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V. DamICBEd 51ER]

1. BhEERIFZNR

4. MEERIFHR

PR ELE
Sheb 75 = M
. HiERUHAE () RERUVHAEDHER

6. FRiARUVAE
WHL, RAICIET R ARZ L LT 1 H 1 E 25mg 2 &%ICRD
BHT %,

@ RERUAEDRERRM - R
DR L

4 RERUVHAEICEEY
ZPE A

BRES TR

5. BRERRAE

MEEERT—2 /1y H5r—
M LN

(2) B PR =L BR
BEMHER
BEHHRREBRIC IV, PARR R e (B[R] 8 1, A 25 f3il) A xi5e
ELT, =X BARAHX UEED 0.5~50mg, HE TCOHEIZBITS%E
PER O FRER (M =2 b a7 R EMGIER) i Lz
R, ARG mMERT A e A UBEOKTARD LN,

Q) AERIGIRFRRAR
AR IR I W T, PARE AL EE (10mg, 25mg 4 36 f5) %
®EE LT, =Xt A RAX VEEOAMER VEE2ME RO E, BR
HERHEOBRTEERAT, BHRICBOWTHEEITRZNHDOD 25mg
DFB10mg LV ESTWeZ e End, =%t X A X U EEDRK
HESEF B & L C 25mg/ H 28R L7z, AL UIEMIEENI 35
25mg BEDFNHRIL 26.1% (6,723) ThH-o72¥,

) A CHGE ST DAFIORESUIZIE, FIELOCHARIILLTO LB THh D,
IR PR AL
(RIEROHE @ s NCIFm e A X & L LT 1 A 1 [E 26mg 2 BHICRAKET 5,
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(4) IR ER

1) AR E R BR

OPDP PV
BEABIFARER IV T, Jrm X b a &7 Al o PR % FLiE
F 33 ARG L LTt X AX EEDHINE R NVZANED R
MEnT, ek, ARBRERIXWEINC TEEME S A7z R ER O R B
(N0.120002 }2 T8 No.010) RO HHEMEZ MR T L2 L2 L
LCHEmSNEZ?

hESHE

F i [E]
(REBrE =) HA KE% PR 25
R (No.042) (N0.120002) (No.010)
FE5hE 24.2% 28.1% 23.4%
(=W / ZTAm) (8/33) (36/128) (32/137)
EHINCHY 25T AR 39.4% 46.9% 47.4%
(B + EH NC #/FE B (13/33) (60/128) (65/137)

E1) EHINC : 24 38LL o NC Fife

Q@i ERRAER (EIMMHER)
Wk 19 »ENSSINUT= 2 Jitiak L RRER 2BV T X 7 =2
hETeoT- PR OHEFTILIE I 9D = ARZ U BE D HUIE S 2h S
KOV e | g A7 ARe— L (160mg,” H : [E N ARKGR) & %f
ELTHRTLTZ, PSSR ICBW T, BRI MICA B2
HOLNRINST-H DD | TX T AR BED IR 1T 15.0% (55,
366) THY ., HEfE A7 Aba— LEEIE 12.4%(50,7°403) Th-o7-, FHf
NC &AM RIITXVARZ LT 37.4%., HifEAZ A0 — /LT
34.6% T o7z, SHIZTXBARZ L BEDIFBWEITETOWIM ., 15
RS FETOM K OAELFLIL., B A Ao — LB L i LA
BICEELR 2,

Qs LB ER (iR fmETEE)
AN C N U 7= S hiiak A — BB RLEGRBRIC BV T, R X
7 DIRWFLE SUIRE LR (147 B) %2, =% A XX 88
BHRE (7361) &7 vREE (74 6]) (2B AT, BEE (Bone
Mineral Density) (Z5-2 282K OHME, ZoaMEEmat Lz (%
HHIR - 2 4ER . BRI E - 1AER) o BE2EBROT I A
AL BESR GREDIERE « KBRS SERRIC BT 558 E OFE 24k
RIXZNEN-2.17%, 2.72%TH Y, 772 REEL-1.84%, -1.48%
(p=0.568, p=0.024) TH o7z, REFIZ4FIAFHL, 1 HlIT=
X RARAY UEERGRE, 3HIN T TR CH o2, £7-. HDL-
S AT a—UITd A RF UEERGEE (6-9%KT) Tk, 7
TERARRE (12%E0) (ki L, AE (p<0.01) TR TF L72As,
fLDREE /N T A —Z OV /3T A — & TILm BRI 213380
Sivienotz ¥

2) MR

YR L

(5) BFE - FRRERIGAER
MR L

) AR THERIN TV DLARFOWREIIFE, AELOHEIILLTO LB ThH S,
IR PR AL
(EROHE) @ AT A X & L LT 1 A 1[E 26mg 2 &%ICRAKET %,
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VI. [EMEE(ICREHT HEE]

