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iﬁ%gﬁﬁgf PR 5 | B i 505 00 SEA B HE I O o | o
B (10 1) BN
(ED-301JP)
G- L 2 e (R
+ DB s
SRR | (R A B | CLPaAd SO R
(ED-111JP) (20 1) LD, T B b © ©
W RZ O R B D )
OB,
R o ER RO IS b
%ﬁ%ﬁjﬁ %ﬁ@fﬁ Ki~oEBEz7 L 70| © | © | ©
LS R—)L & Hilgs,
o st | POEPETRIEER: | 2 SRR iest. Bk i 510 B
AIBIHTRABR e GEOKE EwHECR © | © | ©
(ED-71T-201) (109 #1) 21
B B2
I TR AR Eﬁﬁﬁﬁ%ﬁ AAROEREONRE O | o | o
(EDO07JP) ‘“(‘225 ) RHESE & DOIRE,
TR OV ORI
. FEOR M HLERTE | 5 M P B 36 A
(ED_;(); P) B & FEFMIEA & L2, 7| © © ©
(1087 1) VT 7 Y R—uixt T
I e
) TF 4 O—)LEERBHE
By ~
(R ) RO
WA OGEAIE
P N
s gk ITTF 4a—EEE =T s u—/)Lh L E OEYFERFEES M
(ED-318JP)




(2)

®)

B PR R AR BR

% | HHEEESHER (6C12) 9

TOVT AV b — LD AR OB GO 22 e b 72 4 B BH O HEE ) OB EhE O MGt &
HEgL LT, fEEERABM 51 Bl ktRice VT Iy b= 0.01~1.0u g* R OT TR %

AR O G LT, FOfE R, A K OPRH B L 7 AR Z AU LS DR ITER D b
mholo, o, MEFHIRE, MRACFIOMRE, REAER & ORKRE, FBRFARE KL

@%%ﬁﬁﬁa \ZZ T Iy b= R T 5 BE 2 EHTRO LT, 1.0ug FTOHE
fiﬁﬁf%é ERFERENT-, Fo. AT Y b= T FOIMIE P EEHR L
ZEPIRHZ BT DRI T, MIEF D DOWMKITER TH DL Z ENHL N E o T,

% | HRE®RSHER (ED-71T-103) o

TIVT I b= D AR O PR O 2 B ORERS & % B OHEE & OSSR ENRE O Bt
ZHBYE LT, EERA B 40 Fl 26212 0.1~1.0 u g* kO 7 T B R AW RER L L CHER
TC 15 HMIKERO®ZG Lz, ZO/E, =Ty b—/L 1.0ug £ TOEREMEITEALF
ThdI EnmERINT,

KAGR SN EL ORI, NEw
RO EGT 5, 72720, ERICEY

CERANCEFEZ AT ALY R =L E LTI H1EO0.75ug
1@ 1H1E0L5uglTBET D, ) Thd,
RAERIGIFERAR

BTHASE O #A5L6& (ED-71T-201) ©

Y JERMEHERIEBE T D LT Ly b=V DEEVEOMER., WEA
2 F B H D HEE o OSSR EhRE D kgt

RBRT A | BEAEZEIT IEERAATIERA] FeiatiR

AAB BB HRIEZE AR E R S (1996 FEUGTI (280
"B ENTEEEEE S H B LT TR B RIRRE RS I 2 R D < B

AR DRI Al R MR 5 4%, AR OB b L
Too WD ERRITFR T 2o T2,
—— TATF ANy b= 4 AEF (025ug. 0.5ug. 0.75ug. 1.0ug) % 24
o W1 A 1A RgROh, B2 I DRI LE L,
o TOT AN b= 025 ug* : 28, =T N h—L0.5ug: 28 f

T HNY b= 0.75ug: 26 fl, =T h—/L 1.0ug* : 26

TEEHBEE | Le4BMD ZALR K O RE~ — I — D& LR

ZOHo | #iF sCa . MIE uCa fil, sP. 1,25(0H)D. 24,25(0H)D. 25(0H)D,
S H intact-PTH

TEFHMIEE Th 55 2-55 4 EHEF B EME (LU, LesBMD) OZA{bFEIZ
VI ESOGEDFRD B, 0.75 1 g LLEDO 5T & 7 B E OHEINIGE
O OHNT, BRI~ —H— 22\ TH RIS LTl S vz,
mW%iO%uﬂﬁé%@W5m<w9%c:M$(muy%6%@W
4 {31 ﬂ4%®617#\0%ugﬁf26@$4ﬁ (15.4%) 2 7, 1.0u
g BET 26 %7 10 51 (38.5%) | 18#;w6mtom¢&oﬁ¢ww/7
AR R LEEMOBIERIZ 0.25 u g B, 0.5 g FETIERE®O DT, 0.75u g BETIE 1
@U@B%612@\MMgﬁTM6W(%M%)K7#%ﬁL\§5%®
B PEONIEBBEEE S ERF- L=y, WIERL\ETHY, 1.0ug FTOR
RUENHER SN, L, 1.0pg 2B 2FGETIEE VY T AE
DER Sz,

VL EOFERMN S =T Hvy b— VO ERA % E#PEIL 0.5~1.0ug T
D EHEII, BARMESEHEIFZ1H 1M0.75ug 527,

FIKT éﬂt%&&@%;i[ﬁ% BMACIZ= AT IV b= LTC1IH1EO0.T5ug %
BO®&E5T 5, 72720, JERIC BWEH1H1FE0L,ugllMET D] THD,
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(4) HREFAYEAER

1) BhEREEELER

% H%E T 4E5L88 (EDOO7JP) 79
a1 SRR HRIE R E G T DT Iy b — L DFINE R D
R, ERRHELEH & OWRE

REBRTA v | 7T REMRE U EEAEI — H eI TRE M bR
A AB RSB HERIEZ W AL (2000 FEECGTIR) 12 & 0 FUSHEEHL
FRIE &2 STz FBEE O N L DXA 512 £ % L24+BMD (Hologic 1% QDR)
T REEEME A T 9 R
- HEIRB Y128 22\ 5813 LeaBMD 7Y 0.708g/cm?2 A D H
PO - 55 2-4 JEHELISMTHER B 23 & 255513 L2«BMD 7% 0.809g/cm?2 AJifi

DHEE
PERNIARRT & L7223, PARRIEL S LB A IR 28 JU e LB 28 FE AN A
KT 5720, LM% 38 FLUL R L BE 2R e Lz, Fn
D _ERRITER T 2o T2,
3HEX (05ug. 0.76ug, 1.0ug XI7/7EAR% 48 M, 1 H 1
Bokh, B4 20 D@ iposskEEo 25(0H)D fE2Y 20ng/mL A O

BT | - ey S o D % 4001U. 20ng/mL B Lo BB 1T 20010
% 3E [ R O PG,
ke TATINY b= 05ug: 5560, =TT h—0.75ug: 55

TOTHNY b= 1.0ug™: 56 il 7 7R : 53
FEFHMEIEE | Le4BMD £{b =
RIRAY B L2
S EQAVEIEy EoNN
Z DD
A

RBEEINLERE L, A 1E sCa fE, i1 uCa fE%

THEIAMIEH CTH 5 48 HEFD LaaBMD 23R (Mean*+SD) 1X. 77
TARRETIL—0.72£3.99%, 0.5u g HETIX2.1614.02%, 0.75 1 g FETIE
2.64+3.64%, 1.0ug BETIE 3.19+13.57% & FHEMEAFRNZEIML, 0.5
g UL EDOBEHERHIZEBWTT 7 ARREL ARZENRD HIL*1, 48 BFFD
KERE AL B EAE (LA T, Total hip BMD) ®Z4k3#% (Mean=*SD)
L, 77 BEARBETIZ—0.88£3.45%, 0.5u g B TIX—0.7814.12%, 0.75
pg FETIE 0.62£3.60%. 1.0 g BETIE 0.91£3.33% & AR AFAYIZHE
mi, 7T vARBEL LT 0.75 u g LA EOEGHICB W THEZENR
O BT *2,
BIWERNILZ 7 B ARBET 53 fild 8 ] (15.1%) (2 91F, 0.5n g HET 55 14
17 B (30.9%) (Z 28 14, 0.75 g # T 55 Bl 15 B (27.3%) (Z 28
. 1.0 g BET 56 #ild 27 61 (48.2%) (Z 43 R bz, BIWEA®
W, AL OIRF AT AHEANE, 0.5 g BT 55 BIH 6 61 (10.9%) .
0.75u g BET B5 HIh 741 (12.7%) . 1.0 u g FET 56 il 21 4l (37.5%)
WZRRO BTz,
VL EDFERMNS, AT H Ly h—/LORGEFRHEREAREIT 1 B 15 0.75u
g Tho LW sz,

%1 :P<0.01, %2 :P<0.05 vs 77 &4h (Williams D% LK)
SRR ENT-HEL AR, EE., AciEZ=LrT Ly b= LT1H 1M 0.75ug
OGS 5, 2L, ERICEKVEE 1R 1B 05 g IlRET 5] ThHD,
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SFIM4EEAER (ED-209JP) 9

HHY

JFRMEEHBRIEERE T DT Ly b= OF ML 2D
WERB. TR H % ARSI (R T R & L L7 A 0
Y ADTNT 7By Kb (ALF) ISR 5 BB OB

R T A

ALF Z IR & U7 SR 2 BT — H Bl TRER] Fh il iR

PSES

HAE A2 5 HEREZ W ST (2000 FEEWETHD) 12 X0 JF3sMEEH

RIE LS BEON, THESHEEITORERE . TEED 70 5Ll k).
M5 22 FEE DY YAM @ 60%A3i ] OWT D GERKF2463 5, BV

AT BEOEE,

PERNIARRT & L7223, BARRIE S TIRB AR RIEE 28 JUTE U 235 B AN A

KT 5720, ZMEXEAR% 8 UL LB LT BEER E Lz, Filn

O _ERRIXER T 2o 77,

[ T WRES

TATFHLY b= 0.T5ug XITALF 1.0 g % 144 38R (34E[@). 1 H
1ERRO#E EER : =7 Ly h—105ug XL ALF 0.5 g),
gD 25(0H)D A3 20ng/mL KD HBE 21T 4 2 > D MifnaAl
400IU %= # 5.,

