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/G 0.5ng Th—1) 0.751g Thk—"7]
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4. WMEEX(IZNR

B

5. BHEEXIIZNRICEIET B EE
AHOEMICHc> Tk, AAFREHFEROBWEEELZSEIT,
HHBRIECOBWIMIEEL THDREEMRLETD I L,

6. RiERURE
WEL ATV F AL =)L & UTLHLEO. 75 1 g 2% 1132
59 %, KL, SERICE OB ELALEO. 51 gl &S 5.

7. BERUHBEICHET S EE

8.3 RBHMADH2BEKRVTOMAEEDH 2 BEFITBNWTIA,
BV MRIEIC K VIR ELT 2 BT NAH B0, R
TV MMEZEFEMAICHEL. &AL D LARENSED 5Nz
BAEBKRESLIVWEEET SR E, BURLBEZTD I &,
[9.1.2, 11.1. 3B:H]

9. BENDEREFITHEEICHAT I EE

9.1 A - BIEBEDHHEE

9.1.1 BANSUANMENHEETNDHIEE (BHEEDHDIEE.
[RFM BRI RS RETTERE D BEE)

MEHIN T LEZEIC LA EZBETNNH S, (7., 8. 1.
8.2, 10.2, 11.1. 18]

9.1.2 REEIEADH 2 EEBERVZOBREREDH D EHE
(8.3, 11.1.3%:MH]

9.2 BHEEEEE
MBI AMEZEICLRSE, @A AMEERDBZ
nhHs, (7., 8.1, 8.2, 10.2, 11.1. 1%HH]

9.3 FFiEREEEE

9.3.1 EEDHEREERE
EEOFHEREERFIIERKBRTIIRAIN TN S,
Hg]

9.4 EREEE T 5 E
IEIRT D ATREME D & D I3 R Eoa RN B ZE L5
CHIEINZBEICOAKETEZ L, BIPERICPBVWTHERTE
HEAPREIN TS, PLEETHRETIHAICE. M2
OIFERBICEDIEREL TWaWZ 2RI 52 &, BFITH
U CARINBIBICELEZ LTI REENH 2 2 &2+
L. AF#EGHRPITEY 2ltEz2rbt s 2 &, AFEEHIC
FIRSRD 5N AIE. BERXAFOK G2 HIET 2 Z &,
AFNOE G L% O MY M ERIEH S 2~ TR, [9.55
e

9.5 iT%

I AIIF IR L TW D A[REME O B D I3 5 Lian T &,
Z v N TR OB R KO AR OB OZEA30. 125 1 g/kg
/H (RERZHEEMHERAE CORERED6. 8f5MHY) <. H4ER
DHBEE (k. FRORE) 230.510¢/kg/H (27, 0f5HH %)
THEOLNTWVDS, UHFTIIIVBEY EEHR. OHH. BN
3) 80.3 1 g/kg/ HTRD LN TWS, [2.. 9. 4%1]

9.6 1=ZLIR
BAZEZBIIED L, Ty NT, AHFABITT S 2 &E0HE
INTWD, Tv AR RO EROF AN I RHA D HEREIC
BT 2iBRICBNT. HARDOBIKOZ{LENED 5N TS,

(16.6. 1%

MmiEAN T AMEZEMOICEEL., @AV T AMEZEZI L
FEAITIE. BEBIKRET S 2 &, KEBIE, MBIV LE
MIEHEE THEELA%IC, 1HIE0. 51 g THREEHETS I &,
BB, AFILHLEO. 51 gt 512 K BB TR RIS L T
W, BAREESEMEE T, BEOREIET. 1H1EO0. 75
LgNDOHEEXIIMAN L DEBENDETHEEEIT LT &, [8. 1.
8.2, 9.1.1, 9.2, 10.2. 11.1. 1]
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8.1 AFI G HIZMIE AL > LMEZEEHE (3~677 HIZ1EREE)
ICHIEL. RENRD SNHEEITRESITRIEL, @Y s
21D 2 &, EtkmemE, B, VR FR IR RE TR E
LED@EmAI T LAMIEDBZNDH 2 EFTIE, HGEHHITHE
WIERIV T LMEZRET 272 E, FICERTSI & (7.,
82, 9.1.1, 9.2, 10.2, 11.1. 1ZH]

