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1. BAROER
BHLEIEIZ, 2000 FEDOT A VU I ESF/EMEAINIH) 2 o ZAEHEITBWT, RO FBEZ L L
THEZF LD, BITORACET HAEMREF2EEEZDTEZDL &) FERfREni, €2
WD LN EMHRIEL TEREDIKTEZREE L, B0 A7 PNHRLOT S ROEEER] LER
NTW5,
AFNCI T D EHBRIEDOBELIT 1,000 HALLEEHESNTEY ., @bttt RE b, TR
FERIIIEINDO— R E2 1285 L FRENTWD, @S0 HERIE RS TIIHE. KIBRFZ0EHngt L
TLELZE D OREIZHORN Y RN EnD | BHERIEICRT 25K IE, BEOA 5T
BERBREES TS D,
BE, BHBRIEDOEEIL, EARARFI— FRIEHINEFE 2> TODBR, FIHOEARAR R — R RHK
BT, BRINHIGE?S T T < BIKALIHIREZ A LT W22 D, 2 s 2 SOEH O3 &0 T4
Hig L CHBFBEROENED SN TE 7, TOBBRICBWT, EAHEE CTH D P-C-P iES DRFERT
\ZFED T DB AEHT LTk 4 70 fESED B AR AR R — F REHIDAIRL S iz,
2/ Ra UKL, 7 AT 7 ARSI L VIO THARTHEK SR A AR AR R — bR
AT, MBIZERROA I XY ) DURAR LT b EEE A L, Bk LR RSB A R 2
ERHEFR STV D Y,
I o UKL, FEREREBRIC IV CTREZED B AR AR 3 — h BRI I 0 K& BRI EIER .
B R OVE R E O TSR 2R 2R Uiz, £72, /NIFPERE T3S & o LFEBIRIC X D
RRBRIZEB W T, BARNIBI T B HIRE BT IOk 2 BB B EEIMER 2R L, EHICHARANCET
577 R T B EIIEREZ 0D TRIE L T2, £ ORGSR, BIB IR LR b, )
e TR 7 F8E Img) & LT, 2009 4 1 AT MEHERIE] ORRE IR CRUEIREAR 2 IS L7z,
—J5. AIICBNT, AL ARAR R — FREHNT 1 B 1 EROE 1 BRAR EfESh b8, iRA
TFEICHIBRN 2 < | F 7 HEHE & <0 B A 1E O AR ) DAk R L ORRER DK T AR L 2> T D 9,
DL eMEEYGET HEREO 1 2L LTH 1 BIEAFIG BEIZ 1 BREG)ORBEEI T2, I/ ey
FR/KFN) SOmg % 4 I 1 [BIEEE L2458, 1 B 1Bl Img (2% U, FofSaTAMiRE O JEHE 345 2 LR 0
HELVERBFES L, BEMEICH RERBEIRD LN o T, TOREE, e R 748 50mg) & L
T, 2011 4B 7 BB HBRIEDONRE UIBN RSB W T HARI D 43812 1 [F$% 5] O 15 CRERFEKR %2
s Lz,

2. MR OARRFHFYE
(WO THARTAIRS N2 B AR AR R — MBP)REHRIEBRETH D,
Q)BARNEFHRRIERE TN T, 7 7 BRI T DHIBA IR ZMRGEE T E 724D TD BP RIEHITH 5,
(Tv.5 Q) AERGERAR 0HESH)
QYEAL T F B I R a2 R, (V.5 (OD1) QB (HEERR) ) OHSR)
DFEHD B 7o R~ — 7 — K TER 27”7,
(V.5 Q) AERIGERAER HIHE THERR) ) KO
(V.5 (A1) @bl (BEERR) | OHEBM)
)RR THRVVEWRIINEIER 2729, (invitro X OYT > 1)
( TVI.2. (1) 2) YE AR @k B A BT8R S 31T 5B RN SIER (in vitro)) KT
VI 2. (2) B ZE 1T HHBRBHE DOIPERL 7 v MIB T 2ET OHEBHR)
OIRA L VWINI(ER 9 6.6mm, JEES F3.0mm)D 7 4V ha—T 4 UV ITEETH D,
(V.1 (DFFRORR ] L TV 1. (2) BF DR UMK DOEBMR)
(DR AR E 2 & T RIEH OB RIL 18.6%(206/1,108 B Th - 7=, F722 b DILH « EEAPL 35 4
(3:2%). M 27 $11(2.4%). ML A0 D DD 22 41(2.0%) B OVE %% 15 611(1.4%) %5 Th o 72,
(KRB 1 2009 4E 1 H)
B, BEARREIWEMLE LT, EEEERE, SUEHEE - S ER. SAHEEEE, KIREETF T,
IR IR B o, AL RE- B EOIEER G, IFHRERE, #E, (K7 AEDN#E S
TWb,
( IV 8. BIYEA) DIEZ)
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I. A#ICEE9 5IEH

1. R4
(1) M4

N T A BE 1mg

(2) *4%&
Bonoteo Tablets 1mg

(3) BFDHEE
‘B (Bone) + B FLFXIE (osteoporosis) & ¥ 4 L 7=,

2. —#B%
(1) #08& (&4E)
I Ro Uk (JAN)

(2) #*4 (@4
Minodronic Acid Hydrate (JAN), minodronic acid (INN)

(3) RT L (stem)
J1v 7 MRETERETSE - -dronic acid

3. BEARITRER

N 0]
74 ‘ HO \\ _OH
N
/ N OH
- b OH - H20
o\
OH

4, HFXRUHDFE
4313 0 CoH 12N207P; + H,O
s+ : 340.16

5. {t24 (AR XITEE
[1-Hydroxy-2-(imidazo[1,2-a]pyridin-3-yl)ethylidene]bisphosphonic acid monohydrate (IUPAC)

6. EER4A. Jl4a. BKE, iEES
TBERGL S - YM529, YH529, ONO-5920



. A5 SEHE

1. YEEHEE
(1) 5V - 1K
T/ Fu UK FIE A B~ R B R ORE S SUTR RO MR TH %,

(2) BfEE

TR (mg/mL) H AR 5 7 DA 3R

KBTS U U AR 1.7 X102 RS RA

7K 73%107! D THEIFIZ < W
TEhr=HrU L <0.1 1E & A ETRT 20
T X ) —)1(99.5) <0.1 FEAEET R
JTF T —F ) <0.1 FEA LT 2
CAFNLANLRFT R <0.1 FEAEET R
N, N-CAFARALLT IR <0.1 FEAEET R
FLx <0.1 FEA LT 20
~FA <0.1 FEA LT 20
AH ) =) <0.1 1T &AL T v

(3) RimtE
WARMEITFRD B ey,

4) Fhm (MRS, e, BRES
RS K9 250°C (0 fiR)

(5) ERIEEAZRETEH
pKa: 6.0, 85

(6) D BELIREL
2/ Ko UERKF O FE pH (BT D Eik (A2 % 7 —vik, 37°C0)

pH 4Bkt (Log D)
1.1 —4.1
3.0 —4.3
5.2 —4.9
7.0 —5.1
8.9 —5.0
10.6 —4.9

(7) ZDRDELRILfE
TR L



M. AMESICEY SIEE

2. AMESDEEERTICETAIRES

R PRAFSR1F RIFFERE PRAF IR AE g
- 25°C, 60%RH | —HEAR ) =F L OIS -
MR (W) D4 e RS 60 f4 A
e 40°C. 75%RH “HEARYZF LUK,
RV = i
JIsE R R (W) e 6 1% H
50°C(Hs P
60&';;);; Bk
P 75 AF v 7 R MA@ 6 fii 1
TR 40°C. 75%RH
(5 FIT)
25°C. 60%RH o e
(D65/1000 1x) ST 287

3. AR DERERBRE, EBE

T RBRR BRI
(1)K AR B E IS < TRE U
RGOk EZELC D,

QSRS AT EE R BT
BRARY ML ) Ra U EEKFIIELRES D AT L ERI—EE DO L = A2 RO O I
b,

QYIRIMIL A7 R AVRIELREGEAE S U T AEEFIE) -
SWANRT MV Fu UEBRKFIERES DO AT R L L E—R D & 2 AIZREEOTRE DU
RO 5,

TE Bk

Wik v~ 777 4—
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1. ¥
(1) FRORXAH
T4 a—T 4 T EE

(2) HHDHNERKR VIR

[EKES JF& i
17 @ Z
A ﬂﬁ (mm) (mm) (&)
ES ® (LT
EE R « w w
- M Q @ #6.6 | #33.0 | #0.10
(3) ®AHID—k

AR ANA

(4) HH DY
A L

(5) ZDith
AL

2. SHFK| DR

(1) B#ES GEMRSD) OSERUVHME
18222 /) Ru vBkfY img #8687 5,
[EIRMIINP OFLEIZET 20 LADLEIZOWTICER 13410 H 1 B HIRERE 712 5) i ONS TR
WM ORI T2 H TR LALE] OFEMIZHOVWT) CEK 144F 3 A 13 B BIRERE 170 =)
WZEDERTIMANZ DWW TR Le, TMFANILL T &R,
AkEKFY), FoERal Ty, b e Fabikiln—2R AFT7 VUV XTI A, b
rAiao—A wrad—) Z)LT BIETFH

(2) BREFORE
AL

(3) BE
ARV

3. FIBREOHEBRUEE
AL

4. Nt
A LR

5. EAY SREIED 3 5K MY
A LR



V. ®KICEY HEE

6. HADEBEHTICEITSREL

10.
(M

(2)

(3)

(4)

B ORI A7 el A FRE (R A7 IR R
BB EE « BN
/) foke
| asc eowrn | FTPEE WA semEmn  mEobFIRET
E IR i T
" . 36HA | B
(1)
. 50°C KUY =F LUk
‘{J]%I]_g B Vivin 5
. i ) 6 14 1 Bk
5 . 40°C. 75%RH | RV =F Lk 6 i A Hikga el e - #lsN
®| (HE ) 0 H BENEEE | WEODPHREF
Bk " D65 7 7 Ty —L SRR
x (2500 1x) (Gib3) 120 7 Ix - AP
25C. 75%RH | RV =F L 3 A Hikga e « HlEN
e (HEF) (B - BENEEE | WEODTHRIEF
i 20 2T - ; X
40°C RYTF LU 3 i SR
(HET) (B re) - ’

* () B AYRBEEEAIAI R 0 TEER] - 1 72 LA D M HRTE TOZEMRBIECE 1)) (TR ST EEER R IRAF SRR T i,

AMERVBERROREN

AL

fF & DESELL (MEIEFHEL)

AL

B
R T A BE 1mg

75 ik BlR EHRERIES 2 15(8 FLiE)

E SR CREIL &~

50rpm

FERR - B R HREBRIGES 1 IR 900mL
A - 30 43T 75%LL 1

BH -85

TIENDELGRS - AR, NESNRRLRS - ARICET H1ER

ARV

(2E:3

100 $E(10 §& X 10), 140 §E(14 § X 10)

FirE=E
AR ANA

BEOME
PTP A%k

PTP: &£ —ARY Fut’ly EH-—-—T7)LI=UL4

|l = S N 7 = 3 gl P
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V. ARICEISHE

1. PEERIIHHR
HHERE

2. PEXFHRICEETSER

5. MEERIIMRICEET HFE

ARFNOHHIZ BTz TE, BARBFREIFSODWENEEZSEC BHRIEL ODWBREE L TV D
BEEZNRETH L,

(R

ARANDOFHREX NI RITBHIRIETH D, LIzdo T, BHERIE L OEEZEIN 2 STV B~
5L, BEETICHREREERO FEFREMEHERAEOZBILNEQ012 FFEUETHR)) 2L FICRT,

{1

<&E>

[RHRMEFHEEDZHELE (2012 FERETHR) Y

Bl &% & 7 3B HRRIE DA O3 B F 7o 13 R B FURRE 2 30D 37, Bl ORGSR TRt OS24 7- 3
Ba . RO EHRRE & 2T 5,

I. Mgt De v
1. HERE YT E 72 13 KRERE AL ERE 8 v
2. ZOMOWEFHEFITEINSH D | BEEER YAM O 80% A
IT. fEsstegdra L
BHEEEID YAM O 70%LLF £7212—2.5SD LLF
YAM(Young Adult Mean) : £ A SEEMEIEHRE CIE 20~44 5k, KERE IO CTlE 20~29 %)
H 1 RSN & o THAE LI IIMEME T, e/ L 1X, S BB L ORI, TR TONA N E ST,
W2 BEHHAET OO B, 3502 IIEEETHD Z LICHET D & &b, ERIBEOBLE D bITHE XSG 2 k35
ZEMEE LY,
W3 ZOMOMETHEEYT - BRI &L o THRA LI ISMENMER T CL B I rg . e, L8, e s 3T,
R A, BEE AL, TR,
W4 EEEIIFRE UCEREE 2RI EBE L 35, £io, EEEAL TRIE LS A10id X 0 IRV %fE & 721X SD
EEEATEZEET5, BHEICBOWTII LI~ £ L2~14 2 EMEEE 5, 2720, EEEIcsVW T, BHELIE
72 E DT DI EHER B R O RIE DSR2 G A T R E B B &+ 5, KERE AL 8 IS 1L SH R £ 7213 total
hip (total proximal femur)Z VN2, 26 ORIEN KRG SIS, E R FEOBELL T8, ZOHHIE%DH
AT 5, WERICHARNLMCBIT 2 BEEDY v b4 7 2R,

f+

A (BT [low bone mass (osteopenia)] : H# A —2.5SD L VW K& < —1.0 SD KiDOGAZFERD LT 5,

= B



V. ARICEY HER

BAAICEITSBEEDA v k7 78 (g/ord)

T %
o — HEE YAM @ 80%1Z BHUERAE D
" (YAM =+ SD) MY 2B HEEHE J1 v b 7 fEED

o QDR* 0.989+0.112 0.791 0.709
(LTAVL4) DPX* 1.152+0.139 0.922 0.805
DCS-900* 1.020+0.116 0.816 0.730

QDR 1.011%0.119 0.809 0.708

o DPX 1.192+0.146 0.954 0.834
(Lj’\«L 2 DCS-900* 1.066+0.126 0.853 0.751
XR 1.040+0.136 0.832 0.728

1X 1.084+0.129 0.867 0.758

QDR* 0.790=20.090 0.632 0.565

KR SER DPX* 0.939+0.114 0.751 0.654
DCS-900" 0.961+0.114 0.769 0.676

QDR* 0.875-0.100 0.700 0.625

Total hip DPX* 0.961+0.130 0.769 0.636
DCS-900* 0.960+0.114 0.768 0.675

DCS-600 0.646+0.052 0.517 0.452

— XCT-9603) 405.36+61.68 324.29 283.75
L pDXA 0.753+0.066 0.602 0.527
DTX-200 0.476+0.054 0.381 0.333

CXD(ES 2.741+0.232 2.193 1.919

gy — JE,
HomFA DIP(E4) 2.864+0.247 2291 2.005
5 %
o I GE: e YAM O 80%(Z HHLIERIE D
" (YAM =+ SD) EERAYCE A J1 v N A7 EED

— DCS-600 0.7720.070 0.618 0.540
S DTX-200 0.571+0.065 0.457 0.400
S DIP(E4 2.984+0.294 2.387 2.089

1 1996 FESRTIZIr EHED T — Z 12 2006 0T — Z (FEI TR HFR) 258, 28 L7,
H2 MEHEEITORWEEDH v N A T E(YAM O 70% %7215 —2.5 SD)&/R~T,

3 XCT-960 : mg/cm?
4 CXD, DIP : mmAl

3. AERUHE

(1) AZERUVAZEDMREHR
W, ORAICIES ) Fe U@k eE LT img & 1 B 1\, EERFIZH58EGE 180mL) DK (X iTh b £
e LbicRnEbs4 5,
B, MA%DZ & 30 ISR BT, BREOKZ FR ORI O I O B G #ET 5 2 &,
()
KUSAOEENCa, Mg ZHDOEEDFHIFHWI X TN T +—F —%ET), B KO OIEA] & —FE IR
ToHL, WMNEHTLHZENHLDT, BRE, RIOKEFNIRMA L, 22 2MRA%D2< &S 30 71
KRS DR B % k8T 5

(2) AZERUVAZEDHRTERE - Bl
ATHEE I ARRRBRJ201), #3155 T ARFBR(ONO-5920-01), & AR B % FEakBR (ONO-5920-03), 25 MIAHE Pk
BR(ONO-5920-02) K OV AR B ik f5e i BR (ONO-5920-04) D A& 7 5. AA) Img 1 B 1 M GI2 X 5H68%)
PER RS, ZRMICEAL TOAESESL, BIEA. ABEEOHFEFLZORBRITT 7R LFABRETH
D, AH Imgl B 1 FEGOEREERTEWEZEZ LN EnD, AAIOHELOHESZ Mmgl B 1A
Beh) LUz, (15 Q) AERGERHAE ] KO 5. ()RR OHEBMH)



V. ARICEY HER

4, REBRUVAEICEET SR

1. BERUVEEZICEET EE
BHIZHTz> TRRO 82 BFITHEETHZ &,

1.1 ARFNIAKRTE D £ TIRHT 25 2 &, KUADOEEK(Ca, Mg HEDOFE BEDOFRIZE VI R TV T 4 —
B —Zaite), B O ORRA L —ICIRAT 2 & WMIRZIT D Z LR d D DT, ERE, RO
BRI L, oA%< &b 30 IR OIRE Z#ET 5,

7.2 BN VBT ~DEIWEH O RTREVE AR T SH 5720 0N HN~ L RESE L ENEETH S,
IRACES L CiZ, AFOHFIEIERT D Z &,

« EMHEEAE O FTREMED 8 B DT, AFNZWEATZ Y UL AR THEN LD LT &,
<+ EG 180mL) DK (CUTW D £ & & IR L, IRA% 30 53k oz &,
c BEERFSUIERANCRHA L2nW T &,

(i)

1.1 KENIZAMB A A LR ETERT D2 ENHDHDT, ZhbaEEAT DB BY R OHEK L —#
IR 2 EARBIOWILENME T 282008 H 5 0, ZOWRINERK F2BHET 25720, EELTHD
OO EBRNCRA L, RA%D R & 30 DIIKLUANADOREZRET D Lo BE~FETSHZ L,
(TVIL7. Q#AEELEZDER] DESMR)