Bil%k

TATHNY b=V 0.T5ug: 528 (5 HLHEMEIH]), ALF1.0ng: 526
Bl (5 BB 15 6i)

(FMMEREERIE =T By b= 0.75ug: 526 ffil, ALF1.0ug:
523 1)

TR H

FESMENE BT BUHEA 1 3 8 AR AR

Z O
FEAITE

JEEHEE % 2. Total hip BMD, EAMEVEIEMERE I, BRE~—V—. i
1E sCa fii, #fiiE uCa fE. 1,25(0H):D. 24,25(0H):D. 25(0H)D, intact-
PTH, CTIZL D HF7A—%, QOLXa7, ¥k

FEFMIEE Th 5 3 FMOISMEMERTRMEMR T IR AESE L, =T
SNy b=V 1 (1A 10.750g) T13.4%, ALF# (1 H 1[H 1.0u
g) T17.5%Th v (FExtY A 7D 26%) . ALF I3t 5T /7 J1 b
¥ b=V OEEEDRGE S e [J84E log-rank f7E 1 P=0.0460 (i) .
Fio. SEMOIRIMEMRIBTE B IR AESE X, =T By h— T
1.1%, ALF#T 3.6%Toh D (FHXFY A7 3R 71%), AEEDRD D
7z [JEAk log-rank 7€ : P=0.0048 (Jr{l) ], 3 FFE#% D Lg4BMD F-¥%8
fBRIE, =T hNy b—LfE (1 H1H0.751g) T 3.4%, ALFEE (1
H1E1.0pg) TO01%ThH-o7m, 7z, 344 D Total hip BMD 448
fERIZBWTYS, TATFHLY h—LEET 0.4%, ALF BET—2.3%Th
0. BHEREBEERNGFREZ R LT [Student t 7E : P<0.001 (iifl) ],
BRREMHEE LB RV ELE
EHTRAESEE (3 4R Y
(n="A ZhPERFAIIE 5150 Fact U 2 27 R
LT Ay bk 2

. ALF B
— LR - (P fi5™2))
(n=526) (n=523)

26%
(P=0.0460)
71%
(P=0.0048)

HTHMELRE T 13.4% 17.5%

A& 4
1 1) Kaplan-Meier {12 X 2 #EEfH
* 2) JE{k log-rank f&E (A1)

1.1% 3.6%

BIVERANZ. =/ F s h— L BETIE 528 fild 227 i (43.0%) (2 320
4. ALF B£ClE 526 #ild 170 61 (32.3%) 12 208 -3 EL L7=, FHLRN
5%LL ECTH - REIERIZM A XUIIRF V> T M TH Y . i
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U LEIME VT vy = VBT 111 6] (21.0%) . ALF BT 69 4
(13.1%) . R B/ aETo /v T Oy b —LEET 134 )
(25.4%) . ALF BT 81 5] (15.4%) (2 Hiviz, ML ORF LT

LEMOBIWER ORBRIZ AT LY b= DR E > T2H, BIE

BT3RS & STz, AR LR Lo T AL O RIE

HORBRIIWEECRIBETH Y, BB LIZREHOBEIZFEHETH -

776

UEOFERLY, =T hLy b—LOFRMEINRENT-,

2) REMHER
V. 5. (4) BGEERIRER OIH 1) A2PEREERER — F AR (ED-209JP) ) 2

(5) BFE - BRI
BAHEFIZH 1T DERRIEERD AT 10
AT TARRAER (ED-71T-201) . #%H1% DAEEER (ED007JP) K OVEIIFARER (ED-209JP)
ICBWTEE 20 Bl BYEICo LT Iy h—A G ST BRHEEHETH S 0.75ug %
BH ST BFIIRE TR 2 6], FHIAHERRO 9 flOE 11 FlTh o7,
BRI D Le-aBMD & O Total hip BMD Z{b3#i1%, EORHICISWT S M5 o 434 O RN
Tholelod, AT ANy M=)V OFEEEMDFIIERN CTEF VW EB 2 o, BHE6
TOREHEACRIINT ORI & VGO E L F: %2 ElEl> T\, £7o, HIHHERRICE
W BB CIESMEME TR MEMR B ITIE 9 Bl 1 BlC A B v, = OB TR & [RIERE CTH -
776
BHHNCRB T RN ERF L& 2 A, AFEFLD 20 FlH 18 #i (90%) 1T 94 172 B,
A SUTIRF AT KZEEINE 3 B (15%) Tholz, LMEFITOFEFESERIL, 782 it 736
il (94.1%) (2 4058 388 B AV, I SUIRF v o LB 236 7 (30.2%) ToH -7,
ZOMOFEEFRICEAL L, LRI TRO ONTHEFRORBME L KE L LS H O
o,
PLEX 0 BHEIOEINE R OV et & Eefs U CRIFREE &Il L=,

(6) ;AEER
1) FEABERE (—RERARERE. FEERABERE. FABLERAR) . HERTRT—4
R—RFE. BERFTRERABOANE
<HHREREEZRRE LFEHRERE (=7 on—n 7 L) >
AFIOFEHER TFIZH T U TOFREAERT 5,
- EIK SO ERE T2 2 EIER O TR
cBEVEIIHEIEICEREE E 2D B2 5N D ER
- BYERE O MK OF M
C BBV T AIEOFEBUR I
EhaI - (M) 2011427 H~201349 H
(5BE) 201147 H~201549 A
ZRHIM - (Zete) 12 W H
(5BE) 36 7 H

12 7 ARFOFERER (BHER O E)
LAVE L MM BIES] 3285 BilZI51T D EIWEHFBAERIZRIT, 3.53% (116/3285 i),
BHMHIT 124 T o 7=, EAREWER (PT B, BIVEAZRBUERIR 0.1%L0 ) 1%,
M7V LSE] 0.57% (19/3285 i) . THEES AR, TR, T S FEGE, [H
FERERESE | 34 0.24% (8/3285 f3i]) . THELLy . N@yZ ), O] 234 0.15% (5/3285
), 1382, TR vy o LB 2345 0.12% (4/3285 ) Th o7z, 95, EHE
7R BIERIRBUEFISIL, 0.27% (9/3285 ) TH Y, &I/ U AMAE] 53 0.12%
(4/3285 fi) . [FET=] 0.06% (2/3285 f31]) | i1k, TEAEAYE] . TEBEREREE ] |

MEEE &3] 2345 0.03% (1/3285 f5) T -7=,
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BN FTRHER B T DI AR
B INERAT R GHER] 3285 i, % 5-BAAERF I ZHEAR B PTELDIEHR G D A7z 2299 4
OFRMEMRT I o BREEIIARIL, 180 HEFLS T 1.36 % (95% CI : 0.89 - 2.08) .
360 H ST 2.837% (95%CI : 1.69 -3.33) Th 7=,
B FEMEAR B T D3 AR
BINERAT R GHER] 3285 BT I3 1) D BAIEMEMAR G BT (BFNL) O BFE P38 AE 3 (%)
I%. 360 HMESE T 1.71% (95% CI: 1.26 -2.30) Th o7,

36 7 AR OFRAERER (HH)

LeNE L ZVERAT R SER] 431 B2 1T D RIVEHRBUERIRIL, 6.49% (28/431 i), #HL
W 32 Th o 7=, ERBIER (PT B, BIEARBUERIE 0.4%LL L) 12, TEh
LT AE |, TEREREREE ] 2345 1.16% (5/431 1)) . [MERA]. T3ELC) 2345 0.46%
(2/431 f5l) Tho7z, > b, HEELRRIEABBUESRIL, 1.16% (5/431 ffl) Th
D, TFETS] 7Y 0.46% (2/431 1)) . Tk | TS A E ). TBRERERE E | 2345 0.23%
(1/431 ) ThH -7,

ANE © FTRMEA B T D AR
BINWEREAT R GHER] 431 Bilrf . e 5-BRAARF I HEIR B S8R O #1315 & 7= 330 il
HRHEARE T 0 BREE I AR (%) 1. 180 HEEA T 1.62% (95% CI:0.61-4.27) .
360 HFFS T 3.13% (95% CI : 1.50 - 6.50). 540 HEA T 7.10% (95% CI : 3.99-
12.49) ., 720 HIF ST 7.98% (95% CI : 4.59-13.69) . 900 H 5T 9.00% (95% CI :
5.27 -15.15), 1080 HF T 10.23% (95% CI : 6.07 -16.97) Th -7,
HHLIEHEA B T DT AR
FIMERRAT R GAER] 431 B30T 2 FRIEHEIR B ST O R AEBE OME 21T o 72, #
BUIEHER B ITIZ DWW T, HERDIAN o TR, T6 3300 (Fifas . BRis. KERE
WAL, KERE AL, N, 848, B8 . (3300 (s, ERad. KERE AL
) . THBEE ] THiET L7, FORE. 1080 H A ToO BB RAERIT, TR
T 4.07% (95% CI : 2.23-7.35), 6 ¥z T 1.28% (95% CI : 0.48-3.43). 3 FHL T
0.94% (95% CI : 0.29 - 2.93). HilEHE 0.69% (95%CI : 0.17-2.77) ThH-o7-,
BIEOFNEIL, BIAHRER & RO R CTH - 72,