1 EBSPH(CREEH D
LEMRITLEYEE

ke —v, TFHA =)L

2. EBER

(1) e FRERGL - YERHER
IXVRAAXIT  FuF v e A Ma BB T DR TH D
Tuavw X —BEIEHICEET S LICLY, P X ha R
ZEHIL, =2 b a X AR O AR O E A TR 5 @ - 19

(2) B EE T S HERAE
1) 7aX4—€HEE%RH
@ in vivo HER

EBMET S Fhe gl v MW T, =% EBEARXAZ D
HEHR O &G I3IRE T o~ 2 — B2 HERFEICED S8,
Z ¢ ED50 i1 3.7mg/kg Th-7- 19,
@in vitro SE&
TX B AR N, MOAT a4 RABCREERICITIT E A EE
hHz 52 < T —BEERRICREEL LY,

2) EEHER
DMBA #% 7 v ME (BARBET V) 1Tkl AR X %
e A, 4B ERE LR, Img/kg/ A LLEO T & THER O
AR EICE L9,

3) TR O UHINHEIER
EEIME T R e il T v MZBWT, =% XA RZ 0
HERE OGS I =2 T U4 — VR E I H SR AR
K F L. £ ED50 fEi% 3.8mg/kg TH-o72 ¥,
PRSI E IC o A XX 25mg A ARO%KEGTH L
W2k, g EmEFe A vy (A N T UA—L, TR
rerBEORm A ha 27—k BEBEMETLEY 17D,

(3) e AR IRAERE - HFEEAER
MR L
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VI. [EYEREICREY SIEA]

1. M REDHER -
AEE

(M aBELEMNGOLDRE
HEERR L
(2) & M A iR EE B E R E
VI 1. Q) ERREEBRCTHEIN-OPRE DHESR
QKRR THREIN-OPRE
1) mq:;%};ﬂ.: 7 . 18) [ 19)
AHARNDOHARGIAFBERFT I AR 25mg & 1 B 1 [BIERS
L72 & &0 tmax 1E 2.01£1.35 IFfH], Coax 13 27.4+16.6ng/mL, AUC &
115£76ng * h/mL, #&RFED t1n 1% 20.2+11.7 T o 7=,
H AN O PR A R AN PRI B R O E R e 5- (0.5~50mg)
BOTXEARAL LD Chpax XN AUC ITHERFITH -T2,
2) EYFRRSERER P
TXERAAL UEE 25mgl VTR S | EREHERIFI A 7 o 24— "—k
I ZENZEN L SE(=FtE A RAZ & LT 25mg) 65 kA O PR %
e 31 AICHERRERE ARG L CiiEh ot 2 2 & REA
HE L, o 3RPENRE N A — % (AUC, Cua) 122 T 90%(E 48
X EEIS CTREGHIEIT 24T > 725 . 1og (0.80) ~log (1.25) DHiPHN T
0. WA TR RS R S AL,

(ng/mL)
%5 -
20 F
£[|1 —8— I Xt 4% §E25mglVTRS)
F s ——
b
E
1t
{10 -
i’;
i3
5
0 * it —a
0 12 72
BEE (h)
Cmax AUCo72 Tmax Tz
(ng/mL) | (ng-h/mL) (h) (h)

IEEAAY VEE
25mg [VTRS)
R 14.33+7.85|23.63=10.06| 096068 | 1.77 £ 0.74

(mean*sd, n=31)

13.04+6.08| 21.81+857 |0.75+0.28 | 208 +0.71

MAEFPREEW NS AUC, Cax FED/XT A— XX, #RE OB, K
R OBEEREHL « R ORI K > TERR D ATREMEDR & 5,

4) hEE
YR L

OG)BE - ftAEOFE
1) BEOZEW
T X A RAHX L 25mg & PARRBEERE M (BCKAN) ICHIR %G Lz
FF. Cmax &N AUC OEWEIZZEIER 5RFIZHE_NZNZE N 25% KDY
39% EH- L7z,
2) FREDEE
VI 7. EEA) OS]

6)BER (REaAL—Y a3 V) BRICEYHIBELE-EMARNIETHE
MU ER L
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(2) TR USRI 7E #
M ER R L
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BRI L

(2) % — Re BERAFT @B 1
ERT v M2 ¥C-mx A R X 2R AL LTck O EE. bk
i IRV /i L7z 2

@) Eir~DBITIE
REERR L

(4) BB~ DIEAT
BEERR L

(0) £ Dt DRI DFITIE
L PR e 2
MEMEZ > MZ BC-mF A XX Img/kg & HRIRR D5 L7, M
SRR T RIS A L. KE D OM TR E% 1 H DT 6
P[] Foerm OHT REIR FE &2 s U7, JIPIRG, R IBOM, OV 2 B N 7o Al oD
i b ORIHREDH RITERLN ThH o722,

