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G342, L IERICEVEE LR 105 gllHET D) THD,

RERICEFRAR

AITEASE M 4EELER (ED-71T-201) ©

H JEREM T HRIERE ST DT Ly b= L DOLEMOHR., WEAZH
AL OHEE K OSEW B RE O Rt

AT A TR 2 B IR S WP T RER h i el

PO A AT R P EHREZ B ERTEZ ES (1996 EUETR) 1T X v #2958
I EHEAE S ZIERR LT RIS M B HLRRIE 2 W BL VB 12 IS < BBR T D 3Rk
e AT HRE, WRNIRRI E A8, LMIIREBEOBRE L L, FRo
FIRITER T o7z,

AR 1k TATFHNY b= 4AFEF (0.25ug, 05ug. 0.75ug. 1.0ug) %241
HlEEARERE &S, B2 I Dt L e Lz,

5%k TOVT BT b —=10.25 u g® 281, AT AN R —0.5ug : 280
TILT VY b =0 T5ug : 266, =/LF Ly h—L1.0 u g™ : 264

T SEHIE Lo-sBMD ZEAbR R OVE R~ — 0 — D& R

ZOMMOFHBIEE | 4 1E sCa fif, i 1F uCa fif, sP. 1,25(0H)2D. 24,25(0H)2D. 25(0OH)D, intact-PTH

VRS FEFME E Cd 2 2 H AR # I (LR, LeaBMD) OZ(LHITITH

BOGERRD B, 0.75ug LLEOEE TH G BEE OEIMMBFERD i
oo BRI~ —H—IZOWTH HARIEKFE L CHH S 7,

BIER130.25 1 g B C28%1F15%41 (17.9%) (2514, 0.5 1 g BET28651 H 441 (14.3%)
2T, 0.75 1 g BET2661H 461 (15.4%) (271, 1.0 1 g #T2641H1 1041 (38.5%)
\Z181EFR D B iz, Mt Kk QYR T AL o DM ORIWER130.25 u g #£. 0.5 g
HETITFEO BT, 0.75 1 g BETIX1HI (3.8%) (227, 1.0 1 g BETIX6H1] (23.1%)
WCTHRBLL, HEEOHINIAEWNEBIBEE N EH LR, WTInbRETH
D, 1.0ug FTCOERMENHER S NTZ, LML, 1.0ug B2 5HZ5ETIEE
Fv T AEDM G S T,

PLEDFEED S, T Iy b — L ORRA RN B#PHIZ0.5~1.0ug Th
D EHETE I, WRHESEAHEIZIB1R0.75ug EE X T,

WHAGR SN MIEROYH &L, TlRE ., RAICIE=AF AL b= LT1H1E0.75ug ARk A#
542, 72720, JERICEXVET1H 1B 05 g IHET D, ] THD,

HREEAIEAER

1) AEIRAIER

H%EA%E T 485188 (EDOO7JP) ¥

EED

RV HERE B CX T 2 VT ALy b — L DF MR OV 2D RER.
[ AR B D PRE

BT A

T 7R e U BRSBTS RO TRER] FhRa iR

PSES

H A R B HERE 2 W e (20004 FEERETR) 12 & 0 M B HIERIE &
B s =BE DN, DXA EIC XK % LeaBMD (Hologic #5 QDR) 728 Ttk
tl o h i i e

« HERE AN 22 A 13 Le-aBMD 78 0.708g/cm? At D f#E

* 5 2-4 IEHELSMTHEIR B 37793 & 2 %513 Le-«BMD 7% 0.809g/cm?2 Afifi D B
PERNEARRT & U7ed, PHRRIE# ClIa U EER S T LB & 2 SR T
D72, I PARRGIFLL B LIz B 2t L Lz, Fno EIRIZEE T
o iz,

B 7 1k

SHE™ (0.5ug, 0.75ug, 1.0ug) XIX77BARZ48HM, 1H 1A O S,
v ¥ 2 v D iR EREE D 25(0H)D fl2320ng/mL A O BF I E Z 2 >
D #6714 400IU, 20ng/mL VL EO#EERFE 1Z200IU %8 H #% 1% 5-,

Btk

TAFHNY h—A05ug: 556, TAF AN h—10.T5u g : 550
TAFHNY F—A1.0ug : 566, 7T &R : 534
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e SilalilE

L2-sBMD 2k

Bl KA R E H

HAER A

Z O OFHHE

KEEB T EE B E ., fliiE sCa . #liE uCa %

a‘zgnﬂﬂﬂiﬁﬁf%é%ﬁﬁ#@ L24BMD 2t (Mean*SD) 1X. 77 &RE
TIZ—0.72+3.99%. 0.5 1 g FETIE2.16+4.02%. 0.75 u g FETlE2.64+3.64%,
1.0 g BETIE8.19E3.57T% & FHEKFANTHMM L, 0.5 g L EDOEGRIZEB W
TF T RBEL AEENED SN, A8EBO KR E TN E B EM (LLF.
Total hip BMD) DZE{k#% (Mean+SD) (X, 77 & REETIE—0.88+3.45%.
05ug BRETIE—0.78+4.12%, 0.75 1 g BETIL0.62+3.60%. 1.0 g FETI
0.91+3.33% & FHEMKRFHICHIML, 77 REEL el L C0.75 u g LA L& 5
LB W THEZENRD bz,
BIVERILX Y 7 & RBECH3HIH 8% (15.1%) 1291, 0.5u g BECTH5561H 174
(30.9%) =281, 075ugﬁ¥f551ﬂcl:15m (27.3%) (228, 1.0 g #ETH6
BIF2761 (48.2%) (243158 Biviz, BWEH O, MKk BIRHP AL T A
HANE, 0.5 g BETH56IH 661 (10.9%) . 0.75 u g BETHHIH7H] (12.7%) .
1.0 u g BETH6HIH2141 (37.5%) IZ@RH LT,
PLEORERN S, TAFH AL h— A ORI 1A 0.5 g Thd
&R S iz,
*1: P<0.01, *2: P<0.05, vs 77t 4& (Williams 0% i)

SORRBENT-MEROHEIZ, EE., RACIZZ AT ALY b= LT1H 1M 0.75u g 2R 0#
H35, 12120, JERIC ot@ WH.1H 1E05ugllEET D, ] ThHD,

SEI4AEKER (ED-209JP) 9

H A

JERNME B HLERE RS KT T 2 VT Ly h— L DR IE L OV M D RERE.
TR B A2 MG B B TR AL L LIcm VT vy b= DT
N7 7 Iy B—/v (ALF) (Zkd 2 B ORGE

BT A

ALF ZxR & Ltﬁﬁf?‘%i' A T BRI TR ] LRl

ISES

AAE RS B HRE 2 W R E (20004E 53T IR) (12 L 0 RO E HLRIE
s BEOWN, FBF%% PEE 3T OREIE |, TR 7050 B, [ eﬁﬂmx
YAM D60% A OWTINOERK 235, BT A7 BEm0WEd,
PERNT AR & L7z2y, BARRIE Cla g U ER s U U B E N 2K T
Do, IPEIFEAREGIFENU BB LI-BE 2R E Lz, Fmo ERIZER
VIRV

ABR 71k

TF N b =075 g XIZALF 1.0 1 g Z 14481 (34R]) . 1H 1R A
G (WER: =AvF 1y h—105ug XL ALF 0.5ug), FOSERFD
25(0H)D fE2320ng/mL Afifi O BF 121 X D #ifaAl400I0 % £ 5,

(7IE=q

TVT AT b =0T g : 528%] (5 HLHEMEIE) . ALF 1.0 g : 52641 (5
BB 1ME15641)

(FWERESIE =T s b —10.75u g : 5266, ALF1.0ug : 523
i)

e SilalislE

FESME BT BUME A1 37 8 AL A

Z OOFHTE H

JEHE S 2 2 . Total hip BMD, JESMENEIEMEMRE BT, B S~ — 1 —., #i1E sCa
. #E uCa . 1,25(0H):D. 24,25(0H):D. 25(0H)D. intact-PTH. CT
WCEDERT A=Y, QOL 22T, HE

FHIAGIE H T b 5 SEM OIESMEMEFBIME MG ST R AL, = AT Ly
F— B (1H1E0.75u g) T13.4%, ALF & (1H1[E1.0ug) Tl7.5%ThH Y
(FHxt U A 7 i 2826%) . ALF (Zxf3 2 V7 vy N — /L OB RS RRGEE
éhf: U&1k log-rank #7E : P=0.0460 ({il) ], F7=. 34EMOIESMEM: ARG
BYRAESEE L, AT ALY h—ABET1.1%, ALF B T3.6%Th v (fH

xT U A7 AR T1%) . AEZEDBD bl gl logrank #7E : P=0.0048 (J7
)], 3% D LeaBMD E¥E(LRIL, =T Ay b— i (1H1E0.75 1
g) T3.4%, ALF# (1H1[E1.0xg) TO01%Th -7, £7=. 3HE#% D Total hip
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2)

(5)

(6)
1)

BMD L RICBNT S, LT H)LY h—LEET0.4%, ALF B T—2.3%
ThHY., BEREEERMDE AR L [Student t & : P<0.001 (M) 1,
EIFEAELEE B XY EDE

“%"?ﬁ%‘é@ﬁﬁ&; (34ER) ™V
— wﬁ(;;/iﬁ:ﬁiﬁiﬁqzﬁﬁﬁiwjﬁo et U & 7 Wb =
it ALF B (P ™)
s (n=523)
(n=526) "
N . , 26%
HHME T BT 13.4% 17.5% (P=0.0460)
- . , 71%
A E B 1.1% 3.6% (P=0.0048)

1) Kaplan-Meier {E1Z & 2 HEEfH
2) JE{t. log-rank #E (M)

