV . CSOEYBRESD D DSBINSERATMACTHEERES O 1413t FRIEBE DOARIBR. LIV RS

SFUAU/THY T LIVE YV DRSERIT TN B DAGIISCSOIERYSERIERL ThHo1z, BEHRIREC £ 26 B
N BEBRFEN DI,
&EHIE(FAS)
248 (n=9)
CSORYLEREE B
A 5
# 4
HEFBREB DN TIIRRE B
B 1
S 8
EHRIRES ARE B
A 0

= 9




B5 PR R f&

()B4
B [FEFHEIER] EcDFED12BFICHIFEMUFCORN—-RS5 1 U NSDE(LE
BB (AIMAH1 . BIBSIRABS ). RPTIEACTHEELEIER 36 DMUF COHERIE L TO5EY) T 1z,

(B2 DEEDMUFCDIHER

(nmol/24h) £E1(AIMAH) (nmol/24h) FE6 (FIBHRE)
8000 3001
7000 2501
6000
m 50001 m 2001
Y 4000 HEREY .
¢ 30001 C 100 N
2000
10004 501
0 4 8 12 16 20 24 28 32 36 40 44 43(8 0 4 8 12 16 20 24 28 32 36 40 44 48(8
B5® 2 421 B5® 4 2 00
(mg/8) % ‘% 21 (mg/B)
P
6
(nmol/24h) FE2 (BISHRAE) (nmol/24h) BE7 (EFMEACTHESER)
1400+ 12000+
1200 100004
o 1000] m 8000/
y 8007 Y 6000/
E 600{ E
1001 40004
2001\, 20007 A .
ob—2 AWt 0 _— —o
0 4 8 12 16 20 24 28 32 36 40 44 48 (@) 0 4 8 12 16 20 24 28 32 36 40 44 48 (8)
®58 4 21 12 0 2 0 B58 460 1 2 02 1 30 2
(mg/8) 0 (mg/B8) 2 0 2 3
(nmol/24h) FE3 (FIBRE) (nmol/24h) EBE8 (RFFMEACTHELER)
5004 20001
4001 15001
m B m
y Y 1000/
F 200/ F
C C
100/ \\Y/,,_, 5001
ot : : : : : : : : : : : : ok : L B : : : : : : : : :
0 4 8 12 16 20 24 28 32 36 40 44 43(8 0 4 8 12 16 20 24 28 32 36 40 44 48(8
B5E 4 5024 310 0 wEE 22 10
(mg/8) (mg/8)
(nmol/24h) FEA (FIESHRAE) (nmol/24h) BEI(EFEACTHESER)
900 80007
800 70001
700+ 60004
m 6004 m 50004
U 5001 Y 4000/
F 400 F
C 300] C 30004
2001 20004
100 1000+
O" ‘\3‘/.‘ - - - - - - - - - O‘ : - : 3 d - - : - - - -
0 4 8 12 16 20 24 28 32 36 40 44 48(8 0 4 8 12 16 20 24 28 32 36 40 44 48(8
®B58 410 4 0 w’582 42
(mg/8) (mg/8B) O
(nmol/24h) FES (FIBRE)
6001 —e— MUFC
00 ULN(138nmol/24h)
m 4001 ——— LLN(11nmol/24h)
Y 300
C 2001
100 \/.
0 4 8 12 16 20 24 28 32 36 40 44 43(8
5% 410 42 20
(mg/8) Wg 0

FRATIISR © FAS
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FE1HI(12:808%) Z5¢ 7 UIEBE 76101 2BEFCHIF2mMUFCONR—X 54 YO DZE{LERFAIMAHTBIT-99.0%. &8I B iREE
56| TZENZEN-97.8%.-94.5%.-91.5%.-81.8%.-52.6%. ZFTMACTHEEREE 161 T-99.0% T ol

F18Z5E T UIE761D1 2;BEFHCH 3D MUFCOR—RS A U SO LERUZE(LE

mUFC (nmol/24h) R=2SLUH5D R=ZSLUH5D
S ZiLE Zib*E
N=R34Y 12;86% (nmol/24h) (%)

AIMAH

=5 1 7469.0 77.1 -7391.9 -99.0
BIESIRIE

BE 2 277.9 6.2 -271.7 -97.8

53 431.8 239 -407.9 -94.5

BE 4 841.8 71.5 -770.3 -915

BES 516.0 93.9 -422.1 -81.8

BE6 298.2 141.2 -157.0 -52.6
EMMEACTHELRESR

Bz 7 10595.6 108.1 -10487.5 -99.0

TR FAS

B [EEHEEE OMHBINEET] MUFCOMBRUNR—ZS51 VD S5DE(LE

MUFCOHRIE (EF) FN—X 54> T841.80(277.9~10595.6)nmol/24h, 12885 C77.10(6.2~141.2)nmol/24h.
48B8FT511.30(67.5~955.1) THofc. 1 2B N UA8BEFICHFBMUFCON—X S5 VH S DZELEDHFRIE (E5H) (&
-94.47(-99.0~-52.6) %K 1-95.04 (-99.1~-91.0) % T&H o1z,

MUFCOD#FE
(nmol/24h)
4000
N
Fi5{E+SD
30004
U
E 2000
C
1000
—n
ULN
0 ; [ ‘ | (138nmol/24h)
0 4 8 12 24 48 (@)
B 9 8 8 7 3 2

BTN  FAS




B5 PR R f&

B [BIXEHEIRE] =3E (TERNE. SRR, 2=5=FK)

SEHBEEAICH T 22ZWHIE1 2BETCT7 /961 Ce2Z=3pBI6 5. BRDZ=HI1 1) . 2485 T3/36| Gc2Z=MhI261. BB =R
BI6l) . 4885 T2/ 26| (Se2Z=30611 6. B Z=2p616l) THor.
#1 1 0BIRBOIHBERISE T BHHIDBRUI

B iilisa R lOE1]
2458085 48580 WP DES
(=l (n=2) ZNZIUATORECT LI ES

sE2ZEfl - mUFCH'ULNLLTR

=311 7 3 2 ” - ) )
BnEanfl | R TMAICEZEE T mUFCH
SEL B 6 2 1 N—=254VN550%L LK
2Z0 R+ ER D Z=R06
R EH 1 1 1 1288 FE ClChRIE LTz 263 FEZ il & Uiz
BRATRISR - FAS

*ULN 1 138nmol/24h




(4) ==t

BIfEFFIRERI388.9% (8/941) Tapt). EFREIEA (2FILL L) 3B BHEERE£66.7% (64])  BRE33.3% 34) . 7S ZVF7=
INSURTIS—EEIN. FRNSF VBT /NS VR TS—CEIN. Y- IVIZILNS VR T T S— I SEREENR
22.2% (% 2%l) Throfc. Grade 3XIFADBIERFIRR(G44.4% (4/9%)) THY). BIBKAERS . PSS V7P /NSVRTT
S—BHEMN22.2% (E26) Y- IVIZIVNS VAT S— M, AT 0O REEREREE11.1% (B 161) THolz,
BEFBIERDREIRERIF22.2%(2/94) THW. 2B BIBHER R TH oI RSP IEICESEWERDRIREF11.1%
(1/9%1) ¢k, IRERRE M 1 Bl Tl

AREHBRICBVTIRLHIFEROSNIEN DTz,

BIER GRERIE T ES)
2 (n=9)

Grade 3/4
n (%)

I=F 8 (88.9) 4 (44.4)

S RETE 6 (66.7) 2 (22.2)
BRI 3(33.3) 0

PSZUTPE/NSVRTIS—TEIEN 2 (22.2) 2 (22.2)
FANSF VBT /NS TIS—E1EN 2 (22.2) 0

YIS ISV RTS—EEN 2 (22.2) 1 (11.1)

SBEREIER 2 (22.2)

OlERIEHFE LY 1(11.1) 0

AT O FEERAEIREE 1(1.1) 1(11.1)
S EBEES 1(1.1) 0
EZ0 10111 0
[RFEERE T MHREEERN 10111 0
75— 10111 0
M7 )VAVKRR 779 — L1800 1(1.1) 0
BAURLR 1(11.1) 0
BETTE 1(1.1) 0
=g 1(1.1) 0
EE 10111 0
BiERE 10111 0
RE 10111 0
RIS 1(11.1) 0