< JRFEMEE R RS xR & LSRR AR (=7 1 v—n 7)) >

T Ly Ra g N s kTR S (ALN Bf) 12k 5, 7L Resfigrh Y on

KFn & v F vy b= LGRS (ALN/EDR BE) OAZMWE R N2 2 B A BN IS

FREER LI e BRI TR 5, BRI E H 2 5 2 28 b & L ¢, B 512k % Of

FH G- ORI % MREET 5,

FhEHIE - 20114510 H 13 H~2013 47 H 11 H

BESHARN] - 48 W H

etk s AEFRIL, ALN BT 94/109 5] (86.2%) 1T 271 £, ALN/EDR # Ti% 95/110
B (86.4%) |2 280 - TH o7, MEHZE L AOLNT-HEHFGILEMNIELK (ALN B
25/109 51 22.9%., ALN/EDR #% 38/110 5] 34.5%) . #xf (ALN &% 32/109 i 29.4%.
ALN/EDR % 27/110 5] 24.5%) . #:45 (ALN #£ 17/109 %1 15.6%.ALN/EDR Ff 12/110
% 10.9%) . ZEPERAE % (ALN B¥ 10/109 1 9.2%. ALN/EDR #f 10/110 1 9.1%) .
% (ALN & 7/109 # 6.4%. ALN/EDR #f 8/110 #3] 7.3%) Toh 7=, EHELHE
FHILALN BT 8/109 4] (7.3%) 1T 8 {4, ALN/EDR #£ T 8/110 f4] (7.3%) IZ 10
-, ALN BEIZFETHIDY 1 Bl BTz, FECHIE,. BEREIZ X 2R A3 5K o fpifd
5T, B & OREERITEE ST,
EIVER L. ALN BT 16/109 5] (14.7%) & 17 £, ALN/EDR #£ T 16/110 i (14.5%)
(2 22 A B AL, MREICZ < A BT BIWERIEL, B AP (ALN # 4/109 i 3.7%.
ALN/EDR #f 4/110 #31] 3.6%) . H % (ALN #f 4/109 5] 3.7%. ALN/EDR #f 3/110 1]
2.7%) Th-oT-,

A FEFHIEE Tdh 5 LeaBMD O alig D28 k=13 ALN #£2° 6.5%, ALN/EDR
BEM 7.3% T, MAEMICAEERITRO N o72 (P=0.264, X—RA T A VD%
HI R L U 55 BT .
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BIREYREMIE B T 55 R~ —— (BAP, PINP, TRACP-5b) Z{bZR|ILLF D
LBV Thot, PHEIZNRN—ZATA L OEEILER L LSO CTH 5,

BAP »~—2 5 A i (ALN B 18.6 1 g/, ALN/EDR % 19.6 1 g/L) (2% 5%
{BI%, #5512 B, 24 BEE, 48 FRFIZIB W CTHBEMIZZDFRD b (P<0.05) .
KF=RIT (48 WHFHMRE : ALN #% -44.8%. ALN/EDR #£-50.8%., P=0.002) T -
77

PINP ®»_X— 27 A i (ALN Bf 57.05ng/mL. ALN/EDR # 54.77ng/mL) (2%}
LR IL, G 12 B, 24 WEE KON 48 BRFICB W CHEERICZENRD b (P
< 0.05). ETFRIT (48 WM : ALN #f -62.22%. ALN/EDR #f -71.31%. P <
0.001) TH-oT=,

TRACP-5b D _X— 27 1 i (ALN £ 526.4mU/dL, ALN/EDR # 494.2mU/dL)
R DA I, B 12 R, 24 ERF, 48 W& OB RHIRF O W L D IRf
HZBWCHWBERICENRO BN (P<0.05), K FRIT (B&EHMEF : ALN B
-54.0%. ALN/EDR #f -62.2%. P<0.001) Tdh -7,

<R RE OO i O R O SRS M HLERIE R A S & L - BE G IR RRBR (=7 ¢ m— L
h7rEeL) >

7Ly RasEEr B AR ERRES (ALN B) 12645, =7 By h— L EAIE
5. (EDR #) OHENT o AKERICE 2 52 R W2V OWT T & LEIIEE ]
L ERER I CRRET B,

FhE A - 2012411 H 27 B~201548 7 14 H

BIELHA] - 24 WH

e AEFESLT, EDR BT 60.0% (36/60 #5]) . ALN FETIE 67.2% (39/58 i) TH -

7o, EELAEFSLTI, EDR BT 3.3% (2/60 #4]) . ALN B TlE 3.4% (2/58 1)
Thot-, BT, WTNOEERHCHERD e o7,

W DRETORILRN 5% ETH - - HEFRIL, EEAPTIERIALN B : 6.9%
(4/58 f5il) 1. =WATAZ[EDR &% : 11.7% (7/60 #1) . ALN &% : 13.8% (8/58 i) ],
#5[EDR #f : 28.3% (17/60 ) , ALN % : 24.1% (14/58 ) 1. #&[EDR #f : 6.7%
(4/60 f51) . ALN f : 5.2% (3/58 #) 1. 5w [ALN B : 6.9% (4/58 i) 1% Oh
YR [ALN Bf : 5.2% (3/58 #1) [ ChH -7, BIEMIX. EDR EETIE 8.3% (2/60 f) .
ALN B TIE 12.1% (7/58 ) Th o7z, BHEZREWEHIL, WTHhORGHIZHFED
Y AWAVIEESY

HE  FEFHMIEE TH 5 H 1K/ 3T  AHEHE : Sensory Organization Test (SOT) DOE A
it 2 2 7 OEAEO SHAEEE (95% 5 X [H) 1%, EDR #£ T1%-0.046 (-0.067~-0.026) .
ALN #£Ci%-0.050 (-0.070~-0.029) TH Y, WEL HLITX—ZAT A B LT
2, HRICAEBEEITIRD LN o7~ (P=0.8208, N— AT A i & Fiha LA &
& L7235/ HT)
2) RBEHELELTERFEOHNEIIERE L-AE - HBOME
BEARRANA
(1) Z0fh
AR L
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VI. E3hEFEHE(ICEH T HIEH

1. EEZFMICEEHHILEMXITLEYE
B IDEEER (AT vy K=, vy M)A —, =% % vy h—5)
HEE : BEOHHLEMOREE - WREIX, KRFTOETIRLEZRT L L,

2. EBEA
(1) ERERLL - 1ER%RF
TATFHNY h—VTEMER e Z 2 Dy (I vy b U A —1 1a,25(0H)2Ds) OFFEERTH Y |
TEHRE X I Dy & LCOBPERELZ AT 5 2 & n, EITEHHBERZ S LT, 5%
FEROEBEZREST L LE2 615,
SFEMREAR I D (1a,25(0H)D;) DEIR#E:E

+ SR
— . ® RLEY|
BE s |

VDR : E4 = U DEAEF

(2) EhEEMITHABRE
D EHR e 2 < v DaBRIEA
OB HERR T sl (in vitro ) 1
b MEFHISSMEICY 2 e be by Ty —Yan =—ilEKF (rhM-CSF,
33ng/mL) K OVA[¥A Receptor activator of nuclear factor kappa B U > F (sRANKL,
100ng/mL) Z %N LB M2 S & 5582 <, =71y h—v (0.1, 1, 10,
100nmol/L) D& M s NG 2 it Lz, =T vy b — VIR AR A
MR DT R Z B L, 10 & O 100nmol/L T3 A B2 MHIfEH 27~ LT,
E FEEMRAEEICHT A TIILTAILY b—ILOHIFIER

250

#

200

150

100

50

Osteoclast number (cells/well)

&HF Ll mean+SE (n=6)
#P < 0.05 vs rhM-CSF #LH ¥ (unpaired t-test),
* P <0.05 vs thM-CSF+sRANKL #LEE %

L]
rhM-CSF + 4+ 4+ 4+ 4+ 4+

_SRANKL - + + + + + (Dunnett’s multiple range test)
AT AN b= _ 100 10° 108 107
(mol/L)
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QIHFEMPH O Ca WIEEEH (F v ) 12
TAF AN k=L (0.1, 0.3, 1ughke) KO 1a,25(0H):Ds (1pgke) %7 v hIZHEIRE
A5 L, %5 6 B Icht L2Ba T Ca WIREEHR 23 Lz, =7 HLs b
— NV OFEEOILE-> T Ca WIUIEE S, 1ugke TiE 1«,25(0H):Ds & [FEEICH
= ch Ca %&W'fl@@z})wu 5) [)Qﬂfk—o
Sy MBEIZE TS Ca UV E/ER

16

*

14
12
10

Calcium Permeability
(Ca/Mannitol Ratio)

S N & O @

lug/kg 0.1ug/kg  0.3pupg/ke lng/kg
Vehicke 1a,25(0OH),Ds TIAFHAY b
%717 Aix mean+SD (n=4) * P < 0.05 vs Vehicle # (Dunnett’ s multiple range test)

@IyE Ca K OYRH Ca Pt EIZ KITTHE (T k) 13
T )LF ALy h—/L (0.005, 0.01, 0.025, 0.05. 0.1ugkg/H) %7 v M 12 BEHER
AEeE L, RIEOIMIE Ca RN OYRH Ca Hiltt B KT THEZ KRG LIz, kmHED 0.1
u glkg TlE, 85 2 BRI Ca EEKLKOYRY Ca HEilE&E2Y vehicle X REEIZHERTHE
WZHIIN L 72, 0.05 200 0.025 1 glkg Tlk, %5 12 % 21iE Ca JE2E K OYRH Ca HEit £
B L7, 0.01ugkg TH, B 12 %IRRT Ca Pt EOF B RBMNB A Bl
23, IfiE Ca IEEICH B RAITRD bR o T-, 0.005u glkg Tix, %5 2 %, 12 %
WTIUZBW T H I Ca IRE R OYRT Ca JHEICHERZEITRD benoT-,
B 5 12 % O MG Ca IE K OYRF Ca PRl & MiG=/L7 vy b— VIRE & ORIZITIE
031‘9 Eai))wu '5) %ﬂfuo
REERSICLSHM0F Ca ZERUKS Ca #Ht=DRFFEL
< I3 Ca JBEE> <R Ca HEf R >

13 08

0.6

1 F 04

I CalREE (mg/dL)
JRepCalil R (CaiCre)

10

1
0o 2 4 6 8 10 12 01 2 3 45 6 7 8 9 101112

WEE S EHOR (8) Blalte 5 E DR GE)
M : Vehicle (n=8), < :0.005;gke (n=8), O :0.01pgks (n=7~8), A :0.025ugke (n=7~8),
B 005 gks (n=7~8), € :0.1ugks (n=8), &7 —% | mean+SE
*P <005 (5 2B8EHLNIT12BEICHT S vehicle L FAF H Ly b— AR5 EE TOEEME
(OAF) ZZEEL L5 H5H, Dunnett-Hsu OFEIZ LY ZEIEZFAE)
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@Ht7 VIRIER (Z v k) 19