7.2 AANIHEE 6 L CHEMEZ AT 5 L ORENIEBRERBR TEONTWD D, LeR-> T, BIWEH
DB AEERET DI DIITHESCNICHNABESE DL ENEETH DL LD, TORODOEEFIHE
ERE L7, IRARFOEE E L TRAE~FETHZ &,




V. AEICEY 5ER

5. ERPRRLAE
() BBERT—2/1Xy5—o
<FHAmE k>
AR O AR5 THA *tox, VG - AE, 50
5 1A 101 FEXFHR FRERR A (24 1)
(Tt HFEM 0.05~8mg i L $55- Hi[n]
% 1 AERER 103 Hesxt ERERLA (18 )
(H[E#E ) IEEM 4~12mg B O HilF
% 1R Foemat | AR F)
) J105 SRR 2mgn’ém§5
(xt LR 1 B2 7 A
b e SER R 2 " EHERR A (40 151
(@gf;?@gﬁ@) AKiz jigz ome FEMELS
1 B 1 AR RTZEgRe B
MR CL-029 AR ?ii%%ﬁf/g;(gﬂ)
s B - - mg i
(PEZE R OVntes DR 2R HEEM LR 1R e 5
e - . R R (12 1)
2SS, AT 1R, &% 3 I
B AR | sy | ERARAGOBD
mmEroaEopm | K gl | SmefERES EE
ZERETT . R BRI, BRI dIAE
Sr—— . fRERRERR (30 1)
E(EQE@%;I:%? CL-030 ;E;ii; Img #% [ T&iﬁ B[]
ZEIE T, B30 4
) St B B (121 1)
FIEERE RN 1201 4 grﬁ 0.05, 0.5~1.5mg &% 0 #5
1 H 1 BIsRRTZEMER 24 18
e el BT BB RLERIE (352 )
%128 T ARABR ONO-5920-01 | Z;j;;;% 0.05, 0.5~1.5mg #% H#&5-
e 1B 1 A RTZEERE 36 18
JBATHA B HLERAE (270 )
S5 TAR 25 R A ONO0-5920-03 fggz ?m;é;;;ﬁ&% bV BRI (Sme)
1 A 1 IR ZEiERE 48 I8
oy e IRATHI B HLRRIE (704 1)
S ILAH - ek iR ONO-5920-02 | 7 gigﬂg 77 AR Img 0L
e 1 B 1B aTZ2pEnE 104 18
) — JBAT BB HLERIE (444 1)
55 AR B Pk foe iR ONO-5920-04 . *ﬁ Img #% O ¥ 5-
1 A 1 IR 2R 52 08

(ERAI DR ST FIER ORI (mg % 1 B 1, #1857 5.] Ths,




V. ARICEY HER

(2)
1)

2)

(3)

ERPREEIEER
HEREHRERSY [J103]
R N RIS A A4, 8, 12mg, & 6 B ZFIDOZEERHCHBIRROK G L, ‘et smil Lz, 0k
B BWER & LT 1 BI(12me) R FE ORI RE, 9008 & OWER 3 2 H A, A & OBEME L2 0 &3
Z TR R S T3, REYE 12 FHELER B TR T RE AT RIS LN o T, e, D OFE
WITWFRHERE T @\ETHY . BERMICHBEE 22 O TR -7z, MIEFARA, MK EEE R
A, MEACFORE L ORREICBWV T, REMOLENIWT G AR EB AN &5 2
Hivlz, M, WIS, R OHER K OERE 12 F58 LB AUIIZ R IT A b e o 7o, BLEORER
L0 BERABMIC, AAl 4, 8 KN 12mg 2 ZEHERFICHBEIR DR G Lz & X OZeMICREIX R <,
BREEDRBD = EEZ LT,

(VRO ARSI NI AELOHET Mmg % 1 H 1A, #0535, Tho,

REHRESHER Y [J105]

fEFERR N BAIEICAH] 2mg(6 B ZFADZEERIZ 1 B 1[0l 7 BEIKERD&S L, 2ttt iRB Lz, 0
FER. BMMRERIIEFNIZE W TRD b o To, MRFAAIRRAE, MkEEE RRAM, Mk
AR A M ORI A O 5% OHERB L, SHBRE 2B W TR 2 &I L7-TEHA BN ohBm bz
B, WTFNHEEDOEFITH Y, FRINOMEIAFA LT & &2 Hh, BARAICRIEL 725 Bigk
I DI o T, AFIKER GREOSERE OME, IRiE, IR OHER K OBERE 12 355803 X P
FUCIREFETRLIEIRD N o7z, DLEORER IO @BEMRABMEICAHN 2mg #2582 1 H 18] 7
ARIERORE Lz & X OReMIC/ICIE T <. ARMEIIRGFTH T,

(VRO ARSI NI AELOHET Mmg % 1 H 1A, #0535, Tha,

RAERCIERRER

(RTHIZE I AHEER) 112 [J201]

B B &t R ICAH] 0.05mg, 0.5mg KON 1.5mg & 1 H 1 [8] 24 @& 5 L, EHEEY e EE 4 =
FHIEH & Lo A2 IR O RR I 2R F 21T o 7o fE R, 0.5mg 7> 5 1.5mg O F Sl 12 2550 FH B A FEE T
5 &R LT,

BT VA | IR JEE R

St g | HIEER RS 121 4]

; » DXA HEIC X DHIEIC T LoaBMD 28 EEHELL T
E7p B% AR BL Y
ErERER 45D I 7S Rl %

< KENH D 3o BP MF OB GBEEN & 5 BE
T 7 B Ak HE | - VR HIBRAART OB RERIE R LV 8 EEIRTUAPIC B RN A RIFT A OB G252 ) 7
BE %

AH#0.05mg, 0.5mg, 1.5mg Z 1 A 1[E], ERFFEIRERNIC 24 BRI AOES L, R3EE 30 55~
| FERI IR R 20 7, 72, A v A 08g% 1 H 1A, ABBICERAKES LT,
BEIIEERTICL > TRD 4 5D T N—FI25T b=,

R OB O | ZA—7 1 BREIRE 10 FERTEO M

J—"7"2 : WAAIPE A AR AEA T 10 SRR O 2

TN—T"3 1 =71 LT N—7 2 1B & a0 & 5 Bsi b ]

IN—"7 4 B G ERAH

£ A E A | ARFIBGRNCR T 5 8544 TR DXA JAIC £ % LoaBMD £

« MD IEIC L B HEEOE(LF
cBRET A —F DOEL

- HEIRIE B T o 1

- BB ER D2k

B B REAZH H




V. ARICEY HER

(EZEFHmE )

B IPERRAT o B 51 D i &R (24 3 1% ST R IR 38 U 2 IEHE Y B 88 B D (LRI
WTC, 0.05mg B, 0.5mg B, 1.5Smg BEE BN LD & BT, TNEN 1.60%. 3.62%. 4.77%
DOEMARRD bT-, ZOfEEICHT L, 10.05mg BE<0.5mg BE<1.5mg #] &) HERIGHE
RORFEEAT o122 A, BRGHEO tiRE., F 1l p=0.0081)TH -7z,

AL FHli R D IEME T BEEE DL LR EHERT AR EH])

AT AHEEGHIE 100% LT 5)
0.05mg ¥ 0.5mg #f 1.5mg
101.60+3.96% 103.62+3.74% 104.77+4.34%
(23 B (29 fi) (27 B
S AR R
(RIFHIE )

BR# T A —F DEAL

RECRBWRIN~—H—THBRTRT A 2/ U o OBRGRIMEICRTT 5 K& GHm R
(24 8 TP UERR) D 2SR (%) D E R A2 IR 5 RMETZ 100 & L7zGa. AR
FEMT R G BN I T 0.05mg B 101.22+39.86, 0.5mg Bf 69.15+27.98, 1.5mg & 57.93+30.33
ThoTz,

TN—T T & OFENTCIE, 70— 1128V T 0.05mg £ 99.32+17.76, 0.5mg ¥ 56.24+22.07,
1.5mg #f 56.92£41.52 TH Y | GFELHERISERIEED b Gefth o t $2E : Wil p=0.0034),
R < Z—7 3128V T 0.05mg B 102.05+46.68, 0.5mg #f 75.87+29.50, 1.5mg £ 58.87+
2248 TH Y, HELABRNISERITRD SN 7-CHEEO t 7E : il p=0.0004),

REFHERORFRTAXEY D/ U O OELE FHEETRREH)

R T AR G2 100% &3 %)
0.05mg Af 0.5mg B 1.5mg #f
101.22+39.86% 69.15+27.98% 57.93%+30.33%
(33 fi) (33 fi) (34 1)
SERE + AR R

REFWZREIER~ — B —Th 2 EH Al-P OFLAMEICTT 5 &R 24 8% X 1EF)
DEACER (%) DO EHME = FERER 21T 5-BLART 2 100 & L7235 A . AN EMEAT g5 26l
VAT 0.05mg B¥ 91.36+22.75, 0.5mg H¥ 54.61+23.33, 1.5mg B 47.21+23.42 Th 7=,
IN—T T & DIRFTTIZ. Z—7 11238 T 0.05mg Bf 89.70+15.10. 0.5mg Ff 46.68 +25.68,
1.5mg #£ 47.14£1539 TH YV . A EZRHBESUSBRATRD L 7o (RO ¢ 0E : Ml p<0.0001),
B < Z—7 31238V T 0.05mg B 92.12+25.78, 0.5mg Af 58.59+22.12, 1.5mg #f 48.75+
2746 TH Y, HELABMKSEBRARD NGO t BE © Ml p<0.0001),

ASETHEEF D FE Al-P DELE (BRI REH6)

R T AREE G EZ100% &3 5)
0.05mgit 0.5mghf 1.5mgh¥f
91.36+22.75% 54.61%+23.33% 4721%+23.42%
(3251) (33f51) (341)
SERE + R R
Fo, MERER BT OB e3R8 < JEEER O S REIC 2 2FT RITEED Hivied o7z,

(FIE)

Hige PR R AT A1 0D B 25 8 B e BRI 8 BRI 0.05mg % 30.6%(11/36 1), 0.5mg B¥ 25.0%(10/40
By, 1.5mg B 24.3%(9/37 $) T, HEEORIZH: S BITEARBEE OBINIRD e s o
o Fo. BEEABIERCHEK LR L 2 2BIERIZRO bk ot

e, BRAMBUC IS W TARIZ B 5 SN BIEEE T, ARBRO 1 F1(1L.5mg B TH -T2,
(BAKOAB S NI HELOHEIT Nimg 2 1 B 1E, BO&%57 2, | Tho,




V. ARICEY HER

(4) HREERIEAER
1) BEREERER
@ BEALHETHAERGHER
(#3125 TARRABR) 13719 [ONO-5920-01]
JRATHI B HLERE (B 352 Bl &2 312, AHFI0.5mg, 1mg KON 1.5mg) X7 7R % 1 B 1 [[] 36 i [
5 U, MEHESEY) B8 B 2 R E & Lo HESUSTEORF 21T o 7o R, BRHEREA &L LT Img
INEZMTEHD EHWT LT,

KRBT A | T RMB. EEHAR

st g | MTHIEHERIERE 35241

- JRFEVEE HLERAE O IMIENE(1996 I UGTIR, AAER#M P2 B HRIEZHEERFER
L | SoEOEED

40Ul B 7S U &

RSB HRERE I OMOIRE RS BT ARBE AT 5 HRE

- DXAVEIC LB IEHEE BB Y RIFITIIRA AT B8 %

77w ARG, ARK 0.5mg. 1.0mg. 1.5mg HHHED 4 BRI, BAERFEHERNIC 1 A 1
AOBR k| [ 36 MRS L, AREER 30 o~1 BRI E OBEE R -, 0, ALY T L 0.8g
Z1H1E, YERICRARE L,

E EIEMIE A | ARG ANCRT D58 TREO L4BMD £k

BIREEMIEE | BRI A—2 0%k

X 7 bR Ah 2 AR

(T2 )
AHBEIRET LT X CTOMET, 77 BRI L CHER BRI A+ 25 2
EDBBGRES T,

AR R DR T BEEEQELER

BT AR GHIE 100% &9 5) e
0.5mg #f Img #f 1.5mg #f 77
105.7£4.5%* 106.4+3.7%* 105.9+3.5%* 100.7+3.9%
(92 ) (86 #) (91 H1) (49 H1)
*: p<0.0001(vs 7°7 L AHE, Williams #E : FRIEE) S + R AR
(RIFHIE )

BB~ — B — B TEARE S CERNIGEER LRV €7 7 OK FICERT 2
EBZONDEEMER LTz, b, RFEL 3HMCIIRTFRT AP U UED
R~ — D —IZB O TAFIEE Img BEL Y 1.5mg B & bl LC 0.5mg BEOIMHI1EH 2355

4k o W EAEDRIIZ,
R MBOBREY—H—DELE
. AT A GHIEZ 100% LT 5) oy e
AEAMTE 5 5 : RN
FiiE H 0.5mg #f Img #f 1.5mg B 7 7R
JRPFET AF T | 55.0%23.6%* | 51.14222%* | 50.9+34.9%* | 110.0+51.2%
[l RPN A% (94 1) (88 ) (91 H1) (49 )
59.1+37.6%* | 54.0+£44.8%* 50.5+38.4%* 1143+51.5%
R NTX (94 fd) (88 1) (01 1) (48 o)
. 549+19.7%* | 48.7+14.6%* 477+27.1%* 96.027.0%
NE=S ,E!.,)jg _
I 1 oL ALP (94 1) (88 14 91 i) (49 51)
*: p<0.05(vs 77 EAREE, Williams KE : Wi E) S AR ER 22

(RITEH]

EIERFBERILT T B REE 13.2%(7/53 ). 0.5mg B 23.3%(24/103 ), 1mg Ff 22.9%(22/96
#). 1.5mg # 27.3%(27/99 #i) T, BHEHFERIZOWTIHBESISEDRTRD b o7z,
Fio, BHERE LR E R D FZII RN o T,

(E)AROEBENTAELOHEDT Mmgx 1 A 1E, #ORE5T 5. THD,



V. ARICEY HER

@ HeEEER

(2 BEslBR) 161D [ONO-5920-03]

BATHIE HLRRE B3 270 B 2 6 G212 AR Img ERfIBIK L LCT7 L Fexr—hSmg % 1 A 1048
MG L7- L &0, MRS BB E 42 3l & Lz B SRR 21T - 765 8. AENTE &8
R R OBRIIIHIERIZB N TT Ly Fax— h ERBROANEEZHT 5 Z LR Sz,

BT A

ES SO §=5

bS] %

I THIERERESE 270 6

* JRFEME RURIE O B A HEQ000 S ESETIR, AAERE 2 HRIER A ER Z RS
W R DHNZHED

L 7R T bl
& 7R X G T Lk
ol S
LA | BB AHRRIE X OV E OO IRE Bz 25 2 REZH T 5 BE

- THEDTRIE DML DE 2580 5 B &

w8 Ik

BIERHAR], ISR 2@ U TR LS T A 16g(h Ly T AL LT208mg)% 1 H 1[E, ¥ &
BlcROBS LT,

AEIEEA122 FEAAK] Img $E8& 7T EREEZ, Ty Fax—  MEHI7I78RET LY R
F— b Smg$E&, 1 B 1AL, EERICAKK 180mL & & bicROoBs Lz, 2ok, IREZITD
72 ED 30 DIEFHIC AR BT, REBCKZER O NI IR O NER S ST,

J= 2 A fili T H

TR ST D DXA 112 K % LoaBMD 28 bR

R B REAT ZH

« KERE AL total ‘%5

< AR ORI HER
o WETS I O MEMAE T R A AEE
B — I — D& bR

o JEASER OFR




V. ARICEY HER

(EZEFHEH )
AHIEE122 B O REHE 2B 28 & O AR SRR HER 221 5.964 3.5875 % (R &AM TH v |
AHN OB 7 FE RN RS TER STz,

BEHTHEEEORLE

FEHE - 25 B 28 P D 2
B [AflaR] +imitese
%512 % 3.266+3.3945% (121 f1)
5. 24 8% 4.585+3.5962% (121 Bl
#5536 l% 5.483+3.1280% (120 f41)
5. 48 % 6.028+3.6031%(119 i)
| Bk P | 5.964+3.5875% (122 ) |

BRI 35 1T 2 IEHE P B BB 13 H-al % 100% & L7 A CRSME AR HE(R 25), ANH
B 106.013.6%. 7L Frx— FE1063134%ThHY . 7T L2 Fraxp— MEIRT 5 A7
BEOIELMWENBIES N, AFNIT Ly Rax— b ERBEOBBERINGRZ2RTHETH D
ZERHLNERRoTL, B ONWTHORFI L& 2 A, SEHEDOZED 95% M5 XM
DO TFANSHEIRFIE—1.25% TH Y, 0 LV /NEhol=Z s, BEIIIRIES Lo T-,

PG 48 W TR G IERFORE AL

FLrkOR— oY SIS HEREE

A RO
R R DEAE Fpreo | TEEoEs | ko
FHFEEOEIL CRED | OS%IEEIXE | b D

N > N N (ONI=P/3i5 H
R T AR Ty Rox— Rt
106.0+3.6% 106.3+3.4% p=0.0002* —1.25~0.50 p=0.3991 N.S.
* . p<0.025 1|4 et — 0 2.0% .
a)* : p T RE. FEHE~—T 0 2.0%) A4 R 2

b)N.S. : p=0.05(F I E)




V. ARICEY HER

(R AR H )

KEREITALES total ‘B85 FE O ZALTR (R 221X 3.5753.4755% (Gl )y T 0 . AFKl
DB NN R DTS STz, NEHESER B E OB L ORRRFIHER K VKRB JENLES total
BEEIZBWTT Ly Repr— b EARFOREFITHAL LTz,

T, AFNTENRH~— I —D 5 BERIR~—"—(RP 1 Bl a T — 7 U 480E N-7T X775
R RPNTX)ER T &, BRIIGER 273 2 LRS-, R NTX xR
AFIBERT Lo Fax— MEXL VIKEEZHER Lz, B5H1% 100% & L725A . R NTX X
B 5 438 O 36 BRIV CTAAIEEN 51.86% M (N 43.73%. 7 L > Fu 3— REEA 58.40%
KN48.87% TH Y, HERBICAHZZENRD LT, tHE : p=0.0173, 0.0463)

BHEFHEREDOLLROREFMIERS
112,00 -

—— R TR
--¢-- TL ¥ Fok— M

110.00 -

108.00

106.00

104.00

102.00

BT BEEOELE (%)

e sl 0 12 24 36 48 it
( ® T ) R GH)