5. £

(1) R HERAL R O R BHRRR
BC-mx B A AKX v OEENRBHEEE L CYP3ALIZ LD 6 (LD AT L
EOBLH LILT IV -7 MEILERIZ K D 17O A F Y OEILT
HY . FOBIKSEXITHAE ST I 0 REEN 5,
CYP3A4 JHERITH D7 haF Y — % L oftREs (kA MR%
fEBEAMERTSR) IZBWT, =%t A R X L OEYBIREIZ IR
3. CYP3A FHEX|THD Y 77 e EOffHEEL (BCK AR
RGN S) IZB W T, ZF B A AL D Cpax LONAUC 1TH
BIUERTLER, MEfh=X oy (A A7 2—h)
FEDOAR T RITIZEBIRD bR otz
SRR DAL E AR KER

() REBIZRE 59 B2 (CYPAS0 &) D FiE
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(5) SEHR B EER/SS A —5
B L
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(1) BERER AL R R B

WC R L7 = A A & 2 % BRI OFMNE N MERE L MEIC B 5% | 168
RFH F CORMSTBED R K O o RAEPE BT 22 42£3% &
W 4246% Th o 7o, IRAICKRE(LIR S L THRt S - &iX, 5 ED
1% K ThHo7- 2

S OHE R T v M MC-mx & A XX Imgkg 2 O#%5 L7
B ORI RESR B 1 3% 514 6 B CRe iR &2 or L7z, [RIFREICHH
U MR L ik 5 &L 6 FERILUSE CIRgLi TR EE O v s
BREZRTHLOO, ARSI TR L2,

(2) Bt
MVI-6. (1) BEMERGLR UHEER) DHZM
(3) Bt E

MI-6. (1) BEMERMLR UHERR) DOHZM

1 ENEIC L BREE

BRI L
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1. Z2ERNREZDERH HWESH TN
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2.1 W SXOTHER L TV D AIEEMED & 5 it [9.5 2]
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S.MBENITHRICEE | RESATHARWY
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YT ENE c RRBRA R OEMO G & T, AKNC X DI Y] &
ENDHHBREICONVWTORMEATSHZ &,

2 FRNIRIET v~ 2 =B 2MET D2 LIS XV IGHRDRE IS

HHDOTHY ., ERRINEEIELZ AT HHARITOEBE TIIT v~ X
— B EETHIHRIIA+STHD ETRINDZ L, WK
AT BE TIIEARBR N 2N L 2 BB LT, FRATBRE I LIE
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9.6 IRELIF

BHLRWZ &, AFNT, BRBEOREEZNSR LT D720, BRI
KT D EEIIHE SN TWRND, BHIF~OE G- ORI DN T
ISRORAN S %, BWESR (7> F) THIHHF~OBITRRD L
TV D REIOFZ I O LI BT 2 BERME R IZ /2, [2.2 2]

(NHINR

RE STV
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BRE I LTV
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M bbisZ LN D,
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5%LL E 0.1~5% A A AN
R | 27, OV | LU 0K | 5, | IR
HRREE, 5S5OX
(&) . KRR OE) |
Moo, &, FiR
EREERE
A bg HEL BERAE, .
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FICIFFELEBZ L TR SO EE2AEL R T Z &
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(M EERERICED CIEHR
BEINTHZRWN
(2) FEBGPRERER CE D < 1B¥R

15. ZOtoEE
15.2 FEBRFREABRICE D 1FHR
24 5 AMO~ 7 ZABRAREMERERIZI N T, HHE (150mg/kg/H)
B (450mg/kg/ H) CHEREIZ 33U CHFHI IR AR AT K OSFFHHIRRE D %6
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ARBHLNTZ, 2O ORI~ 7 ARAER SO TH D TR R
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N
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EIE)] Lhay—), TFRA L) —)L5%
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REIRGEAGRERA B 1201147 H 15 H
7K & 5 :22300AMX00870

i

26



1. EMBELREFEAR

202244 J 20 H

12. RER IEHREM, R
ERUARLERM
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TXEBEARL
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ZDMDBEEER

AEOERIZBET 2 HE  AREIIIAREZ T TR WREIZRET 51
WMNEEND, RBRFEEDRHESL L TORVNAELESENLTEY . H<
FTCHHBEIN TV LR FIETHEONTEREFFELE L THRRLT
W5, EFRMEEEDEREH ZRG25 ETosBERTH Y, INTE
DA% RTH O TR,

(FEARIL - TR 3R 5 O IR Ge s AR MR BB 2 A KT 1
WZRET 2% Q&AIZHOWT (2D 3) | BFocd 9 A 6 HEATEEE
I AR A BRI R AR )

AFNDR% DL TEMNF ON i 5 Semikakin. (R sii K& Ovmim MEER)
DOHEZ LIRS,

¥, AENZED DV S SE L oG, AR ENEHETORE
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BrickvitH 2 &,

(1) e
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DIRSE : 60°C WS - BHEAZ S
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@3t :20001x (RARRSTE: 134 5 Ix »hr, % — L XUIH T 2 H v 7B
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HIER - O, @BIMARE, 2, 4 HEE%
@, OBitARE, 2, 4, 8, 12
HRERTEH AL, S8
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