8.2 MU AMYEICBIE T HAEIR (BEEK. W5 WHK TR,
CERE, BakEHR, ZR L NIV O TEE) OFRBINERD 5Nz
G MWFEAI U AMEZHET 278 E L THREICRBBRZ1T
5Z&, [7., 81, 9.1.1, 9.2, 10.2, 11. 1. 1ZH]

[2. 2]

9.7 INRE
INREZE IR E LT BRIRRBRIEERE L Than,
10. HE%R
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Wi ns,
VANIAVNN:-5| EAIV T LED | AFNIBE TO RV
FEAIN T L bobnrBenn| > LORINEEE
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11. EMER
m@JWﬁ@%bbmé LB BHDT, BEE TV, B
DD SNBEIII G ETIET 27 E@ERIE 2T &,

1.1 EXA me
M. 1.1 AT AME (1. 5%ED)
[7.. 81, 8.2, 9.1.1, 9.2, 10. 2%
11.1.2 2HBEE (HEEAH)
MEAIN T L EREFS ZREBEEND 5DND T ENDH 5.
11.1.3 FREEFEG 0.9%
[8.3. 9.1.2%:H]
1.2 20D EIER

16. FEYBHEE

16.1 MARE

(EERREEA)

16.1.1 BERE
ERERABIEICTILT AL S b= E L TO0. 75 1 g% HERE G L
EE MEFTINT ALY b—)VIBEIT#EE5%3.421. 2hiT
Cmax99. 8 +12. 7pg/mLIZIE L 7214, t1/2563. 0+ 11. 4h TH#H L L 7=,
AUCst133, 947 £580pg - h/mLT&H > 7= (Mean*SD, n=31),0

0. 75 ¢ gHA[EIHE 4% G- D f FE Rl N BT 51T 2 SR EEHERS
(pg/mL)
i 120
100
Mean£SD (n=31)
80 +

60 -
40 +
20 +

BRES—7 SIS H B

0 1 1 1 1 1 1 1 ]
0 10 20 30 40 50 60 70 80

Ee 5% OR5H (h)

16.1.2 R{E#EE

R ABEICTIVT AV b= &L TO0. 75 ngZ 1 H1E14 H R
O#%5L7-EE, UEEHKRGHOmMERTTILT LS h—)VEEX
%5146, 0+ 2. 8hiTCmax243. 5+28. 2pg/mLIZEL /24, t1/248. 7+
4. 9h T U7z, AUC24nld4, 964+597pg - h/mLTH > 7= (Mean*
SD, n=10),2

Fio BEBRABEICILVFANS F—=)LEL T 1~1L0pngZzl1HL
Ewﬂﬁﬁu&ﬁwbtaé‘m%¢1w?ﬁwyk~w%§u
b\fha)&ﬁﬁ PBNTHHEIIHZITITEFIREIZEL TWi,
ﬁﬁglﬂi jﬁ)bj’é%#@@j /\77( ArS Cmax» len AUC24hCI_'.%)
L_Tx’ﬂ—-ﬁkfit{ﬂbffmbﬂb t 3B E5RBICEKST—ETHD, TV
Tﬁ»ﬁﬁ*”@%%@ B130. 1~1. 0 gD ¥ - R D HIPHN THIL T
Hoiz.3

KIEHGIT XL 0 EYENRE)N T A — & ITB(LITERO S isho 7=,
D AREINAHERCARE. GER. RACEIILF ALY h—LELTIAL

0. 75 1 g & O 55 %, 7272 U, SEdkIC &k 0@ LA LE0. 5 1 gl S
%,] ThHb,
(RREMEBEERERE)
16.1.3 RiE#&RE
R HERIERFICTILT LS b—)L &L TO0.5. 0.75, 1.0ung
%1 H 1E485HE B D 55 ED o #REIC BT B ET TILTH
IV b—)VIBER. S5 ROBEIMNCEWERFIRIC ML /2,9
TERARRERF O L% o TV FH )L b — Vi