I VIRET VT » MZx VT 10y =1 (0.1, 0.2, 0.4 1 g/kg/H) KO 1 «,25(0H)2Ds (5,
10, 20 u g/kg/H) #Z 2 WRIAER DG U, 5853 B IS TG OB itk g iRt 5o Ok
R B T D B e B E Lf:o TOT AN b= VTR EHED 0.4 4 glkg THmECE IR
B ZABICIK TS ™, I RTOHECEEEZFEICHNESE, —FH, 1
«,25(0H)2Ds 138 &.f’c‘fiﬁ‘ﬂﬂéﬂ‘fib)o 72 b OO, HiEIREEERZ B & 58 mE R L
72

* P<0.05 vs 7 /L%t IEEE (Dunnett’s multiple range test)

OIFEREH T » Mo /T By h—/L 0.0075, 0.015, 0.03 u g/kg/ H % 12 7 A MR AERE 1%
I‘i‘ L/f: & % N ﬁ%ﬁ%ﬂﬁlii/\o‘? 7l *‘5@@15&?75)% &5 6*\/7"’ 15)

2) ‘B R OVEREIZX T S EH 1910

®W%ﬁm3y%miw?ﬁth~w%12ﬁﬂ%ﬁ@ﬁm&5b%ﬁ§\%%Emﬂﬁé
VER 2Rt U Te, B8 BE 1 BEME K OVKRBRE & % 12 DXA X pQCT (peripheral Quantitative
Computed Tomography) ZTCHIE Lz, "B/ NT A —& Th HHIME (Stiffness) . i KA
fif (Peak Load) K UOWRINTx/LF— (AUC) &, NEHETIZEEER, KRIRE Tl 3 sy
TR RBR O R BRI LTz,
iwfﬁwVL~»00m@kgH®&5u;%%ﬁmmxa@%&wﬁﬁﬁwﬁ%ﬁﬁ9ﬁ

WA REEAR N &2 A RIS L7z,
VX T v MEHMRUKEEDEZEIIHNT 53R

<MEH (L2s) > < KERE >
30 BMD e Global BMD

% Change from Acclimation Period

% Change from Acclimation Period

Acclimation 3 6 1 -15 T T T T
Month Acclimation 3 6 2

%7 —%4 13 mean+SE (n=12~15), @ : Sham x##E, O : OVX xtH#E, A : /L7 H/L h—/ 0.0075 1 g/kg,
AT AVTANY b=V 0.015ughkg, B : =VT AN h—L 0.03ugke,
*P<0.05 **P<0.01, **P<0.001vs OVX x## (Dunnett’s test)

18



OX 5 v MEHRUKEEEDBREICHNT SR

<[E# L) > < KERE >
12000 Stiffness o0 - Stiffness
E 2 1
00
700 ok
0
E £
z Z 50
400 4
00
200
Peak Load
240
20
200 =
180 4
z z
160 q
140 4
120 4
100
501 AUC na AUC
10
50
=
g
Y P om
E
h 70
0
]
2 B =
i nmEn|
" o a0
Sh Vehicle Sham Vehicle 75 15 30 Baseline
Vehicle Coptiol — Wehicle  Contrel _m—:_
Comtrol OVE /L7 #L% b—/ OV(nglkg/day) Contol  ovx AT AN R OVXingllg/day)

%717 A1k mean+S8E (n=9~10), *P=0.05, *P=<0.01, ** P=0.001 vs OVX %#f (Dunnett’s test)

QUPEFEHY o VT Ly b—v& 16 B ABRERAKRE LZRRICBNT, =58
L h—L 0.07 u glkgl/ B ¥ 5-BEONEME R OVKER S8 B, JIEMH 2 > b e — Vit % FE
HIRhot, £, BREAZEKFIEAR EOELEIIGZRD N ho T,

QIS T » b ROV N OFEE & FIREORIZITIEDOMBNTED i,

3) EHRARR I BT 9 1510

OYPEAEH Z >~ FIT 0.0075, 0.015, 0.03 u g/kg/ H % 12 7 AMKEROEL L, #E52THIC
i UoiEng (HE Ls) ROEE (RE) OBHEE T A —% LOVEREHBE T A —
X TEREEHAI U, BRIk 2 BB A T L 723 BRIC B W T, =T vy h—udE
WG A WET D2 &, TATHILY h— L BB ORIKIEERLET OERITI V2
LR E N,

Q@IPESE Y L=V T vy h—/L 0.0175, 0.035, 0.07 1« glkg/ H % 16 7 H BKERE O 5
L. BEETHRITHE L2 KRG OWERE K ORER (IKE) OFMHE T 2 —2 KOER
HBH ST A —F HTGRERH L. =T Ly b — /L OB AR 5 8 % 3 L 7=
BICIBWT, HE OB AKEEFEDE ORI LR T,

4) FITERWIC KIF T
BIFET LT v MIBWT, /LT /Ly h—/1 0.015, 0.05u g/kg/ B OEAT AT 4 HH.
B FME 16 B OIER OB GBI OTR . BT O SRR (BB, M,
WA =R —) KON OEAMEHEAE (RIS, Yo 73, 8ItE) (28 x2 5 X o
776
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5) HEIRIKEER (ED0O0SJP) 19

)

LT ANy b= D Ca U R OB REIRETEEE T V7 7 Ly R—v (ALF) &t

BRETT D 2 & & IS, PARRMG M EE 58 b U 7= iR SRR BR % 9266 L 7=,

12 KD, Ca fUBHMERA 2R+ 2Kk bl L7-EIECTH S5 1 H uCa PJHIEL & & B HHEH

ZiHEd 2 L L TR RE~— 7 — (UNTX, BAP) ZHWCHlifEZ i L7,

RFEE D Ca REHEIEM (1 H uCa HEE {LE) 2R L= T Ly h—/L 1.0u g BEX
(20 f51) & ALF1.0ug#f (20 ) 2B\ T, BRI~ —H—D uNTX [ZT= /LT Iy h—

NEETHRIZN R AR LT —F5 . ‘B~ — 07— BAP T3t Ol O XA CRIFRE T

Hoto,

PLEDOFERNS, =T By b—/uid ALF & RIFEEO Ca fdEIERH 2~ L. 7> ALF

K VBWVERBISEERN 2675 2 &R I,

SOKRENT-HELOCHER, Ey., fAEZ= LTy b= LTC1H1E0.75ug
EREOEGT 5, 72720, JERICEVER 1 H 1B 0.5uglliHET D, ThD,

#E512:8RO 1 B uCa it ELELBRB~Y—H—DEFE (MeanSE)

10 T 10 T
uNTX BAP o civsnvi—alom®
O TATZ7AAY F—i 1 Opg B
0 " 0 f
10 -10 " .
§ p=0.003] § K .
i 20 (Student’s t-test)) i 20 Y.
] o ! { :
W ®
30 =30
-40 1 -40
20 0 20 40 60 20 0 20 40 60
1HuCa it 3 {t & (mg/day) 1B uCai# ¥t & (mg/day)

{ERISETIBERT - FHAEERD
R L

20



VI. EMEREICRAY HHE

1. M REOET
(1) AE LA MR
B L

(2) BB THRE SN IPRE

1) f&

FERCA

Halfeh (=7 0 v—/LEE) 19

[FER i 2]

Wbk T A MMEEINT R W m A — =5 GEER) 12X DRI (AR E
S EBR)

HE: TNy b= 7R/ 0.T5ug & VT ANy h—V8E 0.75 u g DEWFHIFE
SME DR

KI5 AR 20 mELA b, 45 BT T, BMI 28 18.5kg/m2 LA |, 25.0kg/m2 AKiifi OFEEE /2 B
AN T

fERER AN B LT Ly b= LTCO0.75ug ZHEREO#HFG Lzt &, mMiEHh=/L
FHI L N VPRI 5% 2.247+0.56h 1T Cmax109+13.4pg/mL IZ3E L7-#% . T1260.4
+12.0h THK L7z, AUCust 13 4,070+689pg « h/mL ToH -7 (Mean*=SD, n=49),
TINANTHNY =N AT 'V 0.T5ug B AL L2V T Ly b= VEE0.THug D
AUCuast & O Cmax DAELMED L OHEEE (90%CD 1%, Z4Z£41 1.02 (0.994~
1.04) K OV1.10 (1.07~1.12) THY, 90%CLITW T b AW FAIRZEM O FUEN (0.8
~1.25) Tholz, ZOFEMNS, AT HNLY b=V BTN 0T5ug & TNT HILY
F—/VEE 0.75 u g & DEMFHFRIZEIEDREE S Lz,

0.75ug HERROKREFOBREAABEICE T 2EMREHER
(pg/mL)

/L
:‘/.
k
| 251
/.}; Mean = SD (n=49)

{h<

i 0

!]’” lzs‘ T
i o O 0.75ug7 7 & LH
1 1001 @ 0.75pgbE
JL I
7 757
v/
50 1

04812 24 48 72
$E 125 (h)
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- KERE (=7 4 m— TN
EFRERA BT IV b= LTCO0T5ugx 1 H 11814 BREEO&KG Lz &,
MR T/VT VY =)V DOIPYBHRE T A= LT TFTEDO LBV THY | KEHREGIZL DK
WMENEE R T A — X IR e o Tz, 20
0.75pg RIEEZOFSHOEYHENSA—2

Tmax Cmax AUC24h AUCinf
tye (h L/F (L/h
(h) (pg/mL) vz (h) (pg-h/mL) | (pg-h/mL) C (L/h)
wiEl | 5.4+2.8 | 80.9+17.9 |48.4+11.5| 1,368+:327 | 4,955+1,489 | 0.164+0.048
®BERE | (n=10) (n=10) (n=9) (n=9) (n=9) (n=9)
1471 H | 6.02.8 |243.5+28.2| 48.7+4.9 | 4,964+597 |17,802+2,051 Cgﬁg;fzzag
BERE | (n=10) (n=10) (n=10) (n=10) (n=10) ) (n:_10')
CL/F : AT 07 V75 v A, CL/F : EFRIED AT Oz V7 5 v % (Mean=SD)