MedDRA version 21.1B48Hx
HEE (Grade) [FNCI-CTCAEZ4.03/ICEDEGrade 1 ~4 TsHII Lz (Grade 1 : 82, Grade 2 : &, Grade 3: BE.Grade 4 : £GEEH T XFEHREEE T IEEER) .
E—HE CE—DBRNEHOFRRUBEF 16U TES U,
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1. MFRE
(1) EEEORS (BBRAA)®

BARABHREERA (344)) ([CFORORSwR0.25mg. 0.5mg. 1mghU2mgZzBalR %5 Uics s 851.2~1.5050%
(hoRfB) (CC, _ [TEL. 4.4~4.8850 (FHH1E) DT, , THELZ,

BARASEERRAIC
Z0R0OX9vK0.25mg. 0.5mg. 1mgh U 2mgZEBEOR IR S Ul & E D MTPREHT
(ng/mL)
14
—A— 0.25mg(n=3)
—— 0.5mg(n=12)
12 1 —o- Tmg(n=12)
- 2mg(n=7)
m TSR RE
& 107 e
th
?
g o
R
O
5 ©
Y
L
= 4
E
24
0 2 4 6 8 10 12 14 16 18 20 22 24 (B5RE)
1SRG IR
BARASEEZRRAIC

Z0OROZSvYR0.25mg. 0.5mg. 1TmghU2mgZBERIHES Ul E T DEYEEE/N S X —F

C,.(Ng/mL) AUC,  (ng-h/mL)  AUC_ (ng-h/mL) T ac (hr)
0.25mg(n=3) 1.36+0.57 6.47+3.15 5.81+2.98 1.00(1.00~2.00) 4.34+0.64
0.5mg(n=12) 2.31£0.75 12.20£3.41 11.66%3.29 1.29(1.00~2.03) 4.44+1.14
Tmg(n=12) 4.84+0.96 27.88%7.64 26.69+6.80 1.50(1.00~4.00) 4.79+1.04
2mg(n=7) 11.51£3.13 66.89+14.95 64.36+13.86 1.50(1.00~3.00) 4.82+0.60
FIEHRERE

a | hR{E (&) E~RAE)
C,y  REMETPEYRE, AUC, - MEFPIY)RE- SRR T ER (0~FRX) . AUC,,, | MEEPREYRE-FBiiR TEE (0~ RISEETEHNR)
T - RBMEPRREIERRE. T, , BRI

4. FREX 7R
Ty VI ERE GIELE THRIT 5 RSB THERRISE)

6. BiERUHE
BERACEAYORORYvAELTIE T Mgz 1 H2E8RO/S N 5B 21 BIARIFEEDRECINUTCEERES 5. TDRF EEDRECDUCERIER I 2D
EEAER1E30mgZ1820E7 %,

38



(2) RiEREOZS (BRRARA)®

HAASBMERMA (344)) (C4>OROXYYR0.25mg, 0.5mghk U 1mgZ 18201 3SHERER RS Ufc LT, RERE?
(9B IFVITNDORAED1.0THY RIERSICKDERIFFRHOSNIED o,

#*1 1HECEERS (1810)%. 2~148B8(C1 8281 3880RER 5ET 1.
%2 14BBMAUC, ,,,EAUC, ., DX/ TBBDAUC, .

BARASERERRAIC
Z0OROR9wR0.25mg. 0.5mghk V' 1mgZ 1 B2EREROZR S Lic& T OMREEHTE (1488)
(ng/mL)
87 —— 0.25mg(n=9)
—o— 0.5mg(n=8%)
7 - Tmg(n=10)
OB RE
m o
I8
th
7
v
O
N
O
A
g
\\J
A
=
E

0 2 4 6 8 10 12 14 16 18 20 22 24 (@)
BSREERIFE
*1R5RIEH0~605RT =10, 135 RILHEIRLLE  n=8

BARASBERRRAICTYOROR Yy MeREROKZES Ul EEDREHRE

B5E (mg/B) 0.5mg(n=8) 1mg(n=6)
REFRH 1.0£0.15 1.0+0.11 1.0£0.15
TR

T4ABBDAUC,,,, EAUC, ., 01/ 1BEDAUC, .,

Q) REROKRS (TvY I mEE BFEANZSCHEAT—I)V

Iy EEE (137613 58AA) (LAY ORORI vy 1 B2EROB S UcE =, 85248807 YOROZ I W
B1mg. 5mg. 10mgRU30mgiR S8CH(32C DPRIE (EE) @ ZNZ2N4.60(0.36~7.36).24.15(5.94~43.30).

max

53.95(14.70~98.80) &1}187.00(124.00~250.00)ng/mL T8 ofz,

Ty IREBEICTYORORY Y MeREROKRS Ulc& EDRRMBFRE (24:86)

5= (mg/m) 1mg(n=20) 5mg(n=22) 10mg(n=20) 30mg(n=2)
C  (ng/mL) 4.60 2415 53.95 187.00
max 6 (0.36~7.36) (5.94~43.30) (14.70~98.80) (124.00~250.00)

s (R ME~FHAIE)
Co: BRI ESE
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(4) REDE (BERREA) ©

BHAANZERA (206) ([C7>OROR Y vh30mgZZ2 Bl R UM BEREZICREOROKRSUc s ZEBICHNTSE

AR TIFAUC, (AUC, JUC  D11%. 11%RO21%DIEFHHFSN T, D1.258EBDIERNHONI,
BARAEZRRAIC
Z20OR0O0RYvh30mg7ZzZiEF N (EBIEHREREICEOROKZS U L E D MRFREER
(ng/mL)
5007 o REF (1=20) o 220885 (n=20)
—A— SEAHERIEE (n=20) A SEMHEERE (n=20)
m 4004 FOEHARERE ROTE
R
th
&)
E‘! 300+
E o
% 2001
Y
I
B 1001
[ )
O' — ol
0 4 8 12 24 36 (B5/5)
B SRk
BARARRRAIC
Z20OR0ORYv30mgZZRIF IS REHRIBINEICEOROIZS U L EDEMERE/NSA—T
B5 AUC_,(ng-h/mL) AUC_ (ng-h/mL) C...(ng/mL) T .. (hr)
2Rk 2470 2450 282 1.509
SREREE: 2200 2170 222 2.50°
S ACIR S5 0.891 0.888 0.786 1.25¢
(90%Cl) (0.859, 0.924) (0.857,0.921) (0.739, 0.835) (-2.00, 3.50)¢

n=20

a ABROTHE b hRE c EOPRE d:EOR/IMERUEAE

AUC, ,: TP RE-RIhR T I (0~H#EX)  AUC,,,, | MEPEYEE-F R TEE O~ REESBIRENR)
C o RBIMTPEYEE.T RSMERPEYERERERRE

4. FREX SFNR
Ty VI ERE GIELE THRIT 9 RSB THERRISE)

6. AiERUHE
BERACEAYORORYvRELTIE T Mgz 1 H2ERO/SN 5B Y 21 BIEARIFEEDRECINUTCEERES . TDRF EEDRECDUCERIER I 2D
SEEAER1E30mgZ1820E7 %,
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(5) BRREREEEE IEADT—9)7

B A RIS 6, BT EMRAEEEE (eGFR:15~29mL/min/1.73m2) 651K Uk B R28% (eGFR:15mL/
min/1.73m?55) 361 Y OROR 9w N 30mg Z 2R IC B EROR S Uz, AUC,, DBIEEFRHREICH T 54
T (Q0%C) [F B BABERE R UKRRERSBE TZNZN0.961(0.747, 1.24)%0°0.989(0.727, 1.35) T8>
foo 385, C DEHAET BIEE (O T BRI TEH (00%C) B EE BB EEERUFHERLEE TZNZN0.899
(0.732, 1.10) }21¥0.824(0.641, 1.06) Tdrole.

BHFOIUT SV R (CL/F) OB SRRE O T D% ATE (00%C) B EBHBERERUFBERLBET
ZNZEN1.04(0.809, 1.33)%01.01(0.743, 1.37) THolc. BIUT T A (CLr) DEEHEEIE BIRERE W I DAL
(Q0%C) IFEEBHAEEREERE N KRBEBEALEBE TZENTN0.557(0.227, 1.12) %U'0.378(0.161, 0.888) Tdrofe.