284 1 2Rl 8% AR
- R, FAPUE. [ ES. TR,
Hfeds F8. B4 T3
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MR b B B
v -GTP Lt &,
JH- ik ASTE&H., ALTLE
. LDHEH
L7 FZ2E
X 5. BUN L&,
ﬁ FR o B . R
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R AL S v AN | L Fh R R R
rem (20. 3%). M )L | Al-P L&
" oo HWom
(15. 0%£2)
ANESZOE
AL I ER RO
1L BB, AT
~2Z Uy M,
R M BRI
12 B, =R
Z D HE V7
D WIEImE /)L > AEALL 0mg/dL%E A 256 % &)V > AfE &
U Ckat

12) WHIEIMIE 7))V > AMEA10. 4mg/dL%Z # A 11. 0mg/dLLA T D& & E5F

14. BRALEODEE

14.1 FRIZFEOEE

14.1.1 PTPEEDIEFNIPTPL — bSO L TIRHT 2L 58
BBk, PTPY— b OBEEKICK D, BEOEA A A BRI A
FIAL., B3 2 2 U THRBIAARS O EE /L& OHE 2 0F 5
THIEND D,

14.1.2 JRA D EENZSET 256, RARUAAESH S 2 HX
BNES., ROEZEAOYUZLEHICEEBEN LWL OHET S
Z &, [20. BH]

15. ZDDEE

15.2 JEEERREERICE D < 1B

Fw bk (SD) IC24ERE NS LD AREERBRICBW T, BIBD
e AR, B O PR A RS K OV RIR R 0 CHll T S 0 B9 s,
FRIRHESRHE CORBEDEX0.7, 2. 8K UT. 054 THED 5N
TW3, ZN5OFTRIEI A )L 7 L EE O & il A3 B R e
Lz EicksaEEBANT-.

51 12ift% 2438 483 1% HEHED
05, 238.1+80.9 249.7+64.4 | 246.0+136.3 | 244.5+96.8
oK (n=49) (n=48) (n=44) (N=141)
0.75 339.7+108.8 | 351.5+95.3 | 306.2+150.1 | 333.4+119.8
K8 (n=54) (n=52) (n=47) (N=153)
Lo 514.3+674.5 | 469.9+135.2 | 401.3+140.2 | 465 0+417.1
ne (n=53) (n=51) (n=45) (N=149)
(Mean=+SD)

Mg TIVF AV b —)LIRE O AL pg/mL
n: Bl NSRSV REER T > M
12 51285, 24815, 48HEBEOER
16. 2 BRUR
16.2.1 BEDHEE
fEERR A\ Bk waﬁw/b~wébromugémﬁﬁmﬁﬁb
mEE BYBRRICAFEOREIRD SN ho Y
BREOH B 2 HER 4% 58 O KM/ S A—5

Crnax AUCrast
(pg/mL) (pg * h/mL)
7 IR % 575 100. 42+11. 02 4,094 1445
B GEY 95.37+8.89 3, 879+577

(Mean=+SD, n=15)
13) 10WRILL B i -
4 BFEEIB05 %G
16.3 9
16. 3. 1 BHEEFEYENRERRIR
TR A B, BB Lo B VR FE M B MLRRIE FE S D F18824112 B 1
’C%%%? HefEiT 2 £hE L7z, BT OoMmEREIZ10. 5LTdh >
7700
16.3.2 EAFES
b M MiEIZ1~100ng/mLOBEEEFH TV T IV h—IVZERML
I EEDEHMBARITN. 2~96. 25 THVEEICEIST —FETHo
7o OFE-. BEHMSARICHEZEIRD SN 7z (n vitro),”



16. 4 X35
INTHI b= ZETy MG L E, MEPITEEITRE
(AR ZRD 5. 267 D 3-hydroxypropyloxy £k O B (4 B U447 D 7k
Btk HRO N Ty b, 4 X, P RO hOFI 0y —
LERWEZHBRICB TS TI)VF AL h—=)L o ER@WIF203-
hydroxypropyloxyJ& @ [ & {4 & (f3-hydroxypropyloxy % ® 7 )L 1 —
NVOBILETH, MEZEDSNTY, TILFHILY h—ILER
HEHRIIE MFIEOCYPTIZ A2 o /= (in vitro ) o 10