BIWERIZ, =T HLy h—/LEETIE5280%1 91227641 (43.0%) (23201, ALF
BECIE526061 9117061 (32.8%) 12208438 Uiz, FBLENE%LL ETH - 7-H
YERIZI P SO R P AL g A8INTHY . I H LT AT LT 1L
v b=V BET1116] (21.0%) . ALF B T69%1 (13.1%). R/ w7 BN
T LT By b —LRETL1344) (25.4%) . ALF BET81f] (15.4%) 246
7o MAFLOPRF BV 0 AEMORITER OFBBLRIZZ LT VY b—LDJi
DR T3, FEAEEIT TN CTRE S E Sz, AR ORI Ly o LB
IMPAA O EIVE OFBLS IR CIRRRE CTH D . HBL L 7= BIEH ORFRE IR R
Thoi-,

UEDOFER LY, =T hvy h—LOF MR RENT,

R
'V—5 (4) —1) AR —FIHRE (ED-209JP) | &/

BE - RERIEER

BHEGIZE T ZEERIERO R 0

ATEE AR (ED-71T-201) . %1 TAEEER (EDO07JP) K OVENIAHEFEER (ED-209JP) (2
BWTHE 20 BIO B VT Iy h— ARG ST, AR ETH D 0.75 g 285
ST TH IS TARRERD 2 f], FHIAERRO 9 FlOEF 11l ThH -7,

BHEFID Lo-aBMD F 8 Total hip BMD Z8{b3R1%, & ORI T b £l 04347 O RPN T
ool AT N N OFEE LRI RIIMER CEIT W EE X b, BHFITo
WERIEALRITNT IO R & MG DO b3 % Elalo> Tz, Fo, HIHFERBRICB W TE
PG CIEAMEMEFTHMER B PTIE 9 Bl 1 BllC A Hav, OB T MR & FRfEE ChH -7,
BN T DLEEMEERE LIz 2 A, BEEGN 20 FF 18 5] (90%) 12 94 3788 b,
1A L iJ?EPjJ/I//'?AiijD T3 6] (15%) Thotz, LM TCOREREGIL, 782 it 736
%1 (94.1%) (2 4058 {388 H iz, mltlﬂx VPR GV KRN 236 ] (30.2%) T o 7=,
ZTOMOAERERLZICE L UL, LAl TROONT-AEFRORBMHEEL KE < RS L0
oz,

ULEX 0 BEEBIOA N R O SV oM & Heife U C RIFLE & L=,

AENER
ERARERE (—REAKGERAE. REERARERE. FRAMELERE). BERTERT —2
N—RHE. BERTRERABRONS

< %*ﬂ%ﬁ’*%%ﬁ% & LT el A >

ZNEIIL FE S T%)L)LT@$IE ZET 5,
E%uu@fﬁﬁiﬁf B HREIEH OIEILRIL
LA ST A R C%ﬁ’iﬁfzﬁ}ié EEZLNDHER
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< PR O R O

C WAV T IHIE DR BRI

FHEHAM - (k) 2011 4E 7 H~2013 49 A

(5B4E) 201147 A~2015 49 A

Bl - (k) 12 0 A

(5B1E) 36 7 H

12 1 ARFOFERER (B O tk)

L - RN BIEG] 3285 B I3 2 RIVEHRBUEGIHIL, 3.53% (116/3285 i), &
Bfsix 124 Ch o7z, ERRFEIER (PT B, BWERRBERF= 0.1%LL E) 1%, (&
Ty MiE] 0.57% (19/3285 i) . THEERANPRER ). TR, T2 5 FEE) . [EHERE
5] 234 0.24% (8/3285 fi) . L), @2, [0 234 0.15% (5/3285 f#4)) .
(35, THrh v o A8 2545 0.12% (4/3285 f5) Tho7-, 95, HEELRFI
VER R BUERI =1, 0.27% (9/3285 f5l) TH V| [EH /L v ASE] 73 0.12% (4/3285
). 3B 0.06% (2/3285 fi), [OMfifsil ), MEREAAE ], [BEEREREE ), TEvE &
P11 734 0.03% (1/3285 ) Th 7=,

AN FTRMER B T DI AR
BN MEFRAT R S 3285 i, ¢ H-BHARRFICHER B Ir 5 D105 D 17z 2299 #il D
FORMER IO BAE I8 AZRIT, 180 HEFA T 1.36 % (95% CI : 0.89 - 2.08), 360
HF ST 2.37% (95%CI : 1.69-3.33) Th o7,

BTHAIEME AT Hr DI AR
B INMERRAT X GHER 3285 B2 1T D HIHAFEMEMAR T I (500 O RBEEEITRAESR (%)
. 360 HIF M. T 1.71% (95% CI: 1.26 -2.30) TH -7,

36 7 HRFOFRAERESR (k)

LVE L RV SRR 431 BT 2 RIVERSBUEFIHIL, 6.49% (28/431 f51]) . FEHL:
B 32k Ch o7, EREWEM (PT I, RIERARBUERIEE 0.4%LL L) 1%, TEHL
T AISE ). [EHEREREE | 2345 1.16% (5/431 ) . [{EHA. [FE1C] 234% 0.46% (2/431
) Thot, 9b, HEREWEMABIUEFRIX, 1.16% (5/43141) THV ., L]
2% 0.46% (2/431 1)), DOk ), RS ARE ), TERERERESE | 234 0.23% (1/431 1)
Thot=,

AWM« B E P O AR
BINERREAT X GHER] 431 Bilrf . P 5-BRAAIRF I HEIR B S8R O #0315 & 4u 7= 330 51D T
HIMEAR T o BRI AER (%) 1. 180 BT 1.62% (95% CI : 0.61 - 4.27).
360 HIFRT 3.13%(95% CI:1.50 - 6.50) ,540 HIFLT 7.10%(95% CI:3.99-12.49) .
720 HIRf T 7.98% (95% C1:4.59 -13.69) . 900 H IKfiC 9.00% (95% CI1:5.27 -15.15) |
1080 HH# 5T 10.23% (95% CI : 6.07-16.97) Th -7,

FOHLFEHEAR B T D7 AR

FINERRAT R GHER] 431 B30T 2 FBFEHER B 4T O FAEBE DRRF 21T > 72, Bl
FEHERBATICOWTIR, HEELSN D T, [6 58062 (FifiE . ERiE. REREE
Prih, KREREEALES, T, 808, B8 . 1380 (Rifes. Ehid. KEEEITALE) |
(HiEE ] TR L7z, ZORE%E, 1080 HEFR CTORMBEITRERIT, 250 <
4.07% (95% CI:2.23-7.35), 6 #BA\7.C 1.28% (95% CI : 0.48 - 3.43) . 3 #7.T 0.94%
(95% CI : 0.29 - 2.93) . HilfE 0.69% (95%CI : 0.17-2.77) Th 7=,
BIEOFZIEIL, BIAHRER & RO R TH - 7=,

<GB HURIE FBE 2 x5 & U 7 s A4 G AR A >

TLrRa et MY sk EMmEE (ALN #) 12645, 7L Rarfigr s U ook
& Ty b= S (ALN/EDR #) OARNER OV 2 e A SN IS
FEM LGB IS CRETT 5, B E 2 EAEE B2 b= & LT, BME 5k 5 0HH
B 5 OENEEZRET D,

FEhaHE - 2011 4£ 10 H 13 H~20134E 7 A 11 H

BIZZHAM] - 48 N
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Mt

I

HEFELIL, ALN BTl 94/109 # (86.2%) (2 271 #4. ALN/EDR &£ TlZ 95/110 i
(86.4%) 12 280 - Th ~ 7=, MAEIZ S < B2 DI EFRIZENNTEZ (ALN #f 25/109
i 22.9%, ALN/EDR #f 38/110 5] 34.5%) | #f#] (ALN #f 32/109 # 29.4%, ALN/EDR
B 27/110 1] 24.5%) #4445 (ALN £ 17/109 1 15.6% ., ALN/EDR #f 12/110 5] 10.9%) .
IR % (ALN Bf 10/109 5] 9.2%. ALN/EDR #f 10/110 %1 9.1%) . % (ALN
7 7/109 5] 6.4%. ALN/EDR #F 8/110 5] 7.3%) T o7z, BEELAEFGIT ALN i
T 8/109 il (7.3%) 1= 81f. ALN/EDR #£C 8/110 f5 (7.3%) (Z 10 {4 T, ALN EfiZ
BN 1 FlAx oz, ST, BEREIC X 2 EE 2R RO MBE T, R L o
REBIRITEE STz,
BIEMIZ, ALN BT 16/109 3] (14.7%) < 17 . ALN/EDR #£ < 16/110 % (14.5%)
(2 22 A BV, WREICZE < DAL RITERIEL. MEEAPEE (ALN # 4/109 i 3.7%.
ALN/EDR #% 4/110 #] 3.6%). & 4¢ (ALN # 4/109 i 3.7%. ALN/EDR #¢ 3/110 i
2.7%) ThH-oT-,
FEFHE H T 5 Lo-4aBMD O #&aTfil D2 L2813 ALN #£4% 6.5%., ALN/EDR #
2N 7.3% T, WMEERICAEBZITRBO bR hoT- (P=0.264, X—RA T A > Offi % 48
& L3 Bn.
BIVREYREANIE H T 5 B REE R~ —25— (BAP, PINP, TRACP-5b) Z{=RIZLL
ToLBYThoT-, PHEIIRN—AT A L OEEZILEREL L0 TH 5,
BAP ®~— 25 A i (ALN # 18.6 u g/L. ALN/EDR £ 19.6 1 g/L) (259 5254t
I, B 12 BRE, 24 BRE, 48 BERFZB W CHlBERICZEZRRO i (P<0.05), K
TERIL (48 BEAMEF : ALN £ -44.8%. ALN/EDR #£-50.8%. P=0.002) T&h 7=,
PINP O~_—2ZF A > (ALN &£ 57.05ng/mL., ALN/EDR £f 54.77ng/mL) (Z%}9
HEARIT, &G 128K, 24 FFREE O 48 @IFICB W CTHBERICZEZNRBD b (P <
0.05) . & F=% (48 MAFEAKF : ALN B -62.22%. ALN/EDR #f -71.31%. P<0.001)
ThoT=,
TRACP-5b D_X—2ZF A i (ALN # 526.4mU/dL. ALN/EDR #f 494.2mU/dL)
P DA bEERICIR, Bl 12 R, 24 WHFF, 48 B FF & ORI O W 7 O FRE
IZRBWTHBBERICZEDFE D HAL (P < 0.05) AKX FRIE e f&FEfEE : ALN B -54.0%.
ALN/EDR #f -62.2%. P<0.001) Th-o7=,