BEEIEERRE . EEBRERESEENUREEFRLEEI(IC
Z20ORORIvR30mgZzEOROES Ulc&EDMBREEHE
(ng/mL)
1000
—o— FH(n=6) ® FE(n=6)
- BE (N=6) A BE(N=6)
- REBA2(n=3) W RHEARL (N=3)

1004 TiEHEERE  BETHE

figE7 cQANOZ=0VN-BSE
S

0.7

12 24 36 48 72 ()
RSRBEREE

BEEEEHRE . ERERERSEERUKRHEREEREIC
ZYORORIyh30mgZEHEEORS UIc EEDEYENIE/NS X —9

(@
N
~ o4
o
o

IEE (n=6) EE (n=6) KREET = (n=3)
C,..(ng/mb)? 207 186 171
SETH (90%C)) - 0.899(0.732, 1.10) 0.824(0.641, 1.06)
AUC,,(ng-h/mL)? 1760 1700 1740
SETH (90%C)) - 0.964(0.751, 1.24) 0.992(0.731, 1.35)
AUC, (ng-h/mL)> 1740 1670 1720
ST (90%C)) - 0.961(0.747, 1.24) 0.989(0.727, 1.35)
CL/F(L/h)? 17.1 17.7 17.2
ST (90%C)) - 1.04(0.809, 1.33) 1.01(0.743, 1.37)
CLr(L/h)2 1.10 0613 0.416
ST (90%C)) - 0.557(0.227, 1.12) 0.378(0.161, 0.888)

a  FREOTIIE b BHELEBRRECHIDIL
Co | REMIFPRYIRE, AUC, | MERPEYRE-ISREEHR NEE (0~RX) . AUC,,, | MIREYRE-FBEhR TEE O~REEETHEER)
CL/F:BFDIUPSVAClr i BIU7SVR
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(6) FrigrElEEEE HEADT—9)Y

FFHREIE B ERE Ofl BB AR E RS (Child-Pugh X377 1 5~6) 84, hEER#HAERESEEE (Child-PughX377 1 7~
9) 8HIR U'EBEMHEEREEERE (Child-Pughx 377 1 10~15) 76IIC74 ¥ OROX Y wh30mgZZ gl IC O IR S Uiz s
E.C, DI HEEEBHWERE (TN I AT (90%C) FEE., PEENRUEEMKEREERE TETNEN0.912(0.645,
1.29).0.846(0.598, 1.20) &U'0.798(0.557, 1.14) THofc. AUC DRFHEREIE E%ERE [T I MG H, (90%Cl) [F

last

BE. PEENUBE D #EEEERE TZTNZTN0.869(0.569, 1.33).1.45(0.953, 2.22) & 1U'2.64(1.70, 4.09) THolc.

FHEEEIERHERE . BE. PEERUEEFHKEREEREIC
Z20RORYv30mgZEEREORS U LEDMRREHE

(ng/mL)

—— IE%(n=9) ® EE(n=9)
—|- BE(n=8) W BE(n=8)
—A— $EE (n=8) A 1EE (n=8)
—o— BEN=7) ® BE(=7)

% B RS SETE

7

? 100

:J

O

[N

O

A 10+

g

v

~

N=:]

=

B ,

0.1
02468 12 24 36 48 72 96 (B57)
RS REERERE

FFEREIERHRE . BE. pEENUEEHEREEEEIC
Z0ORORIYR30mgZHORORS U EEDEYEEB/INSA—T

B2 (n=8) thE (n=8)
C_..(ng/mb)? 206 188 174 164
SETHP (90%C)) - 0.912(0.645,1.29)  0.846(0.598,1.20)  0.798(0.557, 1.14)
AUC,,(ng-h/mL)e 1520 1300 2180 4040
SATEE (90%C)) - 0.860(0.569, 1.30)  1.44(0.950, 2.18) 2.66(1.73, 4.09)
AUC, (ng-h/mL)> 1470 1280 2140 3880
AL (90%CI) - 0.869(0.569, 1.33)  1.45(0.953, 2.22) 2.64(1.70, 4.09)

o BRESATIOE b EERRRE T,
C,..  BEMEOEWRE AUC,, : MEEhRyR SRR FE O~MRA) AUC, , | MR- Bt NEM O~ BRI




(7) CYPREICH T HZE HEADT—T)°

BRI (206 [0 Y OROR S wNS0mgEECYPH FRODEBE LB BHT7 T (HTT+( 2 100mg. 4 F5V—)L20mg. 7
FZAROXNLT7230MmgRUSI VS A2mgESs) ZEEHRR S U EDECYPEEOEYEEICRIFTHER T
DEBHTEHIz,

BCYPHFREDEE LB IFERIDEYENIE/NSA—I DL
(2 ORORYYMARRSE/BE LG SEFSE Mg SH)

C,.(ng/mL) AUC_ . (ng-h/mL) AUC, . (ng-h/mL)
Ak
(CYP1A20DELE) 1.07 (0.988, 1.15) 2.54 (2.34, 2.75) 2.33 (2.10, 2.59)
FAFSI=I
(CYP2C 19D EE) 1.61 (1.40, 1.84) 1.86 (1.61, 2.15) 1.91 (1.74,2.11)
FEIAOXNLT 7Y
(CYP2D6MEE) 1.35 (1.21, 1.50) 1.54 (1.40, 1.69) 1.48 (1.34, 1.63)
St 1.47 (1.32,1.62) 1.50 (1.41, 1.59) 1.50 (1.41, 1.60)
(CYP3A4/50DEH) ' T ' SRR : A1

AAFIEE (90%CI)

ZFYORORY Y MRRSHE/BE LB EE BRI S8

FARSHOBITER 1 n=19

C,y  REMETPEYRE, AUC, - MEFPIY)RE- SRR T ER (0~F&RX) . AUC,,, | MEEPEYRE-FBiiR NEkE (0~ RISEETERNR)

4. FHHERIFFR
Ty 7 ERE (SHEIRLEB THRI T2 RIS TETH E#HISE)
6. RiERUHE

BHEBEAICEAYORORYvbELTIET Mg H2EROKRSH SR 20 Bt BEOREICHC CEERET 2. TDRIE EEQRECINCTCEEIER T 20N
REAER1030mgZ1H20E9 %,

7. BiERUHEICEEY 3R ()

7.3 % E (Child-Pugh£ %80 5 AB) DEFERERESEE T, 18 1TmgZ 1810, EE (Child-Pugh£ %80 5 R C) DFFEEEEEERE TI1F. 10 1mgZ28(IC 1 07ZBZR (IR 572618
LRSI ZVTEHETDTENEELL. ZORDEBEEDREEHERUGHSIEECTRSIHTE[9.3.1.9.3.2.16.6.285]

9. HEDHRZE I ZBEICET 2R (R

9.3 FTieERSEE

9.3.1 EE (Child-Pugh7#87 5 AC) DEFHEERERE
181mgE2B8IC1BZBRICIRSZRIET 2L AREHIET 21553, M- RhILFV—)UESEEOICHE S 5% BEOREZE+2ICHEL. 1@ 1mgz1818. 18
1mgZz 1 B20CIBE T 5%, RIENICITICENERLL. ZORDEBEEDREEZHRUBHSEEICRS T DL AFOMPEEN LRI IHBZTNHLGY . BEDFHKEEES
SBERFEDERURLMZEBRE U EBRAR TRIFANSINTNS. [7.3.16.6.228]

9.3.2 5 (Child-Pugh$3480 5 X B) DT HEERE BE
181 mgZz1B10%ZBR(CIRS BT 2L AREMET 250 M- RPILFV—)VESFZHEOICAFET 2%, BEEOREZ+H(CHEL 101 mgE 1H20(CI8ET
B BENICITOITENERLL. ZDHDBEDREEHRULGHSEE(TR ST DL AHOMPRED LRI BB ZNHGY ., PEEDOFFEAESRE FTHER RS
I EIERE USRI CIEBRA TN T WNZ.[7.3.16.6.2288]

10. tHE{ER (R¥%)
FYORORTYNFEICCYP3A4, CYP2B6. CYP2D6IC K 2B LB HEIC. UGT1A4, UGT2B7 . UGT2B10IC k27 LI OVEEEICLIRH SN DIz BRI DR B ==k
ENFFEI2EAEHAITDHOICEFYORORI Y DMEFEENTEZEZ(FDUREMEN DD
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5
e
G

(8) BOBIEICH T 2HESHBEADF—F) 10

LR (246) (4 YORORSvh30mgs | B2ERERDZS U ROBERE (TF 2L TANS Y4 —)L0.03mg Ry
LR /LS ZRUIL0.15mg) ZEEIHAR S Uiz ®*, TF DV I RS YF—ILRULR /WS ZRUILOAUC, KRUC, IS
DVT A YORORSYNEHFAICN S 2 HAEEORATHL (90%C) [d. TF ZIVIZNSIF—ILTE1.03(0.962,1.11)
F21%0.882(0.830,0.938). LR /LA ZRLILT1.02(0.916, 1.13) % 1'0.860(0.737, 1.00) Téo7z.