Fio EERANBEICZAT ALY =1 LT0.1~1.0ug*% 1 B 11015 AR O &5
L&, MR AT Oy = REIEX, WTNOREEICEBNTHES 13 HEIZIX
EFIRRBIZE LT\ 2, EFREBICEIT 23 WEhiE T 2 — %1%, Cmax. Cmin. AUC24n &
HAICEEIZHHI L THEINL., tie (IREGEBICELTETHY, =Ty h—LD3K
WEHREIX 0.1~1.0 u g DFE G- EOHFHBENTHRIE TH - 72,20

2) JFRM B HLERE R 22
KE#RE (=57 u—/Lh7t&NL)
R EHRIERE I LT LY b= LTO0.5, 0.75, 1.0ug*% 1 H 1[0 48 R D
B H%OERIREEICBIT A IMER = VT LS h— LR 1L, # 5E OB R el i1 1
mui-,
EEREROMERIILTAILY F—ILEE (pg/mL)

58 121 %% 243 % 481 1% HEk*
054 g 238.1+80.9 249.7+64.4 | 246.0t136.3 | 244.5+t96.8
' (n=49) (n=48) (n=44) (N=141)
0754 g 339.7+108.8 | 351.5+95.3 | 306.2+150.1 | 333.4+119.8
' (n=54) (n=52) (n=47) (N=153)
10ug 514.3+674.5 | 469.9+135.2 | 401.3+140.2 | 465.0t417.1
) (n=53) (n=51) (n=45) (N=149)

(Mean=*=SD)

B, N ERHCAIV B R A > M, o B 12 %, 24 %, 48 BB O

AR INTHELOHER, EE, RAKEZ LT ALy b= LTCT1H 1R 0.75ug
ZREAEET 5, 2L ERICEVEE 1 H 1E05u g ICHET 2.1 THD,

() =
RS L

4) BE - ftREOEE
1) BFEOFE (27— h 7 kL) 28
TR A BHEIC = AT H sy =L LT 075 u g AR OGS L- L & By dREica®
DB SN o Tz,
BEOAEICHBITHAERROKZSHEOEYHE/NNT A —4

Cmax AUClast
(pg/mL) (pg-h/mL)
eI . (1ORER L N N
i o ) 100.42+11.02 4,094+ 445
BHRG (AFERS0 N n
P 95.37+8.89 3,879+577

(Mean+SD, n=15)
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2)%%@EW%($?4B~Wﬁ7%»)

e A BRI LT Ly b= LT 075 ug XiZ7 T8R4 1 H 11 14 HERO#KRS
Lz &, CYP3A4 DIE THDH L U NAEF U RO ONREY OEY B T A — & D%

DL (E#R G/ REEEGRT L ON90%EHEKMIZ, LLFoLBY) Tho7z, 20
ILNTHAILY b= N REFUORVZDOREMDEDEIREICRITTEZE (n=10)

WA DL (ER 5%/ KB S5-AI)
FERESR BHRfE [90% 5 #E X [H]
AUClast Cmax
. 0.964 1.158
. ‘ 77w [0.6903-1.3468] [0.8766-1.5306]
YIRAETF 0.848 0.809
TIVT I =L : .
[0.6743-1.0654] [0.6669-0.9826]
. 0.874 0.958
UL F L AE) [0.7535-1.0136] [0.7526-1.2185]
(A—=7"2 7 v FK) e 0.929 0.894
TTHAL BT 1 7178-1.2029)] [0.6302-1.2684]

(2% : in vitro )
t MFRZR b NC e MNFR 7 a Y — A2 Wi\ T, =T vy b=l XD
R EFEYMAEAER 2T 5 CYP OFE L O HEITRD Sivieno -, 2925

2. EMERERI/INT A—4
(1) féW A&

R AN B LT Ly b= E LT 0.75 u g ZHEFR G L= & & oy EhEE
ZHEH L (n=49), 19

E/NT A —XH

(2) RIGEETEH

ka=1.62h1 20 (RHEMHEWBENEAT L V)

Q) HKEREEH

(4)

(5)

(6)

kel=0.0120+0.00253h"1 19

DIVTFZIUR
BTz V77 A (CL/F) =0.108+0.0265L/h 19

NMBIE
BT OS5 (Ve/F) =9.08+1.26L 19

Z0ft
R L

3. BEH (REaL—Lav) @i

(1

(2)

R A E

TT 4 a— /)L TRV HREERFOS T ARER D S FE AR £ ClofE b -/ A B, PR
2ot e ORISR HLERIE SR B 3 882 3] 83674 /SO MiE T /LF vy h—LIEEEZ v, 1
WU OV SSGBRE 2 AT A 1-a 23— R A Y NEF U L VR LT-,

INTA—EEFHER

TT 4 v—Lh 7R VHGEROSE T AR D H IR £ CIoE b - Rk A B e, PR
% Aot K OVFUS M B HLRRIE R G 882 B ME /LT vy h— VIR L3S A .,
TIVT AV bV DI ENRE IR A 5.2 BB OER EZ B L U CREEM SR B REMEHT
AT o T2, Z ORER AL ORI AT O 7 ) T T 0 AT A 5 2 5K TldZe <,
JVTF=r 7 VT TR MIEREA, REEFANTOEF 7 VT 7 0 A IEEE 52 5
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S

¥

AN\
I

T THoTEN, ThbDsx

o7z, 26

HIRKRTHR 1% THY , REBEERT 51T EORETIT D

4. RN
TVIL 1 (2) ERRARER CHEGR SN FRE) M
(B%E .7y b, 4X) 2D
BT M VT sy h—L% 0.05 O 1u glhkg BRAEE L2540 AW 30 R (F) 1%
TNEN 95.5 KT 88.5%, A XIZ 1uglkg B O GH:D F 1T 75.3% Th - 7=,

5. 9%
(1) 1% —RxREFEiBE s
mMER L
VI. 5. (5) =ik ~DBITE] S

(2) ik —RafERErY @@
BRI L
(& .7y k) 2
PR 15 HH OMEZ » M2 SH-T VT vy h—/L% 0.05, 0.5 KN 5 u glkg HIRREO# 5 L7z
LA, WThoRERIZBWTH, REMW O M e 135 6 B ISR I E
L=t BRI Lz, JRIE (&5) (28T D b BERE B 13 REEh Y oD i K ML v it
BERE LD HIKETH - 7228, JBIEA~OBETEOBATIR® b,

@) Fit~DFBITH
BRI L
(25 Ty k) 29
I T v M2 0.05 1 glkg D SH-T /LT Ly h—LZHERAO#KE L2 5BE . Lt EE
PRI PG 7.3 FRfE% 12 i KIE 49.3pg eq./mL Z/Rr L7214, 2 FHPE T L=, FLitH Ak 6E
@ AUCing (T IMAEHSEFHHED AUCknt D 6% % 71~ L AR O DO FA I ~DORBATHED TR S iz,

(4) BEBEA~DBTHE
AR L
NI 5. (5) ZOMOREE~DBTE B

(5) ZothoiEE~DBITH
MR L
(5% : v ) 30
MEEZ ~ M 3H-m /L7 vy b — L% 0.05 u glkg HER O #e 5 U7 35E . Rk o o e Bs
IR DR TG 1 2D WT 6 R ICHR&SE (G, HoE, SR, &, KK,
FEFE R OSSR QN HE D BERE Tl 5- 24 BRT%) 2% LTo, WTRORESIZIHB VT b M
R EE % A A MERIIERD ST, AT HILY R — L OMERBATIE IR o 72, IE R O
TR RER B 1%, MEICEE: U CHE IR 2 /R L7223, Z OMMOMEETIxig & A ClfElEz1358
O LRI T,
HeZ > MZSH-mAT vy b—v%& 1 H 1R 14 HREKEROES LEGAIZB TS, M
HEEEE 2 FE AT DT, T ALY h— L OB TR R o T, e, B
G AR R ORI AR IS A BT e <L MR~ OB RIZ A Do T,
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B2y RIZ0.05 ¢ g/kg BEEIRE O % 5B OB RS RERE

1 P[] 6 IEfH 24 W¢H 96 W[t 168 B

i 308 *+= 47 346 *= 34 294 * 3 151 = 6 105 =+ 4
1% 178 £ 26 197 £ 17 177 £ 3 100 = 8 62 = 2
PNt 3 = 1 4 = 1 3 = 1 1 £ 0 1 £ 0
Nt 4 £ 1 4 = 0 3 = 1 2 = 0 1 £ 0
TR 41 =* 10 40 = 7 40 =+ 9 15 £ 2 1 =+ 3
fifi 47 £ 10 51 = 8 50 *+ 3 40 = 7 26 = 3
JiF ik 36 = 6 37 £ 3 26 = 1 16 = 1 12 £ 1
B ik 49 = 5 56 = 6 50 * 2 32 = 1 29 *= 2
MY N 140 = 30 57 = 7 40 =+ 1 22 £ 1 16 = 1
il 10 = 1 25 = 3 16 = 2 10 £ 2 5 = 1
& 7 = 1 32 = 5 35 = 2 27 * 3 16 = 2
BT 9 = 3 16 = 1 15 = 1 10 = 0 6 £ 1
B i 31 = 5 46 == 6 38 = 5 16 = 1 1 = 1
HEp 10 = 2 15 = 1 13 = 2 7 * 1 5 = 0
B 38 =+ 7 44 =+ 3 33 *+ 3 14 = 2 12 = 1
FEE 6 = 3 42 £ 5 37 £ 1 15 = 3 13 = 1
FEH IR 14 = 3 50 = 6 57 £ 3 29 =+ 3 19 = 0
[FIRvA 8 = 2 24 = 3 22 * 1 18 = 2 10 = 0
ILE 8 = 1 17 £ 6 20 = 1 12 £ 1 5 = 0
BT : pgeq.of =T AT h—/L [ gor mL BAEIX 4 BIOVHIE + FERERRZE