BRI E AN O i\ O JFORME B RRE FBE &t B & U 7 UG IR T 1% PR kiR >
T Ly Ra g B AR EARES (ALN B) 2545, =Ty h—LHEARS
(EDR Bf) OHRNT o AEREIC 5 2 D BN ONZ I OWT T & LEI IS LR bhi:
AR TR 2,
FEhHAM : 2012 4E 11 H 27 H~20154£8 H 14 H
BIESHARNT ¢ 24 T H

e

B

HEFHGL, EDR # Tl 60.0% (36/60 f5l) . ALN #£TIX 67.2% (39/58 f5) Td -
7o, BELRAEFELIT. EDREETIX 3.3% (2/60 1), ALN B TIX 3.4% (2/58 f5l) T
Holz, EHNEL, WTNORERIZHBD Lo T,
WTHDDORETORBRN 5% EThH o= AEFSRIT. EEHAPTKIALN B : 6.9%
(4/58 f51]) 1. EHEEZ[EDR Bf : 11.7% (7/60 f5]) . ALN B¥ : 13.8% (8/58 #1) 1. #x
#I[EDR Bf : 28.3% (17/60 f3]) . ALN F¥ : 24.1% (14/58 ) 1. #E[EDR #f : 6.7%
(4/60 f51) . ALN B : 5.2% (3/58 i) 1. 5/ [ALN B : 6.9% (4/58 i) K& O
JHIALN #% : 5.2% (3/58 f5l) 1 TH - 7=, BIEAIE. EDR B TiX 3.3% (2/60 i) . ALN
HETIEL 12.1% (7/68 f5) Tholz, HEEREWEMHILZ. WTNORGHIZHRD LR
Mmool
FHGFHILIAH Th 5 HIK/NT o ZAFEE : Sensory Organization Test (SOT) O#EA-
flis 2 27 DAL R D EHEEME (95%(ZHE X [H) 12 EDR #£ T1%-0.046 (-0.067~-0.026) .
ALN B£TiX-0.050 (-0.070~-0.029) TH V., WlEL HLITX—AT A VLD LT
2. BEMICAEZITRD N7 (P = 0.8208, X— 2 T A MH LR & 25 &
& L7235
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2) AREMHE L TERBEFEONBRIEEME LI-AE - HROBE
A L7

(7) 2ot
BB L
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VI. E3hFEE(ICEH T SIEH

1. EEZMICEELSILEYXIXLEMEE
X IDFHEIR (AT AN K=, Iy N A — X H vy b—L )
R B#EO S DL EMDRIEE « WRFIX, BHTOELINTRILEEZSZRTH L,

2. FEBEEH

(1) YERERGL - 1EFRKER
TATF I b= UETTERIE 2 2 2 D (v b U A—b 1« ,25(0H):Ds) DFFEETH O |
IEHRE X I D3 & LCOBERELZ AT 5 2 &0 h, EICHRBIRERZ 06 LT, 5%
EROERELZSETDHEEXLND,

EMREAR I D (1o, 25(0H)2Ds) DAEEHEE

Bl B R B
— * RILEY|
B KR i

VDR : E4 = VDZEK

(2) ENxEA T HHBRKE
1) 1EMERE & X DakkEH
OB M AN HENE  (in vitro) 1

b MEERIEGRICY) 2 S b hv e Ty —Yan =—fil%AF (rhM-CSF,
33ng/mL) M VA% Receptor activator of nuclear factor kappa B U 7> F (sRANKL,
100ng/mL) ZWIN UEEMinZ Rk S &5 2% HWT, =Lv7 By h— (0.1, 1, 10,
100nmol/L) DHlE MM N HNTE M 2 it Uiz, =T Bob s b — Ui B AR A7 L Al
DR ZME L, 10 LT 100nmol/L TlIA B/ MbEH 25~ LT,

E rEEMEERIZHTS2ITIILTAILY b—ILOHEIYERA

250
200
150
100

50

Osteoclast number (cells/well)

%7 Z 2iZ mean+SE (n=6)
#P < 0.05 vs thM-CSF ZLEERF: (unpaired t-test),
*P < 0.05 vs rhM-CSF+sRANKL #LEERE

0
rhM-CSF + + + + + +

SRANKL - + + + + + (Dunnett’s multiple range test)
INTHINY b= _ - 10-10 10 10% 107
(mol/L)
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OBE B O Ca WIMEEEH (7> k) 12
T AT HY b= (0.1, 0.3, 1ugkg) LKO1a,25(0H):Ds (1ugke) %7 > MIHRERED
Beh L, Bl 6 BRI IS H L7 T Ca WIREIER 2 M5t L7z, =/ T /Ly h—1®
5 BOBNMIE-> T Ca WIIEE S, 1ugke Tt 1a,25(0H)2Ds & FERICE E 7 Cak
IR HEINR TR D BT,

Z v MEEIZE TS Ca RIEEF A

*

Calcium Permeability
(Ca/Mannitol Ratio)

lugkg O.1pg/kg  0.3nup/ke lug/kg
Vehicle 1a,25(OH):Ds INVFINY h—Iv

£ H 72X mean+SD (n=4) * P < 0.05 vs Vehicle #f (Dunnett’ s multiple range test)

OIyE Ca K R Ca et &ICKIFTHE (7> ) 13
)T B h—/ (0.005, 0.01, 0.025, 0.05. 0.1ugkg/H) %7 v M 12 BEMKERD
5L AFEDMIE Ca I L OYRH Ca JEltt Sl KT REL M Lo, mHED 0.1 1 g/kg
TiE &5 21 M Ca A L OYRF Ca il 7)Y vehicle xf BaAE tt«“f?ﬁi‘ WL 72,
0.05 %10 0.025 1 glkg Tl #6512 WZ I M Ca & K YR Ca HEifi &3 WL 72,
0.01ugkg TH, Hh5 12 BHZITIRF Ca FRMEEDO AT RN I B AT, Jﬂl{ﬁ CaBEICH
BERETRD b o7z, 0.005u gkg TiE, &5 2%, 12 8B NTHIZE N T HIMLE Ca
/)Q%V&U)T(qj Ca ﬁhﬂi‘i fci;é ntu&b Eﬂiﬁﬁ)o 7]:_.0
$e5-12 % OIME Ca /;;%f“&@):th Ca HEft & & fyE = /L7 B L h— LIEEE & OICIZIED
*Eggz}‘mu V)] %j/[/f:_o
RELESICKSME CaRERUVKS Ca HEtt = DREFE(L
<& Ca jBE> <PpRth Ca HEftE >

13 08

12

1 r

M3 H Cali2FE (mg/dL)
FRHICaHR B (Ca/Cre)

I —
012 3 45 6 7 8 9 101112

0 2 4 6 8 10 12
MEHE S # ORI (8) PS5 EROR GE)
B : Vehicle (n=8), < :0.005ug/kg (n=8), O :0.01xgkg (n=7~8), A :0.025ug/kg (n=7~8),
B :0.05ugkg (n=7~8), €y : 0.1ughkg (n=8), %7 —%I% mean+SE
* P <0.05 (%5 2%H DV 12H%ICK T D vehicle BE L BT AT H Y b— V5B ToOR5HiE
(0#EB) ZHEEE L5 E5H,. Dunnett-Hsu @ 71512 X 0V 28 M 2 5H3K)
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@HL7 VIRIER (7 v k) 19
I IIRET NT v M7 vy h—/b (0.1, 0.2, 0.4ugkg/H) kO 1a,25(0H):2Ds (5,

10. 20 gikg/H) % 2 BRMRAERE A5 L, Boféde 5-3 B IS T IRE OB bl F i Fi5 50k O RN
BN OBBEEZRE Lz, =T By b—UidiE A RO 0.4 1 ghkg THIRE IR Z
AEICETSHE* Ho, I XTOHETEEELAREICHEMIEZ, —F. 1a,25(0H)2Ds
BEEZENI TR0 b 00, BimikE ezl S o8m a2 R L,
*P<0.05 vs 7 /xR #E (Dunnett’s multiple range test)

G Z » M= vT By b—/L 0.0075, 0.015, 0.03 1 g/kg/H % 12 4 A BRER 05
L7z & &, BREEHEE ST A —ZEOIK T RRO bz 13,

2) BEE KR OVEREICKT D 1EH 1516

OINEREHTZ v MoV T vy b—v%& 12 7 ARKER DR EG UEEE, FmEICxT 5 17EH
et LT, BB, BHELOKERE & H12 DXA XiX pQCT (peripheral Quantitative
Computed Tomography) & CHIE L7z, HIME/ NT XA —% ThHRIME (Stiffness) . KA
(Peak Load) M OWRIR=x/L¥— (AUC) &, MEMETIIEERER, KRG CIE 3 Al i

REBOFERENOREH L,
:1:/1/?77 Ly k=)L 0 03 u glkg/ B O 513, ISR X 2 BEHE & OSKERE B 48 LI 1 OF

CHEHIREER T 2 A EISHEl L,
VX Ty MEMRUKEBEDEEFEICHT H5UR

<[E#t (Los) > < KERE>
30 BMD ’s Global BMD

20 H

% Change from Acclimation Period

% Change from Acclimation Period

Acclimation 3 6 12 -13 T T T T
Month Acclimation 3 6 12

%7 —#1Z mean+SE (n=12~15), @ : Sham *fff#E, O : OVX xtfREE, A : /L7 /Ly h—/L 0.0075 1 glkg,
A AT IV =L 0.015 uglkg, B : /LT Ly h—/L 0.03 u glkg,
*P<0.05, **P<0.01, ***P<0.001 vs OVX %} }f#E (Dunnett’s test)
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VX 5 v MEHRUXRRBREDEREICHT SRR