¥ BOBTRE(TF ZIVIZANS YA —)V0.03mghU LR/ ILSARLIL0.15mg) 21 HE S 1 5SHEDZREFICEOR IR 5L, 8~198BICOILFY —)U#FEEL (EROJILFY
>20mg/B) EDHATAYORORYvR30mg1 H20ZRERS U,

IFZIWIRNSIF—ILDFENEE/INS A —T
(TFZIWVIANSIA—IVER. IFZIVIANSIF—Ib+42OROR Sy MER)

IFZIVIRRSIA—IL

TF T RANS YA — L s e ST
(n=24) b (90%Cl)
AUC,. 1.03
(pg-h/mL) 237 556 (0.962, 1.11)
Crax 0.882
(pg/mL) 298 528 (0.830, 0.938)

a: FHREATIIE
b IFZIWIANSIA—)b+4 Y ORORST YN/ TF DIV I ANS I —) L8k
AUC,,, : IMIEPEYIRE-SER TEE O~REEBTRRR) . C,,,  ZeMRPEYEE

LR/ IWTZARDILDZEENRE/INS X —9
(LRI ANVIVES, UK/ VS ZARVIL+4 2 OROR S M)

LR/ ILTZRVIL

LR ILS R IL g S AT
(n=24) e (90%Cl)
AUC,, 1.02
(pg+h/mL) 42300 43000 (0.916, 1.13)
C_ 0.860
(pg/mL) 3800 3270 (0.737, 1.00)

a ! FERATISE
b LRIV ZANVIL+A Y ORORS MR/ LR/ LT AL 8
AUC,,, : IERPEYIRE-ISHR T ER O~REEBIURRR) . C ,,  Re MR PEYRE

last

4. FREX 7R
Ty YIRS GIELE THRI T+ RSB THERRISE)

6. BiERUHE
BERACEAYORORYvEELTIE T Mgz 1 H2EROFS NS Y 21 BItARIFEEDRECINUTCEERES 3. TDRF EEDRECHUCERER I 2D
EEAER1E30mgZ1820E7 %,
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2. 915
(N HHESEABADF—)

BERASAICCIE#UICA Y OROX Y vh50mgZ BEHRROR S U EEDENTOHHEE (VZ/F) [F101L(hR{E) T
ool

(2) MITFEBLHESE (in vitro) 12

ZYORORYYbOEMNREFBEEGEERE0.02~100ug/MLOREEHE T34.1~40.0% Th\ SREMKEFMEEHFONIEN DT,

(3) MERFZ1TE (in vitro) '?

ENDRICHITSD. ZFVORORY VDMK, MERFRELLF0.02~100ug/mLDEREEETO0.81~0.90CH Y JREMKFE
[FHONIEM DT,

(4) B~ DBITHE (S V) 12

HEMEAES YN CEBUILA Y ORORS v 3mg/kgR 8ER OB S U s & MICHBIFEC,  RUAUC, (SRS HEHR
DI,/ AR 1.7 R 00.78 T 1=,

HEET )UE ) SyNT G UIEA YOROR S v mg/ kg2 BEAIRPAIR 5 LTz &%, 0,083 R U 2853 DRI 13 3 st
RO, MIRRELL(E2. 4% 0'0.87 Tz,

(5) lai&iE:aH (O +)'9

DY FCAYORORS W E3, 10K U30mg/ kg DEE THIE/~ 20880181 BROKS UlcE S TNTORBE CRIE
1R 512 ABSRE(C BT B HIR O MEEPIEE S 8 TRIE (Sng/gha R Rl C oo fc. RIIR 54 2405 BT 2 BEY DM
RORER. 3mg/kgiR 58K UM 0mg/kgi 58 CE B TIRIE (1ng/mL) 5. 30mg/kgid 58 C1.28+1.34ng/mL (F51E
HEERE) TH oI,

(6) SEBMIREITHE (Swh) 1>

SyNIUCEE LA Y OROR Y wh3mg/kgz BEROIRS Ufc & BRlEiZRRE  AIELIZ T N TOMBRICH T DHETRE
BERMARLIEBVNC,  ZRUFEAEDBBOT  [F1E-BTH o, 185% 16885 Tld. IMETREDIRB N RO S NIZER.

max max

B . T, B8 (B 2SN RO TROBERS, IRESCIEEAS DS TER TIRIE (6.06ng-60/8) FiF Tz,

Fz. METREDIRE, IR (C,, IFAUCDO WS NAER L) hEHE (OLLE) ERUIcAERE. 7RO, B (BB SN R,
BRE. I\ SRR OBIB R E Thofc. BB Sy T ROBER U EOOMSTAERER. B 5% 168 TTILE/ Syhk
1S LB D Tz ETEEDAS — VA DESIE, DT, W T ROBE T, FE T8 2™ T, ke N TEME

B G a1 (MRPOBBEEDT, ¢ EBNEEA —NS5YZF TS T—T1 3B THI) o




3. (R
(1) (REHEMIR U RIHIEES (i vitro)

E MR COEELRRBHRE(G. BET )L OVEiaa R UL (mono-oxygenation) T&ofc,

(Q)RBICES I 3R (CYPE) DD FE.FSEHNEADT—9 .in vitro)

ZYORORIwWINEEICCYPIA4, CYP2B6.CYP2D6ICLBEEEHIHIE. UGT 1AL, UGT2B7 . UGT2B10IC K27 ILo0OY
B E(CKIRB NS (in vitro) .

CYPENUCBAZREEZVORORIYRNDELEIUTF SV AD26.0%THY ., CYPHDFREOHENNEZSEKFCYPIALL
11.7%.CYP2D6H'8.07% KU CYP2B6H'6.25% T ofe. UGTHFHE (UGT1A4.UGT2B7 KU UGT2B10) D£57U7 S
VADIBRNESKF18.8% THolc HEADT—S),

ENCBIFRAORORI VDX

M15
M19.9

NG ¢ glucuronidation

OH OH g
o N F
. OH  on
) HO
HO'
N X
N M24.9 N
(Y
NOOF +
CYP3A4 (11.7%)
o UGT1A4 CYP2D6 (8.07%)
OH UGT287 CYP2B6 (6.25%)
m16.5 UGT2810 208
T >—on [es%] N W
N, \
1 D) onju g ation, +0 N F N-methylatior
NoF - [ [] ———
o Sw
LCl699 [200% ] Sy
M188 N
M23.1
H non-CYP,
3 +30, 4H \7}
_Ho HN F
M34.5 "‘
Qlucumnidauoy """""" fec es) N
M10 N
M22 N

M16.48B N

v

M6

Ry I ZRD/\—t2 MBI FEDHH X FHEREE TEA LIRS E%DTEEZ. (C2101 5RO TR SEOINFEI2.2%ICEIE) 100%(THRELLILHD TH S,
FECYPATEMARRES (non-CYP) [(FABMICE(L TH DD INSDRBEMIEHIMIUZE < DrhCYPTIIRE S NZH o1,

(3) NEHMDEEDFERUEMRLL. FELEABADFT—9 . in vitro)

SHERRMASHICCIRE LA Y OROX Y vh50mgZ RO RS Ulc & E  MERP(CBDS NI FRRBMDAUC, 4, 1C
WY 2ENEF B LRHEYN41.8~60.9%. 7 )LIOVEBIEEHENT7.56~10.7%. —E{LXHYN'3.84~8.81% Tl (9t
BEADT—9),

T BB THDIM34.5E16UMETDEETTIIVRATOVEREER. CYP11B1RUT7ONY —5EMEBRELRN oI,
M34.5[FUGTTATICH I BREERRZRU. ZDIC, BIF0.7 uMTEH 1B UGT2B7 (S U T IE100uME TORE CEltZ
FRE LN o1z (in vitro) .