(6) MIFEEIHEER

RO Al iEZ AW Bat o R, v MLFIc= /LT vy h—/L% 1~100ng/mL D FE i
THMLIZE ZEOEAMKERIL, 94.2~962%TH V. =/LF I/ h—/LIEE G L TIF
E—EOREFEER LT3, o, BAMARICHEEITRO b7 (in vitro ) 32,
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6. X
(1) BIEBGL R U R BRI

(2)

)

(4)

ke MIB T DT By b—/LOREBHREE & LTk, 24 (ioKkEE{k (24(OH)ED-
71). 2 L@ 3-hydroxypropyloxy O iff (ED-138). 2 {iz® 3-hydroxypropyloxy D&l (3-
(1,25-(OH)2Ds-2 B -yloxy)propionic acid) @ 3 ﬁ‘xi’tﬁi)“?&ﬂi LD 33,

TITHNY b= ETy MIEE L E &, I T \—j%/jﬁ"ﬂﬁﬁgz))wu Do, 2 Lo 3-
hydroxypropyloxy %t (A K& OF 24 ﬁ@ﬁﬁ&ﬂﬁﬁ»‘% BHOLNTZ3Y, o, Ty b, A X, W
NEOe MNF 7 v Y —A5%HWz in vitro 38R R O ERICFEZZITRED Bz in
7 35,

IILTHAILY F—IILDHETE R BHRE

3-(1,25-(OH),D3-2p- Ho

ED-138 24(OH)ED-71

yloxy)propionic acid

At

REICEEE5T 2R CYPE) OnFE. 5K

12O F CYP BEAZRI 7 v —2L (CYP1A1L, 1A2, 2A6. 2B6. 2C8., 2C9. 2C18, 2C19,

2D6. 2E1. 3A4 KV 4A11) Z W T invitro TT/VT /vy b— L OREEBRFT L7208, W

o CYP & T ‘Mﬁ%ﬂiﬂ? TEFE o7,

E MNFIZ e Y —ACBIT AT Ay OB IGDO RS BRI O\ TRE LT

#i% RS (NADPH KOV NADH) K OWR{bRAiEEE (NADP+K Y NAD+) OB
WCE DG EDNEIT LT, 2, B MFI 7Y —2AEHW e T By h— L OREE

BRizIBWT, —ffbkE (CYP 04y FEIEFF RAOBHEA) T iﬁﬂiéh‘f T ALY T A
(7 VMR OEA], CYP IXHE S u7ewyy) Tk WZHE SN,

VL EOREHER NG, =T By h—r O M Téﬁuﬁﬂﬁ?%ﬂﬂ&@“é Ll Tx

ot R S LT CYP ARG LAnwZ E Z))?Eﬂ&éimto 36)

DEEBHROERRVTOHE
PR L

KEYOFEOFERVEMSL, FAELLE
REERR L
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7. Wit
EFFERABHEICZLT IV b= LTO0T5uga 1 H 11014 AfREOEG L&, =L
TNy b=V O DR D IR ~DPEINIFED Sz o7z (25 4 v—L 7 EL), 20
(B2%E 7w )
HEPEZ > MZ SH-T AT Iy h— LB HER ARG Lzt &, &5 7 B £ ClIo&EdgieEo
2.63% 2N RHNT, 55.89% N # I HEM S 7z, 3D

8. k5 RK—5—(BET Bk
A E R L

0. Bk BREE
A E R L

10. HEDERZFHITHEE
D) FRRERE BRI ISR 28 wEhiE (=7 v — b7 EL) 39
FigRERE = B3 10 51 (Child-Pugh 7748 ¥ A : 8, ¥E B : 26l AT Ly h—)b
ELTOTug #HERROKG L& ZOERYIHENRT A =X, LTOLEBY Tholz,
FFigREfEERE CRERABEICE T AEREOREGROEDNEIR/ANS A—4

Cmax AUClast
(pg/mL) (pg * h/mL)
fFRERERE E £ (Child-Pugh 4338 47%E A) 99.7+19.1 3,622+1731
) 73.9 2,936
ez S5= - YAS ~BAN ’
FrigneRis 8 (Child-Pugh 578 5% B) (63.1,84.6) (2,622, 3,250)
TR RN B 19 99.8+12.7 3,947+580

Child-Pugh 73%4 3% A : n=8, @i A B : n=31 (Mean=*SD)
Child-Pugh 77%8 47% B : n=2 (Mean (Min,Max)]

2) FEHEHE K OV DD IR 1 HS S B e |2 R 1 F 3 B
TF 4 n— )L SR LVHEEEOERRBRN LALLM LT F =27 U 75 A (Cler) 9. 4F
i 9 K UM 20894040 =L DIER /T Ay b—v b T ZREZ L TITRT,

BREREEBRMN 5T o= Cler, Fih, MADENEILEDOMBERIILT ALY b—IL S TRE

- Mg+ b7 7E (pg/mL)
al BT BT | o, N=EdA > R 2D

CLcr(mL/min)*

10 L I 30 A 075 384.3+145.7 (N=17)

30 LLI 60 A as ié‘% 322.9+-114.8 (N=331)

60 LI L 70 K 304.8+89.4 (N=19)

70 ULk 254.2+81.6 (N=15)
il 0.75

75 B it ié‘% 302.3£101.0 (N=232)

75 L b 352.5+129.1 (N=150)
PRI

Bt 1.0ug®, 15 HH 316.1+96.3** (n=6)

Bk 1.0u g™, 14 HIH 289.6+114.1%** (n=22)

ik 1.0 u g™, 12 [ 260.4+55.6**** (N=80)

(Mean=*=SD)

¥ Mg 27 L7 F = &% v Cockeroft-Gault #5112 L 0 & H
kok o #5013, 14, 15 HA KON 15 H EO# 4% 24 RO ME T = A F A b —L 5 TEEN LR
kok sk 518, 14 HE KU 14 H B 0% 54 24 B o MG /LT By h—/v b T 7IRED L HE
kskoksk 52 4, 8, 12BEOMIET AT HNLL h—L NT TEENGET
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X%;}Séhhﬂ%lﬁ&tﬁﬂﬁ L hEE ., RACEEAT ALY b= E LTI H1E0.75ug %
ARG 5, 72720, Hﬂc £i E1 H1E05ugllET S, ) THD,

1. 20t
ALE R L
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VI. ££tt (ERLOIEF) ICETLHEE

I

ERNBEFNER
E XN TV

o

2. ERRBELZDERH

2. 22 (ROBEICIZEBELEWNIE)

I, ATHR LTS RIREME O & 2 otk 3% Fiw (9.5, 9.6 &FE]
<fiFn>

BEER (7 b, UHX) BT, IREROEREE., HAEROBBOZL K OSMER T, A
HH~OBATZR ENME SN TS, Fo, BRRBRIZBW T, ., EIR L TW D A[EEED &
%M R OIS 2 RTREME D & D Tt~ Dl IR 1T 720N, TVIL. 6. (4) EFEREZ A9 54 ). [VIL
6. (5) #Thw), V. 6. (6) #=im . [IX. 2. (5) AR AmMERE, TVI. 5. (3) FLit~D
BATYE 2R

3. BREXIIHRICEET HFE L ZFDEH
(V. 2. ZEUIRRICBEET HEE] 22752 L,

4. RERUVAZICEEY 5IE EZDER
V. 4. MEAUCHEICEEST 21EF] 220352 &,

5. BEELEARMIEL ZDEH

8. BEEREARNIE

8.1 AAFIFG-HIXMiE I > T MaZEEHH (3~6 7 HIZ 1[EFEE) ICHIEL., BENRD L
NG AIIXEBICRIR L, E\YREEIT D 2 &, BHERERESE . EMIES, RS MERH RIS
MEEETLHEIE S OB Vv U AMJEDOBZN D H 5 BE TiL, HEGEYHICHERBIZME I vy A
EEAEST DL, FRoEETHZ &, [7.0 82, 9.1.1, 9.2, 10.2, 11.1.1 &}]

8.2 m AT U AMSEIZEET ZER (BRI, WHWHE, TRK., DB, Bk, EikL
~OLOIK TE) OFBLFRD LN THAE, MIEA Ly T MEZRIET 570 8 L CHEEICRE
BEA T2 L, [7.0 81, 9.1.1, 9.2, 10.2, 11.1.1 ]

8.3 RKAEA DD D BHEROZTOBIERED H 5 BEZEITE T, @AY T ARIEIC LV JRTRE
WNEALT DRZNNRH D20, RPN T MEEZEHHNTHE L, @AY T ARIENGED
ODNTHEIIRED 5 WITRET 272 L, @UIRLELZITS Z &, [9.1.2, 11.1.3 &)

<fEn>

8.1~8.3 [VI. 8. (1) ERZEWEM &WIMER] =

6. BENERZTEHIT HEFICETIIE
(1) EHE - BEREDOHHESE
9.1 AHHE - MERZEDHHEE
9.1.1 BHALYOLMEDSETNDHSEE (ERESDHIEE. REMER|FIRIFEETTERE
NEEE)
MmNy 7 MEZ R ERIEIB8FARH D, [7.. 8.1, 8.2, 10.2, 11.1.1 /]
9.1.2 RBHEEDHAHAEERVZTOBREEOH S EE [8.3. 11.1.3 ]
<>
9.1.1 HRARMBRIZI O Tl H 2L 7 MEMOEWER B HRE S TWD Z b, EHEEEO H 5
B JFORMER RS RE TUEE D B EE O S I U MIFEDOBZEND H 5 BEIZITIE
HICRGT52 L, (IVIL 8. (1) EXRARNWER & WIHER] M)
L FEMEEIE D 3 5 BE >
— MR BV S PEAE « Sy W D EIRNR IR A LR B #EA T F B (PTHYP) <S0ffE D i
FREA~ORME - EBBICIY ., MyEI LT MEDR ERH L, @Ay y AMEEZRTBEN
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N5,
L JERVER RIS RE TUIEIE O B>
— AN B HIRIR A V> (U, PTH) OBEIGWIC I BEOLDO Iy 7 A EOE
PRABEZ T D AN U AFRINATTES S, 7o, PTHIZE X I Dbz L, 15
B DA MBI OV RN O L S BRI A RS 5, 2 OREE, miE b L
Y MER ER L, BALY Y AIEARTBENAND D,
9.1.2 [VI. 8. (1) BEKRZENWEM &WIHIER ] &K