<M (L) > <KEEE>
12000 7 Stiffness - Stiffness
10000 -| a0
70
a000 -
= &0
£ E
“ soo0 < sm
o
apoo
)
2000 =00
Peak Load
1000 - 240
290 ]
200 - 0] - Er e
180
z 600 -
160
. 140
120
200 100
50 AUC 110 5 AUC

100 4
50
<04

HN-mm

40 80 4

Nemmm

30 4

20 4

o Vehicde 75 15 30 Bazeli Sham  Vehicle 7.5 15 30 Baseline
- _ Vehiele Contrel —m 070700
Velicle Control — N
Comrdl OVX /L7 HL3 h—/L OVX(ng/kg/day) Control  OVX LT BV h—L OVX(ng/kg/day)

&5 7 Al mean+SE (n=9~10), *P<0.05, **P<0.01, ***P<0.001 vs OVX %If&#¥ (Dunnett’s test)

Q@IUNEFGFHY =T vy b —v & 16 7 ARMKER O S LIZRERICB W T, =7 Ly
h—/10.07 u glkg/ H GO IEHE L KRB B &L, IR = b — Vi 2 TEG 80
Sl o, BREAZKT S5 8 OEEEIIZRD b hoiz,

Q@UNESH T > b ROV L OB & BREDORICITIEDOMHBN D bl

3) BRI RIE TR 1516
OISR Z ~ F12 0.0075, 0.015, 0.03 u g/kg/H % 12 4 AMIRER O #E L, &552 TH%ICH
MLt@% (WEHE Ls) MOEE (KF) OF#EE T A —2 KOVEREEEE T 2 —4 %
BICREFHI U, BASR ok 2 B AL L 7B ICRB W T, =T hoby b — U B ikt
L%&%ﬁé_&\IwTﬁw/kww L 2FOARAEESIHE OERIT RN EPRS
iz,

QIFERE Y = LT A vy b —/10.0175.0.035.0.07  glkg/ H % 16 7 A MR ER D5 L.
B 552 TR Lo KBS O e L OREE () OFMHEE T A —% L OVE R REE
NTGA—R BRI L. /LT By b — L ORIk 2 B8 5 J i L 7- 3B Ic B0
T, FHEHOEBOAKMEESEDOEOREIIA LN o7z,

19



4) BYREIC RIE TR
BITETNT v MTBWT, /AT H/Ly h—/1 0.015, 0.05u glkg/ B OB rFiET 4 B, B
PrFifrtg 16 WO RAERE O BEEITBITEALOR, B o ) FssE R anmr, HIvE, Wl
TN =) ROZOEAMEHRFEME BRI, Yo 73 Bk) 1CEE 5 2 eihoiz,

5) HERARIEERER (ED0O08JP) 19
TT ANy b= D Ca R L OVERENCRIET HEE T VT 7 vy R—/L (ALF) &g
et 2 2 &2 AR, PR LME 2 68 & U7 iR SR s & 3 L 7=,
12 HEFD, Ca REHMEAZIRET 2 bl L-fEECTH D 1 B uCa HEiZ b & & B EHEMR %2
T SRR L L OB~ —5— (uNTX., BAP) % M\ CTHifE4 ik L=,
RIFEE D Ca fUHIEGEEA (1 H uCa gt L&) 2R Lic=/L 7 by h—/L 1.0 u g BE (20
B) & ALF1.0ug® (20 ) 2B\ T, BWRIN~—F—D uNTX [T /LT H Ly h—ARET
MR 2w L —F . B~ —5 —® BAP Tl3Z OMEIOFLE X CRIRE Th -7,
PLEOFEREMNS, =T vy h—uiE ALF L RIFRED Ca N EEM 25~ L, 7> ALF
LV RVERBIEER 2632 2 L3R SN,

MOKFR SN R ORI, DEE ., RAKIZ AT oy b= LT1H 1 0.75u g 2%
5342, 72720, ERICKVEE 1 H 105 glilBET D, ] THD,

®%E5 1280 1 B uCa HEtt b2 L FREBY—H—DEFE (Mean=+SE)

10 T 10 -
uNTX BAP —@— TAFHAY b1 Opg BE
-=-O-- TATFINY R—)L 1. Opg B
0 — 0 '
-10 -10
§ p=0.003 §
ﬁ 20 (Student’s t-test) ﬁ 20
KX KX,
® ®
-30 T -30
-40 L 40 -
20 0 20 40 60 20 0 20 40 60
18 uCaikitt % {t. B (mglday) 1B uCaikitt & 1t & (mg/day)

(3) ERFIRER - N
BB R e L

20



VI. EYENREICEE T 418 H
1. MPREDHR

(1)

(2)
1)

AR LA MR
G L

FRIREAER THERR S IRE
BERERRA

- W[ 19

fERER N B AT Iy b= LT 0.75ug ZHERAOKE LZE &, MERZLTh
Ly = VBRI T O®E Y ThoT-,
0.75ug BERROREHOBEBRAREIZH T2 EMEEHT

(pg/mL)

L 80 Mean=SD (n=31)

0 10 20 60 70 80

30 40 50
12550 (h)

0.75p g BREIRORSHDEDEE/ S A —4F

Cmax kel AUClast AUCinf
Tmax (h) (pg/mL) tuz (h) (h'l) (pg' h/mL) (pg * h/mL)

3.4+1.2 99.8£12.7 53.0+11.4 0.01361+0.00264 3,947+580 6,561+1,245

(Mean+SD, n=31)

- E G

2)

R A B LT Ly =L LT 0.75ug % 1 B 1H 14 BMREO&EE Lz & & iE
T LF Ly h— L DIYENEE R T A —Z | TTFTEDO LBV THY ., RKIEHREIZ X IEYHEHE
INT A= HIZEAITRRD BT hr o 72 20,

0.75pg RIEROBSHDEDEE/ S A —4F

Cmax AUC24h AUCinf CL/F
Trax ()| (o | vz ) (pg-h/mL) | (pg-h/mL) (L/h)
el 5.4+28 | 80.9+17.9 | 48.4*+11.5 1,368+£327 4,955+1,489 0.164+0.048
BHEE | (n=10) (n=10) (n=9) (n=9) (n=9) (n=9)
14 A1 H 6.0t2.8 | 243.51t28.2 48.7+4.9 4,964+597 | 17,802+2,051 C()L;S;g_i%/}(;)lg
Y5 (n=10) (n=10) (n=10) (n=10) (n=10) ’ (n=710')
CL/F: AT o7 V7 7 A, CLs/F : EEIRED BT ORI VT T R (Mean=*SD)

Fo, EERABMICZ LT LY =L E LT 01~1.0ug®% 1 H 17 15 AR OEE L
el & MEFR= AT Y h—VREE, WThOREEIZBWTHEE 13 BRZICITERIR
REIZEE L QU e, EFIRIEBICEIT D HYEIE N T A —H L, Cmaxs Cmin. AUC2un & I G &
B L THEMML, tig 3RS RICEDLT —ETHY, =T HLy h—LOEYERET 0.1~
1.0u g DEGEOHFAN THRIE ThH - 72 20,

JFE MR ML RRE A 22

R B HRIERE I LT Iy b= LT 0.5, 0.75, 1.0ug®% 1 A 1 [0 48 #@[F#R D
B 5% DO EFIREBIZB T A MIET AT LS b — LR IE, $E5- 5 OB L LA L2 1
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mui-,
BEREBOMBERIIILTHILY F—ILEE (pg/mL)

B h-RE 1218 1% 243 1% A8 % BEk*
055 238.11+80.9 | 249.7+64.4 | 246.0t136.3 | 244.5+96.8
' (n=49) (n=48) (n=44) (N=141)
05 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)
10ng 514.3+674.5 | 469.9+135.2 | 401.3+140.2 | 465.0+417.1
' (n=53) (n=51) (n=45) (bJ 149) (Mean+SD)

n: Gl N EFHIHOWIZRER A > M ¥ G 12 818, 24 1%, 48 MR OEET

SORRENT-MELROHEIZ, EE., RACIZT ATV b= LT1H 1M 0.75u g 2 fR 0 #
H59%, =77 L. fERIZ JZU WEH1H1ME05ugllHET D] Thd,

(3) hEl
M ER e L

(4) BE - HEFEOEE

1) BEOFE19
R A B VT ALy b= E LT 075 ug ZHFERR O LG L L &, EyEhglcss
@%;iﬁiﬂ ntu@%ﬂiﬁi)")f:_o

BEOEEICE T ERROXRSHEOEYHRE/NS A —4

Crnax AUClast

(pg/mL) (pg-h/mL)

Zefgmppe G (10 ReR DL BRa A #68 5) | 100.42+11.02 | 4,094+445
Bk (RFEEI 30 %) 95.37+8.89 3,879+577

(Mean+SD, n=15)

2) EWFEHAAEH
TERERR N BT Ly b= LTCO0.75ug XIT7T7vAR%2 1 H 10114 HREREO&EE L
7= %, CYP3A4 ODEE TH DI A EZF o RONEDOREW OIEYENHE T X — & D %] -
Bot (KE#HS5%/ KERERD KO 90%EEXEILZ. LFOEEBY TH-o7z 20,

IILTALY b= UNRREAFUORVEFDREMOEYHREIZRIZITEE (n=10)
MO (KB B G1% /A P 5-11)

FREESE 51 [90%15 #H X [E]

AUClast Cmax
. 0.964 1.158

o i 77 E® [0.69031.3468] [0.8766-1.5306]

UNRNAKRTF

e 0.848 0.809

[0.6743-1.0654] [0.6669—0.9826]
. 0.874 0.958

sonzaFoka |7 [0.7535-1.0136] | [0.7526-1.2185]
(=727 FR) e . 0.929 0.894

12 2 — )
FATINY b [0.7178-1.2029] [0.6302-1.2684]

(&% . in vitro)
b MFMaZe b NCE MIFR 7 v Y —2EHWIERFHI B W T, =T vy b=l L5
R W EER 2 &35 CYP OFFE N OFRE T D LI h-o T 23.24)
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2. EMEERN/NTA—4