FRep NTX D EAL R DRERFHIHETS

16000 —— ) FAR
--0-- LY KA — M
140.00

120.00

100.00

80.00

60.00

PR NTX OZEALER (%)

40.00

DO om0 12 24 3% 18 RBE
BIaES SEAE
AR )

(RIER)

BIWEA BRI A O BH 4 B o)X, AFIFET 209%28/134 fiil), 7 L Frx— M
T 163%(22/135 i TH Y . AFIBEL 7 L2 Fur— MEORIERRBERICAEZITRD S
Nienole, REBEIZRO b EREWERIZ, B APE 7 61(5.2%). EREER 5 51(3.7%).
MF 7 U7 F R ARFF—EEI 4 $1(3.0%)TH -7,




V. ARICEY HER

CE kiR 1319 [ONO-5920-02]

SBATHVE MERIE BB 704 1 2 6t BRI AH Img & 7T AR Zx I L LT HEMELESABR 21T - 77,
AH Img KT Z7EAR%Z 1 H 1[0 104 BREQ FEMEG L, AEEONLEEEZBRE LR, AR
B IERN R BNT T T BRI T D EEMEZ R LT,

KB TF VA v | TIERMR, EEHRAR

St G | IMTHIEHRIERE 704 )

- MR HLRRE O ZBIEHEQ2000 FEWETIR, HATR#MFSBHREZ N EERFER
KN X)) T THEFHEETH Y ) OEREZW-THEE

E e | XL Th~LalZ I~5 OB 2R T H8E

g

- 55 LA L 81 R 4%

e B A -%ﬁ%’%@%’**ﬂ%ﬁﬁxzi%@{ﬂ@ﬁ%i%%ff%%%%ﬁ?é%ﬁ

CHEAREITOFMICELRETEEX WD XM AL AT 28 &

BIESWIR ., TR 208 U CILRRIR A /L 7 A 1500mg(H /L2 7 & LT 600mg) % DN E &

OB 5 | TUD200IUE 1 H 1A, YBBIROEE L,

AFIBEIAA) Img $E%, 77 v RBHET 7 vARSEE, 1 A 18], REFHCRAOZRS LTz,

AN I B | VeSS EO MR B PR A

- WaggrE OMEME PR A E T oMM

« BEERIEIR 2 5 B 3T DR A B K O A4E F COHIR

- RO

ERE— A — D bR

* DXA {EIC X 2 NEHESE ) B 3 AR bR

- AR OFRE

Rl R R Al 2R H




V. AEICEY 5ER

(EZEFAEE)
AHIFEN N7 T £ RREOHEMRE TR AEREBF)IT. T 104%., 24.0% Th o7z, HEXE
U A7V HITZ59% TH Y 7 TRk L THEREIBL LR HERR S 4172 (Log-rank 15
£ p<0.0001),

AFIFRH VTS ERBEOHABTIRRLEE (RH)

R T AR 77 v AR
(n=339) (n=328)
HEMR B P13 2 2R (R 10.4% 24.0%
FHUME R P 58 AL 2R (AR 7.8% 18.5%
Be b 24 J8 1% AR O MEA B 3756 A 28 (A ) 4.7% 16.6%
a)HTBLE BT+ BETEHE B HT 0 HE
b)Y E T D I
RREMATIRER
3001
— R FAE
----- 7S kR
250 |
A =
R FAEE104% d
3 75 KR 240% :
< 200t 5
w0 ]
# E
E 150 + ;
i .
i P ﬁ S R 5
% 100 F ;
B AEHRRRRRS A '
50 L
B E# (Log-rank %)
p<0.0001*
0 24 48 72 9% 104
R (GH)
*: p<0.05
HABIRER (RB) PV ORBENEL
(5B ERES L LEHEEN
HECR B P38 28 2R (R FH) .
R R T AR 75 CREE zﬁ ff’?; L‘;g;ﬁ‘i“k
(339 #)) (328 1))
b 24 W 1% 6.5% 8.7%
B b 48 W% 6.8% 12.5% .
¥ 72 W% 8.9% 17.6% 0411 p<0.0001
5104 % 10.4% 24.0%

(PR Y 27 b 59%)

T DFHRE T+ BB T o1

& 2)Cox BIFE T M &0 B (Img B/ 7" 7 & A EF)
*: p<0.05(MfHIRE)




V. ARICEY HER

(RIS REAT 2 )
#5244 B LUBOHKEITREE (R ORBNER
e 5 24 W% LD
MEMRE P78 A 2R (R ) WEFSK-E Log-rank
sy R 7 I 77 R Y A7 TRE
(339 i) (328 )
5 48 il 0.7% 4.1%
5 72 % 2.9% 9.9% 0.259 p<0.0001*
#5104 4.7% 16.6%

HE VDFTHLE 3T+ BEAF 4 o H#Y
7 2)Cox [AIFE T/ & 0 FtH(Img /7T & R )
* 1 p<0.05(M IR E)

2 G K DARFIFEB3 B DOMEHEEE) B 5 O L FHERZEIT 8.26715.3360% (Fk
KRR C, 77 8RR L THRICKE D > T2 (tIRE : p<0.0001),
X5 104 8% XTI 5 IR RO KRR

BEHTHEEEOLLE

—— 5
--O-- 75 R

116.00

114.00
( ® T ) 112.00 -
110.00 -
108.00 -

106.00 -

ZALE (%)

0 24 48 72 104 Jeie
K GH) i

100,00 45== 3

(FIER)

BIVE TR O B 2 8037 T B AR EE 15.8%(54/342 1)) AFKIRE 16.1%(57/354
BNTH Y, 77 R L ARFEORIEMRBRICHBZEZTRD B2 72(p=0.9179IN.S. ;
Fisher D EHEMESRE), FRBIERIZ. B AP 14 41(4.0%). IR 8 #1(2.3%). HX 7
B(2.0%)TH - 7z,




V. ARICEY HER

2) REMHER

(B 53 06%) 202D [ONO-5920-04]

FPrRBR( 1) QLEGAR VE i) | OESMR) T2 EM OB E 258 T LT-IER 2 R ICAHK] 1mg % 1
H1[E ARk R G55 Z L1k v, AR OLEMEORGTHEIT > T2 fE R, AFNZEPTBS IR 3%
HTDHZENRENT, £2. KA Img 884 3 FEREG LofER, 28 Bk & REEA 2RO,
T8GR IK 3 2 BIVEH OHEIICE R RIE & 72 28 7= 7B ER 3BT 25 Z &3 ho Tz,

BT VA v | ER, EEREER
xt g | IMTHIBEHRIE RS 444 1

X7 R gk T

< HITRBR( 1) OQLEGAR (EITER) ) OESR)T 2 FRoREG 2575 T L, RIEABR DR
PRI 104 HOMRA - i 23X TR T LTV B

« AR 2 AR ThH D Ll S 83

b 7 B 4 3 b
ERRAEE | PR XA DO RS 2T SHERE AT R S
AHK Img HE, 1 A 1 BIEKRFHIRO#E LT,
A OB k| Ee. EERRERU LT T A 1500mg( b T Ak LT 600mg) K TNE X 22 D3 200IU & 1 A1

|, Y RFEICHEARSE L,

= 22 FF fili ZH H

e 14 oD HE (A 7 56 A AR

&K AR A 2R

- Wagg itk OMEMRE PR A £ TOHIM

- BEARIER A 1 5 B AT O AL KOS A F T O HH]
- HEOE

B — D bR

« DXA BT X D NEHESEY B 5 R

- NEAS R DR




V. ARICEY HER

(FEFHmE A )
3AERIBE G L D AFIEE(194 BHOMERF I AR BRE)IX, 124% Th o7, 3FEMFEERFO
| £ OMERB IR AREEIT 1 EH 6.7%. 24H 3.6%. 34EH 32% TH-o7z,

| FERUIFMEE L-HABTHREE (RE * " 0RENIES

B 5-H R T AEE194 Bi)
1 4 H 6.7%
2% H 3.6%
34EH 3.2%
| 34EM A LR R | 12.4%
T DHHUE T+ BEAE P o By
RIEMABITRAE
300
— X7 TR AR A
..... T ER+E I FARE T AR 124%
TSR RSFAE237%
250
2 200}
#
g; :
i 150 e
e :
&
% 100 +
B
50
i P
o+t
0 24 48 72 104 128 156

K ()

REHABTREECFRIZE L-RABEHATIRER)

\ s | VEAET | MEAE TR RREHER I A
BeTRE | W) AR ok | Eaes) 95% (= R ]
0A 194.0 0 0.0 0.0
12 i 194.0 0 0.0 0.0
24 ¥ 194.0 13 6.7 6.7 (3.9, 11.3)
48 i 181.0 0 0.0 6.7 (3.9, 11.3)
RoFAgE [ 728 181.0 2 1.1 7.7 4.7,12.5)
104 3 179.0 4 2.2 9.8 (6.4, 14.9)
128 18 172.0 4 2.3 119 (8.1,17.4)
156 i 163.5 1 0.6 124 (8.5, 18.0)
0A 186.0 0 0.0 0.0
12 38 186.0 0 0.0 0.0
24 i 186.0 16 8.6 8.6 (5.4,13.7)
o 48 3 170.0 4 24 10.8 (7.1,16.2)
?j;;% 72 18 166.0 8 4.8 15.1 (10.6, 21.1)
104 3 158.0 12 7.6 21.5 (16.3,28.1)
128 7 1435 3 2.1 231 (17.7,29.9)
156 i 136.5 1 0.7 237 (18.2, 30.5)
A ORI E ()X, A XEOBIGRIZIS T 2 REITOIERE (). & XETOFHHE)Y Fil%k
Wy B n=n-wd2 ORI L W EH LTz,




V. ARICEY HER

(9)

(6)

(RIRAYRTARTE B )

3 EMOEEARIER 2L O BITRAEHEIT 129% TH Y . HFREOE(IF-0.57E1.54cm TH o7,
F 7o, 3 FEMBEGIC X DARHBIFEGE Bi)0 NEHE -5 5 FE O LR R[22 1X 10271+
5.9692% (B &R ) T o 72,

Kp - 156 i UL B G- LR
BT B EEELROERAIERS

=R
--O--F e R->R) FFH

120.00 1

115.00

2 110.00
s " i
( & = ) ® 10500

100.00 -

a5.00 T S S T S S

B GH) A

(BIVEH)

BYTRBRBAAA D O ke 5 5B IE T £ T 3 ERICR T 2 RIER (ERMEM O BF 2 5 Te)
DFBFEIL 11.9%26219 BHTH Y . 1 FHORIWEH OFHBRIL 1FH 6.4%(14/219 Hi), 2 4
H 3.7%(8/219 ff). 3 4EH 4.1%(9219 F Th -7z, LEREWEAIX. B%K 6 H1(2.7%), BANL
1% 5 51(2.3%). _EREERE 4 61(1.8%)TH o7z,

£ - REERIRER
B R L

SARRAE A

1) ERABERE (—REARERE. FEEARERAE. ERARBLEERAER) . HERTRT —F~—X

HE. RERTERERAZBRONE

R E A R A 22

IR T CTOARBIR 7 7 A5E Img, [FHE S0mg, U B /LR EEDImg, [FSHE S0mg) D & FHRFIZ BT
RN OFIMEORGEHE B, B HERIERE ZxtG & U CREEM H G 4 9k U7z, SEha]
1 2009 4F 11 A ~2016 4= 4 H . MM SHERIEUEL 6710 Fl(1mg AEHF] 2882 i, 50mg JEH] 3340
B, GIRRIER] 488 ), AT 6 SHERIEIE 6686 i(1mg JEF] 2867 . 50mg JEF] 3331 i, BIEE
% 488 B TH -7,

APEICBIT 2 BERRBEIGIT 10.1%(676/6710 B TH Y | AGREFE T RFRRER O BIEHRHEE &
17.7%(236/1336 i) & Lei U T < 2R B IEIERR O beinot=, £1-. BIERARRHRBEIACHEME 7.7%
(34/442 5]y & 2t 10.2%(642/6268 Bl D THI & 7372 221358 H AV Do 7o, FRIZIER T XX EIEH O
BEEIEL, EIHEEREDE 4.3%. FEHEIE 0.5%., BHREICET 2RIEM 04%. IFHReICBET 2RIEA
0.2%., IMHFA T LA 0.04%, FHEEEE - SHEEFHER 0.1%., IEERKERE T 0.01%., LEAHE)
0.01% CTH -7,

HAMEICDWT, ARFIGE AL 2 FRFO REEE P ERIT, ARFIE G520 4.82%., 1mg FEH] 6.49% .
50mg JEG] 4.14% , GIRER] 3.34% TH D . WIS ITAHRER & el LU TaE < ideno 7z,

YR T A8E L Rl — Aoy 3E



V. ARICEY HER

2) RBEZFHLELTERFPFENDARIIIERL-AE - ABOPE
M ER e L

(1) ot
MR L



VI. EHEBEICEEY SHE

1. EEPYNICEEHSILEVMRITILEDE
B AR AR R — N RIEEA
EE  BEEOH LAY DOEE T REIL, KFORMNCEERRTH L,

2. REHR
(1) EREML - 1ERERF

1) {ERARAL
I/ Fr CEBKFIITEICERE L. BRI OB TRRIC KD EHEL . BEHIRICIRDIAEND Z L TH

W HER 27~ & B X bh b,

2) tERRF
I/ Na UEKFERE AN T T 7L v e r U ER(FPP) A RIS 4 B L A AR IE oD 5 RN
FEREZHIHI 2 Z LI KD BRBMEHEAE TS LB 615,

® WA
HMG-CoA
\J OJ/EJFDy&7K*ﬂ%
v 3 / ’ HMG-CoA
e O/ ROVEATYH RTRN
# BREICLE
REEICA XNOVEs
% S /ROVEKNY
= /ROVEKINY F7ILRVILVEOUVE(FPP)
- . SRIEE
TOEPSLISH 9 9
BRI .
z — 7L
\4* | OS/rOVEREY l
- WEMACRDAEND LRIl
SSZILFSZILEOVUVEE
(=1 AiEES
= s
+ RO EaEe (BEEROBRENH)
s BB BIRITEEE ¥
# Il % BRI

D BHEBR~NOIRYAH (ZEEES v FDIEERHEER) 2
b PR EANEMAD A375(10%ells/body) Z A L, B8 LN RERBEEX — R v & Hun
T/ FerBoKBERBENORELZRF Lz, BEBE 4 B%IC “C-2 7 Fa iKY
(1mg/6.22MBq/kg) & HL IR 5- Lo, £ DGR, BV T, #5-4% 2 RFH TR BE DS VR
B RORE R OREOWINE, kR MRIEFOWTIIC bR S, 5122 < OEMEIC S i3
HEhz, £/, #5% 1 KO3 BT FETXTOBE M RETRE A K H S vz,

@ BLOHESICETSMHE (invitro) ®
WC-3 / Nu VBRI % & OREEHR (pHT.ONZ 7 B A T A AZMATAZIT, B AT A ATHEA LIk
BHEEREZNE LZ, £/, “C-2/ Fu U BAKRMY T AT A A LRI U= #%ICHHM pH 50 FIc@E
EVHATA AFEA L TS HBEREZTIE L T, 2/ Ku UKy &8 & OfEG & OREEE 5T L7z,
HUC-2 /) Ru URIIRERRIFINCE A 7 4 ATHES L, BOCBIIAT 5 BERLIIZIZIE —EDR A& T
Holr, BATA ATHES LIz UC-2 /) Fa UERIE pH2.5 LU T OFRMERR TR 25 LB AT A A i
L7,



VI

EMEEICEY HEE

@ Z7iriiEnY UEEEREROBEER (/in vitro) »®
A R OBEFEDO D> Th D FPP BRkBERZ 1 =27 A P O L, I/ Fe @
KF D FPP AkBERLEMER 2T L2 & 2 A, 2/ Fu U BAKM%IT FPP A klissE & KA
WZFHFE L, Z D ICs fHEiZ 0.0081uM T - 7=,
— 05, A0 UERHTREOEED O THDH AT T L o ARIESF 2 v TR HepG2 7> Bl L,
R Ra KR OR T T LA RBERILEER ZREI L2 2 A, X/ Rue v BKmmiIAs 71
VAT A IR RTFEICBAE L, £ O ICs X 5.3uM Th - 72,

@ WEMEESRICEITSBRIMNGEER (/n vitro)
UHXEEELLHM U EMEE VB AT A A ETERETDIRICBVT, 2/ Fu U BkY,
Ut Raxr—KEOT L Rax— kO invitro (28T 2 EWIINHEIVER 2 5t L7z,
2 Rua UEEAKFIE, BRI ORIE CHh AERIET O 1 Bla 7 — 7 V88 C-7 a X7 F R(CTX)RE
ZIRERIFICIC T SE, B2 6 0O CTX b7k 2 Jifl L 7=,

VY TR EHRO BRI EEEP CTXRE) [CXMT S ERARRARRr— FDOERA

Y EEERITEHM EMTHERAT A A ERIILIE
(3 AEE) (ATALERE 17 B5[E. 3 BiEE)
(nM) (nM)
400 100
300 & % ————————————————————————————
B B
i 3&
i i 60
7 200 rh
C C
T T 40
X X
100 i3
B B 20
0 g ' i \ 0 g ' b
WHIEEE 001 01 1 10 100 WHIEEE 001 0.1 1 10 100
HREE (M) B (uM)
- I/ Fu Vg AKY %:p<0.05 n=06, FIfiE £ FHE
& JEkFOR—}h (vsXT M, Williams D% g M E)

-4 7L Fai—}h

VY R EHRRO BRI (FEERR CTXRE) 2T 5
EXRRARR— b DIERA (105 fiE)

RS
UREES
R NN N =075 SIL Y| Ut R xr— |k Ty Rap—h
ICso i . T 0.066 0.35 1.7
(M) ) F ARSI (0.041~0.095) (0.28~0.42) (1.4~2.0)
WY CTH AT A A 0.11 0.35 0.89
% AL (0.081~0.14) (0.25~0.47) (0.49~1.4)

TN 95 % 1E I R &2 7 T

ERFIE . U XREED LR LR NG U B AT A A ETHET A RICEWT, REKGIRED), X/ ek
A, Ve Rex— R HDW0ET Ly Rex— NGO L, EMing 3 A REE Uiz, 558 hIc e L7z CTX R
FEABUIOMEE L UCHIE Lz, £, 2RO TR 17 B[], AT L7728 AT 4 A ECRUEMinE 3 B K%
L. B53%iE T CTX M 2 HE LT,