4. Peitt
(1) HEER HEADF—5) 17

SHRREASHICHCIRFE LI Y ORORY Y 50mgZ B 0RO S Ulc & FHEY D OIS REDFEOINER (FH1E) (&
92.2%T&HY . RPRUED(CHMSNEE (FO18) (FRSED0.6% MU 1.58% T ofcs Ko FRPICKRE(LAFEELTH
MENZBEG (FOE) IFIRSEDS.19% TH ol

5. NSV AR—9I—ICEIT B15ER
(1) ESESBBRMNRU NS VA R—9 —(in vitro) '®

EhCaco-2filaXRICHT 24 ¥ORORY v RDENTDFEBFHE (Papp) (F155X10°cm/miniB TH Y. BEE AN EN 1,
*f. A YOROZI whDefflux ratio (Papp TEERERI(A) to EERMAI(B)/B to A ratio) DB 1.3, P-gpX EMRPIEE
EDFE MMIHIF2efflux ratioDFHIEIFWVTNEH0.9CH . FEEREDERICKIERE TH oI,

E MR DE A . solute-carrier systemh 52 ZR—5 —(OCT 1. OAT2, OATPS) [CRBDHIXZ N STRN DIz,

(2) bS5V AR—9—BEE (in vitro)

#YOROZSwEP-gp. OATP1B1, OATP1B3. BSEP. BCRPR UMRP2(CH L CFEEH RAER ST, OAT 1 RV'OCTI(C
39 BIC, Bl 100uMBTEH >z OAT3, OCT2RUMATE2KITH T BIC, MBI ~451M. 8.59uMR 37,7 uM T4,
MHLWEETOURIEWTNBUZRIRLDHY A TEEE FE- e ZENSURTRUEHES NI, MATETICH T2
IC,,fB135.57uM. MHLWEE TOUR I ($HH EHIRS N2,

¥1 MHLWEETOURYD (hyha 78E) [FOAT3:11.0144(<1.1).0CT2:1.0756 (<1.1) . MATE2K : 1.017(<1.02)
%2 MHLWEAETOURT (HybA 784 [FMATET 1 1.116(<1.02),

4. FHEERISFNR
Tv oV I ERE GIENAB THRITTH RSB THRRRISS)

6. RiERUHE
BERACEAYORORYYrELTIE Mg 1820 OKFSHSFIET 20 FItAEIFBEDRECHUTEERE T 5, TDR(F BEDORECHU TEEEET 3D
ReEAEEF1030mgz1H20ET 2.

10. HE1EMA (%)
FYORORTYNFEICCYP3A4, CYP2B6. CYP2D6ICK 2B LM HEIC. UGT1A4, UGT2B7 . UGT2B10IC k27 )L OVEEEGICKIH SN DIz @D RSB ZkE
ENFFE IS EREHATHHEICFF YORORY Y OMBIRENHEEZ S 2TEMN G D,
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yXN
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Xy

iz

1. {FRARER>"

ZYORORYYNIEIBETOIILT Y —)LEGHDRILERPEZRIE T D11 8-7KE LB (CYP11
FHFIIVFV—ILDSTILFYV —ILNDERZHIHEIT Do

JILFYV—-ILOESHRIEEAYORORX Y SOYEASL

aLAFO-Ib

\ 2

JLox/av

4

17-OH Z’Lo'x=./0V

L 2

17-OH Z’O0%'RF0O0YV

4

M-FFF2FV—Ib

ZrOrORY vk * CYP11B1

|

B1)ZBEETZZET 11-T

20)WER: J)LFY —ILDEERRES




2. FERRFREER
(1) CYP11B1(C3d 3 BEERBAE;E M (in vitro) 2"

BELFHRRZCYP11BIDEREMEICHT 24 ORORY vDS50%EERE (IC, ) B (FIELSE) &, b MEFRT2.540.1
nM. S hERT410E5NM T DT,
FIEEBIBREIR—FTDCYPTIBIHNTBIC, MEFSYRT3045nM, UL TO2E5nMTEH 2Tz,

CYP11B1ICX 9 B ERAEE M

BEsRiE IC,f& (M)
B FHEIER N NER 2.5£0.1(n=4)
BT FHEER Sy R 410%£5(n=3)
SyhEIBREYR—b 3045*(n=2)
HILEIBREIR—b 62+5(n=6)

FHELSE
* SYNBIBREYR—NITHEBOH R,

FiE L ERESYRDBEEFHRZCYP11B1 ZBRIFIRT 5F v Z—R/\ LRSI —hifliark\V79-44ifah S8 E R EIC KA U EE.
FrcifE4Sprague-DawleyRS v X (F D =T FILDEIBREI X — 2RV TA YORORI YNNI L BEEFEZRET Uic. BB
EULTIN-FFFYOFYV—ILEGFRIRZCYP11B1)XIF11-F4FITWFIRFTOY BIBREIR—N ZAV. SEEDAOR
ORIYNFE N CEITBEZIF VTP IRTP T ZUIRIUAFRUVEE (NADPH) EHIC25CTARSE A VFaX—kUlc. G ENZIILF
V=Y UFU—avEsr7vA (SPA) ICKUEE LR,

21)*RER : in vitroPEEEM

(2) £ RIS B EISRMRRRIC 13 B IV F Y — IV S REEIVER (in vitro)?"

t hEIE & SRRt (HACT Silie) R OIS EL hRIBRERBRRTOILF YV —ILERICN T 274 YORORY vk
DIC, fE (FMB) (. 34.7nME T 104nMTEH o1z,

HACT5#ifa R OIS EE MR B R EREMRICS I3 IV F YV —ILEREIFIER

HAC 1548k ARIEEE NS R ERERR
34.7%(29.4~41.0) 104(71.6~151)
(n=7)

B (95%ISFEX )
* 1@Hen=4%ZD13< 020§ R U,

7% | HACT SRRk OIS EE MR R ERREHREICA Y OROX S v (R#&RE0.01~5uM) ZR L. SHEDIBERTOIILF Y —ILi
Bz R HAIEE (REEFFA) [CKVAIE U,

21)¥REHR :in vitroPEEEM




i
<
HH

(3) 5w b ZBAW-ACTHEfERER??

BB L ERRRLE Y (ACTH) BFICAUFEE NS IV F IRFOVEASRICH T 57 YORORT Y R OREEFHERE U
1o ACTHE COILF IR F OV AEBRBEDS0%EME [ED, ) El573me/kg Tat). SORBBE [EC, ) Eld36uM T

&ofz,
JLFIRASTOVERINHEIER (YR

o BRI o PK/PD

1007 mmmmmmmmmm s o 1207 — JLFIRFOV (ACTHER)
m 8% s0q o B 100 FiESE
a: ‘%E & E!_i‘ ’%E 80- (B8n=3)
2 ﬁ’\ 404 D ﬁl\
= N g N 40
£ =Ex - it =IN

i B o
*EL FEL 0]
O T T T T oo T T rroromm 1 O'_I_I_I'HTrm_l_l'ﬂTrm_l_l'ﬂTrm_l_l'rmm_l_l'l'lﬂTn
0.1 1 100 1 10 100 1000 10000 100000
Zr0OrR0ORYvMMESE (mg/kg) M4 OrR0O0R 9y NEE (NM)