(1) BHfAE
55 1 FHEER 2> O 55 AHGRER & TITAS DAV EEERR A BPE, PR 2o K OVFURS MR B HLERE B
7t 882 #il 3674 MO MIET /T N h—VREZ WV, 1T IRBIE OYVE KB E /T 5 1-
T N— KA NET IV X ENT LT,

(2) RILEREETE 2
ka=1.62h1 25

(3) HEEETEH
VI— 1 (2) EGARRBR TR SN mhiRiE ] &R

(4) )75 R
HosFowwsz V77 A (CL/F) =0.101L/h 25

(5) HHBE
BT oNHmE S (VJF) =105L 25

(6) Zft
R L

3. B&ERM (REaL—Tay) @&
(1) fBfAE
Vi—2 (1) ikl 2R

M

(2) NSA—REHER
55 1 AR & MR & ClofG SR N B, PARRE 2otk M OV MR FLRRE FR
7t 882 D MIEH /T AN b —VRE LSRR AE AV, AT Ay b — L O EE
WL B 2 DB EOREE BN & U CREEMIEM BRI 21T o 72, £ OFER, Fln kY
RN RN T ORE 7 VT 7 o A B E B2 R TlEh, ZJvT7F=v27 07 TR,
MiERER, FREIZENTORE 7 VT 7 A BE 52 DN Tho=N, ZhbDE
TR THN 1% TH Y, BHEEEEFETHIEEDORETII R 72 25,

4. TR
VI—1 (2) ERRHBR CHER IR S
(B3%F 7y b, AX) 20
HeZ > M= AT vy b—v% 0.05 KON 1 ughkg & D& G L7256 OEMFIRIHE (F)
IXFNEHN 95.5 TN 88.5%., A X 1u glkg OGO F i 75.3% Tdh - 7=,

Xl
(1) % — BP9 EE
MERe L
VI—5 (5) FOOMEE~DBITIH] SR

(2) mi%—BHEEMEEM
MERR L
(BE: 7y ) 2
i 15 H A OMEZ »~ M2 SH-=/LF /vy b—L% 0.05, 0.5 &85 glkg HEFEO#KS L=
B, WITNOREREIZEW TS, REMW O ME TS EIRE 135 6 RFE& I i mik BT
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(3)

(4)

(5)

(6)

L7z, @RRFRIICIAD LT, TRIR (B8) 12361F 2 BOH 6N EE I REENA O i S K OVl ik o A
REIRE LV BIKETH 7225, BIE~DBSREDOBATARED b,

it ~DBITH

M ERe L

(BE: 7w ) 28

I T v M2 0.05u glkg D 3H-T /LT vy b— LA HEREO#%S LZ8a, it e
TEFE X5 7.3 B4 2B KM 49.3pg eq./mL Z7s L=, 2 AME T L=, it idtaED
AUCnt 1 ZMBEFHERED AUCit D 6% %7~ L, RS DODFLHHF~DORBATIHEDNHER Sz,

HERADIBITHE
Bt
VI—5 (5) ZOMOMGEE~DOBITIE] &K

Z DD~ DIBITH

M ER L

(BE:7v ) 29

MEEZ ~ MIC SH-=/LF B Ly h—/L % 0.05 1 glkg HEIFE O #5286, AEk D o et s
XK DR TEE 1 S DV 6 Rz IChm e (FE, MEoEH, A TR, &, KK,
FEFE KOG B AR ONCHEDRERE Claf 5- 24 BEfI#Z) 27 LT-, W T OB AT $ ILE
HRE RS e A A METERD LT, AT ALY b — L O TR o 72, IUE R O
TR BRI S 1, HEIC LR U Tl CIE 2 7R L7228, Z OMMOMER TIXIE & A EMEERE TR
DN T,

HeZ > MZSH-=/V 7 vy b—b% 1 H 1[F, 14 BRIKEROES LIZGEICBNTH, M
HERJER RS A R SRR ST, AT LY b= L OMRRBITII IR o T, s,
B ORI AE R IC 2 kI < L MR~ OEREITA LN o T,

S bIZ0.05u g/ke BRI O % 58 DM PR AERE

1 IR¢fH 6 IR¢f 24 W5 96 IFfH] 168 Rf

LIRS 308 * 47 346 +* 34 294 *+ 3 151 + 6 106 + 4
MR 178 £ 26 197 = 17 177 * 3 100 = 8 62 * 2
R 3 + 1 4 =+ 1 3 =+ 1 1 = 0 1 £ 0
NS 4 * 1 4 + 0 3 + 1 2 = 0 1 £ 0
RN 41 * 10 40 = 7 40 = 9 15 = 2 11 *= 3
fii 47 + 10 51 + 8 50 = 3 0 + 7 26 + 3
JrFliee 36 = 6 37 = 3 26 *+ 1 16 = 1 12 *+ 1
R ik 49 = 5 56 = 6 50 * 2 32 + 1 29 = 2
ETEINEE U o /X 140 * 30 57 £ 7 40 = 1 22 *+ 1 16 * 1
NE; 10 = 1 25 = 3 6 = 2 10 + 2 5 = 1
T g 7+ 1 32 = 5 35 = 2 27 = 3 16 £ 2
B 9 + 3 16 + 1 5 = 1 10 £ 0 6 * 1
B Ui 31 £ 5 46 * 6 38 = 5 16 = 1 11 *+ 1
i 10 = 2 15 *+= 1 13 = 2 7 £ 1 5 = 0
B 38 = 7 44 * 3 33 = 3 14 = 2 12 £ 1
K& 16 *+= 3 42 *= 5 37 + 1 5 = 3 13 *+ 1
T SN 14 £ 3 50 = 6 57 = 3 29 = 3 19 £ 0
[FIRVA S 8 + 2 24 + 3 22 =+ 1 18 + 2 10 £ 0
FE%E 8 =+ 1 17 £ 6 20 = 1 12 = 1 5 = 0

HAL : pgeq.of /LT ALY h—/L [ gor mL BT 4 BIOTFEIE + RS
MBEBFEEE

RO Al EZ WSt ofE R, b M /LT H Ly b —/L%& 1~100ng/mL O P T
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WINL7Z & 2 OEAKERIT, 94.2~96.2%TH Y, /LT /Ly h—VREIED L TIRIT—
EDFERRER L0, -, EEBERIIHZEITRD 5N - 7= (in vitro) 3V,

6. 1Xi#

(1)

(2)

(3)

R BERALR U B

Y KO MIBT DT AT Ay F—/L O & LT, 24 f2oKEE{E (24(OHED-71) .

2 . @ 3-hydroxypropyloxy @ BiEf (ED-138) . 2 {iZ ® 3-hydroxypropyloxy O [ 1t
(3-(1,25-(OH)2D3-2 B -yloxy)propionic acid) @ 3 ﬁ?t%fﬁ?%ﬁ?éﬂé 32),

TATHNY h—NETy MIEE L L&, MEPICIEEICREENBD N, 2 LD

3-hydroxypropyloxy & DEEA M 8 24 2 D KEREAK & 56 ?5?5 %ff”bﬁ_ 3, £, Ty b, A X,

PR e MF 7 v Y —L% W in vitro 3BT 2RO AT ZITRE O b

Moz 39,

TILTAILY b—ILDHEFERBIEE

3-(1,25-(0H),D4-2p-
yloxy)propionic acid

ED-138 24(OH)ED-71

et

RE-EBET2EE CYPE) OHFE. F5X
12O F CYP %8% 7 1V —4 (CYP1AL, 1A2, 2A6, 2B6, 2C8, 2C9, 2C18, 2C19,
2D6. 2E1. 3A4 K ON4A11) % HAWT in vitro TTIVT HLy b— VO EBET L7223, W
THD CYP W CH R BUSTHEE 2o 72,
t MNFIZ e Y —2ACBIF 3T Ay h— L OREBI IS OMEEFZ TR IO TRF LT
AR, EUMAEEE (NADPH K OY NADH) KO LRUAREEE (NADP+K& Y NAD+) O
WCEDRBBUSNEIT Lz, £72, B M7 vy —2 2=z L7 v b— L ORGER
izl W, —miBbikE (CYP D4y {-FEIEFF AR EA]) T iﬁﬂf—éhﬁ” T ALY T A
(U7 MR OMER], CYP IZESNZRY) T IZBE SN,
PLEDORKGHERNS, =AThLy h—LD b MHIRIZ Téﬁﬁ%ﬁ%ﬂmﬁé LixTx
PR Tes, FREIEESE L L C CYP ARG LW 2 & M EE Sz 39,

DEEBHROERRVTOHE
AR L
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(4) REMOFHEOAERVEMSL., FHELERE
BN - AP

7. HEt
TR A B LT Ly b=l LCO0.75ugx 1 H 1A 14 HEROEE L&, =T
TN =)V O DR DR F~DHEMITFR D H i 7p o 72 20,
(2% Jvh)
HEMETZ > NMZ SH-m AT by h— VR HERROREG LIz L& &5 7 B% E CTICEEHIHEED
2.63%73NRFZ, 55.89% M # P HEE K dL7z 36),

8. FSURKR—E—IZEHT B1EHR
MER e L

9. BWEIZLABRER
BRI L

10. FEDERZEHTHESE

1) FFRsnRERR SR 1T 31T 2 Ky EhgE 37
fFEgRERE E 3 10 f5] (Child-Pugh 4348 ClassA : 8 f5], ClassB: 2 #l) (=T hLy h—n
LTO.75 g Z R AKE L7 & EOFMEE AT A —21F, LLTDOLEBY Tholz,

AR ESE CRREABHICE T AEREOREROEYFE/NS A —4

Cmax AUClast
(pg/mL) (pg-h/mL)
FFHRERE 2 4 (Child-Pugh %348 Class A) | 99.7+19.1 3,622+731
) 73.9 2,936
B s = - VAN & >
fERE AR A B 17 99.8+12.7 3,947+580

Child-Pugh %3#8 Class A : n=8, @ik A B : n=31 (Mean=*SD)
Child-Pugh 43#8 Class B : n=2 [(Mean (Min,Max)]