(2) BiLaeEEERE

9.2 BiEelEEHEE

My MEEZEIZ LR ST, ULV AMIEERDBENNH D, (7., 8.1, 8.2, 10.2,
11.1.1 1]

<fig >

RRFREBRICBW A AL o AEMOBHERARNHRE SN TWEZ &b, BEEREEDOH H A
FlEEICEET AL, (VL 8. (1) EAAFEIWEM & IHIGEL ] BR)

BHRREDME T L7=5A. R~ v o AgEEN D LG v MED ERTH8ZE0
N5,

ER R RRER (RS ARRRBR, SIS TARRBR N OB IARER) ICRBW T, ZvT7F=2 27077
Z (CLer) 30mL/min A 0 SBFHECHIEMIE B L > 7 AMED 11.0mg/dL %88 2 D IEFITERD 5
NIz T2, A vy AEEINOFEFEGIIIINT DA 2380 H i,

D

() FrHkREEEEE
9.3 FFHEREREE RE
9.3.1 EEDITHAEETES
L ORFHEREREE BE IR B TIIst ST 5, [16.6.1 2]
<fifE s>

HE OATHEEEREE O & 2 BB I ARERD 2 < | LEMEITHENL L TH 2R, £, —RICEED
JTHEREREE D & 5 BT L CIEE NS ETH H Z L bk iE LT,

4) £EREEHRT %

9.4 KEReEHET HHE

RS 2 ATREME O & B MBI I ZIRE L OGS ENERRYEZ LR D &l S D35 A IS D& B
5452 b, RSUEETERETHIHAICE. MZ2ROMREREICI VIERL TW RN L2
RBEDHZ L, o, AFEG R OREE G4 2 BRI CREE S 2 B0 K OV ) 722 k4T
FIZOWTEAT 2 2 &, RFIE G HPIAEENE O S NG, BEHICARR OG22 % i1k
T5Z &, (9.5

<fin>

VI 2. Z22NEEZOEE], VI 6. (5) i), X, 2. (5) AFBAFERER 2, 7

B, M OEKEM CEREHO 5 FOHIM) 2588 L, K&k goRMIHE %2 12 8] L&RE
L7,

(5) 14w
9.5 11w
TS TSR L CW D WIREVED & 5 eI IT R G- LienZ Ly T v TR OB R LT

HA R OB NRO (LD 0.125 1 g/kg/H  (BREZ S LERRHESEFH S COREZ RO 6.8 5FHY4) T,
HAROER (U, FRORE) 28 0.5ugkg/ H (27.0 5FHY) TRO LN TWDS, 7
XTI RS FEER. nHEZE BAR) N 03ugkg/ H TROLNTWD, [2., 94
iy

<>

V. 2. oA EZF0E], X, 2. (5) AFE¥xAFHMNRABR 2R
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(6) RFLIm

9.6 =FLIm

Wa, [2.20]

O A% OFE AN N RHEORSEEIC BT 5

EAZRETSEL 2L, 7y bT, AP A~BATTD 2 e MESHL TV D, T v MHAERTK
ARBRIZI W T, HAERDEIROZ(LERED 5T

<fifEn>

VI. 2. Z2oNEEZOHE], IVI. 5. (3) L~ &K
(1 MR
9.7 /NR

INRAE ARG & U T BRARRRBR IS i L T 7y,

8) SHLE
BRESNL TN
7. tBE{EH
(1) HtEZE=REZDER
BRIE I TR

(2) HtREEELZDER

10.2 BtREE (BIRICSEET S L)

]

% I D RO OFER
TIIT 7 v R—)u
Iy N F— &
[7..8.1.8.2.9.1.1,9.2,11.1.1

Z

PTH 44
FYARTF K
PTHrP &4
7R F REERE
[7..8.1,8.2,9.1.1,9.2,11.1.1
LI

iy

o

AL BN « FE 515 BT - falRiN 1
X &Y 2K BV T AMEICFE D R BV LT A UE S FAE L 7=
vakxyvy & R3S Lo HBENRD D, [Hh, VXX U ZABBIOIERN
HmEhs,
1w KA AN T AMIER S B DONAFNIGE COANT T LD
HER LT A LBENDH D, WU 2Rt S5,
RER T VS w7 b
[7..8.1.8.2.,9.1.1.9.2.11.1.1

FIMERNZ X %,

R RN AR S AL
fiRflb~ 7220 L
PRER~ T F 2T I

Yivay

S

YR NENH S D
NoOBENDRH D,

o I D FHER L [FLE
IS T~ T 2T AOW
INERESEDL EEZLND,

VT TV VIERRE (S
Ty AUE, MESRIE, 7
NI a— U R5E) N HbID
Bt H D,

M~ 73w O &
DACEHMET L a— o A DNEr
BT D, IRME TOI LY
v NERI SN 5,
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—~

<fifEFn>

LR XY ZABHI>

BRRSBRICI W T, M B> T AHINCPE S 52 U ZBBIOFERH OHERITERD bz
7MW, @Ay AIJENE CTSE, X2 U ABRIOERAZERL X4 ) A (R
AREE) Z L Z 4Rl REtEN & 5720, ORI e & 2 v Ds Al & R ICRRHE L=,

KHNT T LHEI> KX I D ROFOFEK> < PTH 54> < PTHrP $U5)>
AANIEBEER E LTI LT D 2% ERESEZERARH Y, 2o 0HEA L OJFHIZLY
BN T NIFEN S OIS FREMERH D,

K~ TRV LEEHT HRAS

fOIEMRI e & 2 v D A & RIS S TO~ 7 322 7 AOWRINARESED EE 2 HND,
FoMF~ 7R T LD I Y I - TV VIEGERE (B vy AUE, &% HIME,
TS e — A BRI HAREER S D,

. ElfEA

1. 84
WORWERNH LoD Z ERHDHD T, BIEEZ+HH5IATV., RENRO LNT-HAICITERES
Zibd 57 U R E AT H L EY,

1) BB TEBT BRI

1) EXGEIER & MHEARE IR
11.1 EXGEMER
11.1.1 FhLHLmE (1.5%2)
[7.. 8.1, 82, 9.1.1, 9.2, 10.2 &&]
11.1.2 SHFEET (BEAH)
Mg o L ERE oT-REBREENROLDLND ZENRD D,
11.1.3 [REE#ER (0.9%)
[8.3. 9.1.2 &[]

1E2) MIEME D L T AMEA 11.0mg/dL ## 2 5356 & @AV 2 7 AMIE & L CHER

<fiFEn>

11.1.1 AAFNITEMR e Z 2 DspEfkTh v, mEI LV T A EFERZA LTS, 72,
B R ARER L2 3 W T IE L 7 v o 0 AMEDY 11.0mg/dL % 8 X 72 JEB % & 1 v o 7 A UE
CLUTHE LR, =F s m— I e AT 802 filH 12 fil (1.5%) (2@
AMIENRE SN2, 1111 ERZRIWEA] IZRR#E L, 2 s 12 Floimig v
7 MED R EEIEL 11.1~12.0mg/dL ¢, FHRHICE L T—EDMIEFE» bt £
7oy 12 61 & HEERIERITRE D Lo Tz,
B, BIAEREBRICBIT AR (T 7 7 sy R—L) BETIEE D VST AMSEDN 526
B 56 (1.0%) HEIH WD,
AFNOFERIZHT-»> T, @AY T AMEZ BN R LEEZ2 KRR <720l
MyE DV T M Z ERINC (3~6 7 FI1C 1 [RIFRE) HET 2 EE bz, @By UL
MIEICHES L EBXONDIERORBIUCEET D&, £z, @AY T AJERSH 5
OITZHAITIE, EHIARIE L, Mg b Ly v MENIER R E CHIE L%, 1 H 1H
05ug CHREZFERT S, (V. 4. HIELOHEICEE S 273 E], (VI 5. @EE/R M
ARpER L 2o b ], VIL 6. (1) A0HE - BEEESEOH 2838, VL 6. (2) &
REFEEEST ) SHR)

11.1.2 BRIRARER I BT, BEREEORE T2V, M vy T A ER %2 o - AR EE
NHLONDAREENRH L Z LD, toTEHRI e & 2 v Ds A & FfRICRRE L,

11.1.3 ERRRBR I W T, BIEA & L COREM A (BRSAiE, IREM Az &) 2 802 il 7 4
(0.9%) HESNTWD, £7/-, hoiEHA e % 2 o Ds AN N THHES N TV D
T END, EEME T D B TTRE L, 7B, FHIHRERICE T D IREK A ORIEH%
BUL, =7 4 m— B 7 EAEET 528 Bl 6 # (1.1%) . 7/ 7 7 by R—/LEET 526

32



Fith 541 (1.0%) Todh o7,

(2) ZonEIER

11.2 znEI1ER
2%LL 1 2% A BAFE A
7L HRL, HAPYER, 0¥, BEA. T#. 18R
MEt e %
R g?%i“ SR
N v-GTP 5. AST 5.
i ALT 5. LDH I
717 F=> 5. BUN
5 ik S RAmEGME, IR E
H B
R A7 SEEIN(20.3%) ., (ML JREREE N, Al-P E&-
3t M v AEN(15.0%
3) )
~NEZ o UREAD, A
- BB | i, ~~ k2
U RED . IR M ER D
D
£ & BB, O PEIE
ZF D, Hng TN
1 3) MHIEMIE A L 7 MEA 10.4mg/dL Z#8 2 11.0mg/dL L F DBEE 2 EE

<fifFn>

FR R FABR 802 B2 T, 3 BILALICERO SNEWEH ZRi#l L7z, 72720, BIZEES 5 &
FZEZDLNLEL (HL, ~~ b7 Uy Mg, SRILEREIRD) 120 T 2 FILLUF 7203 R ek
OHBTR#E L, 2ol RGBT, I3 SMEORITE 1355 22 I 5 220k C 50 L

7o (=F 4 v —)L ) 7R ILIKERI)