16.5 HEt
fERERR A BIEIC TV T IV b =)L & L T0. 75 L gZ 1 H1[RI14 H i
O#%ELZEE, TILTHIVY b=V R OFOREY D RPADOHE
MTFBD SNBSS v MSHTE# L2V F ALy
F—=VZHEKROKRGLEEE, HETHERETICESBERED
2. 63% AN RHIC, 55. 89 EE T HRI X sz, 1D

16.6 HEDEREFTHEE

16.6. 1 FHEEEREE BB (CH T 2 EYEIRE
TR RERE 22 B85 1041 (Child-Pugh/%8 ClassA : 85, ClassB : 24)
WINNTF AN b=V ELTO. 5 ugaHEROKRE L- & E0EY
BN T A—F1T, UFDEBDTHo7.12 [9.3. 1%H]
JFFHERERR 5 FR o & R AR A B 12 33V 5 HE[EIE 1% 5K O S BHRE /N T A — 4

16.7 EMHEER
R ABIEIC T T IS b—=)L &L T0. 75 ngXid 7 IRl
H1E14HFERE OS5 Lz & &, CYPSMOIEETH S VNS F
RO DRBY DEYENEE/N T A —& DRMEHDH (KEHKE
&/ EBED ROINEEKMIL, LFOEBD THo /.2
TINFINS bV Y NS F L ROE DR R KT 8

RITE O (KEHRS®ER S

— E [90% 15 ## X ]
AUChast Comax
e 0. 964 1.158
‘ ) [0. 6903-1. 3468] [0. 8766-1. 5306]
SIUNAREF 0. 848 0. 809
THFINT D=1 (g 6743-1. 0654] [0. 6669-0. 9826]

0. 874 0. 958

EEa [0. 7535-1. 0136] [0. 7526-1. 2185]

VIR F R
(F=7 27 RIK)

IFHNY Ry

. 0. 894
[0. 7178-1. 2029] [0. 6302-1. 2684]

Cmax AUClast
(pg/mL) (pg * h/mL)
PR HE R & BB
(Child-Pugh/i ClassA) 99.7£19.1 8, 6225781
R REpR R 73.9 2,936
(Child-Pugh43%8 ClassB) (63.1, 84. 6) (2,622, 3,250)
freERR A\ LD 99.8+12.7 3,947 +580

Child-Pugh/3#f ClassA : n=8, f#HEk A B : n=31 (Mean=SD)

Child-Pugh/3#8 ClassB : n=2 (Mean (Min, Max))

16. 6. 2 BHEERUZ DD EFHEMENRE(C RIF T HE
WREB D SBoNZI LT FZ2 27 U752 A (CLler) B, 4
B R OHERD 19.19.10 Z L piEh TV F A b=V k57
BEZLTITRT,

re. 3.1 RHEMEYBIREAENT) R L2 REAEYBRRMENTD O

fES. CLer, {KEH., FMKCHERNIEENTOLEY )T 52 T
Br 55X 5RTTIERN>T=,

%g;@‘%ﬁ# 55N 7Cler, iy, MROEHFHOMFHEHITIVFTHII b—IL b F

TIRE

(n=10)
b MNP/ 5 ice MFI 70y —AZHWERFHZBWT, T
VTRV b =IVIZ K B K LM EIER 2 BT 2 CYPOFE
K OFHELRRD 5780 o 1= (in vitro ) 1019