2) BN O ORMOKF- 23 BIRE I RIF I %

BERERER N DB ONT 7 LT F =227 U T 5 A (Cler) 9. 4l 9K OWER] 21.88~40 = L o [ ]E
o) LT By b—)L T 7BE 2L FICRT,
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ERRREABR M D17 otz Cler, FHn, MADENECLOMBFRINLT ALY b—IL S TRE

%

*kk

*kkk

- Mg+ b7 7¥E (pg/mL)
a B BT | e, N=BE A > D)

CLer (mL/min) *

1024 _E 3045 0.75 384.3+145.7 (N=17)

3001 1601t " 455‘% 322.9+114.8 (N=331)

60LL_E 704 304.8+89.4 (N=19)

7084 254.2+81.6 (N=15)
i 0.75

TG A 1;1 435“&% 302.3+101.0 (N=232)

75k Lk E 352.5+129.1 (N=150)
PR

B 1.0p g™, 15HM 316.1+96.3** (n=6)

Bk 1.0 g®, 14HM | 289.6+114.1%%* (n=22)

g 1.0p g™, 120 | 260.4+55.6%¥** (N=80)

(Mean+SD)

L IyE 2 VT F = ol A W Cockeroft-Gault 112 & 0 EHH

s 513, 14, 15 HEKAOV15 H BOEL#% 24 RRIOMEF =T a0y b= N T 7RENGFH
(513, 14 HAK W14 H B O#E#% 24 BEOME T AT HAL Y b—L T TERENHEH
cEE 2, 4, 8, 1I2WBOMIEFT AT LY R—IL b T TRENLEH

MHGREIN T MER O &L, TEF. RAIEZZ AT ALY b= e LT1H1E0.75ug 2R O#5
T35, L ERICEVEE1H 1B 05ug IZHET D1 THD,

1. Z0ith

BB L
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VI. &t (EALDZEESF) ICBEJI SHIER

ERNBEFDER
E SN TV

1.

T g

2. ERARLZDER

i

N

R (ROBEHEIZERELGWNIE)
I, JEIR L TS ATRENMED & 2 et 3R FLm (9.5, 9.6 B ]

<SR

FER (T v b, X)) ITBWT, IBEOBKEY ., HAEROBEROZL L USME RS,
HHF~OBITRENRE SN TS, o, BRRBRIZHS T, i, EIRL TSRO H
% M R OMTHR T 2 ATREME D & 2 Zoth~O i FRRER 1T 20, TVI— 6 (4) AFffex2 A 2% . [VII
—6 (5) gy, ™VI—6 (6) #iiE. [IX—2 (5) AFsAmMERE), [VI—5 (3) %
H~ORBITE] 2

3. MEXITHRICEET HEE & TDERH
(V. BRICET2HE ) 22552 L,

4. RERUVHEEICEET 538 L TDERA
(V. JBIRICEET2HE)] 220352 &,

5. EEGEAXRIE L ZNDER

8. EELEARMIE

8.1 ARAKIFZ G FiTmiE v v MEEEMN (3~6 7 HI1C 1 [EFRE) ICHE L, BEHEO LN
TG EIITEBITRIE L, BUIRLELRITH &, BHRERE . BRSO AR R
RETLEIELE OB AL T AEDOBZENO H 5 HBE TIX, F5HIHEENZ g v 7 LM
ZRET DL, FROEET L2 &, [7.. 8.2, 9.1.1, 9.2, 10.2, 11.1.1 B#]

8.2 m ATy MJEIZBET AR (FABK, WHWHE, TR, DB, SREER, ik
LAULDOIR ) ORBNRD 5N HEIT, iG>0 MEZRET 5708 L TEEISRE
WEEEITH) Z L, [7.. 8.1, 9.1.1, 9.2, 10.2, 11.1.1 &#]

8.3 IREFEADHHBEROZEDBERED H 5 BEZFIZBW T, AT T ARIEICE Y JHEE
DETHBZENNH LT, RPN T MEEZEMANTHIE L, &AL T ARIENTE
LN A IIRIES D W ET 572 L, WMURAELTITH Z &, [9.1.2, 11.1.3 BH]

SRR
8.1~8.3 VMI—8 (1) EKRZEIEM & WIHER] &8

6. BRENDEREHI DHEBHICHTIIER
(1) Bt - BEEFOHLEE

9.1 BHHE - BEERFEOHLIEE

9.1.1 BALYOLMEDEZTNDOHSEE (EREBEOHLIEE. REFEMRFIKRIRHEEETTE
EDBEE)

MEHI N> T MEEFIZ LA SIEI8FZAH 5, [7.. 8.1, 8.2, 10.2, 11.1.1 BH]
9.1.2 RBEREDHHEEBRVZTOBREREOHZEE (8.3, 11.1.3 B[]

SRR
9.1.1 HREKRRBRICEW TR vy T AEMOBIER N HRE S TWD Z & n, EBEEED
5B, FOSVERIFF IR IRERE TTBIEO BRI EDOE IV U AMFEOBEND H 5 B

28



WITHEEICES T2, (IVI—8 (1) HEARZEWER L WIHIER ] &)
MRS D B 5 BE >
— B BRI AN PEAE « AW D EIHR IR AR LE  E#EA 7 F R (PTHrP) CEE D
JRER T ~DIRE - EBIZ LD . MBI AT T MER R L. Sl AEE kT
BENDLDH S,
L JEFEAE I HOIR AR BE TUAESE D g >
— B EIFURR R Ve (LUF, PTH) OBEISWIZE D, BhH0H vy A8HE
S RME BT D T AFRINATUET S, 72, PTHIZE X 2 > DG L&
L. IBEN S DT BRI K O JRABE D V> D AR ZEET D, ZF OFESE,
MiEH L7 MMER EFH L, @AY AEEZRTRBENARH 5,
9.1.2 [VI—8 (1) B|EKRZFIWEM L MIHER SR

(2) BHaEEEEE

9.2 BHEEESEE
MiEHI NS T MEZEIC LRSS, ULV T LAMIELE RDBENNH S, [T.. 8.1, 8.2,
10.2. 11.1.1 ]

<SR

RARRBRICB W TR v > T AEIMOBWERNHE S TWDL 2 Enh, BlEREDH S
BEICITEEICKRS T 2L, (IVI—8 (1) ERARBEWER & AR 2)

BHSREAMK T L7235 A, IR~y 7 AERE N A LiliE Dy o AMER ER358%
NndH 5,

BB (ATHIEE TARARER, M58 MARRER L OB ITARER) [cB W, 2 L7 F=227 U7
5 A (CLer) 30mL/min A BERE THIEMIE A L > 7 AMEA 11.0mg/dL 48 % 5 FEFIE
B BRI TS, LR VS T ZEINOF EEGITHINT DEE 23580 Sz,

(3) HHReEERE

9.3 FFHaelEEEE
9.3.1 EEDIHAEETEE
T O AT RERE BB LR ClIst ST 5, [16.6.1 &)

<PERD
BT DOIFEREREE O & 5 BE T AR 72 < . BRI LT\, £72, —fRICE
FEDOITHEBEIEED H L BEICH L CIITEERLETHLZ ENHRE LT,

(4) £IEREZHI HE

9.4 £IEREEHT HF
PEHRS 2 ATRENE D & 2 VI ITIER Lo arEps a2 BRl % LB S D5 E I DB
4228, RUE/TREGT 2561013, MZAOERBREICLVIERL TWRnZ L%
MR+ 52 L, £z, KAFRGH R ORI GH 2 BRI TREET % 2620 OE ) 72
WEAETEIZOWTEAT 5 Z & ARG PITIERAZEO DN HE 123, EBICAAOR S
ik d 528, [9.56 2H]

<PERD

WI— 2. Z2aNEEZOEE], VII—6 (5) i), [IX—2 (5) AfEsAERNRER] 2,
7pB, MAOHEREM CEBIHO 5 FOW) 25 E L, R&kGRoBHtia2 12 #E) &
BRE LT,

(5) tim

9.5 ¥Eim
PRI SATIESR L T D ATREVED & 5 PR3 G- L2 2 &, Ty P TIRIR IR OB # 55 MK
OHZEROBIEDOZALA 0.125 1 glkg/ B (MRFE BIIFERARHES N B TORERD 6.8 1Y)
T, HAEROHERE (U, FIROEE) 28 0.5ugkg/H (27.0 f51HY) THO LA TN
5, VYR TIIMERE BHER, NHEX BN 2 03ugkg/ATRO LA TS, [2.,
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9.4 2]

<PRFL>

WI— 2. BoNEEFOHEA], [IX—2 (5) AiAmHRR 0K

(6) ZF.4%

9.6 =ELIF

HAZBESSEDLZ L, Ty MT, JJHFA~BTT D 2 &G SN TS, 7 v HHAR]
R O AR DFE AW N RHADOEEREIZ BT 2 3B IR W T, AR OBIROZELFEN D 5

NnNTnb, [2.2H]

(7)

(8)

<PERD

WI— 2. Z22NAELZOHE], (VI—-5 (3) HLit~0O8ITIE &K

INR

9.7 MNR

NSRS & U T BRRRRBR IS L T 7y,

SHE
BREIN TNV

7. HHE/ER

(1)

(2)

HRZZEFDER
BRIEIIL TR

HAZFELZDEH

10.2 REFE (BRISEET S L)

[7.. 81, 82, 9.1.1. 9.2,
11.1.1 ]

B4 22 D KOFEOFER
TINT 7y R—)b
vy N A — S

[7.. 81, 82, 9.1.1, 9.2,

11.1.1 ]

PTH U5
FUVARTF R
PTHrP 85
T oNa R T F NEERR
[7.. 81, 82. 9.1.1, 9.2,
11.1.1 ]

A

2

I F R RERR - RS 71k PP - faRIR 1
UX XY 2 HA| AN AIFEIZEE D R | BBV T ARE B FEIE L
vakxy s & BIRNH b dBENN | I2GEe. X U A8AIOE
»H5b, FAD R X5,
1w LB AN AIIER D B D | KFNXGE TOI LT T A
B A nNoBThNRH 5, ORI 2R S5,
REEH LS 7 b