VI. EHEEICEY HER

® YYXHEMRBEERICE T 2WEMBBOBDER (/n vitro) »
VY FREBTLOHB L BEMeE X Fe UK TR L2 AT A 2 BT 3 ARES
#L., BEMRRENE Lz, ZOMER. I/ o U BRKMY 1uM LU CRUS Ml 2 i S 7,

® EESY MIBITAHEMBEORELZILERARVTR F— REEEAD
FREHIRENE T~ MCARBAKGHIREDH D02 /7 R e U BRKF(10mg/ke) & BRSO £ 5- L, filEHii
DO\ ETHMIE T CBIE L, X/ Re BRI oE 5% 1, 3 kO 7 B CHEMizoZE i
TR L, BREICHET 2 EICR T 2 IR S IR /2 0 | e MO PREA LN FE X
Nz T2, —HOWEHETIIT R P —IARFE I TWAEAEEI T,

(2) ENEEMFTEHHABRE
1) BHEREETILEM-ET54EH
C)W%%&%;hrhwémﬁ
PN ARG L7727 v Mo, 2/ Fa UEKmzINER OB B (TR G 12 Bl & 250V EIp
R o 12 WBAREDI RS 12 » AMKERORSG L, BN~ —T— B E K OVE#RE 5
HAEH L. BB L BRE OISOV TR LT,

) BEE (FHOE) ¥

ﬁ%ﬁfi%3~5ﬂﬁﬁoﬁﬁﬂ BUDEBEEMITFLEN, X/ Ferv@gkiyw, Ve Ra
—hMEROT LR DZ\~ NEE 3~5 Hi’é*’ﬁ BWTIEZENEN 0.008, 0.04 & 0.2mg/kg/day LA oD

%%T\ FIAKRBEIZBWNTIEZZENZH 0.008, 0.2 LT 0.2mg/kg/day L EO & TEHEEEDIKT %

Wﬁb\i/Pmyﬁmﬁ%ﬁ%%ﬁ%%#%mﬁﬁm%%bkoik\i/Fny%mﬁ%®

0.04mg/kg/day B H-HEIZI T 2 240D O OB EEIIB FINEE L FRE ThH o7,

Sy FNBEEHBHEREETIICBITAE I~ EHRUVAKRBREESRE
IZxtd 53/ FOorBKNMOER

- 2/ Fev V& kRKua N
/k POEENyis pogiiEis L . .
(mg/kg) % FHHE poiichisa W KR e b o b
— 115.1*+1.3 104.5£1.1% — — —
0.0016 — — 104.3+1.2 — —
0.008 — — 110.9£t1.0* — —
0.04 — — 115.1£1.0* 108.1£0.8* 104.7£1.0
0.2 — — — 113.1+1.0* 108.2+0.7*
1 — — — 117.4+13% 115.1+0.7*
B 4 RIERE B % BE (mg/em?)
e e . RN =V UVt ke TR
/k b xR N N
(mg/ke) iR SR Bk ek k= b
— 110.1+1.2 101.4+1.1% — — —
0.0016 — — 101.5+1.3 — —
0.008 — — 104.9+1.2% — —
0.04 — — 109.5+0.8* 103.7+1.1 101.5+0.6
0.2 — — — 105.5+0.9* 104.2+0.9%
1 — — — 111.4*1.6* 108.5+0.9%

#: p<0.05(vs {A4FHiH. Student D t )
*: p<0.05(vs xIHERE, Williams D2 5 b i)

n=11~12, SEXfE RS

— %ML




VI. EHEEICEY HER

i) BRIRY—h— CAEHR) 22
BN~ ——THDLHRFTAF Y P U AREFREECT EA L2, 27 e @R
Z ® F5H % 0.006mg/kg/day & 5 i 0.03mg/kg/day LA E o H &£ THIH] L7z,

Sy FIEBEBHEETETICBITARBTAHEIEYS ) Y ViEE
IZxtd 53/ FOorBKNmoER

e 2/ Ra UERKFY)
— %%T’ﬁé”ﬁ#iu*ﬁﬁ% BFIRE | RHRRE (mg/kg/day po)
. BTFIRE | xIRRE (n=15) (n=12) 0.006 0.03 0.15
(n=15) (n=15) (n=12) (n=15) (n=13)
¥ 5-64h 131.8 169.4 129.1 184.8 171.1 173.9 177.7
1 % A#i +5.1 +10.0" +4.4 +9.8* +8.5 +11.8 +11.1
. . 474 82.0 70.5 59.8 415
J’Efiijj InHA - - +2.4 447 +42 455 | +33%
s vl 300 B B 448 93.3 59.0 48.3 24.7
(pmoljumol | 5 +3.0 +5.0% +4.0% +3.0% +1.5%
sLrF=2) | % | 69 B B 59.6 106.0 62.6 472 21.0
+5.6 +6.4* +4.5% +3.2% +1.9%
1290 B B 82.3 148.7 112.1 52.1 22.9
+9.1 +6.3* +7.5% +2.5% +2.1%
+ :p<0.05(vs &G BRLAREETFHTEE, Student @ t fiE) n=12~15, ¥l R =

# : p<0.05(vs BTFHTEE, Student O t FE)
* o p<0.05(vs KIREE, JRFTAF LY VU VREICOW T T ITALE S RN E Williams 002 5 FLEH E)
= JIEET

i) BEE CREMR) %
5 3~ 5 EHE R O RS O/ 1 IR CIR F L7225, S/ R v ek R o Fl Bz 510
TH IO OFEEDET 280 Lz,

Sy FPABHBEHEBEEETIVIZETAE I~ BHRVAXBRERRE
IZxd 53/ FOorBKNMoER

JR 2/ Ku UEEKFnY
HIETE | &%Fﬁ%ﬂ%n”*ﬁﬁi B TR xR (mg/kg/day po)
- T RE S FRRE (n=15) (n=12) 0.006 0.03 0.15
(n=15) (n=15) (n=12) (n=15) (n=13)
[l ) [iic}
Z%égj 108.1 94 .4 139.0 102.0 111.3 120.5 128.4
+22 +1.9" +3.7 +0.9* +1.5% +0.9* +1.8*
(mg/cm?)
NiE =
Eﬁjgﬁgﬁ 97.7 83.2 122.4 91.9 97.7 105.2 113.9
+1.7 +1.0" +39 +0.6" +1.3* +0.8* +1.5%
(mg/cm?)
+: p<0.05(vs #5-BAAEREATINEE. Student O t fR7E) n=12~15, V¥ LR YRR

#: p<0.05(vs AFFHE, Student D t fR7E)
*: p<0.05(vs XTHEHE, Williams D2 H LLBUR E)



VI. EHEEICEY HER

iv) BRE CAESR) »9
55 5 MEMEHEIR OB 38 EE K O KERE- B0 3 mdr 0 fhiF s I B CIR T L7z, 2/ e U@
KFIZ N SHEREDIKT 2, ZNZ4 0.15mg/kg/day } TF 0.006mg/kg/day LA | & CTHil L 7=,

v FEBEHEMRETETIVICE T 5% 5 BHERRT
EXBEEHBEREICHT SIS/ PO VEKINYOER

e N =N 7L

W IE B Eéﬁﬁﬁu FrEI 1A Pagichisa (mg/kg/day po)

i ATRTEE pogiichisa (n=15) (n=12) 0.006 0.03 0.15

(n=15) (n=15) (n=12) (n=15) (n=13)

§%5§gf$ 158.3 130.3 201.0 120.8 133.5 135.7 152.1
HEARE XS +6.7 +5.4" +16.4 +8.6" +6.9 +3.7 +6.3*
A (N)
VEPN Y=
BT 111.5 103.2 120.6 104.1 115.9 126.5 127.6
fiaba =) +1.6 +1.6 +3.0 +2.1# +2.0% +2.4% +2.5%

N)

+: p<0.05(vs EBRAAREATFATHE, Student D t IRE) n=12~15, ‘Rl AR HERA 72
#: p<0.05(vs AFFHE. Student D t fR7E)

*: p<0.05(vs XTHEHE, Williams D2 H LLBUR E)

V) BEELBEREDHEE CARDR) ¥
5 3~5 MEHED B L35 5 NEHEME(R OB T8 EE Ko OV KB BB B 08 6 B & B SR X IEOMIBI 278 L

7.
Sy FIEBHEHREETETIVICE T ABEHRUVAKBREEHETD
BRE L BHREDHEA
W B [EERUL A0 SRBER 'S/ R (BFANTHE, SRR R O
- Sof PR K F e 51 2 ) Fo BRI R
JEHE 0.85% 0.48* 0.76*
iR . . .
N 0.60 0.84 0.61
PAFAMRE =15, *FR#E =12, I/ Ko VBRI 58 n=40
* : p<0.05(Pearson DAHBIREL, I EIF/IHTIL)
 OEBRE N

< (TR B MIINEE A H U7 REENE 7~ M, A FvBL e — 2 KRR TR R O IREE), 2/ N e U EKFn
W, Ve Frx—FbROT Ly Frx— b2 REHOB ARG 1R 1 H 12 EREBAER 05 Uiz, RE-M6% 12
W5 3~5 BEHE M A RERE 2 L. DXATEIC & 2 BEEONE 2 Fhi L7,

- (IBHED R HIIRER & fif H U 72 ppErE 7 > M2, A vk a— ZKERIATFIRE R ORI X VS /7 R g
KR 2 PRSI TR 1238205 1 B 1 [A112 5 HRBGERE A5 Uic, e5BRTR 12 5 HIZEE 3~5 BEHEKR OV RERE
ZAiH L. DXATEIC X2 BEEONE L. JaR(EaRER N O 3 S0 a2 £l Lz, £/, BFlN~—

o I ERREICHIE L, /




VI

EMEEICEY HEE

@ IEEHD =V A FILIZEIT B 7D
WP AR Ll =27 AP ic 7 Fa vBAFmE 0T Ly Rex— FEIIRFBHOER NS

17 » HREROBEG L, BWN~—h—, BBE, FHELVEEE & BmEOHEBIC 5 /EH
R LT,

BORARY —H 72

”H"&Hﬂ’x?wﬁ THHRT 1T —57 U488 N-7 2 X7 F KNTX) K WRFTTAF v EYV Y 2 U v
WX, HRBEIC B W TIRGHAE 4 » ALUBRIC EF LR, 27 Re Bz nso B %
BRI HmE LT,

A=A FILMEBEBHBEETIVIZEITS
RENXBERVRPTAZOEY D/ YVEEIZHT H3/ FOUVEKIOIYDER

O BT —o— IFaVRAKAIY 0.015mg/kg/day
O X A - I/Nu VKR FY 0.15mg/kg/day
—— 7L YFut—F 0.5mg/kg/day

FRENTXEE RepTFHXIEVD /) RE
(nmolBCE /mmol ZL7F=7) (pmol/umol ZL7F =)
200 20

FERE VSN S M NN H 3T

0 4 8 12 16 0 4 8 12 16
e BraG A HOWEH (H) Be 5P HHOWEH (H)

#: p<0.05(vs AFI#E. Student D t HiiE) n=12(x FREED 7 n=11)
* 0 p<0.05(vs XFRRRE, Williams D% i EL A E) R fE SRR

$ : p<0.05(vs ;‘dﬂﬁﬁ% Student O t K1)

IR E S BT TR & LB DR AR NE B SA OAF EEE RN



VI

EMEEICEY HEE

i) BERET®
B 2 U7 R, e BRI CUE s 3~5 MEHE R B LM T L7, IEHER B E O T IZI / P
FekFnd CIll Sz, 7. WEBAE 16 » H 2B B2 KR OBBEIZI / Fa UK
%) 0.15mg/kg/day 5 57 & AFITHE CRRE CTh -7,

W= AFINEFEBHBRETTIVIZEITS
EI~5EMBEUVERBBAMEOERGLEREICIHT S/ Ko UEKINDOER

-0~ f Tl —o— I/ Fu VKA 0.015mg/kg/day
-O— X IR B —o— I/ FuVRAKFY 0.15mg/kg/day
—&— 7L Fut—h 0.5mg/kg/day
BEHE (L3-L5) ZERBEEE ALY
(%) (%)
120 ¢ 120
110
'ﬁ‘
E£100
,E
1t
9P
90 : : : : 80 : : : :
0 4 8 12 16 0 4 8 12 16
B 5-ia o0l E () B G-Bia L0 (H)
#: p<0.05(vs fAFTHE, Student D t #7E) n=12(x FREED 7 n=11)
*: p<0.05(vs xIHERE, Williams D25 5 b ) P+ R

$ : p<0.05(vs *tHRHE. Student D t FR7E)
ZIEBELE S BT TR & LB DR BAER DA B Y DA B E TR

i) B2
BAREIC OV TR U726 R . 4 4 BEHEME O S OV KR SHIES OO 13 3 R RRE IR T L7as, 3
VR E BRI T AU SRR O T % 0.15mg/kg/day O R THE Uiz, — . 2 KBVE A
3 5T Y HFHREEIC R L CISRTRRECI & a2 2 < L X/ R U BKFL % RIE S 2o Tz,

D=V AYFILMEREBRBREETIVICE TS5 4 EHER, TXBEEHRY
EXBREEHMEREICNT I/ FOVEBKNYDER

X/ Ru gk s
e o 7Ly Faxr—h
HEEHE (T iTHE AREE (mg/kg day po) 0.5mg/kg/day po
e (n=12) (n=11) 0.015 0.15 ' (n=12) Y
(n=12) (n=12)
T@ifz*gﬁf 3383+139 2527+ 143% 27711148 3042E166* 32961678
X = 1A,
s ;.;Dgg?j 150766 1325+ 56* 1440+£38 1485+=60* 149568
=R,
j( AEL A S
e B D
= FCEPSR=V 1228 £53 112369 1169=£52 122058 120765
(N)
#: p<0.05(vs f%FTHE, Student D t #7E) n=11~12, Bl + R =

*: p<0.05(vs xIHERE, Williams 2% 5 LI )
$ : p<0.05(vs xtHREE, Student @ t FR7E)




VI

EMEEICEY HEE

iv) BERELEBREDHEREY®
B L IRIE OB Z R L7 R, ATFINRE L HIREEDIR AN T 4 BEMEHEIR K OVe KRB
ISR T DB EE IR OB EE L IEOMBEE R L, 2/ Ku U BRI GREE A b CTRET
LG EIcBWn Ty, 7y Frx— MEGHEZS DY TR L72GAICB 0TS 2T HITED

MBI %R LTz,

W= AFINEFEBHERETTIVIZEITS
FABHHEARVEXRBREEHRT COBEE L BREDHEE

USRI (EEEEEN v T TFITRE
ot R ‘ St ‘

. pergmer e | JTRERT e HIRIFER O St RARE B O
MEHEHA . UV N =N <. 7L Ru .

XHRRE Azt | /PR s g | TV RE

KFn$ G5-#E F— MG
A il
ﬂ%;;ig*ﬁ 0.88* 0.83* 0.86* 0.89* 0.88*
A=,
ZZ;;?%F 0.95* 0.87* 0.88* 0.95% 0.94*
*: p<0.05 2 TFNRE n=12

(Pearson O FHEAMREL, MUEEIFHTIE) SHERE n=11
3 B w UK 5 RE n=24

7 L R r— MR =12

AZOAFIVRERHBMBEETVICETS
FABETOREE L BREDAER

BT, o SHEEE, O I/NOVEEAKMW G, A TLyRah MG

/RO EEKFNE 7LoRazx—k

(N) (N)
6000 6000
5000- 5000
it it
i 4000 63. i 4000 -
80
£ 3000 £1:3000-
K.
1 2000 - /é‘ov 1 5000
1000 1000-
y=15.93x—-1398.84 y=17.29x-1670.54
0 0
0 100 200 300 400 500 0 100 200 300 400 500
B (mg/cm?) 5% (mg/cm?)