17. ERPRRIE

17.1 BMERVORESM(CET 558

17.1.1 BN M4a5HER
JRFE MR HEREREL, 05461 (TIVF AL b —)LEES2861 5 B B9
Bl 7IVT 7 HI)V T R—)LEEB26(41 5 B B 1) 2R 2 EIERE
MNoEERBEMEERBRICB W T, EEMIEE TH 2 4ER D IES
MR R R ASEE. TV IV h—ILEE (LA 1E0. 75
wg) TI3.4%, VIVT77 AV R—)LEE (IH1EL Opg) TI7.5%T
HO Xt 27 ADER26%) . 7IVT 7 IV R=ILiZHd 2 T)L
FHIVY h =)L OEBMESBGEE N [E{tlog-rank#E : P=
0.0460 (K], F7=. MFEMOIESMEMRIE BINFEEHEL ©
WVFHINY M—=)VBETL 1% 7T 7 LY R—=)LEET3. 6% TH D

(FHR D Z 7 WARTLY) . AEENED SN/ [J@{tlog-rankif
5E 1 P=0.0048 (FrfiD]. 3EZOIEHEEEEELEEEZX. TILTh
Vo h—=)U#E (LH1[E0. 75 g) T3.4% 7IV7 7 > R—)VEE
(1H1EL. 0pg) TO.1¥THO. FIVT 7 IV R—)LEEIC bl L
THBRREEEREMFEEZRL 7 [Student thHiE : P<0.001 (i
D], Fiz. 3FEEORREBEELEEMRIIBNTH, TILTAH
IV b —=)VBETO0. 4% IV T 7 VY R—)LEET-2.3%THD. BHE
B BREEMSEZZR LU [Student thiE 1 P<0.001 ()],
BT TR A BEIE AN D R 7

HHTFEESE SERH) D

(n=A1 BTk RFATE 150 #‘Eﬁ i 27
TVFHI S b—)VBE | 7V T 7 9L K= )VEE (PR
(n=526) (n=523)
HHUHECR R 4 13. 4% 17.5% 26%
: : (P=0. 0460)
Al B T 114 3.6% P-0 0048)

wr | W | R e
7 (n=fi%k. N=HIER1 > N0

CLecr (mL/min) 9

1024 3043 384.3+145.7 (N=17)
| sontkeokis | Y | smorias o)

60L4 L 70A 304. 8+89.4 (N=19)
e ] [T i riiie ety
A fip
| Tkl T 02311010 (N-232)

755 LA E 352.5+129.1 (N=150)
el

B 1.0pg®E), 150 316. 1+£96. 36 (n=6)
m T T ong, nanm | s e1ie 190 oz
T T ong, o | 260 4ns 650 (a0

(Mean=£SD)
1¥5) 17 L 7 F = il 2 i Cockeroft-Gaulti% iz & 0 B H
1£6) #4513, 14, 15HHKUI5HHO#RE#24ARF OGP TV 7 AL b =)L b
T 7 WEEN S
7 #4513, 14HHKRO14H H OG5 #24R M O i TV 5TV b=V k57
N S B
78) #5452, 4. 8 L2EBOMEFITIVF ALY =)L b T TRENSHH

7£1) Kaplan-Meieri%IZ & % HEE fE

7¥2) JE{tlog-ranktiE (F i)
RN EHE TH 5TV T IV b —)VEER28%1. TV T 7
> R—=)VEER2661D S5 B, BITERIZ. TIVF AV b—IVEET227
Bl (43.0%) . 7T 7 ) R—=)LEETI7061 (32.3%) 12D 5N
7z FEBIRMNSRLL LT o ZRIERI M A SUIRAF )V 2 L
THo, mMHEAINTLAEIMITINVT AN N =)V ET1L1H]
21.0%). 777 I R=)LEET69B (13.1%). Reh
ABEIMITILF ALY b —)VRETL3461 (25.4%) . 7V T 7 HL s
R—)LEET81M (15.4%) ITH BN

18. EEZNFR
18.1 kR

TIIILTFHIVY h=IUNIESERIE Y X 2D IV U F—)L) OifE

KTHO. LLFOAIVS MU F =)L &L TOEMZENEEEZET 5.

- b MR RTERERIC R LB RO R 2 MIE U 72 (n vitro ) .19

© Ty MZBWT, NBTOHIVE ™ AR (ex vivo )2 J VLK
FIV ™ NEE DB 753E0 57z,

s IVRETIVT Yy MIZBWT, Bk BEEROR TARD 51
e 2

S PEEEH Ty MZBWT, BRE#EER/ N A—F EOR TR 5
nrz.»