FIMERIZ X %,

VTR N EHT DA
it~ 7 %37 A
I e AV

BV R LMAEDR D B
Y AWAT SR (WY SR

o X Iy D FE L[
RICIBE TO~ T 27 A
ORI ERESED LEZ
HiLh,
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ST e T VIERRE (8 | i~ 7 32w AOBEINC X
AN T SUE, mERME, | O AREMET Vv — o Rk
TNAHIa—RE) BHLD | HitT 5720, KMlETOHL
NHEBZENNRH D, U0 LRI EEINT 5,

SRR

L UX & U A BH>
FEARRBRICRB W T, vy o ABINCHE S U2 U ZBFIO/ERH O TRITR S bR
T, @AY T AJENECTESA, VXX ) ZRAIOEREZERL XX U Ak (R
AREE) 22T RIREMER S B 72, OTEMERI e & I v Ds A & R RRE LT,

KHNT T LHEI> KX 2D EOFOFEER > < PTH 8% > < PTHrP %) >
AANTHEMER & LT T 2% ERSEERARH Y, 2 bD3AIE OfFHIZ LY
BN T NIIER S S OIS FAIREMER S 5,

KR TRV Y LEEAT HHHA>
fDIEMRI e & 2 o D A & RIS TO~ 7 2L 7 AOWINZRESESL L EZ NS,
Fff~ 7R T LAOINC XV I vy s T VD VSEGERE (B V7 AUE, B EME.,
TN a— RE) BRBT D RREER B D,

8. BlfEA

1. 8lYER
WOEWERNS Lo d Z ERHDH DT, BEEZHoITiTV, BENBD LNHAICITRS
LT 5 P Bl AT Z &,

(1) EXGEMEAR & PHEK

1.1 EXLEIEA
M.1.1 FhLHLmiE (1.5%TY)
[7.. 8.1, 82, 9.1.1, 9.2, 10.2 &&]
11.1.2 2HEEE (FEERH)
MiEGANT T A EREHSTZEHEBEERH DN ZENH 5,
11.1.3 FREE#ER (0.9%)
(8.3, 9.1.2 =]

A1) MIEMEA LY T MMEN 11.0mg/dL 2B 2 358 % @ /vy v AUE & L CHER

<R

11.1.1 ARFNFIEHER B 2 D8R TH Y | MiFEA VT A ERERERE LTS, £z,
FE R BRI B W CTHIEIE LTS 7 V> 7 AE2Y 11.0mg/dL % 48 2 7= B % & 7 v 3 7 A
it & UCHRRH LRGSR, AFIBET 802 filH 12 6 (1.6%) 2@ /Ls U AMAED#]E S
Nizizw, 1111 ERAREWEA) (SRR L7z, Zan 12 Blomig s/ v MED R E
1% 11.1~12.0mg/dL C, RBIFEHICE L C—EOMmERD b, £, 12 fil &
b EEARIEIRITRRD S ie o T,
72k, BRI I D3R (T V7 7 v R—) BECIZE AV 7 AIED 526
B 5 il (1.0%) s S TWD,
KANDOENC Tz > TE, @AY AMEEZ BN H R L BB A2 RRITE T2 o1z,
Mg H 7 MEZEBINS (3~6 HAIZ 1 BIFRE) METLHEEHIT, EmALTY
AMIEICEES EBZ BN DIEROREBUCEET L2 &, £, BT T LMIERS
SO EAITIE, EHICKRIEL, MiEL /LS MENIERFEE CHEE L-#%IC, 1 H
1005 g THREZHMTL, V-4, AIERKOHRICHEESZER), V-5, &
B BARNNER & 2 0H ], V-6 (1) &HHE - BHEESE0H 288 ), VI—6 (2)
BrRelEERE ) )

11.1.2 ERHRBICEW T, AMBREEOWRE TRV, MDA EF %Mo - At BRE
ENHODONDAREMNH S Z D, OIEHA & I > D3 8K & [FRIZFRE L 72,
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11.1.3 ERARRBRICIB W T, RIEH & LTRERE A (BRSAIE. IRERAEET) 75 802 il 7
Bl (0.9%) HESNTWD, Tz, hoEHA e 2 v DsfANICB O THLHE SN T
WA Z LD, EEMET S B CRHE Lz, 2B, BIHERERICE T 5 R A ORI
TERZREIT., AFIRET 528 il 6 B (1.1%), 7 /v7 7 Bvy K—LBET 526 5l 5 5]
(1.0%) THoT=,

(2) ZothoEIER

11.2 ZDHDEIER

2%LL 1 2% Al A A
H{bas R, HAPRE, 0¥, BX | RS, TH, 8E
K TFERPESD F U R S
TR
JiF ik v-GTP b5, AST L&, ALT
k5. LDH k5
¥ ik 7 L7 F = k5 BUN L&,

PRABEE, IR R R
Rt | RFBPA T BN | R REEEEN, AP L5F-
(20.3%) . IfnLH AL
7 AN (15.0%2)

IIR(E3 ~NEZw U, A ERER
DOAM, ~~ h 7 Uy M,
AR M ERE D
B WP, £ 5P
DAt Hg T NE
1 2) MIEMIE A V> v AMEN 10.4mg/dL A #8 2 11.0mg/dL UL F DA & 4E5
<>

FRIRRER 802 Bl W T, 3 HILL EICERO b -RIER ZRR# L=, /=72 L. AIicBEET 5
EEZoNDFESG B, ~~ 7 Uy M RIMERERD) 12OV TE 2 BILLFEREE
Ak oo B ) TR L 7=,

2B, BRRBRIZI VT, By T MEORE X R ZE RGN AR TR L7z, RFRIRE)

S 6T, ARAIRGEFAE AR IR SNTER A MEt L, BEGIC X2 BRAI0# G- HikgiIc ik
FDRD DAIVIEFIN G FNTWIES, TFL, 8. ZEEO Fv, BT R, FECO0N
THit# L CEEME T2 & Lz, (201347 H)

<SEREHR>
BIVERZBUR L — &R (AT #9158 TAERRER, 25 IARFRERFES)
FHATE 1% 802
BIVEH 5 BB 309
BIVE R B 456
BIVE 5 BUEF 3R 38.5%
BIVEA4 S-S %)
BEERRE FIRHIE %) 272 (33.9%)
FRET AL T WHEIN 163  (20.3%)
Mg A v SN 132 (16.5%)
i 7 R R 13 (1.6%)
y =T NAEIN KT RT =T — B 9 (1.1%)
M7l U RAT 7 % —BRN 9 (1.1%)
ML 27 V7 F = 80 7 (0.9%)
TI=y T M T AT =T —BHIM 5 (0.6%)
TARTEXUBET I ) T A7 =T —EHN 5 (0.6%)
I 7 R SE B 0 6 (0.7%)
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BIVEA4 S-SR %)
PR o i B 4 (0.5%)
9 i Bl H ek 3 (0.4%)
. LI Bk SRR 1 0 3 (0.4%)
NES 0D 3 (0.4%)
SRR B B 3 (0.4%)
M~ 73> 7 LN 2 (0.2%)
NN % 2 (0.2%)
L U 2 (0.2%)
MF 5 1 (0.1%)
~< ~27 Uy MNED 1 (0.1%)
AV v L 1 (0.1%)
e v ve s H#Ehn 1 (0.1%)
T FRER S 0 1 (0.1%)
AR M ERE IR D 1 (0.1%)
F i R E N 1 (0.1%)
M7 AT Y RAT 7 2 —BRD 1 (0.1%)
BIEEE FEFIE %) 25 (3.1%)
{5 FiA 5 (0.6%)
RS 5 (0.6%)
H 2% 3 (0.4%)
BEAPS 2 (0.2%)
HIERE 2 (0.2%)
JE T 2 (0.2%)
BTN 1 (0.1%)
H ke 1 (0.1%)
-G ER I 1 (0.1%)
£ 1 (0.1%)
M - 1 (0.1%)
I 12 s - 1 (0.1%)
M PN R 1 (0.1%)
RESLUVETHEES IR 5% %) 11 (1.4%)
5 5 (0.6%)
& 9 FEIE 3 (0.4%)
TR 2 (0.2%)
KB 1 (0.1%)
B L UREBESE F 5% %) 8 (1.0%
BT 4 (0.5%)
IREREA 2 (0.2%)
RIS 1 (0.1%)
ESREREE 1 (0.1%)
2BEBEL L VRSBATHRE F 5% %) 8 (1.0%)
m ) 4 (0.5%)
AP 3 (0.4%)
JifgER A R 1 (0.1%)
REBLUVREBEEE IR 51%R %) 6 (0.7%
I 2 2 (0.2%)
15 R P i 2 (0.2%)
B 1 (0.1%)
Ea L AT n—/ VIE 1 (0.1%)
HELUREEE F 5% %) 4 (0.5%)
Hng 4 (0.5%)
TEET 1 (0.1%)
HRREE FEFIER %) 3 (0.4%)
FRENED F 2 (0.2%)
A OFRR 1 (0.1%)
MR ES. MERE K UHtEEE IR 5% %) 2 (0.2%)
AV BE A 1 (0.1%)
W& I 1 (0.1%)
MES LV VRREE F 5% %) 2 (0.2%)
X 2 (0.2%)
BERRES LUK SHERBES FIR51ER %) 1 (0.1%)
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10.

11.