TS WO A T U 72 pREMEE S = 7 A U, HFEB RN L OHEER). X/ RerBAKmm &k OT Ly Kr
F— FZIPRBHOF B 25 1 B 1A 17 5 ABRKER DS Ui, IR OB 5-014% 4, 8, 12 KTV 16 » A K
T CHAEMRNL DO 3~5 TEHE K& OVE KERE N OB HE 2 DXA B L D RIE L, BRI~ — 5 — & R HIE Lz,
Be G-BRRAHE 17 » AICER 4 NEHER OVe KRR 2R U, 052 e sl B O 3 59T 0 Bl okl & et L 72,



VI. EHEEICEY HER

® Fv rRTEA FERETIVICETHRE Y
ANIBRT Vv R=YyarF M) UL 3R 12 BEEARGLZT v M 2 Fe ki, U
T RrR—FROT LV Frr—heans/gr7 L R=ynrrF MU LAORSHEA NG 12 K
EROES L, BRI~ —h —, B E R OE RIS DIEM 2 e L,

i) BRIRT—H—*

BRI~ —H—THIRPTAF D ) BREIIREET R L7228,

Z O EF 2 A ERFRICHH L,

RN =047 5/ &L/l

Sy bRAFO0A4 FEBHEBEETIVICEFS I/ FOVEEKIMYID
REFAFIEYS /) EEIZHT BER

BIE RPFAREN Y R
(nmol/mmol 7 L' T F =)

B RE — 103.3+423
poNiicti — 219.1+11.0
0.006mg/kg #¥ 143.2+53%
2 Nu UK 0.03mg/kg B 9]1.2+4.9*%
0.15mg/kg & 58.4+3.1%
Ve rFpx—F Img/kg Rf 712+3.38
7Ly Rex—F Img/kg Rf 79.7+4.8%
#:p<0.05(vs IEH#E, Student D t fiE) n=12

S+ YRR

*: p<0.05(vs xIHERE, Williams D25 5 b )
$ : p<0.05(vs xtHRHE. Student @ t FR7E)

i i) .E.ﬁ-é-‘-r;: 29, 30)
K HREECIXE 3~5 IEHEL O RERE OB HEMET L, 2/ Fe UBKIIENTOHETHER

DK T Z8H L. 0.03mg/kg/day (2351 2B EEIZIEFRE L RRETH-T-,

v hRTOA FEBHBEETIVICE THE I~ BHRY
EXBEOBRBEICHI S/ FOVEKINYOER

VA = Vit Ut Fm Tl ke
HEHEH IEHHE f HERE (mg/kg/day) EEN F*— k
0.006 0.03 0.15 (1mg/kg/day) (1mg/kg/day)
A %’25*& 112.9 103.0 109.8 114.8 115.4 116.2 113.6
+1.5 +2.0% +1.2% +1.4* +1.3% +1.6° +1.18
(mg/cm?)
Eﬁgj;ﬁ% 105.3 95.8 102.7 106.0 108.5 109.6 105.0
+1.6 +2.2% +1.6* +1.2* +1.5% +1.6 +1.5%
(mg/cm?)
#:p<0.05(vs IEFEE, Student O t IRIE) n=12
SR+ R ERRE

*: p<0.05(vs XTHEHE, Williams D2 H LLBUR E)

$ : p<0.05(vs xIHAHE, Student D t [#7E)




VI. EHEEICEY HER

i) BigE ®%
55 5 MEHEMEIR OO JE 58 EE K OV KERE B 3 8470 B I R T L, X/ Re Uk
1% 0.15mg/kg/day O HI & THEHEHEMRIZ 51T 2 B IR EE DI T 280 L 7=,

Sy rRTOA FEBHEBETTIVICETSE 5 EHBEARY
AREBEERIOBREICHTSI/ FOUEKINIMOER

I/ Fu UK Y Ve ke Ty Re
HE B BB Paicyicd mg/kg/day po F—hk F— k
0.006 0.03 0.15 Img/kg/day po | Img/kg/day po
A Giry
%%%i?giﬁﬁg 181.7 157.4 168.7 171.0 178.1 164.1 172.5
" (N/) " +5.1 +7.1% +6.6 +6.3 +6.7* +6.8 +7.9
~‘§rE’nE'-» 7
Eﬁé}f@ﬁ?nﬁ 127.4 119.2 121.6 120.2 117.3 116.4 115.4
A N =
™) +1.7 +2.6" +2.2 +1.1 +2.2 +1.5 +2.2
#:p<0.05(vs IEFEE, Student O t IRIE) n=12
*: p<0.05(vs XfREHEE, Williams 2 T LIS IE) SEEIE AR AR

KERITIE c a /BTy F=y ey MU o A%z 3 [ 12 BEREOEE UREEEZ » Mo A FrE e —2KEE
WOEHBE R O IEEE), 2/ Ferkfiid, Ve Fax— ERO7 Ly Raxr—hazan@grl L k=ruar ) Y
U LAOEGEEAG 1B 1 E 12 BRKEROEE Uiz, $5BA% 12 8128 3~5 BHEL O KRR 2R L, B
T HIE(DXA 1), /15 BR (a5 % O 3 54T 0 RRER) J OV R I~ — B — O JIE % it L 7=,

@ Sy rFHEETFIZEIT DB
FEAFMREZYFR L. v MT 7 Re @Ky, V& Fex— K RO7T Lo Rex— & i Agih
REIBROF AN G 4 \RKEROEE L, BBEICRHT 21EH 2 /5 L7,
K HREE CIT RSB N B R OFHEENMET L, X/ Fe U BKiE 0.03mg/kg/day DL EOH&ET
ZOBBEEOERT Z#H L, 0.03mg/kg/day (Z31F 5 BB EE T4 FNRE & RRETH - 72,

v FTREMEEHBEE TV (LERHEUR) ICE T
ERBRMERIGHOBEEICNT S/ FOVEKIIYDER

o Va4 SUR VA g e )=
(mg/cm?)
BFITRE — 536.2+7.1
K HREE — 405.6+15.1*
0.006mg/kg #¥ 408.2+28.1
2/ Ra KR 0.03mg/kg 556.2422.9%
0.15mg/kg 699.6+28.4*
Ut Frx—1F Img/kg B 685.8+29.15
7l Rax—| Img/kg Ff 617.0+16.45
#:p<0.05(vs AFHHE. Student D t HiE) n=10
* 0 p<<0.05(vs tIREE, Williams 2 5 Ll ) SERE + YRR

$ : p<0.05(vs xIRHE, Student ® t fHT)
FER TR R 2 U LT R BIMENE T » M2, A T m— ZOKIER (A TFITRE R O IREE), 2 7 B vk
[ i, Ve Rexr— b RO7 Ly Rex— M EAFMiRuRoB A6 1 A 1B 4 BFREROEE Lz, #5604 J
% 4 WA R U AR B i O 558 B A R = v 2 — 2 WTE A (QCT 15) THIE L7z,



VI. EHEEICEY HER

2) BRAKILEICRIEZTHE
@ BIRIEESE (Fv k)

E®Z v MI/ FerRKikO=F Fox— e 2 BEERDHREG L, AKIEEEICHT 5

TEH Z Bt L7z

RS B L OV IR R OBE 2 1)@ L72RE R, 2/ Foe U BRI 0.1mg/kg/day UL E o & CHEfR

BREAZMINEEZ2, 10mg/kg/day 128V T H /B uskE i Ohgl

BaRIEE 00Tz,

LibEXY | BEEZEINSE LS HED 100 FEE T, AKEEE D Sharol,

BERHS Y FOERE W EBREERV B) BHIERDEIIHT S

2/ FOVEKMYPRUVIF FAR— ~O/ERA

(A) B &
- AR
& - g,
(H & AR D) (%)

f HRRE 27.6+1.0

0.01mg/kg & 32.5+1.6
o 0.1mg/kg Hf 50.242.8*
S/ Ra R Img/kg #f 74.5+1.9%
10mg/kg & 773+2.7%

30mg/kg B 268+1.9

T m e 100mg/kg§:$ 31.1%+1.3
300mg/kg ¥ 37.1+2.5%

1000mg/kg Bf 228+19

(B) "B Ik E AR O
&= ‘B IR E R D i (mm)
*FHERE — 0.475+0.019
0.01mg/kg B 0.460+0.018
S koo Bk 0.1mg/kg ﬁ}f 0.461+0.014
Img/kg # 0.427+0.021
10mg/kg #f 0.438+0.018
30mg/kg B 0.469+0.014
T Rm ke | 100mg/kg ﬁ}f 0.501+0.018
300mg/kg ¥ 0.868+0.144*
1000mg/kg B¥ 2.173+0.031*

*: p<0.05(vs xIHEEE, Dunnett D% 5 HERE)

n=10
S AR R

FBRGE R v MOARRKCGHERD), X/ Fr UK =T Frx— & 1 B 1A 2 38R AERE H
5 U7, i G-#RICERE Z2ME L, uCT Bz b LICHERIEINOIER & LU ERE . 8 aKEE DR

& LT R omE 2 0 E Lz,




VI. EHEEICEY HER

Q@ HEBEEIZHT H%ER

i)

Sy FIBEEHETIVICEIT 5% P

PR ZRGH L72T v MT, 2/ e UBK 2 IR ER o 12 8% 6 12 5 ABRER DS L,
BEMRI T D EH 2 et Lz,

5 4 EHEHERERR SIS DWW TRAKILE ERE R ORE & Th 2B IR 2 HIE L7/,
Fe /K F¥ 1% 0.03mg/kg/day LA b F & CHEEIEZ B S8 7=,

R N =V

Sy FIRESHEENEEETIVICEITEE 4 EHRENEREEBDOEERE
1294353/ FaviBKkNwoER

i)

. 2/ Ka Uk
5B hARE e T
— B BsaRe 5 FARE St R (mg/kg/day po)
ST ATATEE popiieisa (n=15) (n=12) 0.006 0.03 0.15
(n=15) (n=15) (n=12) (n=15) (n=13)

5 4 fEE

i;jf;iﬁ 231 3.24 4.10 4.06 3.49 2.38 1.42

*/(/LTn)E +0.21 +0.28" +0.23 +0.14 +0.12 +0.28* +0.49%
+: p<0.05(vs #5-BAAREATINEE. Student O t fR7E) n=12~15
* . p<0.05(vs XIPREE, Williams D2 5 LLESIR E) SR AR ERR S

LR - IR AR L7 ARV S v Mo, A FAE L B — R KIEIRA TR O RE R NS /R i ik
[ﬂ%%%%ﬁ&%lﬁ@#%lu1ﬂ12wﬂﬁ&@ﬁu&5bto&5%%%12wﬂm%4@%%ﬁmb\%4ﬁﬁ}
HEMR RSB BRI OO B RE R & 220 L . SR 2 W L7z,
W= A FILIREBHETIVIZE I+ B854 72
WIN 2 L= =7 A PR 7 Rue VBT E O T Ly Ra x— i3 HOE B D
17 » AMREROEES L, FERICSET 2EHZBRE L,
5 2 NEHEMEIR ) OV B AL B iR O KA KL B8ORS Th 25 H R 2 HE L7 R. R
7 R RN I IEREMERIZ I\ T, 0.15mg/kg/day O F & CHEIE 20 S W7z, o, B3
A H 2T oT,

A=A FIVINERHEHBEETIVICHE T L5 2 BEHEARY
ERE B BRI EREREOERRICHNT 3/ FAVEKNYDER

NAN=NA 5/ Sl e s
— i AR (mg/ke/day) T(K;lgﬂfgz " B
(n=12) (n=11) 0.015 0.15 (12)
(n=12) (n=12)
- (i
ﬁ%;;ﬁgﬁ 9.8136 11.7110 10.1598 5.9607 6.7082
}ﬂnﬂ +0.4850 +0.4971% +0.5409 +1.6135% +1.25578
K= Stz i
B 10.2304 9.4458 6.4891 8.1402 7.1312
R +0.6425 +0.3073 +1.2443 +1.2610 +1.4346
(um)
#: p<0.05(vs AFTHE. Student D t fR7E) n=11~12
*: p<0.05(vs XIPREE, Williams D2 5 LLEIIR E) SR AR ERR 2
$ : p<0.05(vs xTHAHE, Student D t [#7E)

FrR—h 2R OB A6 1B 117 5 ARRER ARG Uic, 55 2 BEHEHEA K OVE IS H IE A S i

{%Eﬁﬁﬂ‘; TSRS 2 U 7 BREREE D = 27 A P, FUBE( TR L OSHIRIE). X/ Fo Bk f 07 V/]
T O ETERER A2 220 L, FHig 2 JE LT,



VI. EHEEICEY HER

3) BIAREICRIZTEHEND
PR 2 i 8727 > b,
HVEM Z Bt LTz,

I/ Fu UKL 0.03mg/kg/day BL EDOHET, RE & &G O &K OHCE GG OFIE 2 55
SHELMHEMA R L, 03mgkg/day DHEE CTHEIMMOFBRELKTSEDL 2 L3 RhoT,

PLEXY | BRRHAZEOR 1.5 8L EOH & TIRE OWIN 2 BIE S 7208, BKRHEON 1550 HEE T
BIRE DR NIEFED b o7,

2 R BRI OT L Fur— b aRRO&RE L Eriemic 9

Sy FEEBIFETIICBITAEBIRABICRIZT
2/ FOVERKMPRUVZLY ROR— FOEE

2 Ku UK 7L R xr—Fh
IR f R (mg/kg/day) (mg/kg/day)

(n=8) 0.03 0.3 1 10

(n=8) (n=8) (n=8) (n=7)
el 6 4 1 2 0
(S b 2 4 7 4 2
(#1450 HEE 0 0 0 2 3
A 0 0 0 0 2
JL—FR5 6 2 2 1 0
BHTERNALD JL—FR4 2 2 1 2 2
AT J1L—FR3 0 3 2 4 2
(B0 TL—R2 0 1 3 0 1
JL—R1 0 0 0 1 2

FEHEE AT (N) 3.7+0.3 5.5+0.7 54+1.0 6.310.8% 7.74+1.2%
* 1 p<0.05(vs xtHEE, Dunnett D% H IR T) SR+ R ERE

RERIT4BEcRaTL: 2L, VR, PR ZE

BT ORREREAR Y 5 Bepkc A 271k -
7L —R5: BREEEEERVERREIES.
7 L— R4 ARBIEEOHAREIEE ERVERETEES .
7 L— R 3 O T0RiE ST eI LD EERA.
T L— R 2 SERRREMES. MTEO L5 0 LIEIREBRIEA,
T L= R 1 RERBREE S, OER T ORI O PR EE
KRG RAMENET v hOEMB 2 EITSELERARZHOT, 2/ FerBAKIMERT Ly Fux— k2B 4
WO EYE 8 HET, 1 H 1 E 12 BEKEROKES Lz, 28, STREEHCIET A F e — 2KER Z FERICE G L
Too BB OB RICEMEZRE L, X BIREICEVIREREEZ 7 L— R L, S OIChERBRE Ay dhid 3 )&
OV YT O FB Rk AT 2 S0 L 72,

(3) ERARIREFRE - Frirrfa
BRI L



VI. EMEIEICEYT S5ER

1. e REDOHES
(1) A LA MR R
AR L

(2) BRRAERCHEESIN-OLPREE
1) BEEEs®
BB i i 55 2045 10 (65~79 7%) M ONFE i in 55 2045 10 B1(20~31 7)) (S AH 1mg % ZE[EHRF I HL AR A # 5
L=t &, @ -FEEinsE & EEITRD 5T Tmax 13 1.2~1.4 K CTH o 7=, 72, HliE D Cmax,
AUC KO 5% 24 W & CTORPRZE(LRYE RIS (12T 2.0 %, 24 KOV 2.0 fEmi<
NfRIC &0 AFI ORI RIT EF45 2 AR E T,

FaEmBt. Faixitt. SRBURUVSHKLMEICI/ O UEKIIY Ing
EORE L ET0MmMBEPREAKRE

(ng/mL)

1 ¢
% ——JE i
i —e— I i ik
= —a TR
x e E R LT
ik
i
i3

20 24
Ry (h)

n=10, FIE = EERZE

FEEBEE. Eafkit. SHBMRUSHKLMEICI/ FAVEKIIY Ing
BORE LI ESORYEE/ NS A —4

i Tmax Cmax AUC)-0 tin DR HP R
(h) (ng/mL) (ng * h/mL) (h) (%)
fﬁ’ﬁ 1.4+0.6 0.3134+0.2176 1.3250.845 8.2+34 0.40+0.18?
B
FE =i
ok 1.2+0.6 0.2564+0.1186 1.074%+0.379 115+2.8 0.28+0.09
; fi 1.3£0.5 0.5555+0.2516 2.814+1.196 97+13 0.74+0.37
B
oo 1.2+0.7 0.6512-0.4425 3.051+2.285 99+1.9 0.75+0.56

n=10, PIE = EERZE
)8 {71l D VB4 i = AR VAR 22




VIL.

EYHEICEY HEE

2) RS Y

TR BRI AH] 2mg(6 F) & ZEfERC 1 B 1[0 7 HEIERAOE S Lz & & oEY s Rt L7,
1 HAXLXO'7 H H® Cmax OFEEITZEIZET 0.676 LT 0.930ng/mL, AUCo.an @ FHIMEITZE I E I 1.92
F¥324ng - h/mL TH Y, WTFR L REERGRICBOTEMEZ R LZS, 6 HAKRGER, 7 0 &S
ELRT M O 544 24 B T M P R LARE(N 7 7RENIIFIE E T, B L b5 7 HRICER
RREIZRE L T D B HfEE Sz, iE#G 7 B B O Cmax LT AUC (#5410 L i L CEnEh
LIfER N3 FETHo T,

BERBRABMEICT / RO UEKIY 2ng &

1TR1E7BMREZROAKRS LIz E0OMEBEPREKRE

(ng/mL)
14 ¢
1.2 |
it
10t
o
* 0.8
/%Ti’
1t 0.6 |
*
= 04 }
&
0.2
0
012 4 6 012 4 24
1HH (h)
IR ]
n=6, VEJE R
BERABMICI/ FOUERKINY 2ng %
1B1E7HEAREZOBSE L L EZOEYEFR/NNZA—4
B ER Tmax Cmax AUCo-t AUCo-6h
(h) (ng/mL) (ng + h/mL) (ng * h/mL)
F1H 1.5£0.5 0.6760.182 1.90+0.81 1.92£0.78
%7 H 22%1.0 0.930+0.317 4.87+£3.23 3.24+1.38
n=6, I+ IEUEfRAE
(EVARFNOAKRENTZHELOCHEIX Mmg 2 1 B 11, #O&535,) THod,
(3) &
HHERH R L




VI. EYHEICEY SEE

4) BE - ftREOFE
1) BEOEEY
TR B 29 BICAH] Img & ZEMERFIC AR NG Lz & & R E 1T 5% 1.2 Rl Clemnlc
L, TORET 0.39g/mL T, {HIEEHNT 9.7 Bl TH - 7=, F7=. BRI 30 0% 5 TITZEMERHR 5
(ZHE L Cmax 1389 0.5 %, AUC 1389 0.3 512K T L7z,

RERABIICS / FOUEKIY Ing ZZRERE. BHT 30 51
BOBRELI-EEOEYFE NS A —4

Tmax Cmax AUCo-» t
15 5 ’ -
(h) (ng/mL) (ng * h/mL) (h)
7z g B 1.2+0.7 0.3895+£0.1767 1.549+0.682 9.7%3.5
AT 30 43 0.8+0.3 0.1913£0.1092 0.504+0.310 6.6t5.1

n=29, PHE = AEAE(R 2=

£, BEERRABE 12 BICAA] 4mg 2 Z2MER;, RAT 1 BFRDOIRE 3 FRICHERE O#RE Lz &,
Cmax, AUC [FZEEIFH G (T~ &Rl 1 RIS T EhK 0.4 5 0% 0.3 fi5, &% 3 x5
TIEWTHHK 0.1 5T L7 %9,