*74 YOROR Yy RS UIcEEDMEEPI)LF IR T OV RERSEIETIE (SEFREHE) DRN—R 51 VBICH T 2BDE

it | HEMSprague-DawleyRSvhCAYOROR Y v ZEOESU (1.3, 10,30, 100mg/kgZ#2 1% 5) . ACTHZZ YOROR I v ES
1B RIRTN S 5 8IF A% & ChalRAIRHTIZ S LTz (100ng/kgi 5#(230ng/kg/9 THRfERS) - 7 YOROR Iy MESERT (R—R 5 A
V) RU55#%55 EiRAIZSEDH) . 1593, 305 16N S 885 E C 1 854S, 2405/ GERMERED &) ([CRIMZ{TL), MEFPIILF IR
FTOVRERSIFA L/ TvEA RIA)EICKY, MEFEPAYORORSYNBEFRAIORNT S T4—9 VT LBEDHT (LC-MS/MS) ;&
[CKRUBIELTE,

22)HAEH: SRV CACTHEFEER




ZEHEFEIEA RN U SR %é

T MTIEHIR

M in vitroR 2 IR R

HERR SHEIER
(FTI9—HFYNEH)
wET7vtA /IS =x=)L* 10UMET GPCR. A A VFvx ERYZV-12BBREEZERELC (64%FHEZE.
W NSYRM—F—  1C.,=10uM. Ki=7.1uM) . 53 LIz Z DD
RO BICHULTIEFVWSNBHESMEEE(10uM
T50%% _LOBEE) Zmdiah ofe. BLAX (&
RIFIEICESE S IR DZERICH U TR
EmEIRholc,
GDIMER)
HEK293#Hka 1.70.30.100.330uM hERGT—ILER 10uMBL EDEREThERGERZHE LI
(IC.,=54uM).
HEK 29342 0.1.0.3.1.3,10.30,100uM hERGF+=ILOAE 0.1.0.3.1.3.10.30K0'100uMThERGF +
WRAFIRE RIVDRSEZFA S B IBN T,
HEK293#Hka 10.100uM AFF )LD Kire.2/SUR2AKRUhKVLQT 1/hminKIZx g2
Y& (Kir6.2/SUR2AK UhKVLQT 1/hminK &5 ICBOIEI%TL%“THO3.67§2()“95.Oul\/\?“373’)\%
CHO#Hf2 (330&0“300#/\/\%5@%) DDA F > F+)VITHUTIZFVLTNH 100
UM TESHRIESEF RS ROz,
DY RO 0.1.0.3.1.3.10uM APD60. =AM b,  TUMREDRE TAPDOOZER U,
WHEERTFSE. AL 10uUMTlE. APDOOFERIC > TAREIRAFIE
EM CEEE FDIBIETH 2 WBEE KRS RUOT=AF1L]
HERHSNE.
DUFEBOETS  0.4.1.4.4.3.14.3.42.9uM QTRUTp-e@iRE. 0.4uMLlETEF EREIRIEBZHEDBZVQT
SOM230:0.1.0.3. 1.3, 10uM*** TAPDO O EEME R IERAHEEREFENICENL .
QRS SOM230(0. 1/ T0.3uM) R UEIERE DT )L

J—2X(60.99.200K0'400mg/dL) &AL
EE QTERMEADBEEFFRDSNENof,
42 QUM TIF AEREIR(EARIC DL TSOM230
0.3uMEDHATRH SN,

APDE0 : 60% B S 5 COFEENBAFFFHIGRI. CHO | F v Z—X/NLARY —IIE. GPCR: G¥ /OB HEZ S hERG : LiEther-a-go-go BEELRTF.
RSE : iERERIRE. SOM230 : VY MRIF V7 FOT (NI UAFR) TP MUY —RRRD U

*  66IBME[S1TEEDGY /NI BHEZEE (GPCR) BTN A 7V FvRIb ABEDN SV AR—9 —RUBBEDBER] DIFE 7 v /\R)L
sk hCav3.2.hHCN2,hHCN4. hKir2.1.hKir3.1/hKir3.4.Kir6.2/SUR2A hKVLQT 1/hminK.hKv1.5.hKv4.3.hCav1.2.hNav1.5 TP1.hNav1.5 TP2,Late hNav1.5
Fkx BLDREEDF YORORY VNI VEERE0.1 KR U0.3uMDSOM2303X(F0.1 uMDSOM230E 260, 20080 400mg/dLD T IL I—ZAEDHH




ZEMEEARRUSERER

M in vivoR £ IR ER

(DIMEZR)
E—7ILK 0.7.5mg/kg. BOER S DEBR VA ME R DIERICHIT DRERL
E—7ILK 0.0.5.1.5.5mg/kg. BEIKS ME. D DER DIMERICH T BDHERL
HZTAF) 10.30.100mg/kg. BBEIES Ik RS 30mg/kgll t : 8KEFNRQTCGER
100mg/kg : it 1 B TPRAE:U'QRSDIER . JE
CEMPENUBREROECEFSOGER
B BIDHE BT DEMESNGE (PVC) (FF
B DEEENSVT) MUY —RRRD VN
(TdP)
M|EME 10mg/kg
HZTAF) 0.10.30mg/kg/B7Z2BERERS DI DER 10mg/kgll t : AE#KEFNRQTCER
HZTAH) 0.10.30mg/kght’,/XIFSOM230 ME.LEM. AR 0MBE  30mg/kg : ME (INHEEAIE., FEmE. &
(0.1.6mg/kg) . BO% S UIRE) D—@MHD 2. QTCOIER
QTHERDIZEIFHEENIZSICHRSOM230
EDHABRSHOANKEL FERIEADR
TSI [N ANy
A=OA4HIL  0.30mg/kgRy/IESOM230 ME. DHEM. 8. DIE%  30mg/kg (BIHE5IESOM230& DA
(0.0.129.0.517.2.07mg/kg) . ®5) QTRUQTCOER. # 5% 574
HOR5 D SABSREICH T TEIIREDIEN (FRAK26%)
<tPiRfER>
WistarzSwh  0.0.5.1.5mg/kg. BEES 178 IR RN T B ERL
<IFIRR>
Wistarg>wh  0.1.5.5mg/kg. BO%5 IFIRH%RE IFIRRICH T DR ERL




SR
(1) BEZ S SRR

BYE RSREE B5E (mg/kg) HEBIER
YU 70O 0.50.100.125.150 150mg/kg : EEH{T. BEEZ. R () . 56T
(HEM=5) LD.,:>150mg/kg

MNLD : 125mg/kg

(2) RIS SE R

BSE s s .
EypiE BESHE BRS5EB (mg/ke/E) - SRS 3V HERER
YR 2,8 20O 0.10.50. WmEUE 50mg/kg/BELE :
(HfEHEE5) 100.200 10mg/kg/H WM. EHBERIG. BFEEEDTTHE., BCHERE Y
BAME U'EhE . BLPIDEN. HEDEN. Bk, AL AERDEL

100mg/kg/B  NROIEROLEN. BIBSE O, FFHEEDE. 5T
DIBIBE(CS A ULy ROL B DDA RS T 5
0 )\Z=RA b FABRIAE A

100mg/kg/BLLE :
FENUREZMNEDEN. ALTOEN. BIBFEDIEX
200mg/kg/8:
AL LOIBI (M) | FEARES DRI (1) . EEDZ R
DNFEDMERFHBRZIRTE (141)

IR 138 &0 0.10.30. mBUE 10mg/kg/BLA L (i)

(EE1E10) 100.200 30mg/kg/8H FE HEENERUEESHWERE (CLETHD . FHE

BRATME DB DZERRS b, NEECRDERTBRZAER

30mg/kg/H  30mg/kg/B:
WEM N OIS (1) BB EU
30mg/kg/BHR L :
ERLE8SIL. BREBEOTUE. IRER T E. ILE. RS W
30mg/kg/BRUV100mg/kg/H
FHiEE 8 DIEN0. MARE S DFA ()  BIBRUINRESE
DN () . FEESOREA (1)
100mg/kg/8:
EEHES HER AEU. BRESHORED . BHAKROR
R BB (1) BTN T EBUR . BFRIERE . EEK
A FROEI. NS BROBEBL. AR BEDSF I3
W RMOKRF_EICHIT2DBEDHKE () AMAEIBN. A5
EIIEIEN. FBEEEIEND IR IRMIRE DT () . ALTD
L7 (1) A O E D Z2Aa{b K OV FE DT R AL
A ()
200mg/kg/H:
ERBHURIG. BFEBDTUE, FhiiE. ST, T,
EBNRER. IR N T, [FIROIEND. SR B0 ia. EE DR
DT BAMERE BKORR SAMROBB L HE S
= BFEESHO[HL HEMNT/ ETESD 5N T