BIVEH% FEEUE %)

| 1 (0.1%)
IDIEEE FIEH %) 1 (0.1%)

| BE 1 (0.1%)
FFREREE FIEHE %) 1 (0.1%)

| T RE R 1 (0.1%)
MmEEE FIEH %) 1 (0.1%)

kS 1 (0.1%)
BHES FEIRBIE (%) 1 (0.1%)

| RIRAE 1 (0.1%)
REE FIFHIE (%) 1 (0.1%)

s 1 (0.1%)

MedDRA/J version 8.0. CH#F

. BRERRERRICRETZE

BREIN TN

BEHS
BRIE I TR

BRLOEE

14, BHLEDIEE

14.1 FEFIZFEFEDEE

14.1.1 PTP W DFEANL PTP > — bl L CRAT A L H>fFFETH52 L, PTP v — D
BRERIC KD . BEOELA S BRI A~FIA L, IR AE 2 U CHERIA R E 0 EE 2 A0F
JEERTDHZEND D,

14.1.2 JEA D W2 003 256, IRARUANSEEN DR A N S enE 5, KONE#ERO Y-
HIGENC A BN WL ST H 2 L, [20.20]

12. ZDHmOEE
(1) EREREEMICED 1ER

BRIE STV

(2) FEERARERBRICE D CI1EHR

15.2 JEERPREAER ICE D < 1B
7w b (SD) 2 2 MR OB E L= AJEMERBR I\ T, BB OB iR, B bR
BIEE N OFRER O C HIRRIESE O BEINAS, EFRHESE & CORBEED K 20.7, 2.8 XY 7.0
Y CRO LN TS, ZNUHOFTRIZMF LT MREOESENEMMFE L2 &
X bEEZBNT,

<>

D AFMERER ISV T, Crl:CD (SD) 7 v MZx=/AT /vy b—/v% 1 H 1824 7 HRIRO
BeH L7/ R, IR ool - e aiiaE, B (RE -8 LOHRIR C MialE
B (PREE - 98) ORBUBHENS RS L CHML7=Z s, [ZothoidE ) (IZF#E L,
MX—2 (4) BAFEMRER] SR
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X. JEEGPRERERICBA9 HIER

1. FEHER
(1) R

[VI. SEZhSEPRICRET 2IHE | OIEBR
(2) REMEEHER Y
. | TEHEE (ngke) | —ppa,
AR IH i N AR
A5RE H B TR 551k i P A BRAE
—ER, ARESR),
HRIR, ~F Y res e du|
A o . 0.04, 0.2, R
o %g@ﬁ g | 99 7Y Gy | O 004,02, 1| AL
PR DU SD 5w b (gg) 0. 0.04, 0.2, 1 | AL
M, DAk, AO0EN
E\ E‘E‘%WE%kL% -, %%H}RW IS
07
- U e KRS L A X (BRI T) (B ) 0. 0.04, 0.2, WL
o BT, DR
hERG ¥ * /L% 417 | hERG il % in vitro 0.1~3.13 IC20fiti: 2.84
% KYERR B CHO #Hia © mol/LL 1« mol/L,
SEREF | W = i) | Y Lol 004, 02,1 | AL
RS %
R B8R ?i’?ﬁlﬁ&mE‘SDiy% (gg) 0.0.04, 0.2, 1| AL
L HE %
R B BaSOSERE | jqy < v (gg) 0.0.04, 0.2, 1 | &AL
ERE N oS
. BT 2 BRI A ELEY b .. 1X 109~
N7, e A7 EZ?%E%’
LLERRLRY (acetylcholine, fié 121 15 1 vitro 1X108g/mL BRI L
histamine,BaCl2)

(3) ZOMOEEHER
BB L

2. =R
(1) BERESEMERRER 2
Z v b AR O % 55 ER

6 i SD 7w & (1 BEMERES 5 DL, (KHE ; 1 148.1~167.3g,

JE 120.0~136.1g)

Wz 0 Gkt

BE). 3. 4.5, 6.7, 10, 15uglkg ODHETHREEOKEG (RET) L7z, BT 21 A

L7,

WIS OBSERIE, 10~15pu glkg (HERE) |
7o 2T RIL. 6.7 n glkg UL CHBIRE K OGS (O, A, B, e
THALE R ORE AR b, e B 7 AR A IR RS DAL &
D DM S OEEFE 358D BTz, 10 glkg LA ETH OMags k., 151 g/kg T
ICHEEER & B2 DD EHAE - Rt 2 MREUVE

AR ORAll (FIRIEE).
OS2 EEHE 0
PN

A X ERRR O % 5B

THAMOE—7 VR (1 BEHERES 1 D, (KE ; #E 9.8kg, M 7.8~8.7Tkg) IZ

L FIIRR OB 5% 4~18 AIZERD LT~ Bigs
\m%&umw

Ui bR D ZEE 8 P D IVT

3.2ugkg DHBETHERAOKE Lz, BT 14 BREE LT,

BERE OBFEEIL, 1.6~3.2 uglkg () X% 0.8~1.6 1 g/kg (Hf) .
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(2)

(3)

(4)

7o FERPTRE U TIRMERE (0.8ugke) XV ML DL (Ca) HEKOIREDHEIMNAFE
DB i, AFHTIRMIERFBEROHEME A b, HIR TIROIRO REIRER O, B
Hfb, B E RO TI3, Dl B, B SIS IRIEAE . BRI R O FER & OF
A, FEORME L2 E035380 b,

REHRESHEHER Y
RAER OG-t 4 6 Hiisd SD 7~ b (1 7 AR : 0, 0.02, 0.1, 0.5ug/kg/H. 6 7 H
fil : 0. 0.0005, 0.005, 0.05ug/kg/H) KON 5~9 H Almd e —27 /LK (1 7 H : 0, 0.003,
0.01, 0.03, 0.1 g/kg/H. 6 7 A : 0, 0.0003, 0.003, 0.03xg/kg/H, 95 HF :0, 0.005,
0.03. 0.06/0.045* 1 glkg/H) % AW CHElE L7,
AABRICIB N TH BT AEDOIEIEH CTh 5 i Ca I KL NZIUfTRE L 727
At (K& « JR&E - JRT Ca YRt EDOHIN, MIEIRFER K7 LT F = O8N, Bl - A
JBE - Ol - Bl - WEARE 2R E OB IRIEAE . IRAE OYEIE « 250 - AR O E O L, O
DM « B, ERUMERO EMIIRZENE. BROIEE(LER VF IR OZENE) ThHY ., moiEHER
B4 I D (VDa) ®H EFLPOFTRAR L, HEEKFEN TH T,
&0 MEEZEITRR D Do Tz, 1 W AMOKEREGICE Y b Zix, 2 VAM (T
v ) XX 1 AR (FX) ORISR, [BHEUIEEMEN 2R L7223, ke 231 2 AKXk
&R L (BIRME O b7 L) 1 XD TR 6iF LT,
MM EIX0.020gkg/H (7> 1AM, 0.005ugkg/H (7~ b6 HM). 0.01ugkg
H (41X 15HAM), 0.003ugkg/H (X6 HHM), 0.006ugkg/H (X9 HHAM) LHE
iz,

A OREBEMICEY 5 11 HE LV ERSHES 0.06 1 g/kg/HD>5 0.045 1 glkg/ B T,

EnEtatg Y

TIVT Y b= OB REM A 3 FE OB EEME R CREMm L 72,

PR AL RAFAE T B OGEIEAE T TIThiLiz in vitro 3ERICE VT, AEITHME 2 V=187
ZEIRIE BRER (Ames RBR) TlEEEMEZAE ST, Fy¥ A =—A L2 X —filifsk#ln (CHL
AERR) A R T2 e e (R BL A BRBR CYL BRIV A AR bR SR o T, MERED ICR = 7 AU
515 50 1 glkg F CHEIEIENER G L=~ 7 ZBHICBT 2/ 2 BT H/aoEmia< .
Yt R B FE R RMEITRO bz ho T,

MNARMESEER

~ A 24 J1 A R AR ER 45)

6 D> B6C3F1:Crlj ~ 7 & (1 BEMEMES 55 VT, K : #f 21.0~27.1g. M 17.6~22.2g) 1T
TOAT AN =% 0 (xHR) . 0.03, 0.06, 0.1 g/kg/HOHETIHE 78], 24H (104 #E)
SRR DG LT, 3R 5 BEE U 72 I W T DR E « MR IC DD bl o7,

7 > b 24 77 A I8 AUJRERER 46

6 Wi Crl:CD (SD) 7 v b (1 BEMERES 60 PT, {REE : I 186~241g, I 142~192g) 2=
T Iy h—v% 0 (RFFR). 0.005, 0.02., 0.05/0.03*% . g/kg/H @ & TH 78], 2 4[] (104
W) ERE DG Lz & &, &G B USRS (B . B OVHRR (C A
) (RS BT, BT, B EMIEIED 0.02 1 g/kg/ H UL E D & ERSEFEDOMEIZ IS\ THY
L., EVEBAES 0.02 1 g/kg/ H UL EOREIZIWTEMN LT, £/, B ambaiE X
B EMEL GRS AL FIE S 0.02 1 glkg/ B UL EOKE & SEFRFEOREIZ ISV CTHEIN L=, Bl
T, BIRMEBIED 0.02 1 g/kg/ B EL EOMEREIC, B IRME DS 0.05/0.08 1 g/kg/ H OHEREIZ
R bz, £, RHE OMIE IR S 63 S 0.02 1 g/kg/ H LA EOMEREZ BT
HEIN U7, BRARCIX, C MAIRIEDOHE A 0.05/0.03 1 glkg/ B OIETRD H v, RIEED 1 41T
ITEDFRD BT,

*E OAREE(L DT DI, HEHETEE 58 XY 0.05u glkg/ H 5 0.03 1 glkg/ HIZHE,
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(5)
1)

2)

3)

4)

(6)

Eb‘lﬁﬁéiﬂmﬁﬁ 4D

7 v MR DUENRRT & ORI 0 #5508k

6~7 HEmOMENE SD 7 > b (1 B4 25 L, K ; 220~253g) KT 8~9 Him DM SD 7 »
k(14 25 PC, K ; 179~212¢g) 120 (xHR). 0.004, 0.02, 0.1 g/kg/H DAET, K
WIZxE U CIEACELAT 63 H I (9 M) K OFRIEE QS & OZZEIM (REMERORTH £ T),
MEBHIC 6T L CIEASECAT 14 AR (258 L OVEREOREEMW) & ORI 2/ TR 7 HE T
O, Bo&ks L,

0.02 i g/kg/ H UL L CHEMW) O R ERININH], BAREOBN, £JR. 0.1u g/kg/H TEIEDOMELR -
Rt BRER AR DS BLEE ALY, MERER BN O A FHEE I OR - IR RSB IR BITER O b
oz,

7 v MZEBT DR AR E TR N 55
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