REMABIMICI / FOUEKIY dng ZZFERE. BHT 1 BRER D
B&IFMICBORE L& ENMBRRELKRE

(ng/mL)
20
3 —O0— FRHI1IRFRY
e —— 3R
2; 1.0
1t
f
05
&
0.0 2
0 2 4 6 8
(E (h)

n=8, VI AR AE(w 22

REMABIICI / FOUEKIY dng ZZRERE. BHT 1 BRER D
BEIHMICBORE LI EDEYFE/NSA—4

BRR T
Tmax Cmax t AUCo- R
5200 2 - RIAL Ak
(h) (ng/mL) (h) (ng + h/mL)
(% of dose)
72 5 B 2.1%0.6 1.405+0.661 1.3+0.4 4.12+2.49 0.47%0.29
ARl 1 BR 1.1£0.4 0.638+0.300 1.4+0.39 1.41+0.62 0.20+0.08
% 3 R 2.5+0.8 0.2160.100 1.720.3» 0.70+0.41 0.11+0.05

n=3~8, I+ FEUE(RE

a)7 Bl DI E T IR HER 7

b)3 Bl D FEIE R

EVARFNOAREINT-HELOHEIE Mmg 2 1 B 10, &O%5T5, | THD,



VI. EYHEICEY SEE

2) B IEFIOSE D

RN 1 30 BINZ A 6mg 2 22[ERF, £AT 1 KEE &K OB IR WHIHAIER G (7 7 EF V2 20mg &
AHIB -7 1R D 2 RERTE RN ERGLE 50 3 AL CHERR O#& 5 L, BF K OB IR W&l o5
BER LT, ARBRIT, EFEREELL o 24— "—R B L Lz, &A1 RREEG I ZEEn L
# L C Cmax 2549 0.8 fif LAX FEMIZH 0 . AUC 1THI 0.5 s L BEITIK T Uiz, F£72. B Wl
PFHIZE Y . Cmax KON AUCo 1E, Wb ZEERFOK] 1.6 fi5 & A RIS LA LT,

EEEIZIB VT HN pH 2 E& U7RILORERSE - JERAE) D BIEE S D Z E BTV D, REIOWEE
X pH @O EFICfEW, BERF5 2 LB (/7 1R (pH1.2):2.8 X 10-1mg/mL. /& 77 2 #Z(pH6.8) : 8.0mg/mL).,
THLAE TN T RE RIS MR BB IZ & Db G I T 2 2 LIS 10 (IR 5 2 & R S vz,

REERABIEIZS / FOUEKINY 6ng ZZRERE. BAT 1 BRR U
BRSBMFEEFIIRETICROKRE L LEOMmMBEPRECKRE

(ng/mL)
4 ¢
%5% | —A— 7B -
! —O— fraf 1y M5

—a— P W A T

[

0

0 4 3 12 16 20 24
Ry (h)

ZE MR G n=30, FEAI 1 RFREIH G-HF n=28, BT ILIAI GHE n=30, P AR vE(R 2=

(AR ORI NI HER AR Timg 2 1 B 1, &A&532,] Tho,

3) HEEDE
VL. 7. B E{ER) DIEESMR

2. EMEEMP/NT A —4
(1) fE#AE
WENRE R T A —H (X ) a8 — kA NET IV 21T - 72,

(2) WRUREE E
MM ER e L

(3) HEEEEH
KR L

4) 29V7532R

TR i i 5 22 4% 10 Bi(65~79 WO AH 2 ZZERFICHEI G- L2 L E 00 7 V7 7 A%, mke BN
416L/h, s AN 460L/M TdH - 72 3,



VI. EYHEICEY SEE

NhEHE
Y ER R L

<HBE>

fERERR N B 18 B1(20~35 1) 2 / K u /KR 0.1~0.2mg % HL[RIEFIRINERGE % 5 L 723 BRIz B0
T, EFIREBIZB T 20 MAMEITH 0L ThHh o723,

E)ARFNOERBEINT-FBIZ T 4V ba—F 4 TEETH D,

(5)

(6) Tt
A% LR

3. BFKMA (REaL—av) @
(1) fEFAE

LB L
(2) 135 A— S EHER
BB L

4. B

WAL AT_ATEY T ¢
TERERR N B kG & L7258 T AR 5 SRBR O SN REMNTRE A OF & L. AFIOHMaxt S 47 _14 Z 'Y
T A BADHEEEIT -T2, TOREF, ikt BAOOS%EHEXI)IT 1.21%(0.71%~2.07%) & #EE S iz ¥,
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WEIRZ v B MC-X 0/ Fua UMK E 0.1mgkg MARNE G L7 & & OIRIENERERE X, &5% 1

REFRIZ ISV CTRHMAILAE T IRIE D 1% 2R U, 54 4 R AR H IR A AR AR L7z,

EEI1ISHEDS v Mz -3 /7 RO VvEEKim%E
0. mg/kg BARAZE L1- & ZDMBARSTEEE

JSTRERE (ng X/ v /KA Y B/mL or g)

AR 5min 1h 4h 24h 48h
LT 3 545.96+29.55 34.84+1.92 3.71+0.42 ND ND
TR -4 322.75+30.44 2091*1.62 3.00+0.40 ND ND
X 5.12+0.39 ND ND ND ND
L g 76.27+7.58 9.49+0.10 3.54+0.23 2.84+0.19 2.49+0.25
il 176.21+9.04 2022+2.22 7.09+0.82 5.53+1.32 3.10£0.25
A 75.59+3.01 40.86+3.92 39.18+3.30 36.19+1.85 34.02+4.28
B 955.67+206.81 160.90+8.47 104.81+2.15 71.79+1.88 61.92+2.66
il B 69.34+6.72 10.97+1.13 5.72+0.72 4.66+0.43 6.29+0.92
oG 268.36+ 18.44 878.17+38.65 718.36+69.55 677.12+36.62 597.81+19.18
G 459.97+44.09 1034.46+92.51 832.96+11.98 884.83+64.02 897.68+69.39
T = 139.35+10.16 21.63+4.64 5.61+0.70 5.18+0.48 4.84+0.27
o B 152.914+21.70 74.47+6.03 38.18+2.00 32.70+3.42 26.28+1.96
i) 146.59+19.90 51.51+3.87 32.09+1.90 17.43+1.04 11.52+0.08
LB 53.48+7.15 5.79+0.48 3.07+0.48 2.40+0.55 2.06+0.06
K 0.57£0.15 0.74+0.10 0.30£0.16 0.09+0.09 ND
B R ND 0.34+0.34 ND ND ND
A MR 0.93+0.50 0.36+0.36 ND ND ND
e R R ND ND ND ND ND
e Ll ND ND ND ND ND
S 0.26+0.26 ND ND ND ND
JiE V2R ND ND ND ND ND
i Ve Mgk ND ND ND ND ND

ND : # H R SR A n=3, FHJE I
(3) Eit~D#ITH
(7 v )W
BT DT v M UC-2 /7 Fu Bk Z 0.1mgkg SRR G- L7- & & O3 TP RE B B 133 5-1%
1~8 ] CHUE IR D 25~49% % 7~ L7223, #5144 24 BRI TR B RIS T L7z,

BIFOS Y M-/ FOVEKIYME
0. Img/kg BEARMIRE L 1= & EDMIER VI PRSTRERE

S JRFTRERRE (ng 2/ Fu UER/KFN) Y B/mL)
1h 4h 8h 24h
i3 18.87+1.60 6.53+0.38 4.51+0.17 1.71%+0.12
At 4.74+0.41 3.17£0.09 1.51+0.24 ND

ND : i RS A n=3, “PHfERAERGE
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Z v MZMC-2 / R Uk 3mgkg #R A& G Lz & & OFHRERRE X, Ko OMakIc BV T#
H#%30 0 CikmfEz s Lz, S coRmEZ T L. NMENRLEL . ROTH > Egs >
> B > g, K. APl > KEMIR. ik > Mg, 86, B > A2 Rg. . AR, .
O, BE TR >ARER, MR, A, KB >, KIMOIETH - 72, BWNEEXHEGHEMICHV Filk
L7z, F72. BFlik. Bk, Mg, 58 OB 200 2 BERE IR IciH R L, oKz 2 ke
VR R M I R LT,

g>yrs

Sy MM MC-3 /7 FOUEKINYZE 3ng/kg FORSE L1 & EDMBBARSTRERE

JHTRERE (ng X /R o /KA Y B/mL or g)

HAAR :
30min 1h 4h 24h 168h 28day 91day
4 22+8 540 2+1 ND ND ND ND
i 12+4 240 1+0 ND ND ND ND
NI ND 1+1 ND ND ND — 1+1
LD ND ND ND ND ND — ND
/5§ R 2+1 2+0 1+0 ND ND — ND
FOR R ND 66 ND ND 3+3 — ND
HON 4=+1 3+1 1+1 1+0 ND — ND
f R 2+1 1+0 1£0 ND ND — ND
L i 4+1 2+1 1+0 1+0 ND — ND
it 742 340 2+0 1+0 ND — ND
I 17+3 6+1 7+1 3+1 2+1 1+1 ND
B 50+7 20+ 1 26+9 13+2 8§+2 8+3 4+3
2l B 9+3 ND ND ND ND — ND
I 5+1 240 240 1+0 1+0 — 6+2
& 10+4 2+1 1+0 1+0 1+1 — ND
5] Wi 1+1 ND ND ND ND — ND
EE 742 542 2+1 4+1 1+0 — ND
A 2+1 ND ND ND ND — ND
&= i E 98=+13 93+17 140+40 129+35 193+103 152+ 84 133+106
M g 64+38 63+9 80+39 72+35 100+36 102+71 98+75
g R ND 1+1 8+5 8+4 6+6 — 10+6
K B Rk 242 13+8 242 ND ND — ND
AN 74+50 6438 7+7 1+1 1+1 — ND
I 240 1+0 ND ND ND — ND
H 2165+789 3474198 7645 215 7+5 742 2+1
A B | 2573+618 283+51 50+5 1442 4+1 — 1+0
X 1155 19+6 14+9 5+4 5+3 1+1 — ND

ND : MR AN, — @ HEES

(6) MTEEHEE
b bR AR AT,

2

HBC-X /7 R KRR RN & 5~500ng/mL (23T
Z OREFPHIZ BV TURIE—E Th o I (in vitro, B LE),

n=3, “PHfERAERGE

61.2%~61.9%TH 1 |
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(1) BB B UL BIRR R
R Ka vk i Ee MFEROVMEI 78 Y — 2 TA X aX— 8 LB, B OARITED 6
2o e (in vitro)*?,
(3 v R A X 43))
T v M RO I UC-2 7 Fu A% 03mgkg & O 0.1mg/kg SRS L2 & & DR PICITIRE
CIRDB PR S, 27 Re s BARRIIARNTIEE A ER#EZ T RnEEZ bR,
(2) RBICEET 58K CYPH) OHLFE. F5F
L
2B, B hOF k7 m—2A P450 D4yFFE(CYPIA2, CYP2C9, CYP2C19, CYP2D6 K TN CYP3A4)IZxid %
2/ Ra UK OFLEDORRE 2 CYP FBLR %2 FW 7 invitro 58BRIZ L 0 I L72fE R, 2 7 Ka o
KFINT IO TR L ThiE e A CIEERZ R E 0o 70 [1Cso fE >250uM(85ug/mL)] 44,
(3) YIEEBNROEERUVUZTDEE
MR L
4) REMOEHEOBERWEML., FELE
MR L
1. HEit

R - FEEEN S 4 10 BHCAH] Img 2 ZEERFIC BB OG- Uiz & & £ 51 24 FE &£ TORTR
ZEALARPEM 2 (Feoan)l ZFE R ER B YET 0.40%., FEmMn T 028%., milin BT 0.74%., Ml T 0.75%
ThHho3, (M. QBKABRTHERESIN-MPEE| OHEEMH)

BRER AR RS B (Aewn) L OV 7 U 7 T > A(CLYIZ DWW T, B O VDS E & Hele+ 5 & |
FEREIRE L OEERE OWTICB WL TYH, Aeun KON CLICKE 2B SN2 o To, — 7, FEREE
L ElE OWE A T D &L BHEROEEOWFRICBWN TS, @SS T Acwun D&% . CL AMEHE
ARz 3,

R EMERE/NS A —4

# [k Aezan(ug) ¥ Feaan(%)® CL«(L/h)®
e 8 3.97+1.82 0.40+0.18 3.225+0.7129
FEE Lotk 10 2.84+0.89 0.28+0.09 2.976£0.296
Bk 10 7.36+3.68 0.74+0.37 2.8500.560
e ik 10 7.52+5.60 0.75+0.56 2.6680.446
) 5-1% 0~24 ] & T RAEIR FARZ bR P& SR AR ER 22
byf¢ 514 0~24 B & TO REEIR P AR LIRS
¢)Aern/AUC)

d)7 i
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Fo. AERNEZTFRICE-SZ &, EMRWEREZZIT 5 2 & WRSZRZEHIARR O H % R E
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91 ITHETHRE, BEX. B, T2HEBX. XIXEESOLEHLEREENHIEE

ERVEAL A RS RE L A E AR T 2 L ARG 5 O CHEMER A EN ST A BENNH D, [11.1.1
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Moo, IRETO$E Th > TH X ORIEIR LG AT R ARNREE 5 WREMEII SR E TE i
DR D FIREMED & 2 T~ OB b 72 - T, W LA M & faltt 2 B= o Bk 5 2 &,

bt

9.5 %47
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WEE U=, R O 14 Bl 9 BlCIEIR RIS 2 WIT MR O T RRD 5TV D DT, #iE X
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O, X/ Kua YEBEAKFYOERIHIER SR O TICE G L TWD Z EAURIE SN 0, (2.5
BEABLEFTDER] DESR)

ZELIR
9.6 XL
B EOARMERORALREOA ML BE L, RALOMKGUT T IEZHRETT 2 2 &0 HEW(T »
MG LIS E, JITTIEBIT T2 28RS TV 5,
(FERL)
ARFN DGR B TRILE~OME AR e < | FLIEA~OL TS L TR0, B EERIZE Y
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11.1. 2 SEBIRGE - BB EHRGAEL A
[8.3 /]
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VI. &2 (FERLEOIEE) CBY 51EH

SEEARBEE SR

AREHZ | RrEMEH
DR AR A
FAE MR I 183 891
A E (115 1108*! 288272
BIVE 5 0 F BUE Il 206 359
BIVER % O3 B 333 425
EIIVE % O FEBLE B = 18.59% 12.46%
KREEZ | FrEfE A TKAREEZ | FrEfE A
DRI R AR DIRP AR A
~ . ; RIVE RS ORI = . ; RIVERSE ORI
RIS ORI SEBUEBI(EE)E(%) RIS O RR FEBUEBI(EEDE (%)
REERES & VEFERAE 7(0.63) 12(0.42) SHEIE - 1(0.03)
PiAn] =2 2(0.18) 2(0.07) FFEIED E 4(0.36) 8(0.28)
REIR - 2(0.07) RATIED F 1(0.09) 1(0.03)
R ss 2(0.18) - o L 1(0.09) 1(0.03)
P 2 1(0.09) 3(0.10) SEIR 1(0.09) 2(0.07)
AT — 1(0.03) SRR 4(0.36) 1(0.03)
aped PR RE 1(0.09) - TR - 1(0.03)
BHER — 1(0.03) Al AR 2(0.18) —
fifi g — 1(0.03) fEAR 1(0.09) 1(0.03)
Y Ifn S - 1(0.03) < IR Hiffn. - 1(0.03)
B iEME S 3 v 7 - 1(0.03) FFREAD R AR - 1(0.03)
Rl S PE 2 2(0.18) — MEL R R 1(0.09) —
iy =h - 1(0.03) ARfEE 2(0.18) 3(0.10)
B, BtEs K UHATER MR > F 5 & 1(0.09) —
DFHEY (BRBLUR 1(0.09) 3(0.10) AR R R - 2(0.07)
)—TE#ED) ARG T 1 — 1(0.03)
K= — 1(0.03) o] 1(0.09) —
JH PN B - 1(0.03) =W - 1(0.03)
i D EMER Y — 1(0.03) EB L UREES 1(0.09) —

+ I AEY 1(0.09) — Hig 1(0.09) —
MES EUVY VIREE 1(0.09) 1(0.03) DgEE 3(0.27) 1(0.03)
PR 078 PN R[] - 1(0.03) DAREE 1(0.09) —

YL BRI iE 1(0.09) — TN 1(0.09) —

R EE 1(0.09) — e 1(0.09) —
FIR PR BE BE T HESE 1(0.09) — N — 1(0.03)
REBLIUREREE 2(0.18) 7(0.24) mEEE 3(0.27) 5(0.17)
B L AT o — Ve — 1(0.03) 1 2(0.18) 4(0.14)
& H 7 S ILE — 1(0.03) JIKEE — 1(0.03)
A Y o A ffE — 1(0.03) RS HR IR AR RE 1(0.09) —
RBRIHE 2(0.18) 3(0.10) MEREE. MI2RE K UMHIRIES|  1(0.09) 4(0.14)
&I g — 1(0.03) gk — 1(0.03)
fArEE 1(0.09) 3(0.10) = - 1(0.03)
5 >y 1(0.09) — X SR - 1(0.03)
RHRSE — 3(0.10) Sl 1(0.09) -
HEREE 15(1.35) 19(0.66) RIEDORAE — 1(0.03)
Jiid £ i — 1(0.03) BREE 93(8.39) | 216(7.49)
i AsE 2 - 1(0.03) JE A PR 35(3.16) 62(2.15)
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TKARIEZ | R TKAREEZ | R
DR RRARA DRI AR A
_ N ; RIVERSE o R| - . ; RIVERSE o
FIFIER ORI SRR %) FIFIER ORI SR BIEE %)
A 2(0.18) 2(0.07) % 9 PEIE 2(0.18) 7(0.24)
259 1(0.09) 4(0.14) SREE 1(0.09) —
T HE R 1(0.09) — WG 8(0.72) 6(0.21)
R 26(2.35) 34(1.18) B 1(0.09) 2(0.07)
AIE% — 1(0.03) BHVEZ O FEIE 1(0.09) 4(0.14)
8 2% 5(0.45) 3(0.10) RS REE — 1(0.03)
EE 6(0.54) 12(0.42) HERRSLURBEHER
T 5(0.45) 8(0.28) E= 7(063) 280.97)
1 N RS 1(0.09) 2(0.07) BA &R — 2(0.07)
+ iR 3(0.27) — ESIEER — 1(0.03)
LR R 4(0.36) 23(0.80) A — 4(0.14)
BT - 3(0.10) ShE i - 1(0.03)
ARk - 2(0.07) MR 1(0.09) —
BRY—7F 1(0.09) - HH i A BE - 1(0.03)
=hi=e 1(0.09) 7(0.24) HEER AR A - 1(0.03)
o 10(0.90) 9(0.31) e - 2(0.07)
ER R BUR e 4(0.36) 9(0.31) B A& IR 2(0.18) —
NGB - 5(0.17) HER - 2(0.07)
M - 1(0.03) I TENE B FiAE - 3(0.10)
P - 2(0.07) B — 1(0.03)
G - 1(0.03) BAHIFRIE — 1(0.03)
A R E (5 o 1(0.09) - DY fE 9g 1(0.09) 2(0.07)
0 8(0.72) 23(0.80) AT HERE - 2(0.07)
RIER - 1(0.03) B D B (T — 1(0.03)
M 4(0.36) 7(0.24) [ty — 1(0.03)
M i 3(0.27) 4(0.14) HEIAZE - 1(0.03)
) 1(0.09) - 7 S O 1(0.09) —
KGRV —7 - 1(0.03) DU A A R 2(0.18) -
D AN PR — 1(0.03) i i P B R B - 1(0.03)
BB AR - 2(0.07) S EILiVEE e - 2(0.07)
BhEE - 2(0.07) BEHLURKES 3(0.27) 7(0.24)
1 DT B RR - 1(0.03) R IR 1(0.09) —
M OSSR — 3(0.10) IgA BIE - 1(0.03)
B 3(0.27) - R 1(0.09) 1(0.03)
FFREEREE - 5(0.17) B EE - 1(0.03)
IR RE 2 5 — 5(0.17) FRANAE TEVELPE B 2% — 1(0.03)
REHSLURTHBES | 21(1.90) 40(1.39) B e - 3(0.10)
B ESE 3(0.27) 4(0.14) A EE 1(0.09) —
it - 1(0.03) —fE - 2HEESLUE
T LXK MR 2(0.18) — =2 TN 7(063) 1300.45)
EIR7 1(0.09) 5(0.17) s AN 2(0.18) 1(0.03)
2 e L 1(0.09) - iR 2(0.18) 2(0.07)
HiTeZ 2(0.18) 7(0.24) A — 1(0.03)
HLBE - 1(0.03) FL K 1(0.09) 2(0.07)
ZITIE - 1(0.03) TR 2(0.18) 2(0.07)
SR BNE B 1(0.09) - AR — 3(0.10)
FEZ — 1(0.03) =) — 1(0.03)
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TKARIEZ | R TKAREEZ | R
DR AR DRI AR A