53



ZEMEEARRUSERER

®S58 e

BE5HE Br5ER (mg/ke/B) BATHE SRS 3L (SHERER
Swh 2iERS &0 0.30.100. 30mg/kg/BILLE :
(HE5) 300/200* AEENENCEESEOEN. ALP. UV [RERD LS. FTHiE
;; 4§ E“E g &3 @ [TE SEDEN.INREEDEN. FEEEDF FFEDOZER
200mg/kg/BlIc b BERRUDZUEDIBN. INRBDE 4 Z4E. BOK R
R WROFBDOZENE. FRIHES D=
100mg/kg/H :
P DS M TTE
100mg/kg/BA L :

IR AT NIV AET OE Y EDEN, FERMRE
BOE T DILYD L0 LR BHRORE . FED/NEAE,
PREREIRDIEX BN U8B R EERRHEDZEIL

300/200mg/kg/H :
~NUZURURDBAN FFiEDIESE. JE1-
bk 48 &®O 0.1.5.50 mEUE! Tmg/kg/BRLE :
(HEME=10) i 5Smg/kg/H  FEEERS

I Tmg/kg/H smg/kg/BILLE :
RS E B OEIR OTIRRDZE (1)
50mg/kg/8 :
TR A R ORI S () . BIBRUBROESE
100 (M) . FPIRBRODE BN (1) . ATREDAZY bR O'BF AR
SEIEN. FEO/NEMERIFTEHL () SRIBAHZHIC
(& FH DR MmRREE D Z2Ra L (SRR 1. I\ E D h S RS
) RUBEA (NP  FEOZNE () RO
() . BB ERRFB OREAR OMIRRE D 2251t B
OB OES A MR E £ DB

CEH 4B 0 (sfRET) . OiEE:
(HHEE06) 50 FERUHEENEDIBN () .88 BREOBEEN

() ROBRBRDEE BN (1) FEDRSR ) (M) . BB
RERREDIEAR UHHIRE DR LI AERE®ICO
EMPNRESNC FFERORXEAER—BEZCOEL
HY 2RI LI AREEER R DR SN . FEDZHE (Hf) [F K
HEHBRICEICOEL,




BiE

vk
(W5 10)

BSHE RS5EE

13:8[E]

LG
(HEHEE06)

818

#®0O

®S58 e
(mg/kg/B) BT =

0.0.5.5.50 #HHEMHEE:
1#0.5mg/kg/H
BRAME
1##0.5mg/kg/H

0 (5REF) .
50

BUMMRH IV IFHERGR

0.5mg/kg/BLA L (D)
FrfREDiRE R

5mg/kg/BLLL (D) :

BFEESOIUERUILE. NRESDIENROIREOE S
50mg/kg/B:

TRt EALBERIT. BFESDTUE, 11E, ODFREI5.
ESRMESIR () AERUBEEDIBN (1) . FEEEDHE
DROZENRE () . FEOINEYEXIFTESE ()  FEBREED
() BVE . BREROMWERDESIE0 () . BFRERDE
SN0 () BRI E 2R L R UBEX. Al D AR
ERUREEEEN. BB RERNFOIEAR UHBRED
YRRz b, PINREE. BlREED TTHIREN

OiEE:

BIE. BRENUBMRES OB (1) PRIROESIEN
(1) . FEEBZRFSRUMEBOZR(L (1) BIBKE
RRFORARUHREE D2 (SRR % (COE!E
RSN, FHBREOZECE M TREEENRES
NECEFHBONICEEL.

vk
(03
&20X1330)

268

CEH
(EEHE30)

138/

%70

0.0.2.2¥(F
20

20mg/kg/BHE%

FEROEEIBINSOE0 ()  BESEMN. 7TV /—
TUOEN. FEESOEN. BB NUMEEEDIEN
(l) . BOIZARE B DA (1)  FFRERE AR U/ IFZ2he
b, BIBRZERIKF O (1) R OZ=ia{b. SR OE A
RDOFEBTFE D ITREE A0 () | FEIBEEADEN

oiEE:

FEROGEEINEDEN () BEESENFAERRE%
(CEELIC. 74T/ =5 OEMEOEMEN RO SN,
B EEBDE(LIFRINRZFREREMFPICEELC. R
AN LIS ARSRHAR T 14 TR I Al D ZER
{bzfrE  ARRBRICEELR,

vk
(WSS 2)

3HME

NS
RS

1.3.10

HERE(CEET D EIFROSNEN Ol

vk
(HEHEES6)

288

NS
RS

0.1.5.50  HEEME:
Tmg/kg/H

5mg/kg/BLRIL:

IRIMEREL ANETOEY AT Uy ME, FEIRIMIRESHE.
FORMIRNET O VENOFEIRIMIKNEITOE VB
EDBINT/ XISHPRIRIMERE DR, BIkER B
DIER/ B IRERDEFZINDIRFEZ M B R DGR
DENZE S FEIBIRIEEADIEN

50mg/kg/H :

RE=R. ST URUREUAYUD ADBATICALP. 7L T
SV OUTPFZUMBEVIEVRUTILI—IDEN. BF
FED/NZER DB, 2R b R U BRI R, BIBFERIK
HOZERL. FLERDUEAMEDINESBR R U 73S0




ZEMEEARRUSERER

®S58 e

1 L \ £
s SR (mg/kg/E) BATHE Bl R &3V 3 HEHER
A 12848 0O 30188). EAME: 15mg/kgl k-
(12) 15(488). 7.5mg/kg WEME . SITRR. AR . BREE DK T, fHNiR
7.5(988) 8 REBA S ORAE
A3 2B &0 0.0.5.3.10 fmHME: 3mg/kg/BLLE :
(1 32(&2) 10mg/kg BB EIRH D2
A3 438R8 &0 0.0.5.1.5, MEHME: 0.5mg/kg/BILLE :
(TS 3) 10 10mg/kg/H BB BN HHIfaDZE a1t (1)

1.5mg/kg/BAL:

HRE BERD /NI TRORBEERU /XIFIEED
B0

10mg/kg/8 :

AL, FUR () . BB EEDIEN0 (1) | 8IS K EIRIKF
Dzt ()

O{EH 0.10 ClE
(M= 2) WINDZELIC DOV THREICKZOEMNBH SN,
AR 138 &0 0.0.1.1.10 #WEzHK=: 0.1mg/kg/8 :
(M 3) 1mg/kg/B PEREDALTROASTOIENN (1)
0.1mg/kg/BAL :
iR ()
Tmg/kg/B L :
BB BRI ()
10mg/kg/B:
AL WEMEATEY (M) L AR ALTDIBND (1) | &IES
BOBINRUOREL () . BB EIRRFE D (1)

CEH 4B 0.10 OiEE:
(TEEME=s2) 10mg/kg/BE DU BIICH T BTRZRR RO BLE

MATE) () AR S A FEB R COE U, BIB R EX
RO AR (CEB DN BROEEN RIS N,

AR 39EE &0 0.0.1.1.10 HESH4E=E: Tmg/kg/BAL :
(K= 4) 10mg/kg/H  BIBRERREOZEIERUZER
RAME 10mg/kg/8 :
0.1mg/kg/B  1REEEDES
OEHs 4B 0.10 D& :
(M= 2) BB O IAERBRICOEMNRO SN,

BIBOZELIFAERBR(CEDNROEMEDN REINT




®S58 e

1 L \ £
EiE B5E8E (mg/ke/B) BATHE SRS 3L (SHERER
AR Phase 1: &8RN 25148 S£148:
148! REHmE. ks 1.10.20.40 1mg/kg/B :
(TS 1) Phase 2: 248140 —BHEORMIR ATV MENETOLVE RFR.U
5218 4H/’ VRUOHID LR (1)
(HEIEE3) 10mg/kg/BLRLL :
—BHEOIRMER ANV MENETOLVE. [RFR. U
VRUAUD LDFES
20mg/kg/BLL L :
HEFS (1)
55218
40mg/kg/8 :