SHIT, =T o v — v TR VIRFEBH AR LR IC SR S VT IER 2 5T L P 512 L D R
B b IR YEED RO D IVTIEFINE U TWIRAL, TR, IR FEIME D o, BRI RE

FHEIZOWT

L CHEBEMEET A e Lz, (20134E7 H)

<&EHEHR>
7 4 u— /LA e VEWERBBURN —ER (R 20158 M ARRRER, 25 AHEBR )
FAATE G5 802
IR 8 B 4 309
il E FH RS B 456
A FH 8 BLE (51 =8 38.5%
BIVER4 FEHE (%)
ERERRE FKEFIE %) 272 (33.9%)
R AL BN 163 (20.3%)
MR A v v A EEN 132 (16.5%)
if SR 0 13 (1.6%)
y =T NEINKNT AT =T —EHIN 9 (1.1%)
M7 T Y RART 7 & —FHE 9 (1.1%)
7 L7 F= 8 7 (0.9%)
TI=v T2 T AT =T — B 5 (0.6%)
TARGE VT ) v I AT =T —EEN 5 (0.6%)
1R SEHE N 6 (0.7%)
R FR I B 4 (0.5%)
H i ERE ak) 3 (0.4%)
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RI1E 4

FHMEL (%)

1fn AR LB K SR S BN 3 (0.4%)
~EF S v e R 3 (0.4%)
SR HR R E G 3 (0.4%)
M~ 732w AN 2 (0.2%)
1IN B 2 (0.2%)
e ) BN 2 (0.2%)
£ k5 1 (0.1%)
~< 27Uy MR 1 (0.1%)
sV o KEd 1 (0.1%)
mH eV v e 88N 1 (0.1%)
B AP ER S N 1 (0.1%)
AR BRI 1 (0.1%)
i BR A 1 (0.1%)
P 7V RAT 7 X —PRED 1 (0.1%)
BRES FBEE (%) 25 (3.1%)
5K 5 (0.6%)
(ERN7I 5  (0.6%)
EEN 3 (0.4%)
A% 2 (0.2%)
HIERE 2 (0.2%)
i R A 2 (0.2%)
L 1 (0.1%)
H Ik E 1 (0.1%)
ERE IR 1 (0.1%)
Ex 1 (0.1%)
I - 1 (0.1%)
1 18 s - 25 1 (0.1%)
PN R 1 (0.1%)
EES LUK THBIES FEEE (%) 11 (1.4%)
% 5 (0.6%)
O PEIE 3 (0.4%)
% 2 (0.2%)
H 1 (0.1%)
ERLURBEE FEAE (%) 8 (1.0%)
B A E 4 (0.5%)
IREREA 2 (0.2%)
PR &S A 1 (0.1%)
R RE R 1 (0.1%)
2BEER L VRS HAEkE FEGIE (%) 8 (1.0%)
M 4 (0.5%)
EEEeRE 3 (0.4%)
WA R 1 (0.1%)
REBLUFEES FBFIE (%) 6 (0.7%)
Irg L 2 (0.2%)
e DR I 1A 2 (0.2%)
BEAIR 1 (0.1%)
oL AT a— VIE 1 (0.1%)
HB L URKEE FKEGIE (%) 4 (0.5%)
B 4 (0.5%)
HEIKT 1 (0.1%)
HRREE FEGIE (%) 3 (0.4%)
FEIMED E N 2 (0.2%)
1 O 1 (0.1%)
FERES. MOERE & UHtRIES FEGIE (%) 2 (0.2%)
MR G A R 1 (0.1%)
il 1 (0.1%)
mES LV VRREE FEFIE (%) 2 (0.2%)
=yl 2 (0.2%)
MEBRRS L UEEHABES FEEE (%) 1 (0. 1%)
| 1 (0.1%)
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10.

1.

12.
(1) BREREAICE D {1E#H

RIVE 4 RHRME (%)

DEEE HBFI (%) 1 (0. 1%)

| Bl 1 (0.1%)
HHESE?F:BE% FEFE %) 1 (0. 1%)

| ITRERE S 1 (0.1%)
m%ﬂﬁ% FBGE (%) 1 (0. 1%)

LT 1 (0.1%)
fAaEE FEFEH %) 1 (0.1%)

| ANHRE 1 (0.1%)
REE FBGE (%) 1 (0. 1%)

| R 1 (0.1%)

MedDRA/J version 8.0. CH &

CRBRERRICRIFIHE
RESH TN

BERE
REIN TN

BARLEDIEE

4. BRALDFE

141 BERIRMAFEFOEE

14.1.1 PTP 220 #EHNI PTP > — b oWV L CIRAT A L 9B ETH 2 &, PTP v — |k
OFERIZ LY | WS NEEREA~EA L, BICE R LR U THERARSEOEREE R A
HEZOFRT D 0B D,

14.1.2 JEA Y QEEMLZ 00T 5% 6, AL LA T S 5, KNEEEDY
T AGATICEEEN WL D FFET 5 Z &, [20.1 2]

ZTOHDEE

BRIE STV

(2) JeFRRAERICE D IEHR

15.2 FEEGEREABRICE D < 1F#R

Z v b (SD) (2 24RO E L2 AFEMERBR IV T, BIB OB EMIE, BIRo RmeE
HEIES e VR AR D C HERRIEES O¥ENS , BRIRHESEH & COMEROK 2 0.7, 2.8 V7.0 540
WD LTS, 2SO RITIME LS AEEOSENESREE L~ itk b
LEZoNTE,

<fEin>

D AFEMERERIZEB W T, Crl:CD (SD) 7 v M /T vy h—/v% 1 H 1[0 24 7 A kS0 $
G UTfER, BB OB EMAaE - ErEe i miaiE, B (WRE - ) K OHEDIRAR C MifulEs (IR
fEE - E) OFHBEE DRI B L THEMLZZ &0 n, [ZofhorEsE] It Lz, [IX.
2. (4 BAJRMERER) S
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1. FEHR

IX. JFERPREHERICREY S HE

(1) ZEshFIEHER
VI SGIBICBET 25HE | OHEMR

(2) ZEMHFEHER 2

BhH& (ugkg)

BRI y N R
SR IS el S
Rk, BRE).
AR, ~F VL H o .,
. | ddY =@ = . 0.04, 0.2, 1| 47
Y 7y | O 004 02 1) REEL
> 1/;5);%
T SD 5 v | (ﬁg) 004, 0.2, 1| wEmaL
ME. DI, RN
E\ E'E‘%WE%ﬁL%‘ /fﬂ %%H}Filjij IS
. . 0.04, 0.2, AT
SR M RS ORERT) | (wED) 0.04, 0.2, 1) el
DGR e, LEX
hERG F - */ %49 |hERG W% | . | ) 0.1~3.13 ICSO;%
% K& # CHO fp | 17V 1 mol/L '
u mol/LL
+
R | (%gg) iﬁ? 004, 02, 1| mmaL
\ JRH. i pH. JRIZBIE. _ &0 )
R o w L 0.04. 02, 1|
= WA R ;{AJJ?EP@E%E SD 7 v K (BT 0.04, 0.2, 1| =%/ 1L
ISR | BaSOsiikie| ddY < w = (ﬁg) 004, 0.2, 1| wEmAL
B FE I B AR <
n . BT 2 R g E/LE > b .. 1X109~ .,
N7 i, A7 AL 7
i A (acetylcholine, L in vitro ] X 10°%g/mL e L
histamine,BaCls)

(3) ZOMOREEHES
AR L

2. HEHER

(1) BRExS5EHEHER 9
7 v b HLARE O£ 53 ER
6 Hind SD 7 v b (1 BEMELES 5 VL, (KR ; IE 148.1~167.3g. M 120.0~136.1g) 2 0 (xf
M), 3. 4.5, 6.7, 10, 15uglhkg OHETHERO#KS (R T) Lo, BZ£EMMIX 21 HM

L7,

BERS OBFE BN, 10~15u g/kg (MEME) . SETHNITR O G5 4~18 HIZFRO b, Blg
NI TP RIE, 6.7 u glkg UL ECHABIRE K OGRS (DbE, 6, Bl M. MRk ONR
kA oAl CRIKIEE) . THILERIEOR IR G, RERRRR AR A C IR Ok
K OAR A BERE AN, O D2 R OEIEN GRS DTz, 10 u glkg L ETEHOMEFH{L. 15 1 g/kg

TRIRMEIZHIEN & B2 DD EWAE - REZREA Y FRED

B Vi

W DZERE NI BT,
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(2)

®)

(4)

A X H AR O B R

THHEOE—7 VR (1 BEMERES 1 DS, (K ; K 9.8kg, I 7.8~8.7kg) 12 0.8, 1.6, 3.2
glkg D ETHRERRO#KS L, BEMMIT 14 AR & LT,

BERE DESE RN, 1.6~3.2 1 glkg () XX 0.8~1.6u g/kg (). FELHIE 3~4 HIZERD D
iz, T e U CERAER (0.8 gke) LVIMTED /L7 A (Ca) RN OYREOHINN
R DAL, A TCIXMIERFERZOHEME A2 SN 70, 5 CIILIRO KREIARER O, Bl
DA, FEER AR TIX, DR, B, MR EICAIKEE . BRI IRAE O PRRE &
U4, B ORI ERRD bt

RE®RE SR

AR D % G- 3tERBR %2 6 o SD 7~ b (1 7 HM : 0. 0.02, 0.1, 0.5ug/kg/H, 6 4 H
i : 0. 0.0005, 0.005, 0.05 . g/kg/H) KOX5~9 h Hliso e —27 /K (14 HRE 0, 0.003,

0.01, 0.03, 0.1u g/kg/H, 6 # A : 0, 0.0003, 0.003, 0.03xg/kg/H. 94 HIH :0, 0.005,

0.03, 0.06/0.045* 1 glkg/H) % F\CElii L7=,

AR IB N TAH B mET, AEOFEHYEM TH 5175 Ca IREFIINME NZHITAREL 72
AL (KR - JR&E - R CadRltEDOBIN, MIERFBER LRI LT F = O8N, B -

AN - Ol - Bl - VEALRE 72 E~O[ KA . IRIE O3RN - 20 - FA R OHE OfRHE L, O
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