N0 EMS, TIILF ALY =)W, EITERHEERZIH L

T, BEEMOEREZLETDEEZ 6N,



18. 2 E=IEEFR
18.2.1 BEERVEBEEICKHT SR
(1) IS S / MZIIVTHIVY b=V #1207 AMIRER DS
Lt.ﬁt%ﬁ BWT, TIVLFHILT b—IL0.03ng/kg/H DG
3. IREEIEHIC & 2 WEHE K OVR IR B 1 88 BE I8 /D 3 O B i
1&?%%—5&:%%0 L7z 2
(2) PR IVICTIILT IV b=V #1657 AMRER DS L
BB NWT, TIFTHILY b—)10.07 ng/kg/ A% GHED
FEHME R VKBRS B &, IR > bo—)VEEE T E S 7%
Mmolz, £, BREZKFIE5REQEZEIED SN
N7, 29
(3) FREAEH S v N RV OB BE & 5HEDRIC
B BNz,
18.2.2 BHEBHRICRIFTHE
() YRS McTILF )V h—)L0. 0075, 0.015, 0.03 g/
kg/ A #1250 ARKERO#S UZRBRICB N T, BRI R
WD SN D
(2) REHEHBILICTILF AV b —)L0. 0175, 0.035, 0.07 g/
kg/H 2160 AMKERDREG L ZRBRICB W T, SHfkgic
HILERD 5NN .29
18.2.3 BiTARICRIFTHE
BIRETILS Y MIZBWT, TILT VY h—)JL0. 015, 0.051g/
kg/H OB FMmm4EM. & FRE166EM O KEROH 51389
ERAL DGR B I F RIS B % 5 2 7a o 2. 20

19. ﬁxﬁﬁkﬁkﬁﬁ?’éiﬁ{tq—ﬂ’]%ﬂﬁ
MG

IZIEDFHBE A

CHs

CH g oH

HO

IIIVF )V b =)L (Eldecalcitol)

(1R, 2R, 3R,5Z, 7TE)-2- (3-Hydroxypropyloxy) -9, 10~
secocholesta-5, 7, 10 (19) ~triene-1, 3, 25-triol

Cs0Hs5005

490. 72

HE~REAOMAETH S, N, N-PAFILKILLAT IR
KOOIy /=) (99.5) IT@EIFRT <, 7OoORIL AT
DFETRT L, T M MUNMIZETIZS L, KiZiFEhm
EWETIRN,

#1132°C

—fiz
{2 -

s
TR
LEE N

Ao

20. ERIRWVWLEDEE
7V 2 E O —a2E B 3N S E S R B
5T &, [14.1. 28]

22. A%
(TIVTHIN b= HhTEI0.5ug Th—T1)
1007 7)1 [107 7)1 X10 : PTP]
1405 7J)V (144 7))L X10 : PTP]
(IIT AN b=V A TEI0.T5ug Th—71)
1007 7)1 [107 7)1 X10 : PTP]
5004 &)L (104 &)L x50 : PTP]
1404 7)1 [145 7)1 X10 : PTP]
]

L TRET

70071 7). (1471 7€)V X50 : PTP
5000 7V DNT, REFIAD]

23. EEX#

1) #HEOBE#RE (ED-112JP) (=5 ¢ O—)L A 7v)b : 20114E1A4
21H%Z. CID 2.7.1.2.4)

2) MM EEMRRB (ED-111JP) (5« 0—)L i 7&)L : 2011451
H21H7%&, CID 2.7.2.2.2.7)

3) % 1 HKIERS5R% (ED-71T-103) (ZLFra—)Lh &) :
20114E1 H21 H&K#. CTD 2.7.2.2.2.2)

4) %I TR (ED007T]JP) (5« O—)L i 7))L 1 2011451 H
21 A&, CID 2.7.2.2.2.4)

5) MeREMEMBREMT (T7« O—)L A 7)) 201141H21
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