BHEBOFED BMRRNLURAE (i) JFRMHEETRU
FER (1) DR () RO R OSEENIEE T
()  FPERE BIIRER O T« T U/ — 5" RE DI
RERCTO—ILOET

A 2,8 EBARFF 0.0.5.5.50 MHEHME: 5mg/kg/B:
(LS 3) RS 0.5mg/kg/BH  BEESDET (1)
5mg/kg/BILAL :

RZE. VAT O-)b AUDLARUREEDRED . BIBD
RRFOBEMMUIEK () . BI B R ERIRFOMIRELF
B b, BIB R EIRKT DS MR UL

50mg/kg/8 :

GBIV DTE ()  EBITE) (1)  RBFHF (1) O%
RIEIR (1) & — I NOBkE RO O— Ol EHIC KD
OfEDIEE (EZHAERE) (i)  KE=R FEBNED
ME R OEEEDE T QRSEIEK, QTRERNROQTCHE
FROIER.AKAUD AMAE. F PRI OHRIRIERE DR
DALTOBNR U OiFA . BIBEEDIBN. BIBKE
RRFOBERROEX (1) . BIBREDRIE. BIEKE
IR DZERA LR OSBRI ZEIE (1)




ZEMHRE

B N USSR

sel J=——f= Iyl =
(3) B4R
SHERDIESRE =E/HE
In vitro
BEREAZTEAT XXZFIARA.TAIB.TA100 30~1000ug/well(£59) et (BARZ EFAFHMFFRHSNFN I,)
XAZFITAHE 1.6~5000ug/plate (£S9) P2 (SRR RFAFIEFFRDSNIFH >T,)
TA98.TA100.TA1535.
TA1537.TA102
I\KZER B TK6 #HfE (RFEbe NERELD > 142~1136ug/mL P2t (REFREEFREN ORISR
JNEFERERSEATAR) (-SO:30FEALIEE+1 7EFRE ) [FERDSNIZEHDIE.)
284~2272ug/mL
(+S9:3M5RLIE+1 7B5RIE18)
71~568ug/mL (-59:2085EALIE)
LEAEER R b S aRAEIY >/ VER F8%1:1400~2272ug/mL 2000ug/mLR_E TR (£S9)
(£S9: 30FEANLIE+1 78R EE) (REABRBFRMEDNRDSNTI,)
£E82:1200~2272ug/mL
(-SO:3BFRANIEH1 7BF R [O1E)
In vivo
I\iZER B Sk 0.30.100.200mg/kg P2 (VB FIMEIFERD D NIE D D fE,)
IXwRFPwiA Sk 0.26.2.52.4,104.8mg/kg F2 4 (FFRE & O' B MNERICDNABISEER

SNiEhorz.)

—SOMRENEMHERIFFE B +SORBIEREREET




(4) ¥ LRI

BYE HRSHEGE) RS5eE 58 (ng/kg/H)

O It 103* #0
(HfEME=70) 11104

0.3.10.30

BEMRH3VIEHBRER
3mg/kg/BI L :
FHBREARE X ST BRE DRIRERU / NIFFIRM DB (1§)
10mg/kg/BLAL :
FHEICH T2 BAFREEDIFRE T CHFBRIEHREDRIZER  BEE
RO/ USFEIREDIEN (1) . PEABIECH T DB DFIREIEN
(1) . FBIRBR DR _LRZADRBIC BT B8R D FIRZR DA (1)
30mg/kg/BR L :
P REARAE X, O FF AR D R IRRIENN SHER I 2R TS DEN (1)

vk 104 0O
(BEME=50)

0.3.10.30

3mg/kg/H:

ERIRARAE S DIB N7 A0 T3 W R MBRE R A D R IRZRE 0 ()
3mg/kg/BRIL:

FrHREE D HBRIBTE SR DIEND (1)

10mg/kg/BELE :

FHERARIEN O/ X (S A HRa R D FEIRSRIE NN (1) . BPIRER A ARE
TR N O BB I 221 b (1) | FTRR D #HRIETB SR (DIEAN (1)
30mg/kg/B:

FHEfEAREN O NS BRI D FEIRZIBN () . FPIRARAES DIEND
ZH DRV BRI A D FEIRRIEN () HERH 5N,

F T ERBEDEFEN29%IE T UIcIcs 185 EAE7Z 103 BRI LT,

(5) EIEFRES MR
B SHEERUBRE TOMMERLECRT 255

B5E
1B 55 msE o
Suik i XERIABR.RE2E  £0  0.0.5.5.50
(25, 125) BEOXRBETROBE
siREET

It : SZECRI 2B Rk 2B
RBIDITBCHAEI P R U EIR6
BT

wmSE e s
(mg/ke/H) SHTRH 2 LIS ERER
Ha 50mg/kg/H -
1# 50 FISEROES ()  XECFE TOREBH
I 5 DIER (M) ZTEEROZRIEOET (1) .

FEIREDE L O (CEAE BRI O E
FRRIZHODEA () FER LHREEDET
(i) *

* fBR LAEEDE TCBEL T SRFNERFEVEEX 5N,




T MEERABRNUSHEER

B R-fa'RRELEICEE T H55R
s w2 (mf/f;m (r;’ﬁ'ﬁl) BUARS 5L HRER
Zwhk FR6H  #&#O  0.0.5.5.50 5E:0.5 5mg/kg/B:
(KE25) ~178 RRIR:5 —@HEDRERD
5mg/kg/BRIL :
FRENDHREDIEN
50mg/kg/B:

TR BD S DIREBDWY. T —IZMDIREFN. S
BOBHL. RERDNISRE. FEROEEEDELN
FEN O B IRINE DN R - AR RSE T A7 RB IR
HORAIRUBEBEEDFD . LREEDARTEEL.
BWEDEERE. WEDATEEL. WED DBt
BEORE. EEHEMDOBRR. T2hBEHDBR. 5
RER(ER. SRENVUERROGRS) NEEE

KEDAE)
TN ROSN .
Swh HiR6H 2O S0CEZEMEHRTR 50mg/kg/8H :
(23%(F24) ~178 {4#0.07%) . 50 BIEDEAR N—HROEBL. BEOBIERT /X
(EZ R A FER. RN OWROZ S, FEDREL I FERD
#)0.006%K ) « BOBE,/ NERREE YE. BBIRORIRNAE U4
KZ R FRIEHORD  BEAN R BRI OEN. iBRES
0.03 DR AEDE R URIREDBRER RE1L. &

el REE(L ETHBERD USTHBIL)
SEARETY (57 2R, DIEA) OSETSERE DR
50mg/kg/E (L RIATRA0.07%) :

B BTEL EOFRBSWRRL O EEOREEN . S
IR OEEROE T

50mg/kg/B (EFEMEAFTHEH0.006%KiH) :
BT BEOREDWRNUREDED L. AEENRY
BEHEDET

PAVES HR78H O  0.5.25.40.50. =&AME:5 25mg/kg/BRAL:

(881~38%. 687 lff6  ~20H 100 HEPYSML O (CIREM (FEIRINOBI. 7RO

$4~58% 1 I3) HAROBRERIEXR)  AERUEEEDKT. &ES
VAN /X
40mg/kg/BRA L :
MENORRNERET 57 —IZMOIREEFNHR
S5SN8 TEIEATY

PAVES HiR7H  #&O  0.3.10.30 BRAME : 10mg/kg/BLAL :

(K#20) ~208 3mg/kg/H  EERADRUEE. ZMOKRESN, BESORS. T
IR F=EE0EN K- IRE (FR,/ RINEHDE
MROEFBRHORL)
30mg/kg/B:
BEMDOHEERD

ESHIELEROHS NI oI,

60



B AR UHEROFREL U IICEEYIDOHEEICE T 555

n n B’58 WmBME e S
EiE RSHE REEE (mg/ke/B) (mg/ke/B) SMFIR$ 3 VI HERIER
Sk fHiR6H #O  0.1.5.20 5 20mg/kg/B :
(#24) ~DB#&208 (20mg/kg/BEt& FEBNEDOEERME N RUEESEDH NGRS,
—RRRER L DI KR (B ANREHNSKRE, BEDRE 6B D
FERTPLE) WO IR EYE RS EENMHE T AR BK.
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