_ N ; RIVERSE o R| - . ; RIVERSE o

FIFIER ORI SRR %) FIFIER ORI SR BIEE %)
& — 1(0.03) PR A A M ERES 4 1(0.09) —
ERRIRE 83(7.49) 18(0.62) MY 2(0.18) —
TI5=vT I RT iy HE N 2(0.18) —
27 = 5 —EHIN 2081 | 160.03) LA 1(0.09) -

T ARG XUET 70.63) B TFRERE 38N 1(0.09) -
rF AT =T —EHN ' BABR 0 2R 8 2(0.18) —
Jii el ) R a2 3(0.27) 1(0.03) PR EE ARG 1(0.09) —
MBI vy T L 22(1.99) — JRH N—F7 o ~L7F | B 1(0.03)
e A v SN — 1(0.03) B '
M= VAT E—L80 | 3(0.27) — MFTVHVFRAT 7

M7 L7 F ok AR 10(0.90) 1(0.03) 2 — b 1099 10.03)
X —EHm ’ ' MAEFET7VTVERAT 7 30027) B
M7 V7 =8N 2(0.18) 1(0.03) A —B N '

=" R fEsE 1(0.09) — PR B — 1(0.03)
(i APFLERBUKSRIERIEIN | 4(0.36) - 1 A B F L VE R A A B 10.03)
MY 7 2D 1(0.09) — 77X —F :
TS =S 2(0.18) 3(0.10) GE. PESIVNESHHE - 13(0.45)
1 R SN 5(0.45) 6(0.21) Hi 5] — 3(0.10)
ifn. H GRS A0 2(0.18) — KRB BB — 2(0.07)
C— UG [ 1(0.09) — KE&EH 47 - 1(0.03)
y—ZNVEINKT FhiEE T - 1(0.03)
X7 = 5 —LHI 706) ) 1003 e 47 ~ 1(0.03)
PR R O WG 1(0.09) - RE&dr - 1(0.03)
~~ 7 Uy MED 3(0.27) - FHEE L BT - 3(0.10)
~E S0 e R 7(0.63) — JaHE& 7 — 1(0.03)
i/ N 3(0.27) — AT - 1(0.03)
7R i BRI 6(0.54) — FHIBEE 4 - 1(0.03)
LEENT e 1(0.09) — TEHIr — 1(0.03)
H i Bk He 5(0.45) —
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X. JERRPREAERICRT STHE

1. EEHER
(1) TR
VI, RHEZICEYTSEBE) OHEM

(2) REMEEHER

- it P .y
PR (P, B (B 54 PR
7w bk 0.3, 3. 30mg/kg s |
(HE. % 6) (%) o
—FRAEAR 7R . 3, 10, 30, 100mg/kg | 30mg/kg ¥ TR L
(Irwin D J51%) (K. % 6) (B0 100mg/kg TG4 6 HIZ 1 fsEC
-7 %49 0.001. 0.01, 0.1. 1mgkg W L
(. % 6) (FIRP) o
~ A 1. 10, 30mg/kg B |
B RS & (. % 5) (%) o
(ANIMEX) <R 0.01, 0.1, lmgkg W L
(. % 5) i Ra)) T
~ A 1, 10, 30mg/kg B |
FFR IR ) R N 1 (T, 45 5) (F& ) e
FHREIEM ~ A 0.01, 0.1, lmg/kg e |
(. % 5) (FIRP) T
) | R IR R (o~ ~ 1A 1. 10: 30mg/kg B
I RN e (T, %5 8) (F& )
o HEIR) ~ A 0.01, 0.1, 1mg/kg B
% (B, % 10) (FRMRPY)
; <2 1. 10, 30mgkg e
Al 2 (. % 8) 62 3=D) o
S A ~ A 0.01, 0.1, lmg/kg .
(. % 8) (C1Ra)) o
<A 1. 10: 30mg/kg B
kg — e 58 GER)
<R 0.01. 0.1, lmgkg B L
(T, % 8) (EFARPY) T
~ A 1. 10, 30mg/kg e |
IR s (B, 4 10) (Bn) o
(FERITRE) ~ A 0.01, 0.1, 1mg/kg B |
(M, 4 10) (GilRaD) T
~ A 1. 10, 30mg/kg B |
p— (HE, & 7~8) &) e
~ A 0.01, 0.1, lmg/kg 0.1lmg/kg THE#% 30 /ISt
(K, % 7~8) (G2Ra) MREEICHE L 0.5 CIRIRIR T

FFICZ &0 ARV R Y HiE




X. EERIREERICEI9 S1RH

- EaLzknn Bh&EY hen
PR (bE. B ) PR
— MR L PRI, 1. 4%
JECNTINE - QR IY- 1 . 0.3. 3. 30mg/kg -
[, BP0 (j(;frﬁgj) @) el
WA AGYIE) )
W7D | R, I A2
% FEWNE, Dk L
. DENERKILD A4 X
@ | E oo o (R T) 0-001 0'(%;1%% tmgke | grmr
R (max.dp/dt)., #EEH N (K. % 5)
i JUR i . R R
F MR g g, EX
hERG T /b2 41 | & bR VL i 0.3, 3, 30uM o
T5HY Y NER | HEK293(% 5) (in vitro) 30uM T 15 8% 7
Tl tH FLEA RS O iE B FEALEy B 0.3. 3. 30uM B |
A (. % 6) (in vitro) o
G4 TEFNLal o
) TEFLaY 1uM DL _ECUHE S0
i txZ3Iv, kR ELEY b 0.01, 0.1, 1, 10, 100uM | E A X I HER L
@ b= HEANY (He, % 6) (G EIN, in vitro) tu b= AR L
% 7 B B Y oA
B 0.14M TULAE N
10mg/kg T G- 3 H D 6~24 K5
RO pH KT, #54% 7 HD 3~6
RFRIR DR B OYRF Nat, K*|
- s Cl™ Pttt &k
(2; ; 8)) b 10@3[(]);%/ ke 30mgkg THEH% 6~24 BEER D
: pH k& 5% 3 HD 0~3 FFfH
W IR O IR B J QYR R cr%jliﬂk_f%ﬁ
™ R pH. R ;%E;JD6~24 FEMIR DFRH KT R &
‘ij R 0.1mg/kg TH G- 6~24 BERIE D
. F v k) 0.01, 0.1, Imgkg pH & T
(HE. % 8) (FRPY) Img/kg TH 5 6~24 FEfE R DR
HCl Rt S
Img/kg T 5% 6~24 FERE R DR
A 1. 10, 30mg/kg W CL Pt B
(. % 7~8) (F&1m) 10mg/kg THLH-1% 7 A D 3~6 FEHE]
PR SR K Pt R
i 7| A EEE R,
& SR N =V g 5 1! _
I ’4_; o 0.01, (;;é;% p;“g/kg wEnL
& ayARSTAF A
R |

FFICZ LD ARV R Y HiE




X. EERIREERICEI9 S1RH

- EL7/En Bh&EY hen
PR (ME. B (5 PR
Sk 03. 1. 3. 10. 10 30mg/kg “C“&"’é—f%3 EIL::TL
(. % 5) 30me/ke(EE ) H’;jzbﬂlj/;l{i\;/s BOZ v FOBER
7 v b 0.001, 0.01, 0.1, B L
(. & 6~7) Img/kg(FHIRPY)
7w b 3. 10, 30. 100, 300mg/kg TH E I B AR A =
(B, % 10) 300mg/kg (% A1) TEMEE G4 3 BICEED)
ER iR A S i ) 7 b 30, 100mg/kg 100mg/kg TH ET H M (S FE
TEA 52 (B, % 6) (&) N G144 R LEE
7 v bk
(A RAH v 3, 10, 30mg/kg AV RAZLAZX L BHEE L
HE) (&) B otz
(HE. % 6)
Z v b 1. 3. 10mg/kg/day . s L
(BB P12 5) (R, | TR B ECERETREOR
M (K, % 6) RAEREH) s
bt | BREEM S, & 30mg/kg LA - CHEBEENMZDOH
?f H%\lﬁﬁé@;‘ﬁ%ﬁ% Sk 10, 30, 100mg/kg L%YME‘W‘ RO IE R OF B e
H | OMHLHGE), B (. % 3~6) (ex vivo) JLHE
B i o &, : 100mg/kg T B KL i & M OV ifn.
B EE PERE RS O A BB
Ny Flj \/M*ﬁj%@ﬁ 26;0\\ lgﬁz\ﬁkﬁf DOEIEFRATRIL
&) 0, 5, 10mL K TORIEEITFH
RIEEIRAE 13 100%. 90%. 30%]
I/ Ru kol | 5 LN EEIE 4/5 #, 3 50k
A X PRFER A 5540 (1mg = 1/5 7
(e, % 5) BE) : 188 [7 Ly Frp— MUAIEHE A)P»
(in vitro) 2 3 5y LA AT 5/5 ]
~ A 1. 10: 30mg/kg B
WL (. % 8) (#H)
<A 0.01, 0.1, Imgkg —
(B, % 8) (#ERM)

FFICZ &0 ARV R Y HiE

() ZOMOEERER
AR L

bR A - BEAEE, B 8.0mm, JEE 3.2mm




X. EERIREERICEI9 S1RH

2. BHEEER
() BERESEMER
B PERI F5-#E RIS 0> B 5E B
e # B 200mg/kg
Sk FRRN 2.4mg/kg
o % B 283mg/kg
FHRA 1.7mg/kg
i #® A > 80mg/kg
) iR 1.0mg/kg
o % 0 > 80mg/kg
FHRA >1.0mg/kg

(2) RIEFEEHHR
1N Sy k™
13 A AR RS 1 e G aklR($ 50 1,3.125,6.25,12.5, 25mg/kg/day)“C“!i\ 3.125mg/kg/day LL T AST(GOT)
D EFPRH BT, 6.25mg/kg/day LA LTI/ Fu K ORIENEIZ LD &5 2 LD BE R E N
RO LI, MEEREDORD, BHEEY VR filcv s a7 7 =V OEBENRA LI, 12.5mg/kg/day P E
THLE, BEHEORD KO~~~ 7 Vv OB, ALT(GPT)LX T BUN O E&H | IREREOOS A, &
5. R ER OB AT RS iz, 25mg/kg/day CIEAEEIEIMNO I, MHEE & OWEEE E
IS . HDVITIRENED b,
26 F‘]Fﬁ}i@fxm&ffﬁ%ﬁ(&ﬁi 0.1, 1, 6.25mg/kg/day) TlE. 0.1mg/kg/day DL b CIi/ Mgk o, B

ﬂﬁ % fliAh eI O TLHEDS Fx 5 Wio Img/kg/day LA [ CHRIMEREL, B fLERE & MRS R A O 23
Eg)) fom‘_o 6. 25mg/kg/day TIXEE RN, (REHEMOME, AST(GOT)D EH- . IREKEO S A,

JEfEIE ) o REfile~ 7 v 7 7 — /@% ENEE ST, SBINRRER#% 55 £ 0.0001, 0.001, 0.01mg/kg/day) T
%, mHEEL ipmb LIV T,

4 A 8] SAE RPN 4% 55 BR (3% 5- B £ 0.02., 0.04, 0.08. 0.16. 0.32mg/kg/day) K UNBEINERER (355 : 0.00001
0.0001, 0.001, 0.005, 0.01mg/kg/day) Ti%, 0.005mg/kg/day LA T AST(GOT)? k55, 0.04mg/kg/day L |
THRMAE bR 0 4 3 AL Je OVBE BE V- 98 7 O ZE fad 257 . 0.08mg/kg/day LA b CTIHALE D242 28k |
0.16mg/kg/day THREH. %%I{%aﬁ@wﬂﬂfz{ﬁ 0.32mg/kg/day TR K OEEFFEOWA . BUN KO
VT F = O, FRME R OEBEIE, KA K OVEBIIREE A OZEfaZE M, RS O FEHE, KRR LR
DR FPZEME, HFR BRI O KA &‘) f?ﬂmio

SEVR O ZALIZ O T ORIEMEA G T 5 72Dz, 4 B MEFIRNE G L0 b 13 BEKRE L7235
(Be5-5: 1 0.08, 0.16, 0.32mg/kg/day) Tix, 4 B OEGHICHLNTZHLE . B L O 5% O i)
DZERAZEMEIL, RIRIZ L VIERT D 2 L BHER SNz,
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2) ,r 54 55~57)

13 B AERR O & 553BRER 58 : 0.1, 1. 10, 20mg/kg/day) TlE. 20mg/kg/day O MEME CIMTE % & Tent-4
RMER LD, BEELKMAEORDNEE CH -T2, &5 3~7 BIZ2H % & iR
10mg/kg/day DMEIZ & AT &M MR EOHD N b7, MEIT& S 6~8 ﬁf&“ﬁa} kL, &5 13
WETHRE L, 13 BO#EG 2k L2 0.1 KO Img/kg/day Tlx, #=MHEELIT
10mg/kg/day LA b CiX, i/ E DR L ONEMELE 2 he R T T x%/ﬁ%ﬁﬁ(APTTW)}EE

ptu y) %hiiﬁlo 71:_0

AST(GOT). ALT(GPT)} O 3LE&fi /K £EEE#E(LDH)O L5, MAEHRE A OB . BHRIEOZEME « B3,

NEPRAIE ORERR . B @%é\ﬁjl\fﬁ]ﬂ”@ﬂiﬂﬁ&ﬁ?ﬁ&ﬁfh R i L Z 2R e ‘E’Vﬁ@f%’ﬁ{hﬁwu&)%ﬂﬁo
10mg/kg/day TIE, /N FVE (BEE) KBS & O L2
OMEZIX, B RN OV AL RS D2k

B U LE L OEENN,

ZERAIE LAY TR B ALTz REE L 72 10mg/kg/day
muy)%ﬂfiﬁ)/) 72. 20mg/kg/day TiX., HMERELOHIM, ik
TR E OLNE - U, REE LR DL, FFIL ORI K O, ﬁ&U\H

MR DEEIE, H K OB iR O ZEMEDR GO BT, /IMUEOZAGITRE S B o7, B BRI
iﬁrﬂ, wu@%ﬂiﬁﬁlof\_o

HEIZRORER, AR R
BRI 31T D ZEfa i iR O B M 2 /et 2 72 9 0> 13 W AR R 1 B G- o [E11E 14 Bk (% 5- & - 10mg/kg/day)
2BV T, Bﬁ%&@%@@ﬁfimme 5 % PO ZE BTG RS PR B S 72 3
7oA XITiE, WL s 22l kX

%z &ﬁ)ﬁ%n Shi,

52 AR O B G aBR (% 5-& ¢ 0.1, 0.3,

7o Tc, 13 KON 52 M ER 0 #& 5% 55 3mg/kg/day) T
RO BN leno 7oy, 52 HEE G % OKRE Ik

5 MK EFRIRNE SR B EE £ 0.01,

FETC L7,

3) A=y A4HL®

. MBEE D
0.03, 0.1,

D BT D ZERITERIIIREEIT & o> TIHART 5 nlf

Img/kg/day) TiZ, W oG58 TH EEAT i
(. 13 @R G & OB A TEIERT R
ZERIE RN TR BT,
0.3mg/kg/day) Ti%. 0.1mg/kg/day LL_E T AST(GOT)
O LA BREO L, 2V - 85, RS LR OZEME - SEFEDFRO HiTz, 0.3mg/kg/day Tl 517

1RO 2 FRE SR
HOETH

13 Je U852 i@%ﬁ)ﬁ?ﬁﬁm&%ﬁ%ﬁ(&%i H[H : 3mg/kg/day, 52 #H : 0.3, Img/kg/day) TiE, W\
NOREETHEMELITRO N - 710
EL/p o P&
1 =R
(P, B B B P
7w b . 1, 3.125, 6.25, 12.5, 25mg/kg
(MERE, 45 10~16) 13 8 (#11) Img/kg
v b . 0.0001, 0.001, 0.01, 0.1, 1,
& .
OHEkE, % 15) 26 M 6.25mg/kg (8 1) 0.01mg/ke
5y 0.00001, 0.0001, 0.001, 0.005,
4 YA 0.01, 0.02, 0.04, 0.08, 0.16, 0.001mg/kg
e 10~30 _
R % ) 0.32mg/kg(FHIRN)
A X o 0.1, 0.3, 1. 10, 20mg/kg
i)
GEHE. % 3~12) 13 M OY 52 &) Img/kg
7 X
X 50 3 % 1
HEHE. & T) 13 KON 52 3mg/kg(F% 0) 1338 : 3mg/kg
A X \ 0.01, 0.03, 0.1, 0.3mg/kg
53 0.03mg/k
G, % 3) Al (IR mgke
. 13 3 : 3mg/kg .
=7 A% NN . 13 8 : 3mg/kg
1] A 0.3, .
e, % 4~8) 13 }2 U8 52 5? 1 0.3, Imgkg 523 : 1mglkg
(=)

EURPY

BNV )
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(3)

(4)

(9)
1)

2)

EinEERER

A 2 W T2 18 IR R IR B Tl ERERFRETRO LN oTe, 72, B MREM Y > k%
Wz invitro Yeto ARG RER L N~ 7 A 2B T D invivo /IERER DWW T 4 Yo b (R 55 35 784k
ITFRD 5o T,

NARMERE (THX, Sy k) @

~ AR DR OGN A MR GE : 0.6, 2, 6, 12mg/kg/day) TliX, 6mg/kg/day UL E T / K
KT ORIFNEITER T 5 & & 2 b D BEERE | IS5 5 v, IREHINOMEIFE 0 & i
72 12mg/kg/day TITAEMFREMET L7, WEHERFRIREORR, T XTOHRGETI / N UK
W KD IEBRAROINTIRD b7y o 7z, 6mg/kg/day LA THRANEEESE, 12mg/kg/day TR H K5
DOUD A, BERRD LT,

7 v MBI DR OEENAFEMERBREE G & : 0.2, 0.6, 2, 6mg/kg/day) TlE, 0.2mg/kg/day LL_E DI,
0.6mg/kg/day LL b OMETIREH MO IHINFED H iz, 2mg/kg/day LA LTI 7 Ko UK O REEIC
ERT 5 &B 2 b D MERFEERZRD b,

6mg/kg/day TlE, AR N EE 33 ORI THE40%., 1 30.9% LK T L7-720, EFFlE T X CHlIR L
7oo FECDOJRRIT, FIEIEIZ K 5 PP RS & HEE S, FREDIEEIC X 2 b O TIdRd o7, RERRY
FIRRAEDOFER, T X T oG B CHEEREAROEIMNIRBD b o7,

EEHE SRR

ZHRERVEREFCOMHRRERELECET HHE (v ) B

MEED Z » b DR O HRBRER 58 ¢ 1, 3.55, 12.5mg/kg/day)lZ T, 3.55mg/kg/day LA ETiEI 7 K
7 R F DRPIPEIZ £ D & B 2 B D MEREEE 2 Lo THERE L S I —BRIERDNEL L, FELHDH
ISWEBE & 72 B 0338 D BT, 12.5mg/kg/day Tld, FETHINZ < 7o o 7o, AR K O B9 2 B8 T

1 U8 3.55mg/kg/day % 5-8F TRl L7225, B, ZBEX ORI TRICE(ITA LN T, HOK T
BRAIZ S BFITFRD o T,

HEZ v b OFARN B GRBR (%58 0.02, 0.08, 0.16mg/kg/day) TlE, 0.08mg/kg/day LA b CHEL A4 BT,
0.08mg/kg/day LA b CARRLUTREAA R 1 BIERD S, HRE L OALFIR R E O WAME R 23780 & iz,
0.16mg/kg/day C—MRAER DEALICEDE L7- & B 2 DD RBR L OZIEROK T RRD biviz,

Mt~ b OFARNE G- 55 : 0.02, 0.08. 0.32mg/kg/day) Ti&. 0.02mg/kg/day LA b TREI) DOHESE
& DHUVNIFEL ., 0.32mg/kg/day THEABRBDOBWABRN A LN, KRB, ZHEROEOYHIFAEICE
BIIAH BN Do T2,

B - IRREICET S (Sv b, o9¥)

7 v FOROFKGRBREEGE - 12,5, 25, 50mg/kg/day) Ti. 50mg/kg/day TREENMIZ A EIINOINH], &
EHE DR 3 B, IR RAREORUME R, B L ORBIEM 237 H I3, AR b d o Tz,
7 v N OFIRN B G ARBR(F 5 2 0.02, 0.08, 0.16, 0.32mg/kg/day) Ti, 4E4E 20 H I FYIBAT 28
WMz, BRSMESE28MERTE LTZ, WTHOERLEEICE O THIEFEIEIZRD bR 1273,
H AR IEAE T, 0.02mg/kg/day BL E Tl B> AOKTIZ L D &5 2 D RAI ORHARFE 2N
25 L., HARENED Lz, BB RS & : 0.00008, 0.0004, 0.002mg/kg/day) % FEhi L 7= A3,
0.002mg/kg/day (Z 3T HRHA R OV A R IZ 39~ 2 IR O HiLZe o 7z,

T O OB ERBRE% 5 - 1. 3. 10mg/kg/day) TiX, 10mg/kg/day THIEEN Fx HILTZAN, A EMEIX
BOBINTRNS T,

7 X OF RN G RBR (% 5 & 1 0.008, 0.025, 0.075mg/kg/day) TiE, 0.025mg/kg/day LA b CHEFEN 5
N, EEHEHITRD 2o T2,
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3) HAMNMRUEERORELTIZRAOHEEICET 58 (Sv k)
Z v FOROFGRBRE S & 0.1, 1, 6.25mg/kg/day) TlL, 1mg/kg/day LA _E CHEREKIIC b v o
LOPEEIAR T, R OBE 3 A DA, ARSI T L7223, (AR 2 830 b o Tz,
7 v F OFRIRN G RBR (% 58 1 0.00002, 0.00015, 0.001mg/kg/day)Ti. 0.001mg/kg/day CTHEEMRAKL D
BT RAH LI, RIERIIZOWTIISEE R OB, K OA—7 > 7 ¢ —)L RIZBIT 2 KB EhK
DOEIMRFRD BTz,

(6) AR MR ©
2 Fu BT ORI, T Y ORI U CmOWRITRTE 2R U, BITRPEE, IBRERRE S IR
EKRHBOENT2L 2D ETHIRYT 2 Z LI K-> TEBIL 7z,

(1) ZDthotikE"
1) fURMEHER
BIE Y MBI LSRR T T 7 4 73— BRA O~ v 24E 7 n 7 Y o BAgE)FURpEA R %
F Lo, WTIUZBWT S X/ Fa UBRKMYOFRETRRO b s o7,

2) FDhDEEFER

D A XTHONE=HOERRIRICE T D RIREF DT 6 4%
NI R I KT TR BIC OV TORBRTIX, 2/ Re @Ko I =) U~ EEEHICH
L THFET LTz, A4 XO/MEHRRA CiX, SV VA TBRSE L 2N TERholclcd, vV A% H
WTRRET L7, TORER, I/ Mo UK TR n s b 5 & CIE#g L CHERE : 0.01~
lug/mL) 2 =V U EROMEEEIZ A ST, 2/ Fu U BAKmIC L2 EBEERITED Sidoiz,
F o, ORI IAE T V> 7 DAOFHGE RN G- OB L RE LTz, 4 X127 Fa UK
Y% 10mg/kg/day OG- 2T 13 HFAMEROESG L, ALy T METF 2R LIZRIC Ly T A
DOFHGEFIRNEE 52 BtA LTz, 2 /7 R v VKR O B -Gl 10 FilF 6 Bl ZERaE R 2 B LTz 03,
BN T DR EIE S NT-E TR 6 Bl 1 BICEREICED bNT-DBRTH o7, LEDRRENS ., M
(R D MRRRRHE D ZERERRIT, X/ Re v BRI O v 7 METERICE D2 DO THD Z LAVUR
wEhni,

@ Sy bIHITHER - RESHRBRTHONEEIRRBPOBARETICH T2 RIBEFE DR ©
F v MZX /7 R UK % a8 BRI ARN B G U, BHASECICBI3 2 1 v o 7 A ORI zh R
OWNWTHR LTz, 2/ Fa BRI OEME S CTix, fEMW O 14 FlF 9 BINMEIRKI & 5 W i
HIZFEL Lz, —, By U AifaZ i SN cEB CIIRE O T IZA LT, 2/ Ra UEEKR
N X DUERR I ORMAE T IX V> T D EGHHT D 2 LI K W BHIE & d, IEF 720 tRIcE D 2 L VR
ENtc, LER-> T, fEMWORET I, EERIICBZ 2P L3 7 AOK TN /7 Ra iKY
OBWIINEWERIC L VRSN DICRBH LD EE X Tz,
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1.

10.

11.

RHE RS
B A AT AEE Img - B, AGEERMER - EMSEOLLEICLVENTL L)
BRSy © 27 R BRI - BISE

B
AR« 3 4R

BERETORE
SR RAF

kLN LEDEE
BIE STV

BEMITEM

BEMERLTA R HY

<FVoLBY : HY

Z OO BHERTEM « BE T ERERTIH— R

Bl—HR5 - ERE

Al =R 3E « AR 7 T A 8E S0mg(7 A7 7 A8IK) U VAR EE Img(/NEFHE S T3E), U WL AR U 8E
50mg (/NP L T2

[ %) 3. 7xW~v V78S 35mg, A1 U8E Smg - 35mg, AT L RIERHE N 7 900ug, AT R
VRO Y —35mg, 77 b R/EE2.5mg- 17.5mg * 75mg, R v MEE 2.5mg ¢ 17.5mg * 75mg,
A RuxUEE 200, A2 BENEE 100mg, A2 ENFRE Img v U oY

EEEEEA R
2009 4E 1 A 21 H(HA)

HNERFERZBFABRVERRES, REELERBEFE/A. RFEMKREAR

Wi BOEIRFEAGREH H KB HAMAAENHEAFEA B | GEBRAA4EA B
R/ T AHE Img 2009 4F 1 A 21 H 22100AMX00391 2009 4£3 A 13 H 2009 £ 4 1 7 H

PRER IRREM. AERUVABLEEEMFEDNFEAARUTZORE
A LR

BEERR. A @SERAREABRVZETOAR

< PR ARG >

INFEEAR 202083 A 11 H

WA« EIREL, EREIRSEONE., AL ONZEVEO MRS TR 2B 14 5508 2 THE 3 5 (KRIE
BHEE)A DPHANETONTIICHIZY LRV,

BEERM
84 1 20094 1 H 21 H~2017451 H 20 HFET)
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107 % : VR 18 -3 A 6 HAH) & Z D MBUE(EATTBE 5 RE 97 5 Ak 2043 A 19 HEHIZ L v T
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1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)

Pk B . HAREEE 2004 ; 62(Suppl.2) : 1-6 (R-04783)

Lenehan TM. et al. : J Orthop Res 1985 ; 3(4) : 499-507 (PMID : 3934355) (R-04784)

B S5 i SKER L PR 2008 ;5 18(Suppl.1) : S19-32 (BON-00002)

AR ¥ b EFKD vy —F )L 2004 ; 40(10) : 2781-2787 (R-05663)

“=[E H& fh : Osteoporosis Jpn 2013 ; 21(1) : 9-21 (R-07087)

it ZEE fh o SRR L PR 2008 ; 18(Suppl.l) : S129-142 (BON-00009)

HPIRG — i ; EBR L EEPR 2008 ; 18(Suppl.1) : $99-128 (BON-00007)

KA Y i $EH L FEIE 2008 ; 18(Suppl.1) : S227-237 (BON-00016)

PR 8 A EER G5B (2009421 H 21 H7kF8 CTD 2.7.6.2) (DIR190263)

AT % b : 3RER L EEFR 2008 ; 18(Suppl.1) : $239-252 (BON-00017)

b BIRER Aih  SKFR L EEPR 2008 ; 18(Suppl.1) : S297-314 (BON-00022)

FEPNEEE - BT AEERER (2009421 421 H /&2 CTD 2.7.6.11) (DIR190265)

PHIR ELEC fh : 3K L FEAE 2008 ; 18(Suppl.l) : $315-327 (BON-00023)

ARG TE IS THERER [ONO0-05920-017 (200941 H 21 H7KEE CTD2.7.6.12) (DIR190271)
NS E B~ — 0 —DOHER (20094E1 A 21 H&# CTD2.7.3.3.2.3) (DIR190262)
RPN I RS ERER (2009421 A 21 H&ZE CTD 2.7.6.13) (DIR090001)

Hagino H. et al. : Bone 2009 ; 44(6) : 1078-1084 (PMID : 19264155) (BON-00070)

NS E S ESREITRE (200941 421 H &R CTD 2.7.6.14) (DIR090002)
Matsumoto T. et al. : Osteoporos Int 2009 ; 20(8) : 1429-1437 (PMID : 19101754) (BON-00074)
NS E B Pk 5348 (2009421 A 21 H &3 CTD 2.7.6.15) (DIR090003)

Hagino H. et al. : J Bone Miner Metab 2012 ; 30(4) : 439-446 (PMID : 22134624) (BON-00201)
NI E  FEAREE20204£1H78 (DIR200023)

BRI —M fih : BKFH & EEPE 2008 ; 18(Suppl.1) : S7-18 (BON-00001)

FEPNHREE - A RIS ER (2009471 A 21 H &R CTD 2.6.2.2.2.3) (DIR090021)

FHNEREE T v MINERHEHERIET T MBI DTRFSIR (120 A& E) (200941 H 21 H7KFR CTD2.6.2.2.1.2.3)
(DIR090004)

Tanaka M. et al. : Bone 2008 ; 43(5) : 894-900 (PMID : 18687415) (BON-00056)

Mori H. et al. : Bone 2008 ; 43(5) : 840-848 (PMID : 18718565) (BON-00055)

FENEE D =7 A VAR B HERET T VIR 21EH (2009451 A 21 AHZ&RE CTD2.6.2.2.1.3) (DIR090005)
I Hes il HEEE L EEPR 2008 ; 18(Suppl.1) : S75-85 (BON-00006)

N E . Ty b AT A FEEHBRETT VBT A1EH (200941 A21 HA&AFR CTD2.6.2.2.1.7) (DIR090028)
HPIRE — fh : HEPR L FEPE 2008 ; 18(Suppl.1) : $65-74 (BON-00005)

FENHEE 7 v NMEITET VISR 2 F PRI KIE 3 BCEE & O hig) (200941 H 21 H 7k 7 CTD2.6.2.2.4.3)
(DIR090006)

H R fih o BEFE & EEPR 2008 ; 18(Suppl.1) @ $285-295 (BON-00021)

PR T AR E RSB (2009451 H 21 A &8 CTD 2.7.2.2.2.1.4) (DIR190269)

M fh o BKEE L FEPR 2008 ; 18(Suppl.1) @ S275-283 (BON-00020)

BTF B2 fh : KPR L BEPE 2008 ; 18(Suppl.1) : S253-261 (BON-00018)

Bl FnakT- fih o SRR L LR 2008 ; 18(Suppl.l) : S263-273 (BON-00019)

FEPEREE - 5 T AHRBRCEIE AR FHE) (20094E1 H 21 H7kF8 CTD2.7.2.2.2.1.2) (DIR090008)
HRHEE N FT A Z DT ¢ HEREES (2009471 A21 H7&GE CTD2.5.2.2) (DIR090007)
FEFE 225 fth o BEPR L EEIK 2008 ; 18(Suppl.1) : S175-189 (BON-00013)

FEE ZEAE i o BRFL L EEAR 2008 ; 18(Suppl.1) : S191-213 (BON-00014)

RS ZEAE i o BRER L EER 2008 ; 18(Suppl.1) @ S215-225 (BON-00015)

FENHEE T b A X FBIRNEGREORGE (2009421 H21 H7&F CTD 2.6.4.5.2) (DIR190258)
FEH A fth o BEER L ER 2008 ; 18(Suppl.l) : S151-161 (BON-00011)

RN - B (2009451 H 21 H7&F8 CTD2.6.4.6) (DIR190259)
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60)
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64)
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C 5y b BERECICHT DI T AORREIE (20094E1 A 21 H7KER CTD2.6.6.8.2.3) (DIR090020)

: AR T A EEImg « S0mg SR AT GE G RMBEEE (FFE AR A AR A H ) (DIR200080)
2R T A Img I FHEEEMIEE - B HLRE B O 2 MEREMRER— (2009471 H21 H &R CTD2.7.4.1.1,

CTD2.7.4.1.1-1, CTD2.7.4.1.2-1) (DIR200071)

NS E
NS E

RS
RS E
RS E
S &
H_Wi‘f&ii
R

P E
N

/H_Vﬂ%&:- =
RS E
R E
R E
RS E

P

FEN S

~ U A AR RICKT B IER (2009451 A 21 H7AF CTD2.6.2.4.5.1) (DIR090025)
~ U A HURARE SR (IR R 2 £ H (DIR090026)

WIR BRI A1 (20094E1 A 21 H7%38 CTD2.6.2.4.4) (DIR090011)
R R OV LB RE 1ok 2 /B (20094E1 21 H &8 CTD2.6.2.4.2) (DIR090027)
HA[A £ -7 B (2009451 A 21 H7AF CTD2.6.6.2) (DIR090012)

DTy b RERGENRER (20094E1 A 21 HKAFR CTD2.6.6.3.1-2.6.6.3.6) (DIR090013)
A X KERE R (200941 A 21 H 7&K CTD2.6.6.3.7-2.6.6.3.11) (DIR090023)

c FMERBR O E L (2009481 21 H &R CTD 2.6.6.1) (DIR190260)

LA RN HR DN I T D Z2RTE AL DWW T (200941 H 21 H7KER CTD2.6.6.9.3) (DIR190261)
sV EBRSEERER (200941 A 21 H&AGR CTD2.6.6.3.12) (DIR090024)

DR EERER (2009451 A4 21 H &S CTD2.6.6.4) (DIR090015)

DS AUREVERBR (20094E1 H 21 B 7&GE CTD2.6.6.5) (DIR090016)

A sl A R PERBR (20094F1 21 HA&GR CTD2.6.6.6) (DIR090014)

ST R (20094F1 H 21 HA&FE CTD2.6.6.7.1) (DIR090018)

PUEMEER (2009451 A 21 H7&GE CTD2.6.6.8.1) (DIR090017)

~ U A NS EE SR I RIS R (20094E1 A 21 HKFR CTD2.6.6.8.2.1) (DIR090029)

A X ERIERUC KT IV 7 Dk D8 (2009451 21 H &8 CTD2.6.6.8.2.2) (DIR090019)

. FDhnBEH
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(1) ¥
V.4 FERUVAZEICEEYT 58 KO VL N EREDIE) 22RT252 L,
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https://amn.astellas.jp/jp/di/qa/index.html
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